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Minttes of a Confcronce of the Panel on Penicillin in Syphilis
Weshington, D.C. 3 Deceuber 1943.

On the 3rd of Duceaber, 1943, thcre was heid in Washington a Confercence
of the Pancl on Penicillin in the trectucnt of sy hilis in huacn beings. Present
we;e the following:

Dr. J. E. iloore, Chairmen, Dr. Jchn F. Kahoney, Licut. Col. T. B, Turner,
Condr. W. H. Schwarts, and by invitcticn, Dr. Horry Eugle. Dr. Barry Wood was un—
able tc be present.

The Chairnee reportcd that Dr. Evan Thomas hed treetoed 10 paticats with
early syphilis with a total dose of €0,000 units of penicillin and ten with 200,000
units. Dr. Thonas has bucu wa.l. concerned .ver *“c¢ delay in obtaining negative
darkficld exuninations which, in the 60,000 unit group, required ahcut 96 hours,
azd in the 200,000 unit group vhout 48 h.urs. Dr. Thouas believes these dosages
of penicillin to be probably invdecuate and to ranise the possibility of iLunediate
infactious relapse in a large proportion of pationts so truated. He hus eprossed
hinself as wishing to be relieved of the rceponsibility of treating patiénts vith
such snall doses becnuse of tho public health hazard involved, and the inpossibility
of naintaining patientes in tho hespitol for a long oncugh period of tine to guard
ogainst relapse.

On the other hand, Dr. Harold Cole from Cleveland reports that he has
troatod ten patients with the total 60,000 unit lusc with much more rapid disappear-
ence of spirochetes frou lesicns then is reported by Dr. Thaws. In nins cuch pa-
tionts darkfield exnninations becune negetive frun 72 to 18 hours after the start

- of treataent. Dr. Cole alsu reports satisfrctory hecling of lesions of pationts '
« in this group. |

Dr. Arthur Schoch, utilizing a total Gose of3300,000 ts, reports
16 pationts trected, cll tut 2 of whon vere darkficld“NoEitlreOthd Dther 2 in ‘
36 end 41 heurs respectively. The healing of lusions on thif dosage schedule is, |
hae reporte, ctriikingly rapid, |

This docunent contains inf.raation affecting the nationel defense of the United
‘ Sates withir the neaning of the Espi.rage fct, 50 U.S.C., 31 and 32, as unended.
. The transmiseion or the vevelati:n of its contents in uny nanner tu an unauthorized
porson is prchibited by law.
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Dr. dohoney roperts 19 cascs treated with 1,200,000 units, the Navy
16.cases and the Army 3 cases ut this sume dosage schedulc, the resuits in ecch
conforning to Dr. Lahoney's originnl 4 patients.

With regard to intravenous os contrasted to intramascular injecticns,
Dr. Cole reports 5 pationts trcoted by contimuous intravencus drip for 2 duys,
200,000 units per cay, with atypical spirochetes persisting in 3 of these paticents
for fraa 3 to 5 days.

Lr. Bornott likewise reports that one patient troated intravencusly soue
wecks ago with a lotul dossge f @ willicn units in § days, has just relapsed 7 weeks
afier treatnent.

Rulative to the probable curative efficacy cf cdoscge schedules, Dr. Eagle
roports that in experiucntel aninels e total dese of 400 - 1,000 units per kilogran
of body weirht is necessary to rendor a chancre darkficld negative, and to
about healing. On the bosis of the node trunsfers so for dome ( all at 6 weeks
after treatoent), the curative dose is probably a tum-fold multiple of the healing
dose. The largest totzl doss at vhich o positive nude trunsfer has been cbserved
at 6 wecks 13 8,000 units per kilogran (acministered trice deily for 4 days). If
these animal results are directly translatable to humen beings, the ninimu expected
total curative dose im carly syplitlis is 600,000 plus units.

Dr. Eagle reports that o mmber of different trectucnt sckedules have
boern or arc being tried in Lis iuboratory, as foll..ss3--

A single dose of penicillin in whatover size ond whether adainistered
intravencusly, intramuscularly, or subcutanecusly, is unifornly unsuccessful.

Three groups of aninzls are being treated with o total duraticn of 4
hcurs, the intorwl betwecn treatuents being divided into 3 groups: (a) intravenous
grip for 4 h-urs; (b) 00 injection evory 15 mimutes; wnd (c) one injection evory

our,

Three groups of aninuls ere being trected with a total duraticn of 16
hours' treatuent: (a) bty intravem-us drip; (b) injoctions one every hour; and
(c) injections one cvery 4 h-urs.

Threo groups of wnimnls are being treated with total Auration of 4 dayst
treatoent: (s) by intravenous drip; (b) injections every 4 hwurs fur 5 doses daily;
and (c¢) daily injections.

5 So fer there have been no striking differences in disappearance tine of
] spirochetes or healing of lusions betieen any of these schedules except the ineffec-
tual single dose schedule.

Dr. Hahoney wes unable to report the details of animal experiments being
carried out in his laborutory; although several hundred aninale are under treatnent.

Dr. Eugle next roported on his studies of penieillin plus mopharsen. ' .
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The results are as followss—

1) Penicillin and napharsen nre pharunceutically coupatible.

2) ¥hen penicillin, 2,000 unita por kilogran is adninistered intramus-
cularly simltanecusly with varying dose of mephaxrsen intravenocusly, there is no den-
onstrable effect on the toxicity of napharsen.

3) If papharsem and penicillin ere nixod in vitro in a concentration
of 20 ng. of napharsen per cc. and 12,000 units of penicillin per cc., and the
nixture allowed to »tund one-half hour before intravencus injection, thero is no
effect on the toxicity of mapharsen.

Tha conclusion fron these experinents is that ponicillin has no dele-
terious effcct on the toxicity of mapharsen as judgod by the death of rabbits.

4) As to theropeutic activity: if nopharsen, in a coucentrction of
10 ng. pur cc. anc ponicillin in 2 concentrati n of 128 units per cc. are nixed in
vitro, the spirocheticidal activity of the peniiillin is not reduced. This does not
exclude the possibility of 2 lcoscly bound reversible cheaical conbination betwean
ponlcillin and mapharsen. licvertheless, a concerirztion oof matharsen 2 to 20 times
as great as in the projocted therapeutic schedules for buurn beings, does not ad-
versely affect the, spirocheticidal activity of pennicillin,

5) The effect of relatively large cuounts of penicillin on the
cidal activity of small anounts of wunphersen wms studied. The uixtire of the two
dxugs was less trypanccidal than aopharsen alone; and the longer the nixture was
nllowed to stand hefore in vitro testing, the more the trypanccidad activity of nmaph-
arsen was cut cdown. However,with concentrztions of mapharsex couperable to those
attainod in the body with therspeutic coses ( 1 to 50,000 to 1 - 1,000,000), 500 to
1,000 units of penicillin were rc. uirc: for a significant dinimtion of napharsen
cffect. The less mapharsen present, the less penicillin was required to inhibit
its acticn. The inhibiting in vitro doze of penicillin was 50 - 100 tiues as great as
in any cencentrations which night be obtained in the human body with the proposed
treatnient schecule.

Under these circunstunces there is no contraindication to the immediate
cliniczl trial of coubined penicillin-nephorsen schodules. This trinl seeus desir—
able to tho panel bocsuse of the possibility that in many patients sce trepcnenes
ney be peniciliin rosistant but destroyed by mapharsen, snd vice versa.

These dota led tc o general discussion of the proposed treatment sched-
ules ocutlined in the Uinutes of the October 29, 1943, Cunforonce vn Ponicillin in
the troctuent of syphilis, The panel agreed that Group I of these original sched-
ules i.e., 1,000 units of penicillin every 3 h.urs to & totel of 60,000 units, would
probably be ineffectunl; and for this recsvn and alsc because of the public health
reasons advanced by Dr. Theuns, this physicicn at Bellevue Hospital was released
from the responsibility of tryiny any further peticnts on this schedule. Hewever,
in order to denonstrate the inufficacy of this trentuwnt schedule and further to
Tedolve the discrepancies betwoon the results of Doctors Cole ond Thomas, it was

x ‘m«l *hat Dr. Cole be asked t. contimue on this rzuvw ackdule until he has completed
to

tal of 40 patients; and that Dr, Hoors be asked to unucrtake the treatment of
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10 patients by this sane schicdule. These with the 10 puticnts already treated by
Ir. Thomas, will provide a total of 60 patients in this group.

The treatment groups and the climics to utilize them were thenm complete-
1y reorganized according to the following schedula.

Group Unit dose No. dosos Total dose Totel cose Clinics and approxinate

Renicillip _bapsarsen No,pts, to be treatod
1 1,000 6 60,000 — Thouas 10 (findshed)
Cole 40
Moore 10
l-e 1,000 60 60,000 320 mg. Cole 60
2 5,000 60 300,000 _— Schoch 100
Barnott 75
2-0 5,000 60 360,000 320 ng. Becker 150
3 10,000 60 600,000 —_ Thouas 250 - 300
Becker 60
3-a 10,000 60 600,000 320 ug. Ay 150
4 20,000 60 1,200,000 — Navy ;
hray
Mohonoy ) 00
Cox. )

At thie point Dr. Mchroney reported that he would not require his alloca-
tion of 18,000,000 units por uonth from OSRD since he was now being suppliod from
" U.S.Public Heaclth Service sourcos.

The rearrangenent of schodules vutlined cbove requires some reallocation
of n-nthly supplios of penicillin which from this date on should be as followsi-

Invostigator Units of ponicillin por nonth
Cole 3,000,000
Schach 10,000,000
Bernatt 8,000,000
Beckor 27,000,000
Thouas 30,L00,000
COX 16,000,000

Thess allocations wtilize 94,000,000 of the 100,000,000 units alloted by the Con-
mittee on Chenvthorapeutics. It ws agroed thot the additional 6,0.0,000 were to
bo at the disponal of the Chaiman of the penicillin punel to provide for unexpected
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demands froa present clinics,

The Chciman of the panel wrs directed to crzll to the attent:on of all par-
ticipants in the study the following points:-

1) The penicillin nlloted 3ie for the tramutmaent of cyphills -nly, and is
not to be used for panic cases £ other infcctions.

2) Jo publiceticn of penicillin rese’?s i3 fo Lo .@ierivken ly any indi-
vidual clinic without OSRD aphHrowsl,

3) A1l penicillin foilures arc to be dropred from this study and are not
to be retreated with penicillin, They ncy be retranted by any other system desired
by the clinic in question. _

The Chairnan wes directed to enquire of Doctors Schoch and Barnett as to
vhethor the mmber of capes umier trentuent each month by then can be increased,
each of these inwvestigrtors nging trostiaont schedule No. 2.

Dr. Hahoney reported that the propused blank for reporting cases had been
proezcprod and mailed to avuu.r. £ the panel, but “hat return ccmuents hod not yet
beenn received. The Chairmon agresd 2 goun a8 the olenits ncre prepared in final
form to have them prianted end Jistribuded tc all participating clinics. The Chair-
pan was dirocted to onguire of M. J. R. Eeller, U.S. Public Health Service, as to
whathor the franking privilege could be utilized for tho return of such roports.

The penel further agreed that the Chairman night ask Doctors 3. Barry
Wood ami Fruncis Bleho to uncerteke the trcatient of cuch patients as are cvailadle
Yo then by cne of the trectuont systens cutlined cwvove. Each of then will be asked
to use treatment syston 2-z.

The panel also agreed that as soon a8 penicillin supplies become available,
tho jdrug be furnished for a further study of late syphilis to Doctors Paul Giieary,
Yalsh HeDormott, and liarry Solunon. A ninimm of 20,200,000 units per month will
be requirad for eanch of these clinics.

The ponol further agreed thet for the tine being it wae undesirable to
bring into tho stuly any further clinics for the treutmont of early syphilis.

The neoting then adjournad.

|
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Resezrch Council, ves held at the Netiowol scadeny of Sciences in Wushington on
11th of Novenber, 1943. Present werv the followiag:

Froa the Subcomnittec on Vencrecl Discascs, Doctors J. L. dore, J. H. Stokes,
Oscur F. Cox, John F, iluhoney, and N. i. licison., Dr. Russell Herroid was absent.

From the United Stites /iray, Liujors Thoues H. Sternberg and Kobert Dyuz.

From the United Stotes liivy, Comdr. i, Ill. Schiarts.

From the U. C. Public Health Scrvice, Doctors Otis L. .nderson und Hayry

Eugle.

From the Food and Drug Administrztion, Doctors Herbert 0. Culvery, Goefirey
\looderd, and Edvin P. Lang.

From the Offico of Civiliun Defense, Dr. Benjauin iiller

Fron NBRC Poctors Lewic H. “Jced, O. H. Porry Popper, J. L. Caughey, Jr., Joseph
Yearn, George Guecst, unc Pl.ilip S. Owen.

From MRC-C4R, Ir. T. R. Foroes

From QIR, Dr. ®. C. Andrus.

Tho iiimutes of the last meoting were approved. v

The Chrirman stotod ithat this uecting had been primerily called at the request
of [r. John I'. .ehoney for the purpose of obtuining suggestions as to priority asd L~
triul of prophylactic substances in the huncn experiment concerning inoculated zom-
orrhea at the Federsl Prison at Terre Houtc, Indiana,

At the request of the Chcirnan Dr. ilshoney submitted the following report:

It 1s dosired to precsent the following brief report of progress in
the study of prophylaxin in gonorrhce being carried out through the use
of hunan volunteors in the federnl penitentiary st Terre Huute, Indians.
Follaving approval of the project and the making of funds available by
the Office of iUcientific Reseurch and Lovelopauent, a lupse of soveral months
vas required for prelininary arrungeuents. The uctunl opening of the study
took place on Septaaber 216t, 1943, vhen wedicel end tochnical personnel ar-
rived at the institution.

al
% prison authorities curricd out such zt=uctural slterations as wers

AN N\ AN
This document tains inf tion affeqting the ional de¥quoe of the Uni Stutes
within the meaninyof th. EspPlonage ict, U.5.C., and 32, amonded . trans-
_ mission or the revofwmtion of ibe contents i moanndy to an unsudthorized per is

'hibit"d by luw, ;
e v This d?ct‘xmcnt ;‘9?raijv:§ informaton »
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requirod to comvert suitablc spuce into a laborutory, office,

roon, und penerul utility room. Complcte leboratory equipnent wes :ade
availablo froam the stocks of the Venereal Dissuse Research Luboratery;
those itens to be returned or repluced through purchascs nude from the
vecount of the study. This oxpedient avoided the delay vhich would have
beon cxporicnced if essentizl itous of eculpaont hed been sccured through
purchuse prior to the opening of the study.

study. All were given prelininary truining in the laboratory and ciinioal
phuses of gomorrheu. The stuff eppears to be adecunte in size, althouch
subsocuent additions to the technical group nay be found necessary,

<

It wes considerod advisable to epp.oach the prison population, in a
soarch for voluntoers, through the modiug of ssall groups rather than mass
appeal. bLore than 100 prisoners have 8igned the necessery forms and have
received tho approvil of the prisom suthorities for perticipation in the
study. The nunncr and the extent of the resoonse hos been surprising,

The voluntoers arc subjcoted to cetuiled medical exsnination before being

included in the study. At the present writing a totel of 27 volunteers heve

\
|
|
|
|
|
Two medical officers snd two bacteriologists wero zssignod to the
been utilized,

The method of exposure consists of the introtuc.ion into the distal
purtion of the urethra of varying amounts end vurying concentrstions of
culture streins of the gonccoccus. The material is incstilled by use of a
tuberculin syringe with a specially devisod tip prepared frowm 2 rubber cath-
eter. The woluntcer remsing quiet for a period of from onc to onc and

r hours. The cenal is thon cleared by urinution and the vole
untoor pernitted to resune his usual activity.

2

It vas desirod to guin basic infora:tion us to the feasibility of con-
veying actusl disease to humen volunteers throuzh tho aodiun of culture
struins of the gonococcus. In this preliminary phase of the exporimont
four (4) strains have been employod. Tiuo of these strains were four (4)
and five (5) yoars of uge, respoctively. They vere found to be avirulont
even vhen relutively large amounts of infecting materisal wore caploysd. Two
additionul strains vere isoluted frow putionts who wore placed at the dis-
posal of tho study by tho Terre Haute Lepartacnt of Health. Utilising
those strains, vhen upproximstely three (3) weeks of age, and eaploying &
relatively large infecting dose, a group of six volunteers weore exposed in

the usual munnor; 0.2 cc. of & ueFarlund Mo, 10 suspension was instilled
X 1-1/2 inches into the urethra ang permitted tc reauin for 1-3/4 hours.

S
-

Five of six wolunteers oxposed in the above mamner developed typical

CONFIDENTIAL
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gonorrhes before the «3th nowi;  %uc reruining peticnt was clussified
as having gonorrhica after & new-w, Houree, tne anount of mutorial
usod and the infecting vouting » ve s1~e ;o lpxritetave syupwors vhich
appcered shortly cfter the exposiame a m.»pod with the clessicul syap-~
tous of gonorrhea.

ﬁ next essenticl step 1o th: sum. s the detomination of an infect-
ing dose and a routine ‘hich 2. pr) Fice aisease without giving rise to
rostinoculative irritativ: sy.ptons. “hit as napdatory ia ordor thet too
greet & burdon will not be thrwr: npra I ngeats wnich wre to be evaluated
a8 to their proraylactic efffirfcaey. .7 .rri*ation from inocuiction is
not clinincted, the conditions .hisn rauge 23384 at the time of applica~
tion of thu praphyiuctic vgead rowid wike it lavoasible tc differcaticte
boticen tho irrsinticn due to cxpomve and tant produced by the agent, If
irritetive symptous cro necescary tu the production of an infection, a
corollury study as to the irriistive qualitics of cach prophylictic agent
will be necessayy.

Of the frecshly isolated stredins, the diceuse produccd hy Terre Haute
No. 1 s found to yiold to sulfathiazole therapy. The infcction produced
by Terre Haute io. 2 fuiled to respond to sulfzthiazole but ves readily
manuged by use of pcnicillin,

The first group of voluntecrs inoculeted .iih orgunisas of the accept-
able virulent strzin, Zerre lleute ilo. 1, 18 nov un'er obuervetion. In this
group the infectinz dose hus been reduced to 0.05 cc. of a iicFurland No.

10 suspension, diluted 250 times. Tais group hus not shomm cvidoence cither
of irrit~tion or of disease, althouzh the obscrvation period is not conplote,

\

|
Solution of the oroblen of anintaining e virulent strain vhich twill ine ‘

foct without producing locul irritative nhe~ouenon prodabily constitutes one

of the most Lapcatuas stope dn {ac srad'y wnd mall largely determine the ad-

visubiliey of contiwing tho werk. fpid Joss in virulrnee duo to age and

culivre passuges wounld rendsy azpsrincatel studies hozardous end would re-

quire, as a coorective meusure, the frequent oussuge of a strain through a

voluntaer,

It vill beconc difficult to carry the werk through to ¢ successful
conclusion unless voluntoers sre slmoct universally infectiblo with a non-
irritating inoculmm and unlees the strais may be naintained at full viyvu-
lcnce without frequont recourse to humun passage.

Co £,
It is a picasure to montion that the degree and charactor of the co-

operaticn being extended by the nrison authorities leaves nothing to bo de-
sired.

. K * *  * *  *
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Ia further digcussic. of this repori, Dr. liahomey nointed out thut the two

freshly isolated strzins obiained in Torve Haute hwe . *wstedl for sullonamide
resistance in vitro. Hovewer, with Terre Haute atrain No. 1 thres infected pe-

tionts were all pramptiy cursd wvith suliathiczole, 7i4. Tex»y Huuts vérain Noo 2

all three infected peticnts were sulfathicuole vesistont, and wvere subseyuently

cured vith pemnicillin.

The Chuiraun then subnitted a report doted 10 dovenber, 1943, from Dr. Justina
111, summorizing the results of he» studics to datc on prophylactic tests in mice
vith ponorrhea. Dr. Hillis rcport follows:

1, liethod

This has beon deccribed elscvhoro but wsy be briefly described hers.
Immature fennle rice. “csock~d™ *y the iatraperitoneul injoction of hlood
albuzin, arc inoculeted ner viginsn with 0.05 nl. of an iufvsion broth
suspension of € hous hosolnte agor cultures. The nucber of organisas,
a8 determincd ky ploete covats, I8 jeneraily 1,000,000 to 5,000,000 per
inoculum. Tadr cdagqute to e sttisfasiory wontrois, and it has been
found that hen LS :her nmuberc of gonacozel ore usad, drugs vhich cre ef-
fective aguinat e saaller maier Zose wreir prophyivctiz ection. As soon
as Dr. Hshoney car deteraine winiael infectire deses in a nr, it will bo
possible to estatliish nore accuretsly the correct exneri:enial. inoculum,
vhich should iiclucic an &llowunce of wnd.tionual orgenicas for protcction
in exceptionnl cuses.

Trectument 1s givon per os or per vaginan ucually 2 hours after inoo-
ulation, mice are kept ut ¢ temperaturce of nuout 20° C., and vaginal cul-
tures are tokem 24 hours aftor imoculation. This is done by washing ouv
the vagina with 2,05 nl. of infusion broth aftor curuttage. This matorial
is streaoked on 2 chocolete agar plutes, vhich ure exanmined after 48 hourst
incubation for the prescnce and muuber of  .nccocenl colonies.

2.

e rosults are showm in the accoupanying tedie. Tests hcve beon made
wvith concentretions of drug suituble for clinical uee, excopt for the
stronger Zephiren consecatretions. lhon the upper limits of zction of
Argyrol and ol silver piciats are determined, it will be rossible to make
comperisons of perellel dilutions.

In the concentrations stvdicd (rgyicl, silver picrate, No. 3 (Eugle)
13200 and No. 85 (Ergle) 1:20C hwve beon whe mnst effective end have been
significantly superior in actin: to sulfumerizine or sulfatniazole per 98,
to both of these drugs and to «ulfadiuzive per veginsm. These experimonts
7411 be contimued until the lia.te of action are deternined and until 50
per cert end noints can be culculuted. \

The technicue is cveiloble to test uny drups vhich scou worthy of
study for prophylactic use, und any suggestions vill be wolcone.

CONFIDENTIAL
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Drug Dilution Ti3e or Total No., No.slot- Nunber of
applicution of mice ing gono- colonies
goccl
Argyrol 1310 2 hrs. 20 .0
. . 1320 LI t10 ‘ 0
8ilver picrutew* 13400 6 » i 18 | 3 {2, 30, about 50
' colonies
Zephiran h 50 o 13 2 |8 und 22 cols.
13200 fw n 4 1 2 cols.
&:1000 pnon 10 1 2 40 £nd 100§
12000 v 4 i 3 30, 100¢, 100§
Ko, 115 (E:gle) {3200 ; LI 7 i 4 '
131000 (* " 3 . 2
¥o. 2001(Eagle) gszoo [ » 9 | 5
| 000 (% w 8 ' 4
No. 144 (Eaglc) 23200 \ 30 ain. 4 2 15 «nd 100¢ cols.
03200 "1 hr. 4L |1 1col. .
13200 ;2 hrs. 9 | 2 8 and 5 cols.
No. 3 (Begle) 2200 . 2 hrs. 6 0
$500 LR 11 5 4 to 150 cols,
3000 n w 18 9 2 to 200 cois.
32500 . ® m 1 5 2 to 150 cols,
25000 <" ® 19 13 Heavy
230,000 | " * 5 4
No. 85 (Eagle) &3200 LI 5 1 2 cols,
L3500 LI 8 3 , 3, 50 and 200 cols.
{1.31000 LA 18 9 1 2 to 150 cols,
132500 . v w I 12 7 3 to 200 cols,
135000 pnon 7 6 il.,'?,?.ienleO#xﬁ
Sulfathissole & gne/60 2 " 15 22 | Heuvy '
er of kg, i !
Sulfathinsole tads |2 12 7 | Heavy
Sulfuorizine & gno/60 | 2 ¢ 4 3 ! Heavy
per o kg. pry-inoc. i all 200¢ cols, -
. '~ 30 nin, 4 4 2l 100 to 200# cols
posi-inoc. | ;
" 1 hr. A 3, ull 150 to 200#
inoc. |
" .2hr1:;c 4 3 §8,10und50cols.
Salfadiasine Reat-inoc.
Per _veinen 4 ui:nm 2 hrs. 5 4 6,8,19,und 100 cols.
| Y
# In all of these cxperiuonts, the controls, trcated with water only vere 90 to

* *

300% positive, the growth in ganarcl being 150 or noro colonics.
e This prepurstion in jelly wes provided by John .yeth & Bros. The jolly btose
without the silvor nicruto is inactive by this teat.
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In discussion of Dr. Hill!s report the discropancy was pointed out between
the results obtuinud by hor with the sral cdairdstration of sulfonamides ond those
obtained in humen bei.gs in fiedd tri:ls n we g, O, frzy exd kyr. A tolophonic
enquiry to Dr. Hill elizftad the inCormacion tlet he. sirairs hohYPsen tested for
sulfonomide resistcnce. Sho ic to be regu.stad to sarsy oul such tests and to an-
plify her orcl sulfonunide results with the utatizubion of e sulfonamide-sensitive
struin, if pessiblo.

These duta supplied by Coctors . honoy end Hill led to a gonerdl discussion
of thu desirability of use of sulfcncuides as loe:l prophylactic agents. Conflict-
ing evidence was presented s o uhether in clintanl Fractice rosults in the trent-
nent of gonorrhea with sulfinruides cre iess setisfueo Lory now ther o year or nore
ogo. Arny experionce incicites tuct faie is net irue ond thet the ras'lts in hos-
pitalized patients are apr= ::i~L 1y -z raod as rrevisugcly. The eaggestiun was nade
that the apporontly loworcu curc rete in civilis. o ioin, ight be Gue to the fact
that such clinics saw only, o2 in large proportion, sulfinarice feilures, vhere cos
a high proporticn of patients uight ctill e undergoing cure us o result of solf-
treatocnt of treatont by gunersl prectiticners.

It vas pointed out thnt the Aray has underteken in 7 slations o field trial
of & calomel-sulfuthinzole ointuont and tunt if Jocnl sulfuthiazule is ineffectual
in the prophylaxis of guncithez, the Amy ill wish to abandon 4his field trinl
as pronptly as the inforation cun be obteined.

It was therefore: moved ané see nded thet, assuning oventual success in the
deterninnticn of o miniind infeeting duse of gonccocei, Dr. Heh wmoy be roquested
to test first the prophylactic activity of the pearticulsr calonol-sulfathiazolo
ointnent now under field trial by the U. o. aArmy. If this ointuent is successful
in the prevention of gmcrrhee, Dr. Hahiney is next asked to study tho effect of
its component parts, e.g., cal.ucl ulone, rnd sulfathiazole ulone. The next Sub-
stances to be studivd for prophylactic effect ure to be the silver protoinates.

Pr. Mahoncy stetes thet the seoverul prophylectic substences t¢ he studied
will be tostod ot two and six h urs after cxposure,

Tho subcumaittve next considercd the lilnutes of a Conference on Penicillin
in the treatucnt cf syphilis in hwann beings, hcld 29 October, 1943. These Minutes
have previously xen circularized. The subccmnittce Lpproved the lidnutes as read.

The chairmun anplificd certein points which hed been left unsottled in those
Hinutes. He reported that eftcr conforence with Dr. Keofer it sceued desirable to
innlude the Clevolard gr-up in « study of eurly syphilis. Tho work with penicillin
in Glevelond iz undor the generel directin of = ccmittee cunpescd of Doctors
Yearn, Gyorgy, and Cole. Ty, 7 rny wh) was precent : 4 the meoting, reported that
this group was ontirely willing to enter into 2 couparative stucy of the effect of
penicillin in the treatuont of carly syphbilis in the ninner indicated in the lin-
utos of the Cenference on Poniciliing that approximutely 25 prticnts per nonth

could be troated; and that 25 hospitel beds wore aviilable nt Lakeside, City, and
Children's Hospitals,
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‘ The Subcoanitice thercuuon rozed thnt ihe Clevelend group through Dr. Cule
be invited to participete 1a sucw r suedy and thet this Sroap be tsked to undertnke
the troatment of eppr wicrtely 75 patieats with ecrly sypbiiis, oyurlly divided be-
troen Groups I and IV, as listed .n pages 2 and 3 of the ifinutes of the Confercnce
on Ponicillin. These cre, vesp.ctively:-

Group I- 60 doses of penicillin to ¢ totsl of 60,000 units
Group IV- ag in Group I, plus 320 ug. of urphursen

It wms pointed cut that in the ullocation of troutaent groups to clinics
as listed cn page 5 of the iLiimites of tho Crnferonce .n Penicillin, 211 groups
except I and IV had alrealy been covered by the inclusiun .f two or nore clirics;
and that the above request to the Clevelund clinic will provide o study of Groups
I and IV by cach of two clinics ( ‘Theucs ot Bellevue, Cole in Cleveland).

The requirements of the Cleovelanm! group for the treatuent .f 75 patients
with 60,000 units of penicillin each will be 1,500,000 units £ penicillin per
nwnth,

The cunirasn next piinted out thet Dro &, .fur zi the Comnittee wn Chemo-
therapeutics desired to continue the perticipation f Ducturs Berry Wood in St.
Louis :nd Francis Blaie in Hew Haven in this study, but that the Cormittee on Chemo-

. therapoutics would furmmish penicillin to Drs. Heod ana Bloke for this purpuse over
and above the allocati.n cf 100 uillicn units per nonth to the Subcuziittee on Ven-
ercal Discases. The chuirann +f the subcomittee was directed t. ask bothi Dra.
Wood and Blake to peaticipate in the planncd investigotion in the saie uanner as
the clinics solocted by the Conference .n Penicillin and detuiled in its :linutes,

1.60, by reports scan currently to the chairu.n Subc.maittce on Venoreel Discuses
on all cases treated.

The chziruan next pointed out the action of ihe Couference on Penicillin
concerning the desirability oi perticipation, us soon as supplies of penicillin are
adoquate, of Doctors Lorcn Shaffer, Detvoit, and Dr. A. Benson Carnon, Kew York y
for early eyphilis; end Dr. Paul O'Leary, Rochester, Himm., Welsh sicDermott, Now
York, und Harry Solomon und H. Houeton llerritt, doston, for late syphilis. The
subcomnittoe approved this action of the Penicillin Conforcnce and it is now to
be transnitied to the Committue on Chemotherspeutics for its upprovul,

The chuirmen atuted thct Dr. Kecfer, in onticipction of the approval of
his committee, had alreudy undcrtoken to supply penicillin in the amount specified
to the persons named in tho Minutes of the Conferonce on Penicillin. Excopted only
from this arrangement is the Chictgo group ( Dr. S. Williom Bucker) for which a
supply of penicillin has boen hold up rending thoe obtuining of the necessary inform-
ation concerning & combination of marhursen wnd penicillin.

As to this latter point the chairmun pointed out thai the Penicillin Confer-
once had agrecod that the combined ponicillin-uupharsen groups would not be started
on treatment until it hed been demonstratod that (a) wephersen ond ponicillin are
pharnaceutically compatiblc; (h) euch door not increase the toxicity of the other
for exporimental eninals; und (c) ocuch does not i bert: il, icduce the in vitro of-
foct of the othor. In respect of these points Dr, Eagle repurted us followsi—
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1) Mapharsen and penicillin eve pharmaceutically computible.

(2) Penicillin, adwinivicred intreruseyd- =71 "1 - dose of 2,200 units
per kilogrum, imuediatoly follow: g the iy .enoas adrinistretion
of 15 mg/kg of mupharsen { this is 8lightly greate:r than %he L.D. 50
of mupharsen) has no effect on the toxicity of napharsen in rabbits,

(3) Penicillin in = dose of 8 000 units per kilogram mixed with mzpharsen
and allowed to stund in vitro for 30 mi:mtos, slightly decreaged the toxizity of
the mapharsen when the mixture was adninistered intravenously. Howevez, this is
within the possiblc limits of experiuentel error since oaly 6 animals were studied.

{4) Studies on the toricity of peniciliin have not been attenpted und
are not contemplatead, pirtly bec:zuse of the inadeqyacr of penicillin
supply and partly because of its deuonstrated known /&)xicity.

{5) A solution of wapharsen 13100 has no effect on the in vitro spiro-
cheticidal cetion of peniciiling, the latter in a dose of 32 units
per cc.

(6) Peniciliin in « dose of 2,000 units per cc. hod no offect on the in
vitro trypanocidal action of a 1:20,000 solution of napharsen,

These preliminary results indicate (2) that mepharsen ond pendeillin are
pharuceutically compatible; (b) that neither incrcascs the toxicity of the other
for oxperinontal aninals; and (c) that - meither materially reduces the in vitro
effoct of the other. However, before the penicillin-mupharsen treatnent cystens are
inaugurated in humen beings, Dr. Eagle feols that these exporinents should be ree
peated and verificd; and prouises the results within a ninimn period of two to
four woeks, The subcomnittce agreuvd on the busis of thig information to postpone

treatnent of Groups IV und V, as outlined in the Minutcs of the Conference on Pen-
icillin,

Dr. Mohoney reported that the record forn is practically completed and aill
be circulerizod to menbers of tho Pcnizillin Panel within the unext fow days.

With respect to the duplicate serologic testing of specimens fron penicil-
lin-trected paticnts, as cutlincd in paragruph 4, page 6, of the Himites of the
Penicillin Conference, it waz felt by tho subcomiittee that thore were certain
tochnical and aduinistrotive deteile which would mnke it difficult, if not inpog-
sible, for duplicate speciuens from all paticnts to b sont a} reguler inturvals
to Dr. Kahonoy!'s lzboratory. There wes clso s gencral discussion of the desira-

bility of duplicate sorologic tosting of thig type und differcnces of opinion were
olicited.
|

A8 & result of this discussion it was agroed by the sybcommittee that each
clinic would be agked to porfury serologic tests at stated intervals, utilizing
2 a quantitutive tost by whatever tochnique in current use in that clinic; that the
clinige of Evan Thouas would send duplicato specinons to Dr. Mahoney?s leboratory
but that other participating clinics would not for the tine being be asked to do so,
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‘ If, at a later date, 4:e Infowvmnilan zatn:d .n o Maheney's laboratosy fysa o study
of patients in Dr. :@heasy'z owm aliaie »23.%Mel F Or  f1o918 3eems to incicete
the desirability of ~uak eleburate servlogic isvest.e i1, e subcommitice wall
be reapproached. R

Dr. Stokes nexzi reported on a serics of coaferenzes which had been held
in Philadelphia on thz avi.vuatbion of false positive bluoil seiologic testes after
multiple blood dorations. The firsh of these 2ecvings wes on October 22nd, As (/
& result of them it has heen cgreed bv tho Subsemralfee s Yensrend Diseases, the
American Red Cross, “r. S%ckes, cnd wrious oitor vereons In fae Universily of
Pennsylvnnia, to se® us an organizad study of this probler in Shiladelphisa, Capt.
Barnard bas beon trousferred for this pumsse frem the 2.lmaiws a cican Red Cross
Blood Donor Center to the University of Peunsyivimia mdex Lieals. Col. A. P. Hitchen
The coillaboration has bean agreed upon of varioue persens iacluciag Dr. Stokes and
meibers of his stalf at the Institube for the dortrox of 375Lilis; Dr. Fred Boerner
Major Charles Rein of the frmy mcdical Jchool, Lr. Herbert Zund of Cleveland, and
Drs. Beard and Neurath of Duke University, ( the lutter tio bzing OSRD contract
holders for a study of verious phases of the biologic fulse positive problen) .

\

This report has eventucted in o propossl for OSRD contreet from Dr. John }

H. Stokes, Dr. Fred Boerner, cnd Lt. Ccl. A. P. Hitchoene, Uuiverssty of Pemnsylvania. L ‘
|

This proposcl for contract in the sum of $17,825. was noxt consicered by
the Subcomnittee on Venercal Diceases, Dr. Stokes having left the room. It was
accepted and ratec A

The Subcommittce next considered a prepesal for OSRD contract from Dr. John
H. Stokes, University of Pemnsylvania for a study of the effect of poniciliin on
cortoin aspects of syphilis. This ccntract is in the azwunt of 222,550, Dr.
Stokes having left the rocm the Subecomittee voted to accept this proposal and to
rate it A.

The Subcomitiee thon considered a propesal for contract from Dr. Even W. .
Theuse, Now York University Gollege of livdicine, for u study of the treatmemt of W
carly syphilis with penicillin. This contrect is for a ninioun ap~unt of $720.,
and a ueximm amcunt of $1080.  The proposil was accepted and rated A.

The chairman then reported the results of a ccnference with Dr. Katharine v
Anderson, Vanderbilt Univeriity, c.ncerning her work on the cultivation of the
probable ctiologic agent in grunuloma inguincle and its reletionship to the prophy-
laxis of this disecse.

Tho neeting then adjourned.
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TSN acting for
;"} /) COMMITTEE ON MEDICAL RESEARCH
?,"W 194§' 'r', Office of Scimtif:i Rﬂ::urcb and Donlopowr FOR PUBLICATION
=vED Subcommittee on Venoreal Diseases of tMTHOUT PERMISSION OF

Committoe on Chemotherapeutics and OtherNWHIONAL RESEARCH COUN(
Nimutes of a Conforence op Penicillin in the Treatment
of Syphilis in Humen Beings

Held in Washington, D.C. 29 October 1943.

On the 29th of October, 1943, there was held in Washington a Conference of
a panel approved by the Committee on Chemotherapeutics snd Other Agents and by the
Suboommitise on Vonereal Discanses to arrangs for a study of penicillin in the trea
asnt of syphilis in human beings. Present were the following:-~ i

Membors of the panel — Drs.J. E. Noore and J. F. Mahoney from the Subcommit—
tee on Venereal Diseascs, and Dr. Barry Wood, Jr. from the Comnittze on Chemothera-
peutics and Other Agents.

Froa the Subcomittee on Venereal Diseases Drs. John H. ‘itokes and Oscar F. -
Cox.

Clinic Directors invited by the Subcomittee on Venereal Disseases (includ-
ing Drs. Mshoney, Stokes, and Cox from the above) Drs. Evan W. Thouas. Bellowie Hos—
pital, New York, C. W. Barnett, leland Stonford, Jr. University, Sea Francisco,
Arthur Schoch, Dallas Syphilis and Vonereal Disease Clinic, Welsh MeDemmott, New
York Hospital. '
’ Fron the Comnittee on Medical Research - Drs. A. N. Richaxds, E. C. Andrus,
G.lut me't’ ‘.m mm‘, nnd Jo a. c&m.".
From the Committee on Medicine- Dr. O. H. Perry Pepper.
m ﬁ' htiom msm GMI‘ Dr’o To Ro Foma, We M. m, Jo .o
Spragua, and G. H. Carden, Jr. .
Froa the U.S.Army- Brigudier General Hugh Morgan, Lieut. Col. R.A.Prentiss, |
. Jr., Lieut. Col. T. B. Turner, Majors J. P. Scholts, Robert Dyer, Charles Rein, |
and T, H. Sternberg. |
From tho UQSQMW" capt. e We Eall, cm. W. H. SChmtz and Mo !'.R. }
hﬂw!,‘nMQut. Comdr. Ralph D. Turner, Lieuts. E. C, Barksdule, G. J. Thompson, and 1
A. N, Hutter. 1
m the U.S.mblic Health Service - Prs. Otis L. Ander&on, K. Jeo mwm’ “
and Harry BEegle. |
Froa the British Central Scientific Office- Dr. R. H. S. Thoupson. |
From tho Comadian Army Medical Corps- Lieut. A. H, Neufeld. |
\

The Chaiman, Dr. Moore, opencd the meeting by reading a statement from Dr.
Chester Koefer, Chalrman Comuittee on Chemothorapoutics and Other Agents, conderning

the use of penicillin in human syphilis which established the priority of Dr. John
¥. Mahoney in this field. Ho o180 described briefly the results obtained up to the
prosent with penicillin in human beings and experimental animals. :

There follojm& & general discussion of the available clinic materisl as %o
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early syphilis, ef the clinic directors present, together with availability of bed

space and the adoqussy of follow-up.

To thia were edded cortain deta available

fron Dr. Heiman Bunuesern, Precivent bocrd of Huslth, Chicago, ccncerning tho Chi-

cggo Intensive Treatmznt Jenocr.
Cases of early syphills

Ped s,uce
aveilable per month availublo
Cox About 15 10
Boston
Thooas 100+ Any necessary
New York nuber
Schoch K} 15
Dellss
‘Barnett &5 4
San Francicco
Bundasen About 50 50
Chicago : X
-Mahohey - 15 Unlinited
Stapletcn )
_Ft. Bragg
UeSe- Navy 25 About 25
Bethesdsa

The cliniciens emumecrated can provide among them about 350 cases of early
syphilis per ncnth with adequate bed space for their study, and with adequate follow
up. is to follow-up of cases in tho U.S.Public Health Service Venorenl Discase Re-
search Laboratory at Stupleton, and in the G.S. Aexy and Navy centers at Fort
Bragg and Bethesda, it was stated that patients couid be assignec after hospltali.-

These dota arve as followse-

Ade-y2sy of
fcliow-10

70 -~ 80 per cent

75 per cent
B "
RN
%l! |
100 " n
o0 o
o0 »

sation to duty in the neightorhood, ond mainteined on such a status for a pininun {

period of one year, pernitting complcte follor=-up.

It wns agreed by ¢l of the clinic directors represented and by Colonel Turner |
for the Army and Capiain Hull and Communder Schsartz for the Navy, that each par-
ticipating clinic, including those of .he Guverusent services, woulc nooperate in
a plamned investigation, each clinic utilizing a treatnent schene indiceted to it by

the steering pcnel.

Thore onsued a discussion of sevaral plans of treatuent bused on a memorandun
sutmitted by the Chairmun. It wae agreed that at the ontset three differont treat-

1onL SChenoR TEARY Roye Tad  tothl ulber Cf coses cf penic

(5o fatak ggrett

on of
ven

within the 8-day period at a constant time interval between doses of 3 hours. The

dose was to be varied as follows:

Group

I 60 doses of 1,000 units cach
II 60 doses of 5,000 " "
111 60 doses of 20,000 * "

Total units of
ponicillin
48,000

36,00

1,200,000

_
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These dosage levels were chosen on tho assumption that the efficacy of a to-
tal dosage of 1,200,N00 units over en 8-lny poriod had already been tentatively
demonstrated by lchoney's originel four cases and by the suimal experimonts. The
varying dosage levels eclected peruit o five-fold spread and a probehle rapid
orientation as to the effactive cCose administered within this 8-duy time period
and at these three-hcur intervals. It wng undorstood that ihe lower doses might
at once prove to be inoffoctual, in which case the dosiage scheme should be revised
by the steering pancl. .

In view of the possibility that penicillin alone might prove to be less ef-
fectual than the originel obscrvetions incicated, and of the possible desirability
of the evontunl necessity of combining penicillin with another fom of treatuent,
it wes further agrecd thet three edditionsl groups of patients would be studied
combining penicillin with ma harsen in subtoxic cad presunubly subcurative cosage.
In view of the luck of certein lfundementzl information as to the ccmbinetion of
these two drugs, however, it was agreed that tho groups in question would mot be
initiated until it had beon demonatratcd that (n) uaphersen and penicillin are
pharmaceutically compatible; (b) ench doos uct iucrease the toxicity of the other
for experinontal cninals;; and (c) cach does not auterially reduce the im vitre
eftect of the other. Dr. Herry Fagle wes dolegated to provide this information
frou his laboratory, and staiee that he con do so within a two week period. As-
suning Dr. Eogle's results to show no nltcration from the enticipated in these
respects, the following treatucnt groups are to Lo sul ng:

Group Totul units of penic

Iv Penicillin as in Group I 60,000 units
plus Mapharsen 40 mg. deily to a
total of 320 ng.

v Penicillin as in Group II 300,000 units

plus maphersen 4C ng. deily to a
total ol 320 ng.

VI Penicillin us in Group IIT to 1,200,000 units |
plus papharsen 40 ng, dofly to a ‘
total of 320 mg. |

The dose of 320 ng. of mapharsen has heen chusen ns providing within en 8-duy period
an expectod nertclity hotaeen 1 in 2,000 and 1 in 3,000 patients, and a subcurative
effect in rn cstinated 60 per cont of thuse treated.

There wus some debate as to whether the unapharson would be wdministered si-
wultoncously with the penicillin or aftor, tut in the pilot experiment it seened
desirable to aduninistor it daily on the sume days as the penicillin troatment wns
givon,

It wus wgreed that the U.S. army and ilavy, Dr. John F. ulchoney at the Von-
erenl Discaso Resenrch Labosatory at the U.S. uarine Hospitnl, Stiploton, and Dr.
Oscur Cox in Boston would prefor, for the tine Leing ut least, to omrate on the
largest dose schedules eince they rxe derling with ailitury personnel, including
Coast Guard, cnd since in such personnel it is unlesirable to adopt troatnment
8chenes which have us yet not heen deuonstruted to be of valua.
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It was agreed that the stecring panel would allocute certain of these six
treatnent systems to the participating clinics.

It was further agioaC that the participating cliricc, including the U.S.
Arny and Navy, would utilize auplicate records inciuding env record form desired
by the clinic in question, plus 2 standard record form to b~ saprlied by the steer-
ing panel and to be returned to it for statistical evaluatin.

it was agrosd that the steering panel was authorized to dovise such a record
tomo .

It was agreed that all treatment failures on any dosage schedule should be
placed on arsenic ther.ipy,

The above conclusions were reached at the porning meeting in which all of
the persons emumerated above participated. A4t tho conclucion of this neeting and
after luncheon the steering pancl set in executive session.

It was felt that the steering penel should be enlarged to include repre-
sentatives of the U.8. Aruy in the person of Lt. Col. T. B. Turner, and the U.S.
Navy in the person of Comdr. V. H. Schwarts. This action was taken in anticipa-
tion of the approval of the Subcomittee on Venereal Diseases.

Also invitod to attend the neeting of the steering panel were Doctors Stokes
and Cox of the Subcomnittee on Venereal Diseases, since the action of this panel
mst eventually receive the approval of that subcomnittee.

During the afternoon session, therofore, the panel met consisting of the
following persons:-

Drs. J. E, Moore, J. F. Mahoney, Barry Wood, Jr., Col. Turner, and Comdr.
Schwarts, end also presont Drs. Cox and Stokes. The panel elected Dr. Moore
&8s Chairman.

The first business of the panel was the selection of clinics to participate
in a study of early syphilis. In additicn to the clinmic directors present and the
information presented concerning the Chicago Intensive Treatmcnt Center, applica-
tions were aleo on file, either directly to Dr. Hoore or through Dr. Keefer, from

Dr. Harold N. Cole, Cleveland, Dr. Loren Shaffer, Detroit, and Dr. A. Benson Cannon,
New York.

These latier applications represent in the case of Dr. Cole also Dr. Joseph
Nearn and Paul Gyorgy, Cleveland, with whom Dr. Keefer and the Comnittee on Chemge
therapeutics had already made soms tentative arrangenents; in the case of Dr.

_ Shaffer, Dr. Robert C. Jameson, Wayne University, Dotroit, who had requested pin-

icillin from Dr. Keefer; and in the case of Dr. Cannon, Dr. M. H. Dowson, Presby-
terian Hospital, New York, who had requisitioned peniciliin., Drs. Dawson and
Janeson were referred by f)r. Keefer to the Subcommittee on Venoreal Diseases,
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;. It was felt by the steering panel that, in view of tho available supply of
.penicillin, the desirability of obtaining certain preliminary pilot information be-
fore {00 wide participation of many clinics, the availability of clinic material
fron the clinic directors present, and the lack of information on certain points
available from Gole, Shaffer, and Ccunon, ‘action on the applications of thesoc last
three shoud te postponed temporarily. The Chaiman was, neanwhile, authorized to
commpicae with Drs. Cole, Sheffer, and Camnon for additional information. The
steering panel then decided that the following clinic facilitios worid be asked to

undertrke-a study of early syphilis:- '
Clinic Group of pte. Total mmber of cases  Anowmt of perdcillin

to bo studied available for treatment required per month
. : , - within 3-nonth period
UeSe Ay .IIT and IV . 120 None~ to be-supplied
. . (60 pts. each) . fron ‘Arny sources
U.8. Ravy I . 75 None- to be supplied
i . - fron Navy sources
Dr. J. F. Mahoney S ¥ ¢ SEENN © 45 : .1€ nillion units
Dr. Bvan Thomas Iand IV + 300 6 nillion units
Dr. Arthur Schoch II » 100 10 rillion units
Dr. C. ¥. Barnett 1I 75 8 million units
Dr. Oscar Cox - 11T 40 - 16 nillion units
Dr..S. Wa. Becker *
Chicago Intensive v 120 12 nillion units

Treatmont Center

 This allocation of clinics to troatment groups provides for the following
approxicate mumber of potionts to be treated in each group:-

Groyps Participating clinjcs Nunber of cases
.1 ’ Thouas 150
1r Schoch (100) Barnett (75) Total 175
"I U.S. iray. (90) U.S.Navy (75)
: Mahonoy (45) Cox (40) " 250
Iv. Thonas 150
v - U.S. Army { 90) Becker, Chicago
. Intensive Treat.Centor (120) 210
VI None for the time being, because

-of shortage of ponicillin
As to late syphilis, the steering panel had before it proposals from Drs. J.
E. Moore and Charles F. Mohr, Johns Hopkins University (perticularly for the treat-
ment of neurosyphilis, including especially acute syphilitic meningitis and early
parosis, late gumnatous syphilis, and trentment-resistant early oyphilis); from Dr.
J. H. Stokes, University of Pconuylvania (perticularly for the treatuent of syphe
111z in pregnancy, interstitial keratitis, and neurosyshilis); Dr. Paul O'leary,
Mayo Clinic, lato syphilis in goneral; Dr, Waleh UcDernott, New York Hospital, late
&ypailie in genoral; and Drs. Hurry Solouon and H. Houston Nerritt, Boston Psycho-

... -pathic Hospital, general paresis.
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It was agreed by the pranel that, since no information exists as to bhow to
penicillin in late syphilis, since it wgs probable that much larger doses wonld

sessary dhan in early syphilis, and since the available supply allocated by
Committes cn Chemotherapeuiics was 40 million units a mwonth, it would be de-

.
:

'tonni.talhadyorlntesyphﬂuforthetimbomto'thotwocnnlcc.
. Stokes and Moors, and that 20 million units of penicillin per month should
ted to each these clinics. . -

. It appeared to the sonse .of the meeting that as promptly as supplies of
peni- 1lin permitted, the clinics of Cole, Shaffer, and Camnon should be drawn
into the picture for early syphilis, and those of O'Leary, McDermott, and Solomon
for 1late -syphilis, ‘

It was agroed by the pancl that Dr. Mahoney would draw up a record forn for
general use in oarly syphilis; that this form should consist of an original blank
to be couploted at the end of treatuent with subsequent additional blanks t6 be - -
filled in as follow-up information accumilates. This form drawn up by Dr. Mahoney
will be mulmitted to the menbers of the .stoering panel for comment before final
adoption. When finally adopted the forn will be printed and distributed to clinic
directors. BEach clinic dircctor, including those fron the Arny and Navy, will be
roquested to £i1l in the forns as indicated and to send then to Dr. Moore, Chair-
man of the panel, for running siatistical analyses. e

It was sagreed that in early syphilis a fundanental feature of the- treatment -
and follow up of patients won serologlic testing. In respect of this it was agreed
that each clinic would be asked to perform serologic tests at stated intervals
utilising a quantitative test by whatever technique is in current use in that
clinic; and that, in addition, each clinic will be furnished with oailing contain-
ers by Dr. Mahoney, in which duplicate samples of each blood specinen obtained
fron each patient are to be sent to Dr. Mahoney's laboratory under Government

Y%E
'S

of
be

.- ®®

-

Dr. Wocd drow attention to the fast that the Comittee on Chemotherapeutics
had already proviled small quantities of penicillin for the treatment of syphilis
to the following persons:- Dr. Oacar Cox, Bostcn, Dr. Barry Wood, St. Louis, Drs,
Fearn, Gyurgy and Cole, Cleveland, Dras. Rloomfield and Barnett, San Francisco, and
Dr. Francis Blake, New Haven. Dr. Wood felt that I'r. Keefer should be comsulted
as to the wishes of the Committoe on Chenotherapeutics with regard to a continuing
supply of penicillia for this purpose to these persons enumerated above who have not
besn included in the presont recommendations of the steering panel already outlined.
It is pointed out that Drs. Cox and Barnett are included auong the participatirg
clinics selected by tho steering ponel; thut action on Dr. Cole has been temporar-

11y postponed by thuat panel; and that the panel took no formel action concerning
Drs., ¥Wood and Blake. '

e » ¥ #
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Medicine

(Venereal Disease)
NATIONAL RESEARCH COUNCIL

Divieion of Medical Sciences
Acting for
COMMITTEE ON MEDICAL RESEARCH
of the
O0ffice of Scientific Research and Development
Committee on lNedicine
SUBCOMMITTEE ON VENEREAIL, DISEASES NOT FOR P
Minutes cf the twentieth meeting of
September 29, 1943.

The twentieth meeting of the Subcommittes on Venereal Discases, Naticnal
Rescarch Council, was held at the National Academy of Scicnces in Washington on
" September 29, 1943. Presont werc the following:

From the Subcommittee on Venureal Disoases Doctors J. E. iloore, N. A.

. Nelson, R. D. Horrold, Oscer F. Cox, J. F. Mshoncy, Walter Clarke, John H. Stokes.
. Frem the Committee on Medicine Doctors O. H. P. Peppor and Varfield 7.
Loagcope .

Mcjors J, P, Scholtz, Thones H. Stcrnberg, and Jancs J. Joolson, and Capt.
Granville D. Larimore.

From the United States Navy Comdr. W. H. Schwartz and Condr. sA.J.Peyrera.
Fl‘m m Doct(u.s 4.\)'\?5-3 Ho ‘:;Led’ 'l.lo C. Duﬁson, E. Ho CuShing, Go WQ

From the United States Army Lt. Col. T. B. Turner, Lt. Col. R. D, Prentiss,

n o Guest, T. R, Forbes, G. A. Ccrden, G. X, Anderson, E, C. sndrus, G. li. Sprague, ond

Philip Owen.

From the U. S. Public Heulth Scrvice, Assistent Surgeon General J. R,
Helley, Jr., Doctors Harry Eagle =nd K. J. Thurnon, snd Special Consultant Williom
Ts Snow.

From the Office of Civilicn Defonse Dr. Humilton Southworth,

Fron the Royel Navy Surgeon Comdr. R. W. Mussen

Frou the liarkle Foundution iir. Archic S. Woods.

The Cheirman opened the meeting with a description of his rcecent visit to

rect Britain for the purpose of atudy of the venerenl disease situation in the Brit~

sh civilien population, the United States Arny, ond the British Arued Forces.

There was then presented the dimutes of & Conference on biologic false
ositive serologic tests for syphilis hold on July 19. The Cheirman reported in ad-

+" " lition tothe infornation contained in these Mimutes that 705 specimens from the
-, . Yaltinore American Red Cross Donetion Contor hed been exanined in his ovm lcbora-

torye.
These specinens were all from donors originally seronegative who had given

. aultiple domations ranging fron 3 to 13 1n muberss for s positive, 99 gave anti-

couplenentery complement £ixation tests with nogative flocculetion tosts, 596 were
negative. Nob all of the 10 positive domors hod been exanined to detornine the pres-
onoe or absonce of syphilis,.  The Chairinn reported, however, thet he had seen al-
togothor nbout 16 persons who had beon found to have positive blcod tosts after ml-
tiplo donations, of whon roughly three quarters were biologic false positive and one-
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quarter syphilis.

The Chairnon further roported thet since the July 19 Conforence certain ox-

periuental work has boeen done by licjor Cherles Rein end Lt. Robert B.rnord., This
work is sumaariged in & lotter duted Scptomber 25 frou Dr. Herbert Lund, as follows:~

"Doar Doctor idvcros

Dr. Charlos Rein, Dr. Robert Barnord und I heve discussed the
prograss of the work on postdonution rengin varintion today and the follow-
ing sumnorizes the pruzress s furs

A sories of 300 seclected initicl nmale dunors wos studied. Prd-
donativn and postdoncti:n tusts wore nade and scuplo groups were tested
sterting on the sixth day ct daily intervals to the cighteenth duy and
therenfter at one nonth ond two uonth intervals after the Conction. The
sauples were tested by the bettery used at the Army iiedical Center. It
can be stoted thut so for a definite increese in reactions was fund follow-
ing the denation. The peak was rcached at the 13th to 15th dey ut the in-
crecsed nunber of recctions persistod for o 1 nthe The degree of reactiv-
ity attained was in scio instances sufricient to give a d-ubtful or positive
reaction by ordinery leboratory tests. The spociuens were checked by ue
cnd there was a reasvnable correloti.n hetween the cbove buttery and our
tochnic. This suggests thet blood donotion Ly be u fector in the production
of wonk folse pusitive rcacti.ng.

The above experinents should bo repeated under uore suitable and
controllied conditions.

A prolininary exporinent perforned by grs. Rein and Bernsrd sug- -
gosta that en increase of reagin titer may cccur uring the acturl donation
of bloed.

The following experiucnt wes propoced by us today and we think
thet if it is carefully controlled it sbould cive uc a definite cnswer.
Dr. Barnard will collect predonution sauples frou 300 selected initial don~
ora. Exch donor will b subjected tc three surologicel oxminetionss (1)
Lmediately before the dunetion, (2) Limedietely nfter the donotion, end (3)
at selected intervels following the cunation. L cuntrol series will bs run
in the scuae nanner on 300 other non-~donors and will consist of only two serc~
logicel exauinations. Torts will be run ot the Processing Conter under the
supervision of Dr. Barnerd. Thuse sera which show any dogree of positivity
will be sent to Dr. Rein and ne for additional studies., The controls will
be hondled in o sinilor nanner, This study will be carried on for a period of

approxinately 15 days. The positive rcactors, howsver, will be foilowed for
08 long us is indicnted.

The following study is proposed to detornine the offect of donation
on the reactivation of scroncgutive syphilities. Twenty seronegative syphilit-

|
|
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"ics. will be selected by y.u, ten of which hcve received their thercpy dur-
ing the preceding 6 tn 12 weoks and the other ten of which have received no
therapy or their last therapy at lcast two or three years prior to the ex-
perinont. These donors will havc a predonction blood speciden tcken and
cdditional specinens token at vecily intervels for o period of ton weeks.
These specinens will bc subjected to the battery of tests at the Aruy hed-
icel Center as well as to ny technic at City Hospitel., This study n ay
throw 1ight on the provocation of reugin resulting fron blood donation,

Sincerely yours,

S/ Herbert lund, .1.D.
Pcthologist. "

There ensued a general discussion in which it was agreed that the subject
was not one of najor iuportance fron the standpoint of the Rod Cross; that pub-
licity concerning it was cbsolutoly undesirable; but that fron the scientific
stendpoint further study wos desirable. The suggestion ws ade that a further
study of the problen be certered in Philadelphia; and thut Lt. Bernord be trans~
ferred fron the Colunbus, Chio, Blood Dunction Center to thet in Philadelphin. -
This appears to have threc advantages: a) thet the donor population in Philadel-
phia 1is larger, more stable, &nd .ore rendily accessible than that in Colunbus;
(v) a conpetent clinical consultent in tho person of Dr. Stokes is available; and
(c) that the processing loboratory of Sharpe and Dohue is locoted in the iLimediate
vicinity., I% was suggested that it night prove to be desirable to cstablish the
study under- an OSRD contract with Dr. Stokes 2s responsible investigetor. The
Chairman vas authorized to coirmnictte with Dr. Stokes ang llajor Rein to arrange a
conference between theu for the purpese of considering such a planned study in
Philadelphia.

. Taere arose for further discussion in this connection the difficulty which
hes boen experienced by the Iuke Univorsity group and that of Colunbia in obtain-
ing on adequate supply of serun fron biologic felse positive subjccts. The Con-
forence of July 19 had suggested that on cxperinent be set up with induced nalaria
in volunteers, peosibly chosen frea @ group of conscientiocus objectors. It was
pointed out that such on experinent involved o risk of 1life which was probebly not
Justified for the end in view. It was further pointed cut, however, that a study
for ancther purpose of induced nalarian in syphilitic volunteers is under way at

the Goldwater Heuorial Hospital in New York under the direction of Dr., Jeies A.
Shannon, and that arrangenents uight be uade through Dr. Shennon to obtein suitable
bloed specinons. It was also suggested that bivlogic false positive sera fron nma-
laerious pationts night be cHtaived from U, S. Armay sources ot the Ledernon Genoral
Hospital or the Percy Jones Hospitnl, frou certain U.b. Navy hospitals, or fron the
U.S,Public Heelth Service Horine Hospital at No. Rivor, N.C. It was likewiso sug-
gested that biologic false positive specivens frou leprous potients night be ob-
tained from the U.S.Public Hoalth Service Hospitsi at Curville, Ia. The Cheirman
was authorized, aftor consultation with lujor Ruin, who had becn eppointed as chaire
nen of a steering penel by the July 19 Conforence, to approach these severul possi-

. ble sources of biologic fulse positive specinens.

J
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Thore wes then presented the liinutes of a Confcrence on the Cheuical Pro-

phyloxis of Venereal Discase hold on Septeuber 20 (the Linutcs of this Confurence
heve been circularized). Anplifying theso :limutes is the following report of an-
other snall Conference held on Sgptauber 27th. This report followes:—

Henorandun to Subcomaittee on Verereal Diseases
Report of necting in Baltinore -~ Monduy, Septenbor 27, 1943

‘Prosents .

Dr. Herbert 0. Calvert, Food and Drug Adninistration, Washington,D.C.
Er. Geoffrey Woodard, Food and Drug Adninistration, Washington, D.C. ‘
Dr. Marvin Thoapson, Warner Institute

Surgeon Harry Eagle, U.S.Public Health Service
Dr. George 0. Dotk, U.S. Public Heelth Service |
Dr. Harry G, Steimnen, U.S.Public Health Service |
Assistont Surgoon Harold J. Uagnuson, U.S.Public Heclth Service

1. On the basis of the date in hand concerning spirocheticidal activity in
vitro, systenic toxicity, prophylactic activity in rabbits, ond ease of nen-
ufacture, the choice cf coupounds for use in & preifuinary hunen experinent

hes narrowed down to five (the 4~0CH,COMH,, 4~-NHCONH,, 4-CONH,, 4-SO M, ond
3—1&(—1.-0023408 phenyl arsenoxides). © All"hove an approxinately equx local
toxicity on"rabbit skin and nucous nenbrines, and on patch tests in nman. The
choice anong these five compounds will depend in large neasure on the availa-
bility of internediatcs, and the cost of namfucture. Inquiries are now in pro-
gress a8 to the feasibility of coamerciusl production of either intermediates or
the final product, in 50 kg. lots.

2. In vicw of the wide differences effccted in the skin arsenic concontra-
tion by changing the type of ointuent base used, it seeus desirable to deter-
nine whether there is a correlution hetween skin arsenic concentration and the .
prophylactic efficacy of a given arsenical. To that end, the sane arsenoxide
( 4-0CH,conh,) will be put up in three ointuent bases knomn to effect widely
differing skin arsenic concentrations, and those ointuonts will Le tested for
prophylactic efficocy in conparison with solutions in propylene glycol. The

ointient boses selected are those resenbling As-2017, As-2210 and a petrolatun
base.

3. Two coupounds selected frou the preceding list will be put up in two dif-

forent ointient bases, at cach of two concentrations (0.2 and 0.05 per cent).

The bases (one reseubling As-2012 and the other to be selectoed by Doctors

Thoupson and Calvery on the basis of further studivs with the jarticular arsen-

oxides to be used), will bc of the vanishing creen type. One liter of each of

the eight ointients will be prepared, which will be put up in 4 ce. tubes for

huuen use. Those tubes will Le subjocted Ly Doctors Calvery and Thoupson to

the usual stability tests, end the product after testing will be assayed for

biological uctivity in the luboretory of Doctor Esgle. The provision for an

adequate nunber of wax~lined tubes is to be discussed with Mojor Bambach. .
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4. Since the ointuent basos solected are of the vanishing crean type, it is
dosirable to ascortain the partition coefficient of representative arsenoxides
between water cnd petrolatun, in order to deteruine its distribution between
the water and oil pheses of the cuulsion. It is also desirable to cscertain
the susceptibility of the cracnoxides to oxidation in aqueous solution, end the
protective action of e.g., ascorbic acid, in preventing that oxidation. These
two studics will be undertaken in the laboratories of Doctor Eagle, using both
a blologic and chouical test for the persistence of the original comjound,

Since 10 per cent sulfathizzole is to be used in the hunen experinont,
_ all the ointncnts discussed in poragraphs 2 and 3 cre to incjude 10 por cent
mfathinmeo

Harry Engle, Surgeon
U.S.Public Health Service, Vemeronl Disease Reseorch and Post~graducte Training
Contor, Johns Hopkins Hospitel, Beltinore, ilaryland.

On the basis of these reports there ensued general discussion of the sub-
joct of chenical prophylaxdis in relation to existing end future OSRD contracts. It v~
weg agroed that as to chancroid znd lynphogramulonn the inforuation in hand seexed
to be conslete and undesirable of further investigutive study. As to gonorrhea,
furthor infornetion will depend on the outcoue of the animal experinents by Drs.
Justina Hill wnd C, Phillip Hiller, and the U.S.Public Heulth Survice expcriuncnt on
hunan volunteers, the lattor of which has just gotten under way., As to syphilis it
was agreod that further stuuy of cilonel, particularly with regard to the influence v
of buoses, should be contimied in Dr. Chusney's laboratory; and that crsenicals
should be further studied in the laboratorius of Drs. Eagle, Carpenter, and Fleiing.

fs to granulous inguinele, the Chairicn prescnted the abstract of a paper
by Katherine Andorson, Deportuvnt of Patholopy, Vonderbilt University Medical School,
which appeared in SCIENCE 97: 560, June 18, 1943. This peper dewls with "Tho cul- -
tivation fron gramuloms inguincle of a nicroorganis. having the characteristics of
Donoven bodies in the yolk suc of chick cnbryos." The Cheirnan was authorized
to approach Dr. Jinderson and Dr. Geodposture, the Chief of the Dopartuent of Pathol-
ogy, to ask their cooperation in a study of the officecy of various yroyhylactic
ugents in this disense, since these exjoriuents seeaed to offer the first hope of
knowledge in this directiom, It wns also cgreed thet confirmation of Anderson's
oxporiuonts was dosirable and that Dr, Geoffrey Rake should be asked to undertake
theu. ’

The use of pendcillin in syphilis wos then discussed. The availuble inforu- V/
ation to dote wus presented by Drs. HMaboney and Eagle and by the Cheirnan, vho sun-
uarized Dr. Reke!s prophylactic experiments. It was agreed that the clinical and

’ experinental evidonce 8o far evuilable justifiud cn oxtensive trial of yonicillin in
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hunan beings; and the Subcauittee passod the following three recounendations:~
1) IT IS RBECOLHENDED THAT THE UNITED STATES ARIY iND NAVY UNDERTAKE AND/ OR

CONTINUE THE EXPERIMENTAL STUDY ON PENICILLIN IN THE TRE.THENT OF EARLY SYPHILIS

Ii AN, ARRANGBIENTS SHOULD BE WADE T0 FOLLOW SUCH PATIENTS CLOSELY FOR A I{IN-
IMUH PERIOD OF ONE YEAR.

2) IT IS RECOWIENDED THAT UNDER THE JOINT AUSPICES OF THE COMHITTEE ON CHEMO-
THERAPEUTICS AND OTHER AGENTS AND THE SUBCOLLIITTEE ON VENEREAL DISEASES A LAX-
* IMG OF EIGHT PARTICIPATING CLINICS (EXCLUSIVE OF THE U.S. PUBLIC HEALTH SERVICE
VENEREAL DISEASE RESEARCH LABORATORY AT STAPLETON, STATEN ISLAND)*  BE INVITED
T0 STUDY THE EFFECT OF PENICILLIN IN SYPHILIS. THESE CLIN'CS .ND THE TYPE OF
SYPHILITIC INFECTION T0 BE STUDIED ARE iS FOLLOWS:-
LELAND STANFORD JUNICR UNIVERSITY ( DR. C. W. BARNETT) EARLY SYPHILIS
BOSTON UNIVERSITY (DR. OSCAR COX) EARLY SYPHILIS
NE7 YORK UNIVERSITY (DR. EVAN V. THOifAS) EARLY SYPHILIS
DALLAS SYPHILIS AND VENEREAL DISEASE CLINIC (DR. ARTHUR SCHOCH) EARLY SYPHILIS
UNIVBRSITY OF PENNSYLViNIA (DR. JCHN H. STOKES) EARLY SYPHILIS, SY HILIS IN
PREGNANCY, AND CONGENITAL SYPHILIS, ESPECIALLY INTERSTITIAL KERATITIS
‘ CORNELL UNIVERSITY {DiS. BRUCE WEBSTER +ND VALSH McDERIOTT) LATE SYPHILIS
} JCHNS HOPKINS UNIVERSITY (DRS. J.E.MUORE AND C,F.LOHR) LATE SYPHILIS.

3) IT IS RECOMMENDED THAT A PANEL BE ESTABLISHED CONSISTING OF THE CHATRILLN

COUIITTEE ON CHEUOTHERLPEUTICS AND OTHER AGENTS AND TWO MELIBERS OF THE SUBCUIf-

MITTEE ON VENENEAL DISEASES (DRS. J.E.MOORE AlD J.F.i AHONEY) TO SUPERVISE
\/ AND COLLATE THE INFORUATION FROW THE PrRTICIPATING CLINICS ENULERATED ABOVE. A

CONFERENCE OF THIS PANEL WITH THE CLINIC DINECTURS SELECTED SHGULD BE HELD
IN THE NEAR FUTUKE.

Vith regord to the use of penicillin in jonorrhea, Major Sternberg reported

that about a thousand cac.s had now becn troated by the U.S. /ruy. In sulfonanide-

J resistant gonorrhes the effective dosage runge wns fuund to Le 80,000 to 120,000
units in 15 hcurs. However, it was also found that after a totel of 40,000 given
in 10,000 unit doses every 3 hours, 90 pcr cent of the patients resyonded. This
letter trontuent syster: is currently rocamonded for aruy usage bectuse of the
shortage of pentecillin. In 12 cases which had originolly failed un penicillin it
has been found that 10,000 units hourly for 12 h.urs is curative. Of 600 cases in
which reacticns are known, there have boen unly two mild fovers and one unin ortent
skin rash. lnjor Sternberg felt that the time-dose relaticnship in jonorrhea re-
quired further study. Dr. Pepper added to the discussion tho statenmont that raushes
are boginaing to appear in verious severe infectiuns treotud with peniciilin and
that these are usually itching, urticaricl, or orythuua nultiforne—like in type.
Fifteen such caees have been observed at the Univorsity of Ponnsylvinia.

* Tho UsS.Public Health Sorvice Venereal Discnse nusearch Lahorttory is not included
in the above list because this laboratory pr..uses to nznufccture its own penicillin

) and will thorefore be indopendent so far us the su,,ly i3 concerned, of the Counittee
g on Cheinothurapeutics.,
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The Subcomnittee considered a proposal for OSRD contract fron the Johns /
Hopkins University (responaible investigators Drs. J.E.Moore and C.F.lohr) on the
subjoct of "The Effect of Penicillin in Sy;hilis, Especially Late Syphilis".

This proposal was accepted and rated "A" with the proviso that if the supplies of
pericillin are insufficient to sustain thc entire eight clinic progran, the asount

of ,penicillin ellocatcd under this grent shell be on a shers and shere-alilke basis

with the other clinics.

The Subcommities then considered an infornal suggestion fron Dr. Arthur
Schoch that he undertake on the basis of an OSRD contract a study of the effect of |/~
bisouth ethyl canphorate in nmon. The Subcorwittee agreed that this proposal did
not hold particular promise and the Chairmen wag euthorized to coomunicate with Dr,
Schoch to this effect.

A proposel for renewal of contract by Di's. Dan Hoore and Elvin Kabat of
Colunbia University for e "Further Study of Biologic False Positive Serologic Tests" L/
was rejected.

Dr. Harry Eagle reported that by the authority of the Counittee on Gas
Casuclties he had been authorized to prepare for distribution BAL for systeuic use
in cases of serious systenic arsenic poisoning arising in the course of treatnent
for syphilis. BAL has been prenared in a relatively stable solution in five per cent
concentration in peanut oil and benzyl benzoate. Adninistered systemicelly this
preperation has shown a striking effect in arsenic poisoning in aninels, Thirty
pounds of the compound have been turncd over by the Army to Dr. Eagle and the nater-
i&l has been distributed to &ll clinics in the United States utilizing intensive
arsenotherapy. The coupound n ey not be used concurrently with antisyrhilitic treat-
nent in an effort to avoid arsenic toxicity, since it also does away with therapeu~
tic efficacy.

Dr. Russell Herrold then presented for the inforuation of the Subcounittee
soue work of his own dealing with the treatnent of patients with sulfoneuide-resis- /
tant gonorrhea by means of the simultuncous eduinistratiun of sulfonumides and
"denatured” vaccines prepared from viable organisus. By "denatured" Dr, Herrold
neans that the vaccines are prepared in salt solution without added antiseptics.
He has trected about 12 patients and in 6 or 7 of then has obtcined startling results.
It was pointed out to Dr. Herrold that similar experiments had been conducted by
Dr. Alfred Cohii, with whoa he was advised to couwmunicate.

The neeting then adjourncd.

B
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NOT FOR PUBLICATION W'THOUT PERISS

NATIONAL RESEARCHGReNEIL

(Venereal Disease)
NATIONAL RESEARCH COUNCIL
Division of iledical Sciences
Acting for
COMHITTEE ON WEDICAL RESEARCH
of the
Office of Scientific Research and Development
Comnittee on Medicine
SUBCOLLIITTEE ON VENEREAL DISEASES
tiinutes of fhe nineteenth meeting of
June 10, 1943.

On June 10, 1943, there was held at the National Academy of Scif.ices the
nineteenth meoting of the Subcommittee on Venereal Discases. Present were the
followings

From the Subcomaittee on Vonercel Discases Doctors Moore( Chaimap), Stokes,
Cox, Nolson, Herrold, and liahoney,

From NRC-CHR Doctors Cushing, Forbos, Guest, and Carden;

From the U. S. Arny dajor Sternborg;

From tho U. S. Navy Capt. H. H, idlontgomery and Licut. Shronts,

Frou the U.S.Public Heelth Sorvice Doctors Vonderlchr and J, R, Heller;

From the Medicsl Roscarch Council of Great Briatin Dr. J. H, Burn;

Frou TWA Dr. R. B. liillor (Hationel firport, Washington, D.C.).

The Subcommittee considercd six recomsndations made by a Conference on
intonsive arsenotherapy of curly syphilis held on ilay 19, 1943. Thosc reoconmenda-
tions intended for the Surgecns Guneral » Ue 5. Army and Navy are included in the iiin-
utes of thet Confcrence which have olready been circularized and are not horowith re-
peated. The first, seccond, fifth, and sixth of thcse recomaendations were epproved
by the Subcommittee without emendment. :

The third recomendation was anended so thut its £irst line recads:

"It is hoped that the U. S. Public Healtn Service will amplify a sietisticel
evaluation," cte., ote.

The fourth recommendation was tpproved subject to 2 quelificntion thet the
Nationzl Resecrch Council roview the propriety of the languige of this recomuenda-
tion, rephrcsing it if such rephrasing appears to be desirable.

The Subcounittee then considercd tho Appendix to the dinutes of the Con-
furence on the Hassive Arsenotherapy of ierly Syphilis which consists of o tenta—
tivo draft of a Cireular Letter entitled, "The Intensive Arcenotherapy of Zarly
Syphilis. Description of tiothods.! %ith ainor amdndments which have been cdé-
ed to the origincl copy of this appendix vhich has alroenay beon circularized with
the illnutes of the Confurcnce on Intensive arsenotherepy, the oppendix wes approved
for trensmission to the Surgcons General U, S. Arny und Navy

Tho Subcommittee thun considured o request frou Coascndor T. §. Corter,
Officer in Chorge Division of Preventive ricdicine, Buresu of licdicine cnd Surgery,
U. S. Nevy, through Lt. Coudr, W. H. Schwerts (iiC) U.S.N., asking for information
on the following points:-

. ’ NOT FOR PUGLICATION
- WITHOUT PLRYI3SION OF

NATIONAL ResEARCH counci.  NOT FOR PUBL'CATION
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1. Criteriz for adequncy of treatmont for syphilis.

2. Discussion regarding tho progmostic significence of socondary and .
sorological relzpses.

3. Significcnce of soro-positivity cfter treatment which was begun
during carly syphilis,

In rospcet of those enquiries the Subcoumnittee, aftor naking certein
auendiments, cpproved for transnission to the Surgeon General U. 5. Novy & uenoran-
dun prepered by Dr. John H. Stokes. This ncoorandun in the form of 2 letter to the
Surgeon Gencral 38 herewith appended as Appendix "An,

The Subcomuittee then considored certein requests fron Licut. Col. T. B.
Turnor, Venercal Disezse Control Branch, Division of Preventive Hedicine » Surgeon -
General's Office, U, S, Aray, with respect to the provisions of Cireular Letter 74
regarding the diagnosis and trectment of gonorrhea. The quostions proposed by
Colonel Turner and the Subcomittoe's replies cre appended herewith in the foru of
a tentetive letter to the Surgeon Generzl, U. S. Aruy, as Appendix "B", This ap-
pendix 2lso includes en additionsl rceoucndaticn of the Subcomwaittee.,

The Subcomittee then considercd 2z nenoranduir of the Choirmon on the
Subject of chenicel prophylaxis. He ruported a recent confceronce with Lieut. Col.
T. B. Turner cnd others indicating the desirability of an Lumediato £i31ld trial
by the U. S. Aruy of a single tube prophylectlc trectnent conteining 14 per cent
sudiun sulfathiazole and 30 per cent celoucl. Arrangenents to detoriine the opti-
oun hese for the inclusion of these two ingredients are under way through Doctors
Celvory ond Thoapson. In this conference with Colonel Turner it wes brought out
thet the laboretory inforuztion concerning caloiel, togother with 35 years' clinicnl
experlence with it, was rdequate to periiit the continuation of the use of this drug
without further and detciled laboratory studices, however desirable those latter
aight be in the detorninction of certain as yet unclear points, On the other hand,
infornation concorning the prophylectic officacy of arsenic in syphilis and other
vonereal disoases should, in the opinien of Coloncl Turner ond those with vhoa he
corferred, be pushed ag proupcly as possible. For this rcason the Chairner pro-
posed thet he be cuthorized to discuss with Dr. ¥. L. Flening, University of North
Carolina, ~nd with Drs. Charles li. Cerpenter and Staffird L. fierren, University of
Rochester, a redirection of their experiuentel cpproach in chuaical prophylaxis to
transfer thoir proposed iimcdinte future studies fron uorcury to arscnic. This
ou*iorization was granted by the Subcariittee.

Tho Chairmen then reported on the status of cortain proposals for controct,
original, supplenental, or oxtonsion. These wore a8 follows:—

L proposal. for oxtonsicn of contract by Doctors Kline and Lankelma of
Clovolend has been withdrawn by them on the ground thut droft deforient for a chonist
could not be cbsclutely proaised, nor could crrangenente be ncde to uxtend the con-
tract for a three year period.

Two proposals frou tho Univorsity of Rochester by Duetors Yerron and He dge,
and ¥i.rron and Steadnan, respectivoly, huve beon withiruvm beccuse of the tronsfer

>
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of Hudge and Stuecdnon to other work.

& proposal for supplonentel c.ntroet in tho ca unt of $500/1250 by Dr.
We Lo Floning, University of Nurth C-rolina, to peruit theo instelleti.n of cn oir
c:nditi.ning ¢pperatus in his oxperiuentcl syphilis l-borct.ry wes approved by tho
Subc.iuiittce and roted vav,

A proposal for oxtension of contract for 2 periud »f one year by Dr.
Justina Hill, J hns H pkins University, for 2 c.ntinuud study of the osteblishuent
£ a g nieocerl infeeti n in cxperincntel cniuels by methods appliccble to the study *’
»f venoreal discose, in the ca unt of $9,170, was cpproved by the Subcowaittoe c.nd
reted nA",

& propesal for extension of contract for o periud of one yecr by Dr.
Herbert Lund, Vesturn Reserve University, for continued investigition of bi.logic
folse pusitive rencti ns in the scrology of syphilis in the aucunt of $4300. wes
approved by the Subconwiittce und roted A,

The Choiruan then brought up for discussion ¢ proposcl by hinself repre-
senting the Johns Hepkins University, in collabor:tiun.with Dr. Ruuben Kahn, Uni-
versity of iilchigan. This proposal for contrzct is nut yet foruelly caupleted but
the Cheodraon requested c.nsidersti n of it prior to its forucl subuission. After
oxpleining the neture of the proposed work the Choirnea 1cft the reom ond the tter
was discussed under the teaporary cheiracnship of Dr. J.hn H, Stokes. The Suocon-
alttec wes unwilling to give its ~pprovel in ~dvince of subuission of the proposcl
for controct and roised o nuaber of issucs concerning the desirability of the pro-
posed work. It was pointed cut thot linjob Cherlus Ruin, U.S, Aruy Hediecl School,
hes alreedy deacnstroted that the new Kohn verificition tust is of no volue , tnd
that he has doveloped & verificoticn test of his owm vhich tppuers to solve the prob-
lea of differcontiction between true positive tuests in syphilis ond biologic frlse
positive tests. The Chuirucn ond proposer, Dr. Hoore, was thurefore directed, when
tho proposal for c ntract hes been completed in its fincl fora, to circulirize it
caung the weibers of the Subeoi.iittee, togither with covering lotturs frou uajor
floin and fr-1 Dr. Horry Eogle indiccting thoir opinions of the dosirability of the
proposed vutline of procedure.

-

The iecting then cdj urnod.
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' * TCRIIEL APPENDIX "AM

Surgeon General,
Unitod States Navy,
Weshington, D.C.

Sir:

A roquest having been received froi Comender T. J. Cortor through Licutencnt
Cotwander Williaun H. Schwertz (HC) USN, for the cxprossicn of opinion fron the
Subcomid ttee on Vunoreal Disccses of the Nationcl Rosezrch C-uneil rulctive to cor-
- tain mtters rogarding the trectuent of syphilis, the following grup of statenonts

has boen propared.
. -~

QESTION I "Criteria for Adequncy of Trostmunt for Early Syphilis". ° The

answor to this quostion depcnds fundanontolly upon tho definition of “adequaey". If
by adeguacy is noeant the sccuring of a condition of moninfectiousness in dn infoctious
ccse, one kind of answer will be sppropricte; if adequecy 18 to be interpreted in
terns of clinicel or of radicnl cure, anothor cnswer will be appropricte; if ade-
quocy neans the placing of an infected individusl ot one or cnother type or stoge of
involvenent in syphilis on a synptomatic status that will periait of full or lindted
scrv e in-the crned forces, still another answer 4s nocessary. The subjoct is dezlt
wvith under ecch of these. threec heads bricfly us folluws:

Troatownt to Noninfoctiousness. The iuucdizte infectiousuess of surface lesions
of syphilis is controlled in all tut the rore troctucnt-resistant or arsenic-fost
case, so cclled, by the first one, or at ucst, two, injections uf on uffcctive tri-
velent arseniczl, provided the dose is rdequato (0.3 to 0.5 gran arsphcnznine 606,
0.4 to 0.6 gron ncoarsphen-mine; 40 to 60 nilligr-:.s nophcrsen). The duration of
this cffect of cne or two injections is n.t precisely knowm, but is estinated rough-
1y as approxinately thirty to ninety duys. Foilure to o ntinue treatiicnt docs not
nccessorily, but ney in ¢ purcentage of cases renging frou 0 to 644, load to infec-
ti>us rolapse. 4 useful tobulati.n froa Coopirative Clinicel Group ond University
»f Ponnsylwvenie uetoricl is herewith presonted:

Arsenical treatuont Infoctious idditi nal Infectious
alone rolepse hocvy uutal roltpse

1- 4 injections 64 porcent 20 injcctions ¢ 45 percent

5~ 9 injectivns 14 porcont 20 injecti ns 9 percent

10-19 -injcctions
20-29 injocti:ns

28.8 injections
30-40 injcectins

20 injoctisns 4 porcont
20 or uore injcctions 3.6 purcent
28,2 or uore injcetions O porcont
"appropriatet ’ 1.2 pcreont

BEN

* Univorsity of Ponnsylvenia figurcs; &1l othors C.C.G.
** Ono weck of uercurinl inuncti.ns equals 1 injuction.

Fron this tzbulution it will bo apparent thet the eriticcl point at which sharp
reduction in the probebility of recurrent infectiousncss tckeg ploce is botireen the
‘ fifth und ninth injections of tho crsenicel (14% without cnd 9% with hoovy wetcl )
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ead thot the so-called 20-20 standerd, often quoted .8 cdequate for treatient to .
uoninfectiusness, ruduces the risk of infocticus rolapse to 4%, beyond which a

slow reduction to 0 to 1.2% is socured by prolonging trontuent beyond 30 arsenical
injections with 30 or nore injections of hoavy motal.

It will presently bo appirent therefore thut the best treatuont to secure non-
infoctiousness is practically identicol with the optiunn trevtuent for the securing
of "satisfoctory rosults® or "curet.

Hoovy aetal, in the stotistical teble presented above, is taken to roprosent
0.2 gran of cn inssluble bisuuth salt of not less than 57% uetallic content, or one
voek of uorcuricl inunctions, or its intramusculer equivalent in a wator soluble
or insoluble .orcurial salt. ’

Ad ) L u "Sctisfac esyits®. Infornmation on this
subjoct is basod on case nuterial obsorved for not less than two, and upward to
twonty, yoars since the onsot of tho infoection or the institution of trcatmont.
Moterial of less than two years of observctional control is fundauentally weok in
its denomstrotisn of the possibility of relopse, since the first two yoars of in-
fection are ovorshelningly those of rolapse prodisposition. On adequacy in the
sonse of "satisfoctory results®, five groups of dats, will be quoted (&) Coopurative
Clinical Group rosults in the treataocnt of corly syphilis by o contimuous alternat-
ing use of cracniccl and heavy netal without rest juriods, through sixty-~-five weeks
of troctnent observation; (b) Johns Hopkins Hospitcl Syphilis Clinic (Padgot
spokasncn) raporting on 551 poticnts couplctoly roexanined five yoors or nore oftor
the toruination of their original treaztment for curly syphilis; (e) optimcl treat-
aont for oarly syphilis, one to twonty yucrs! observotion, Connon reportingy (d)
o shortened 20-weck systou, Hood reporting on Jolns Hopkins Hospitcl wcterial; (e)
the 5-day intonsive introvenous drip arsenothcrapy of syphilis (withcut the use of
hoavy notal), Leifer, Chargin cnd Hynon, 1941, cad Ellictt, Baohr, Shaffer, Usher
cnd Loiwgh, 1941. .

It.:ln ‘not possible ot this viue te offor uore than tontutive estinntes on 10-
dey multiple syringe ond 10 to 12-week intunsive ucpbersen-bisamth (Exglo~Hugen)
systeus which cro under study, or on the 2l-woek any syston of Circular Letter 74.

%QW&L@_M{! standerd trec toent systen oxperience indicates ‘
thot for satisfattory results, troctament rust be continucus ond not intormittent or {
irrogulor, ond uust coubine the alternate use of an of foctive arsenical (uapharson |
is not represonted in this noterial) and bimmth, Striking reductions in effectivc- |
ness with occurronce of infectious rclapse, progression of syphilitic nanifestations, |
serologic relapse and seroresistconce occur in all pheses of carly syphilis in which |
internittence or irregularity is ullowed to oceur. DMsrogerding the procise systen

of adairistrativa, tho highost proportion of satisicetory results in soroncgetive

priuory syphilis was obtained with 10 to 19 injucti.ns of crsphencuine with aceon-

panying heavy uotal; 4in soropositive privery eyphilis, witah 25 to 35 injoctions; |
in oorly socondery syphilis (seen in the first year) 20 to 29 injoctiuns., Higher :
rather than lover dosage of tho arsphuncuine 48 rocuasonded. Foilure to socure o |
satlsfactory result by 20 injections or less ucy bo et by 10 additi nal injoctiuns ’

I
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’ plus hvavy auvtel, vhich aay d.uble the proportiun of unsatisfretory outcoues re-
cleiveds The irreducible :iorgin of foilure in the trowutaent of early syphilis by
oldor standords romges frou 4% to 27%, dopunding on nethod, stage ot which trent-
uent beging, cdequacy of trectuvnt during the first twe years of the infection.

J.hns Hopkins Syphilis Clinic, Padget rcporting .n a purticularly welusble na-
turial because of tho longth of sbservati-n (uver 10 years in holf the pationts),
sh.wed cleorly the iuportcnce to cdequucy of the trectuent result of the stage ot
which treatuont is bogun (82% cure in seronvgntive prisary syphilis, 68.8% in suve-
ondery syphilis; 58.7% in ocrly latent syphilis). Tho pourvst results, as in the
Coop.orative Clinical Gr.up serios wore obsurvid aucng poticnts whose treatuont wos
bogun in the scropositive priacry stoge. Cure wi.s vbtained by 83.5% of the petients
vhose trectaent during the first six i nths was by 2 eontinuous systew, and is in-
creased to 90.4% if trcctuent during thoe next six .omths wes likowise continuous.

It was shown thot the fincl or "=dequate" utci.ue depended in o directly quantita-
tive fashion not .nly .n the nwuber of duses of the arsphencnine received, but clso
inversely upon the tine spon during which it was given. In other words, the tere
injections in the shurter tiue, the butter thu rusults. The developnent of eurly
or intoruedicte relupse wes f.und to be of gruve prognestic significance. (See
noxt questi.on.)

Connon  found in ¢ surics of six hundred-odd patients trected with three standerd
crsphencniings, t..ot orsphencaine 606 .as incontestubly superior to nuocrsphentuine
or silvor crsphomanine, tnd thit me yuur of regular and continuus trectusnt with
the arsenicel injectizns closoly spoced (two-to three—-day inturvels in the f£irst
three to five weeks, cnd ot intervels of not loss than .ne week theroafter) gave the
highest proportion of sttisfoetury results. The diffcercnce hotueen serunegative
priuery, seropositive priicry, tud secondury syphilis was not uore then 68,

A 20-20 Arsenical-Bisuuth Siwltonoous Injcction C -urse, Hood Ruporting.  This
shortonod systea, not cosporuble buccuse of loager intorvils (weekly) with the 26-
wock systou of Aray Circul:r Lotter 474, utilizes wielktly injociions of napharsen and
shultaneous weckly intramscular injoctions of en .il-sisyonded bisauth scit. The
Aaxbwa parisd of Osservetion (33 ..onths) wes <aly sufficiunt to indicate that the
proporti.n of unsatisfrctory results in the furu ol serorcsistunce s suro-relapse,
cliniced. rilipse, cnd involveuent Of the contral wervous systo., auounting to 13.6%
of tho cbsorved serios, wes wpproxiisately that of unsatisfzciory results obtained
in otrly syphilis treated with othur arsenical Grugs and troatuent systens., If
confiraud by lo nger obsorvation, such a troctucnt 8ysteas should show how 1ittle
rether than how luch treatuont is necessary to produce the cvercge or so-ctlled
"standord® rosults which are so strikingly uniforn throughout the ontire ronge frea
5-day Intravenous drip to 65-weck continuous coubined therapy.

An iunportant contribution of the Ecpgle-Hopan experinontel work on toxicity and
thorapeutic offoct in an oxclusively arsenical systeu for the trectocnt of syphilis,
has been the apparont deuonstration that o total dose cpproxiucting 20 ag. of uaph-
arson per kilo in uon, giving an approxination of 1200 to 1500 uz. total dose s 18
curative in u high porcentage of pcrsons with vurly syphillis. The tiue-toxicity re-
lationships are iaportent, the toxicity increasing with the shortoning of the tine
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within which the totcl dose is adninistered. It 18 possible ,thorefors, to devise o
mmbor of systeus, of which the prosent 12-weck Eagle-Hogen systen is an exanple, .
vhich will secure grently incroased intensity without oxcessive or iuproctical

incrcase in toxicity. Another interesting deucnstrotion of an tlreoady-recognized

fact is the proof that bimmth euployed in any end all arsenicsl systons groatly

steps up officiency. 4 recont ostinate by Engle rates the incroase of efficiency

of & 12-week systen, under the cdditiun of weekly bimumth subsclicylote injoctions

to the schedule, cs cpproxinately 8 tines. These principles, iuportent as thoy are

to the intorprotativn of adequacy, are still under invastigation and unssive statis-

tics basod on troctod and "cured® casos will not be aveilable for 12-18. uonths.

Massive Dose Arsenothorapy ("5-day drip"). The two serics, Loifer ot al, and
*muott et al, the foruer with of course the longer series of observed cases, illus-

trate the following principles rogarding adequacy:

(a) Curative results can be ubtained with a trivalent arsenical along
(necarsphenanine, napharsen).

(b) Of the two, mapharsen, becouse of its low reactivity, is the drug of
choice, and 1200 ng. adninistered in 5 deys, the optimun dose. .

(c) In seronegative primary syphilis, 90% to 100% pursue a satisfactory and wa-
eventful course; without roference to type of drug or stage of discase s 0N
aggrogato of 81% secured a satisfoctory result in one 5-day course; cond one
re-troctuent in 15 coses raised the result to epproxinntely 88% for the
ontire soriee (Leifor ot al). Elliott and co-workers estimcotod their cur-
ative rosults ot at lcast 85% of all cases with oarly syphilis,

Adeguacy of Troctmont from the Standpoint of Service in tho irmed Forcos.  -On
this question tho Subcommittoe on vemoreal Diseases of the Notionnl Rosearch Coum- |
cil has alroady offered o torteiive basis for evaluation in proposing a schome of ) |

standords for adnission of registrants with syphilis to tho United Statos Amay.
This memorandun, originally includoed in Selective Service M.R. 1-9, with minor amend-
monts by tho Subcumittoe on Venoreal Disecses, is as follcws:-

SU! OF STANDARDS FOR SSION OF REGISTRANTS WITH SYPHILIS

i
|
Rogistrants with (1) confiruod positive scrologic tosts for syphilis and no |
clinical nonifostations of tho disense; or (a) with convincing histories of o trust- |
worthy diegnosis of syphilis; or (3) of troctmont for tho disecase on sorologic or .. I
1

clinical grounds even though such evidence nay possibly have been inndoquate, moy be
considered for unlinited nilitary seridce —

(2) Provided that a negativo apinal fluid since treatnent wos begun has been reported
fron a trustworthy source; and

|
l
(b) Provided that in infections estinated to be of loss than 4 yeors! duration, at ‘
least 30 to 40 arseniccl and 40 to 60 insoluble bismuth injectione or its
equivalent, with a nminimun total of 75 injecticns, have been gliven, with approx.-
i
|

imnte continuity ( no rest periods or lapses) during the first 30 weeks of
treatnent; and
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(¢) Provided thet excopt oo further qualified boluw, in infections estinmcted
% be of aver 4 yoors! duration, ot lcast 20 crsonicel injoctions and 40
to 60 insoluble bisauth injcctions or its ocquivalent, with a nininun totol
of 60 injoctions heve beon given in eltornating coursos; rost periods
betweon comsocutivo courses not vxceeding 8 weeks, being allowable; ond

(@) Provided thet in eorly syphilis ond late latent syphilis, as altornatives
to tho auzount of troatnent outlined in peragraphs (b) cnd (c) abovo, trect-
nent hes been giver by the Aray 26-weok syston or its cquivalent, includ-
ing & ninirn of 40 doses of mapharsen and 16 of bismuth; and

(e) Provided that in ecrly syphilis the petiont hos been trected with any of
the currently cccepted systens of intensive arsenothoropy, with or without
added fover theropy.,

Evidence of duration of the infection shall be woighed by the exaniner with due
regard for age, genmoral vencreal history, and uedicel guidonce of the rogistrant,

In infections »f unknown duration it shell be prosuned for clessification pur-
o808 that those of rogistrants under 26 years of age cre of less then 4 yearst
duration, end ovor 26 years, of more than 4 yoears! durction.

In congenitel infoctions and in acquirod infections of more than 10 years! knowm
duration, in which no clinical progression occurred since treatuent wes begun; and
in which a norunl spinal fluid has been recorded at sone tine after treatnoent was .
begun, and o negative physical exeaination recorded not less thon 2 yeors ofter
trootuent was torninoted, the infection shall be regorded 8 "quiescent", and the
rogistrant eligible for unlinited nilitery scrvice, provided the trectment in ques-
tion shall have included 20 arsenical cnd 20 hoavy uctal injections.

For the deternination of treatnent, the signed statements of acceptable treat-
nent sources adninistering it with total muwber of doses of cach drug and a)prox-
inate calendar dates of adninistration and available laboratory and clinical data
shall be reguired as evidence.

QUESTION II. scussion Re the Progmostic Significance of Secondary and
Serologic Relapse, The following principlos, besed in the nain upon the groups of

naterial cited in conncction with Question I » are widely accepted. Eorly evidence
of npotentinlly unfovorable or relapsing course in an early syphilitic infection
can be found in (2) fallure of the prinery or Socondary lesions to hoal under an
arsenical therapy; (b) continued prescnce of Spirochaeta pallida in the lesions
after the euployient of o known offective trivnlent arsenicel (these two groups
constitute troatuent resistent syphilis) 3 (c) preucturely carly roversal of o
positive serologic rcaction on the blood to negative (fourth to seventh woek in
soropositive primary or secondary syphilis); d) failure of a positive serologic
recction on the blood to reverse to negative after the sixtoenth woek (in the
irtensive or five-day drip systen reversal is ordinarily expocted by quantitative
tosts between the tenth and eighteonth weeks after the institution of troataent
ut late secondaries may not reverse for nany nonths, evon th.ugh "curedt).
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Cooperative Clinical Group rosults (Stokes and co~workere) (obsorvation '
2oriod too short) showed o relopse oxpectancy of 19.7% including a1l forus, of

whick, when obserwed for uwore thon six nouths, 12.1% was mcocutoncous, 3.4% asyLp-

taustic neurosyphilis, 4.1% syaptonatic neurosyphilis, and 0,9% cardiovescular syphe
1lis.

J

J

|

J

|

|

The unfovorable prognostic significance of early and internediate rolapse wus ‘

woll brought cut in Padgot!s serics in which "eure® was achieved in 73.28 of 456

potients in whon no rolcpse wes observed, whoreas only 28.2% of thosc sustaining ‘

an internediats relapse achieved cure, Persistont seropositive reactions on the |

blood, however, occurred in 16% of those who sustained no rolapse, cnd in 10.3% ‘

of those who underwent internediate relapse. Late benign syphilis developod 8 |

tines as frequently in relapsers ¢8 in nonrelcpsers, cordiovasculor syphilis 3.5 l

tines as frequently; nourosyphilis 6 tinoes as frequently; wmultiple lato monifos- |
tations 7.5 tines as frequently in relapsers as in nonrelapsors. The significonce

of weck positive serologic rocctions on the blood occurring in the course of o |

series of nogatives in treated cexly syphilis have be ‘

|

|

|

|

|

en onphasized 28 of rolapse
significence by certein authors.

QUESTION ITI, Si iconce of Ser itivity cftor Trontuent which wes Ee

} during Errly Syphilis, Cortain aspocts of rolapsing and persistent scropositive-

ness after troatuent bogun in early syphilis have beon indicated above. Brocdly

spocking, Padget's exporicnce indicated that o rosidue of 14.9% porsistent serologic
positiveness would cppear in o sories of carly syphilitics |
clinical results he described hcd boen socured. In those ctses there would be no |
ranifostetions such as abnorunl spinnl fluid, cardiovascular disease, visceral dis- |
ease, cnd so forth, to occoupany the persistent scropoaitiveness, Brocdly spo »
persistence of a positive scrologic reaction on the blood of ocrly syphilitice under
trocinont by the older stondard contimous systens is an indicnti.n of

presence of
asyuptonatic nourosyphilis, and calls for an oxenination of the spinal fluid iiuied-
iately. The nore intensive foreshoz 3

on whon the satisfactory

T bly be greatly
nptouatic neurosyphilis, syphilis of the
cardiovascular systecn, often coaing to recognition five or aore years after the cog-

sation of troctucnt , Doy be included in the prognosvic significance of seropositive- |

no#s of = persistont type in early syphilis, but this ig definitely less inportent

then neurosyphilis.  Noore end Pedget in' their annlysis of Seroresistant sy hilis

(carly) emphesize the seriousness of serorcsistonce |
|
\
|
|

in carly syphilis and its rol-
atively lessor significonce in late 8yphilis. Twonty=-throe percent of thoir sero-
resistent group sustained infecticus relapse as against 5% who secured proupt sero-
logic roversal, Nourosyphilis occurs in 31% of the sororesistent coses, but in only
18% of those who sustain proupt revorsal,

{ degungy of Treatuont_for Late Late t _Sy:h (2 years' duration or longer)
: The data presented iDiseker, Clark, and Moore) 1in o study of 926 potients with
\ latent sy;hilis followed for 5 yoars or longer indicote that

(2) Latont syhiiitics do vory well, regardless of the type cnd ancunt of
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trecataent recoived.,

(b) The optitun anount of troatuent to reduce Lrogression to o ninirmm is
approxinately 20 injections each of an ersenical and a heavy netal,

(c) Te over-all rate of clinical "cure" with optiimn treatuent is about
(a) Clinical and serologic "cure! in latent syphilis have no rolationship.
Aidequacy of Trestnont for Various Forus of Late 8yphilis. Since adequate

troatoent for late syphilis must be individuclized in accordence with the particulor
case probled, no general formulation is jpossiblo.

Respectfully subnitted,
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APPENDIY "B

Surgoon General
United Statcs Aruy
War Departuont
Wicshington, D.C.

Sir:

The Subcoiziittce on Vencronl Discases has beon ruquested to answer certain
quostions dealing with the dicgnosis and treatuent of gonorrhea, as outlined in

SCN Circular Letter No. 74. These questiuns and the answers of the Subcomittes
therato follow:~

QUESTION I. Con the roquirements of poragraph 3-g, Circuler Letter No. 4,
dealing with deteraination of cure in the male (uncoaplicated case) be relaxed?
It 18 belioved that the criteria of cure required in this parograph are unnecossar—
11y excessive fron the Amy viowpoint.

ANSNER: Yes.

QUESTION 2. Can prostotic mossage be couplotely #liuinated in the uncon~
plicated cnse? Arny experience indicates that nmassage done routinely by inex-
perienced physicians predispeses to complications.

ANSWER. Yes.,

In explonation of the affirnative answers to Questions 1 and 2
ubove the Subcoumuittee believes that an adequate test of cure in cases that beco.e
syapton-free during the first woek nay bo liuited to clinical obscrvation for three
subsequent weeks. If there is no clinical relopse, such patients uey bo consid-
ored cured. Prostatic acssege is not necessary. It is thorefore reeoimionded that
paragraph 3-g, Circuler Lottor No. 74, be revised to road as follows:-

"Patients who have a clear urine, no urethral discharge, cnd no othor |
clinical evidence of gonococcal infection, by the end of the 5th doy of treatment |
with sulfathiazole or sulfadiazine should be observed once o week for three weeks. |
Such observation should deternine tho presence or absence of urethrol discharge
end of pus in the urine. If these cxauinations are c:nsistently negotive, tho pa-
tiont oy bo dischorged as cured. Prostetic uessage should not be done,®

It is also recuraended that the secund sentence in paregraph 3-h (1) of
Circular Lotter No. 74 be deletod. The sentence desirable of delction rends os

{
i
follows:- "The prostetic secretion should be included in the study of all types 1
of infection"
|
|
|

QUESTION 3. Is the rocouionded dosage of sulfathiazole (4 gi. daily for
5 doys) st111 considered the optinal trectument for gonorrhea?

LNSWER. Yeos.,
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QUESTION 4. In viow of the known repid exeretion of sulfathiazole,
would it be desirable to shorten the interval between courses fron five days
to two to three days? This would be ndventagecus in saving o nuaber of non-
offaective days,

ANSWER. Yes.

QUESTION 5. 1Is the Section on the dicgnosis and treatucnt of goaorrhea
in the fenale adequate; and if not, what revisions are suggcsted?

4NSWER, No. It is recomucnded that the section of Circuler Letter No.
74 decling with dingnosis in the fonale be anended as follows:-

Paragreph 3-b  should be roplaced by the following

"(1) A diagnosis of gonorrhen tust not be nade in the absence of lab-
oratory confiruction, If trectuent is to ho given i:riediztoly and before laborae
tory confiruction is aveilable (see 3-e (2) (g) )5 speeinens for sacar ond/or
culture should be obtained before trentucnt is begun, for subsequent laboratory
study.

"(2) Tho detection of gron-negative, intracellular diplococei in s:cars ’
or of orgonisus characteristic of the g-nococcus in cultures, c.nfirus tho diag~
nosis of gomococeal infoction. (Coution: The normal genitel bacterial flora, ond
the flore of nonspecific infoctions of the feucle genitalia, uay contein orgonisas
vhich, in saear, closely reseuble gonococei. Cultural nethods should be utilized,
therefore, whenever availeble.) In coupctont hands s cultures are clso of particu-
lor value in cases in which no gonccocel can be found in snears.

"(3) Speeinens for sucar or culture oy be obtained fron urethral exu-
date (if any); froa the para~urethrel (Skenets) glands after thorough stripping;
fron the cervicel canal, after thorough cleansing of the cervix and s ueezing it
botweon the blades of & bivrlve spoculwl; or fron the vulve-vaginal ?Bo.rtlmlin)

glands or the rectws, if clinicel evidence of iafection is prescnt in the two lat-
tor arcas.®

In paragraph 3-e (2) (c) the li.st sentonce sh-uld bo chenged to read as
follows:

"There eh:uld, huwover, be o lepse of two or three deys between the courscs
of nedication. "

It i8 also recoirionded thot peragreph 3-b (1), sce nd sontence, which
roeds: "Trectaent for gonorrhen should be sterted ot once in wonion whe hove ovidence ‘
of this disosse, oven th.ugh laboratory studles are negative or nut available," be |
deloted ond that tho following be insorted aftor 3-e (2) (£), ~nd .wked n{g)ne i

"The treatnont of fennles sh.uld be bogun a2t cnce with or without labora-
tory confirnntion of the diagnosis, if the history and/or the cliniesl ovidonce
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' indicate that infecti n is likely to huve occurred. Prioapt trectuent in every such
cose will prevent or check pelvic invasicn in st cuses, Grounds for suspicion |
that infection has occurrod are os followss

n(1) History of ¢ recent sex contact with on infected porson. Trootnent |

will scrve as delayed prophylaxis or o8 carly treztacnt. |
|

®(2} Confiried history that ¢ sex c¢ ntact of the putient hes subsequently |
ccquired g.norrhea. |
\

| "(3) . history of o sex contuc* followed by suggestive signs or syap~
| toms of g.nococerl infection thet cannot otherwise be accounted for.®

In considerctisn of these suggested revisions Dr. Jobn F. Mchoney sub-
nitted a lettor under deote of Iley 19 decling with the questions inportant frou the
nilitory standpoint of the adainistrrtive, thorzpeutic, cnd epildoiaiclogic nanage-
aont of potiunts with proctically certain gonmococesl infection in whon, howevor,
bacteriologic proof is lucking. Included i ng such prtients are a considerable
nuber of nales with so-crlied nonspucific urothritis, and likewlise a considerable
nunber of feunles, Dr. i'h neyis suggestions in this respect impress the Sub-
comiittee as s> vrluable thet the following recomuendation was agreed to:

THAT THE SUBCOMMITTEE ON VENIRE.], DISEASES SUGGESTS TO THE SURGEON GENERAL
U.S. ARMY ( ATTENTION VENEREATL DISEASE CONTROL BRANCH, DIVISION OF PREVENTIVE MED-
ICINE) THAT CIRCUL:R LETTERS NOS. 74 4ND 32 BE REVIEWED BY THE SUBCOMMITTEE ON
VENEREAL, DISEASES WITH THE IDEA IN LIIND OF COIPLETE REVISION, IN »CCORDLNCE WITH
THE PHILOSOPHY EXPRESSED IN DR. iLHONEY'S LEITER OF HAY 19, 1943.

Respoctfully subnitted,

e e _ad
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Venereal Diseass)
NATIONAL RESEARCH COUNCIL
Division of Medical beiences
acting for
MMITTEE ON MEDICAL RESEARCE
. of the
0ffice of Geientific Research and Development
Committee on ldedicine )
SUBCOMMITTEE ON VENEREAL DISEASES .
Minutes of the eighteenth iieeting of
hpril 7, 1943.

The eighteenth meeting of the Subcommittee on Venereal Disesses was held at
the National Academy of Sciences in Washington on April 7, 1943.

Members of the Subcommittee present wiere: Dr. J. E. Moore, Chairman, Drs.
Walter Clarke, Russell D. Herrold, Nels A. Helson, Oscar F. Cox, John H. btokes,
and John F. tlahoney. Also present from the Nalional Rescarch Council wcre Drs.
Lewis H. ‘leed, T. R, Forbus, and G, k. Gu.st; from the U. 5. Army Lt. Col. R. A.
Prentiss, Jr., Lt. Col. Thomas B. Turncr, iiajor Thoaus L, Sternbirg, rajor Charlcs
R. Rein, and Lt. A. C. Hollistor, Jr.; from the U, S. Havy Lt. Comdr. W. H. Schwartz,
Lt. Coudr. Ben Klotz, Lt. J. F. Shronts, Ensign Howard Ennes; from Seloctive Ser-
vice Col. Richard H. Fenes, from the U, 5. Public Health Scrvice Dr. N. B. Hon and
Dr. Herry Eagle, from the Veterans' Aduinistration Drs. J. N. Wilson and Hugo ilclla;
from the Burcau of the Consus Dr. Halbcrt L. Dunn; from the Inturnational Health Di-
vision of the Rockefeller Foundation Dr. Hugo uuench.

I. The Subcommittee considcred a luttur from Dr. Charles d. Griffith, ilcdical
Lircctor Votorans! Administration, concerning Nationcl Lurvice life insurcnce for
syphilitics. A memorundum in reply wes wuthorized contuining two rocoancndations.
Dr. Griffith's letter and the authorized reply appear herewith as Appundix A.

II. The Subcomrittece nuxt considered & letter from the Surgeon General U. S.
llavy conevrning acceptance by the Navy in cnlisted or comaission.d rank or the
promotion to commissioned rank of p.rsons with syphilis. The Subcomaittce cuthor- ‘,,
ized o reply to the Surgeon Generul U. o, Novy., This corruspondence is hercirith
appended as Appundix B.

III, The Subcomnittec ncxt considurcd ceurtein tentative alterations in S.G.O.
Circulur Lettuer No. 74 dealing with the diugnosis and trcatment of' venorenl discusc.,
A number of changes, especiully in the plen of procodure for the truutuient of syph- .
ilis wore tuntatively agrued upon. It becawe clear, howuver, that o similer cgece-
ment concerning chenges in the gonorrhea portion of this lcttur could not be reach-
ed during the meoting. It wus thereforo decided that a sub-group of the comaittue
consisting of Drs. Cox, Herrold, ilshoncy, und iWelson, would atteuapt revision of
this portion of the lctter for consideration at o subscouent nceting.

Following the meeting it was, however, agrued furthoer by corruspondence
that the tentative roecommendations es to syphilis should be withheld for the time
® buing, pending further consideration. Those tuntutive rocomuundeiions are thore-
d¢ o .
fore not includcd in theso .linutes NOT FOR PUBLICATION

WITHOUT PERKISSION OF
NATIONAL RESEARCH COUNCIL

NOT FOR PUSLICATION
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IV. At the request of the Surgcon General, U. S. Armay, the Subcommittce con-
j sidered the text of a tentative memorandum on biologic false positive serologic

tosts for syphilis. The Subcommittee agreed on the text of the tentutive mcmoran-
dun on this subjcet which is herewith wpp.nded as Appendix C.

V. At the request of the surgeon General U. o. Arny, the Subcomaittec nuxt
considered thc text of a proposed circulir letter on "The use of combincd fever
and chomotherapy in sulfonamide--resistint gonorrhea; and gencral considerations
on the therapeutic use of physicelly induced fevor."  This moemorsndum had been
prepared ot a conference meoting held on April 6.  Its text as prepared by that
conference wus approved by thc Subcomaitice. The ldinutes of the Conference and
the text of the zpvroved memorandun are herevith included os Appendix D.

VI. At the request of a linison officor froa the firned Services, the Swbeem-
unittee then considered the advistbility of roducing the strength of protargol so
much usod in chenicul prophylixis. There have been numerous compli.ints concerning

the irritating effect of the 2 per cent solution now in use. the Subcamuittos ap-
proved the following recomaendution:—

r
"NO INFORMATION EXISTS 43 TO THE STRENGTH OF PROT4RGOL SOLUTION EFFECT-
IVE IN THE PROPHYLAXIS OF GONORRHFA. HOWEVER, THERE IS AVAILABLE INFORMATION
THAT IN THE TREATHLNT OF ESTABLISHED GONOCOCCAL UHETHRITIS IN THE MALE, =% 0.4
PER CENT PROTARGOL SOLUTION APIEAES TO BE AS EFFECTIVE 4S THE 2 PER CENT SO-
LUTION. THERE IS THEREFORE NO KNOWN CONTR#INDICATION TO REDUCTION OF THE

STRENGTH OF PROTARGOL SOLUTION JSED IN PROPHYLAXIS FROIf 2 PER CENT to 0.5
PER CENT.n

VII. On Merch 17 the Comaittce on Drugs ond ledical Supplies requested thet
the Subcounittee on Venervnl Disezses cxplore the possibiiities of substitutes for
mepharsen cnd trensnit their recomiendations to the Cowuittee on Druge nnd iledicrl
Supplics. This »equesi eventunted in the Lpprovil by the Subccmaiittee of o lettor
to Dr. 0. H. Purry Pepper, Chsirmon Comaittee on wcdicine, togcther with an accom-
nanying neiorendun from Dr. Herry Brglc. This ledter end the noenerondw., if op-
proved by the Committce on tlcdicine is to be forwcrde

G to the Comittee on Drugs
~nd iiedictl Supplics. The letter nnd thc aeworandwn wee horewith cneloscd .8 Ap~
pendix B,

VIII. The Subcomtitice then cuns

idored cert.in recent inforn: tien concerning
oral prophyloxis with sulfethinzole..

Celuncl Turner rcported on s ne uXpericence
at iray crmps. The Cheirarn roported the result of certain rocent siudics of the

cffeet of the sulfounuaides on aental clertness and nuscular cuordin~tion., There
cnsued o gencrel discussion of the problue of sensitizatiin t. t  sulfc niaides in

reletion to orol prophylexis. 'The Subcuisaittee foit itself unab. to ucke any recul-
nendetions on the subjcet of or

el sulfeniualee prophylexis but agreed to reconsider
the subjeect «t its next neeting.,
[: IX. The Subcamitioe then censidered the following proposzls for OSRD con- .
trocts:-
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a) Dr. Alexonder A. Doy. Inmproved uothoeds of culture of the goncececcus. Pruposcl %
rejectod.,

b) Dr. Alin H. Chesnoy. The cffect of vehicles un cclonel in the pr.phylexis of +
experinentel syphilis. Preposal uceepted ond roted A.

¢) Dr. Stefford L. Werren end Pr. H. C. Hodge. Abscrption of arsenic thr-ugh I -
the intact end scratcied skin of the rebbit s affected by vohicles ¢nd punetrunts,
etc. Held under advisenent ( see below). L el

d) Dr. Steff:rd L. Vorren ond Dr. L. T. Steadnan., The effect of hecvy netel in-
unctions on the prophylaxis of expuriucntel syphilis in rubbits; the degree of ’ -
absorpticn of wercury through the intect znd scratched skin =nd subseguont distri-
bution as wffected by several vrrinnts. bathdc aner.. -

These proposals by Drs. Werren cnd Hedge tnd Vierren ond Sterndm en sceacd to the
Subconnittee to be possibly affucted by the recent departure of Dr. Werren fron
the University of Rochester. The Chaimwn wes dirceted tc write to Dr. G. H.
Vhipple, Dean University of Rochestir iedic:d School, concerning the cffuct of Dr.
Wexrrents absence on these propostls wnd on receipt of @« reply frou Dr. whipple, to
recirculorize the menmbers of the’Subcouwittee.

e) Dr. Cherles ite Cerpenter. The coffect f fover on the distributicn .f crsenic

in the tissues of robbits injected with waphersen.

Hembers of the Subcouiaittee reiscd corteidn questi.ns with regerd t. this pro-

pesal. The Chaimon wes direeted t. smrite LY Dr. Cerpenter fur cortein wdditioncl
inferatticn, on receipt of which the pripostl wes tu be recircularized.

netel inunctions on the prophylexis of expurdiiaentel syphilis in ribbits, the in-

£) Dr. Cherles . Cerpenter tnd Dr. Stuffcrd L. wrren. The offect of heavy %
flucnce of the wvehicle.

The ncubers ¢f the Subcounnittee rcised certein (uesticns with regird t this |

propesal., The Cheirmsn wus cirected i writo we Dr. Corpenter for certiin cwdditicn- ‘

«1 inforacticn, .n receipt »f which this prepos.l w=s to be reeircul .rized. |
X. The Cheimeon then reported te the Subcuniittee on the results of several

¢r nferences held under the cuspices of the Subcumittee since its List uceting.

These wire the ¢ nferoncesof Deceuber 29, 1942, .nd .urch 12, 1943, n huian ex-

perinentatirn in grnorrhon; ond the cenfurence of Jumuery 20 - 21, 1943, on the

orophylaxis of venerecl discase.

XI. The Subconnittes then cpproved o muher £ inturin actiuns token by the /
Chairntn since the 1..5% uccting of Deceaber 1, 1942, hoving tu do with nine OSRD
proposcls for originel, supplenentiry, or oxtension ..f centracts.

At 7:30 Pad. the aceting adjrurned,
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COUEINMNT Lol APPENDIX A

hpril 8, 1943, '
Dr. Lewiis H, %iced, Chuiracn,
Divisin of .cdiem) Scicences
Netimal Ausetrch Council
He.shingt.n, D.C.

Deer Doct.r “iced:-

On iiorch 13th y.u subuitted to the Subcoitdttee on Vencrecl Diseorges o
¢.py of ¢ lctter froa Dr. Cherles :i. Griffith, .edical Directur, Veterens' iduin-
istretion, deuling viith the priblew of syphilis in cpplicunts £.r Noetionil oorvice
1lifo insurtnce. & cony of thet lotter is herevith tppended,

Additioncd infraectisn n t included in thot letter is &8 followss-

United Sto.tes Governmuent ("Wiar Risk! of 'rld jisr I) 1lifc insursnce is
n. longer oveileble except under certain restricted e.nditi s s to veterons of
thot wer. It hus been ropliced by Neti nel S.rvice Lifc Insurcnce cc «f Oct, 8
1940. The ucj.r differcnce between the ti, types £ insurance is thet old ar
Risk insur:ince prevides woiver f prexiuns ond ¢ apensction ot $5.75 p-r .2 nth per
$1,000. of insurcnce for totel =nd perucnent disability, while Nuotioncl Service
Life Insurince pr.vides w.iver .f preaiuas nly.

The .rigincl cct establishing Nati.nel Scrvice Life Insurcnce ©n Oct, |
8, 1940, provides that cny persun entering tetive service in the .rued F:rces is
cligible fur insurence without nediecl excainsti n, if applicnti.n is .iede within
120 doys ofter entrence. If, h.wéver, he vits in c.ctive scrvice un Octuber 8, 1940,
he tust apply within 120 days and -wst als, furnish cvidence sc.tisfuctery to the
+dunistrotur thet he is in g. 'd heclth ot the tiue of the appliciti .n.

The origined isct e nteuploted thet if o purs:n fiiled t. ¢pply for in-
surcnce within 120 duys, he wns incligible t. receive it ot t11; but =s subssquent-
1y cuonded ( Decenber 1941) it sms Pr.viced thet he wight opply after 120 deys ond
at tny tine during cctive service, but .ust thon furnish cvidence thet he is in
gsro8 heclth.

The vffeet £ these provisi ns hes beon to grent insurince without ned-
icel exaninatin t, 11 porsons onrolled since Octuber 8,1940, if they epplicd for
insurcnce within 120 deys; but if applicotioon is deleyed £or u ro then 120 deys, or
if the pers n wes in the armicd Farces bef.re Octobr 8,1940, evidence f -.d houlth
Just be furnished. Likewise the swue provisiing «s t covidence £ gond heslth Q-
P1y to veterens of the 1lcst wer wvh  nuw Lpuly v or scek to reinstote 14 ler
fiisk Insurcnce,

It 18 steted that t .wrch 31, 1943, 7,390,205 pnelicies hove boen issued
under Neti nel Service Life Insurcnece with ut nediced exesaineti n (these including
£ course nany purswns with sy hilis). Froa October 8, 1940, to irch 31, 1943,
541,354 w.plicatione have been asde by these in vhoua good heclth aust be deacnstretod.

o .
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0f these 7,512 hrve boen rojeeted o8 n.t in oG helth; und of these rojccti.ns
cbout 70 per cent ( ab.ut 5200) heve huen rojuctud buccuse of sy hilis.

The words "geod heelth" are not defined in the sct of C.ngress cstiblishing *
Netionel Service Life Insurcnce, but ore defined by the Voterzns! sduinistretion
in the lengucge quoted in Dr. Griffith's letter.

The Vetcrans' iduinistretion hes intorpreted any ovicdence of sy, hilitic in-
fection, post sr opresent, whother obtuined fro: hist.ry, physicnl exoainctic n, ur
leborstory tests, and regardless .f previ.us troctuent or the present condition of
the patient, cs evidence th-t an a:.licant f.r insurrnce is n.t in g.vd heclth, «nd
w1l applicents wh. hove over hod syphilis ond wh., by virtue of the w rding .f the
lew, re required t. denm.mstrate gesd henlth, ore rejccted.

The Veterans!' Adainistroti.n is uncble to clter the provises . £ aulicction
for insurcnee before the 120th dey or the alternctive deu nstrotin of 2u.G hecd th
ofter thet tise. Likewise it is under the nocessity of trecting in identieccl fosh~
isn veteruns of the 1-st war whe nw aunly for itr Risk Insurince .r roinst.te.ent
f lepsed (::licies under thet insurance scheue, wnd weohers of the gresent irued
Yorces eligible for Noti nel Survice Life Insurcnce. Tacse ,r.vis s cre roquired
by Congress. Furtherirre, it is n t Lussible under the terus «f the Iaw (2) to
insurc & syphilitic for the duratiun of the wsr unly, since C.ngress has .cde nc
excoptiong in providing thet the five-yeer tera insursnce owv.ilcble for the dura-
tin any be emverted inte ordinnre life insurcnce; (b) to [ .ruit o sy hilitie 0y
other jwrsen n + in "good heclth! i waive his speeific disebility; or (e) to ce-
cept perd-ns not in "good hetlth®, including sy;hilitics us substunderd insurcnce
risks with a write-up in preuiw: rite.

Dr. Griffith's lettor, after cutlining the .ruvisi.ns unter vhich sy hilitics
tre tceceptod into the Aried Ferces cnd ofter discussing the questiin of cure of
sy;hilitic infection, asks ths following cucsti.ni- "Yhether wny rule bescd u.on
the pussuge of tdie or any other criteria u &y be used to Cetor.ine when e Lers.n
wh. hos been infected with syphilis ucy be reagsonibly cuensidercd to be free frou
cny further effects of the disecse.t

The Subcomaittee ~n Vonercurl Diseases with the aid of represvntetives of tho
Vetorans! iduinistretion enc certcin cetucries and stetisticiins, v.uld reply to
the speeific guesticn pwsed by Dr. Griffith us follows s onc sks thit this rely
be regarded «8 a recumiendatiun tw the Veterans! séninistr:.iions

PRESENT #CTU.RIAL KNOWLEDGE DOES NOT PERIIT THE DEFINITION OF ANY
RULING B.SED UPON THE PaSSnGE OF TISE WHICH iinY BE USED TO DETERIINE '
WHEN & PERSON WHO H.S BEEN INFECTED WITH SYPHILIS .i.Y BE REASONaBLY CON-
SIDERED TO BE FREE FROI{ ANY FURTHER EFFECTS OF THE DISE.SE. HOVIEVER, IT
IS POSSIBLE T0 5aY¥ THAT FOR .LL PR.CTICsL PURPOSES 4 PLRSON \HO H..S BEEN ¢
#DEQUATELY TREATED FOR EnRLY OR FOR L..TENT SYPHILIS, IS REnSON;BLY FREE

NAS 0002826



-3

Dr, eed- 3
®

FROM LNY FURTHER EFFECTS OF THE DISE.SE, inY BE PHESUMED TO BE IN "GOOD
HEALTH" AS DEFINED BY THE VETER.NS! «DiiINISTR.LTIGYN, 4ND SHOULD BE ELI-
GIBLE FOR GOVERN.ENT OR NATION.L SERVICE LIFE INSUR..NCE.

FOR THE PURPOSES OF THIS RECOEND.TION, EiR.Y SYPHILIS IS DEFINED
#5 CLINICAL »ND L.BORATORY EVIDENCE OF PRIIL.RY OR :SECONDARY SYPHILIS 4T
s THE TILE OF START OF TREATIZNT. LuTENT SYPHILIS IS DEFINED AS SYTHILITIC
INFECTION, CONGENITAL OR »CQUIRED, w.NIFESTED ONLY BY . CONFIRLED POSITIVE
SEROLOGIC TEST OF THE BLOOD .T THE ST.RT OF TRE:T.ENT, THE CEREBROSPINAL
FLUID HAVING BEEN DEWONSTRATED AT SOME TIME TG BE DORiinL.

ATTENTION IS DIRECTED TO THE FaCT THAT IN THE nRIED FORCES THE OVER~-
VHELWING HAJORITY OF SYPHILITICS APPLYING FOR NaTICNuL SERVICE LIFE INSUR-
#NCE FnLL INTO THE TWO C.TEGORIES OF EnRLY #ND L.TENT SYPHILIS 45 DISTIN-
GUISHED FROY OTHER FORIS OF LATE SYPHILIS, »ND TH.T .LL OF THEX H.VE BEEN ’
BEFORE ENTRY INTO THE &RUED SERVICES OR VILL B: #FTHR SUCH ENTRY, ADEQUATE-
LY TRE.TED FOR SYPHILIS.

s DEFINITION OF #DEQUATE TREATENT FOR E.RLY :.ND LLTENT SYPHILIS VILL
BE PREPARED, IF DESIRED, BY u SUBGROUP CO:iPOSED OF DICTORS J.E..iQ0RE AND
JOHN H, STOKES OF THE SUBCOLL{ITTEE ON VENERE.L DISE~SES, LT. COL. T.B.TURNER
(4C) U.S.iRiY, LT. COMDR. wW.H.SCH:/.RTZ (iiC) U.S.NAVY, .ND s DESIGNATED REP- |
RESENTLTIVE OF THE VETERLNS' ADINISTRATION. |

Furtheruore, it appoers to the Subcouuittee on Vienerecl Discuscs that
thore is urgently needed a reevaluntion of the setucricl hez crd fu.0sed by verious
tyves of syphilitic infeetion uncer verying circunstinces of trectuent. It is
felt that this inforucti-n, if obtaineble, w.ould verait tho edoption of a ssung
actuaricl policy, not nly by N-ticnel Scervice Life Insurcnce, bhut 2160 by cosicr-
ciel cupenics s well., To this ond the Subc.nittee reculsionds thet:

4 CONFERENCE SHOULD BE C.LLED UNDER THE .USPICES OF THE SUBCOMHITTEE
ON VENEREAL DISE.SES, NaTION.L RESE.RCH COUNCIL, TO CONSIDER THE ..CTUART.L
HAZiRDS OF SYFHILIS. THE PERSONNEL OF THIS CONFERENCE, TO BE CHOSEN BY
TiE CHAIRKMAN SUBCOLLITTEE ON VEN:RE.L DISE.SES, SHOULD INCLUDE REPRESENT-
»TIVES OF THE VETERANS! nDJINISTR..TION ..ND QF COLLERCILL LIFE IRSUR:ANCE
COilP..NIES, SYPHILOLOGISTS, ~ND INDEPENDENT ST.TISTICI.NS., THE CONFERENDE
SHOULD OFFER SUGGESTIONS FOR iiODIFIC.TION OF CURRENT ,.CTU: RI.L PR.CTICE
a5 TO SYPHILIS ON THE B.SIS OF EXISTING KNOWLEDGE: SHOULD OUTLINE THAT
FURTHER STUDIES M 4Y BE NEEDED, .ND OFFER SUGGESTIONS .S TC VHEN, VHERE,
BY VHOif, .ND IN WHAT M.NNER SUCH FURTHER STUDIES SHOULD BE PROSECUTED,

Sincerely yours,

b/ J: Eo li'.‘{)rc’ A;.DA’ Ch-'.xi.-"l.lf.n,
’ Subcciriittee wn Vonorecl Disveses.

y
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VETERANS ADHINISTRATION
. ) WASHINGTON
Harch 11, 1943

Dr. Lewis H. iieed

* Chairman, Division of iledical Sciences
Nationel flesearch Council
2101 Constitution Avenue

* Vashington, D. C.

... o

Dear Sirs

In conformance with telephonic conversation this date with Dr. Hugo iella,
of my staff, there is submitted herewith a statement of a problem which has been
giving concern to the Insurance Sorvice of the Veter.ns' Administration, that is,
applications for National J.rvice Lifv Insurance frou applicants who are members of
the Armed Forces and vho giwve a history of syphilis, The Dircctor of that Service
hus askcd the livdical und Hospital S.xvice for en opinion :nd it 111l b wpprecicted
if you will submit the problem to the tppropricte committue of the Division of ticd-
icel Scicnces of the Nationul Rusuvtrch Council for their opinion on the question
asked in the finel paragreph of the guoted matorial.

"Stotistics up to this time in connuction with considcred applicetions
for Notionol bervice Life Insurence indicite thot . pproximetely 2% of
tho total applicections receiwed hiove been rojected for foilure to mect
nodicrl requircmcnis o.s vstiblished by the definition of good henlth,
which is defined by the Vitirans! Adainistr.tion ¢.s: 'The words "good
heelth" vhon used in conneetion «ith insurcnco, moon thit the eppli-
cont is free from disorse, injury, chnormelity, infirmity, or residucl
of disuisc or injury to c degree thit ivould tund to wucken or impeir
the norm::1 functions of the mind or body or to shorten life.! OQut of
the totcl rejected cases it furthoer (ppoirs thot -pproxiactcly 70% -rre
rojected buctuse of history of syphilis.

"d-ny protests howve boen recoived from opplicants ond militiry suthor-

itics uith rofirenee to thusce rojouctions, the frmilicr crgunont being

cited thrt sincc the :.pplicronts rre deing full militery duty cnd have

boun found physic:lly fit therdfor, they wre being unjustly deprived

of protoction intundud to bo =fforued to thoem it the tiue of the cnict- |

nont of tho Nitiontl Scrvice Life Insurcnco Aclt. The protusts cre from |

v-rious typus of cpplicants, such 8 (a) those who contund ond cre cble

to prove thut thuy roceived intensive luctic troc.tuent soue yeurs ogo |

tnd heve no residwl officts Cumonstreblo ot this tine, (b) thosc who |

contond that dicgnosis of syphilis his nuver been ustablished and |

vhore the rocord shows thore wics no positive iiss.rainn reported tut |
. whoero intensive trotmont following dic.gnosis by Crrkficld cxwninction
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apporently arrested the disease ond no other cliniccl m:nifestctions ever
appecred &nd (c) those who contend thot the luetic infection, if prescut,
is of congenitel origin,

"The Tlar end Newvy Depurtments cro both cecopting under the Sclective
Scrvice Act inductees who hi.vo been trected cnd found cured of syphilis
undor tho crituriz of 'curce! as usteblished by the United Stotes Public
Hoclth Survice in conjunction with the Surgeons Gen.rzl of the Army ond
Nevye The cecepted poersons cre given goenorel militery ond nevel Cuty
cnd meny are now scrving on foreign brttlegrounds or the high sces,

"The policy of thu Wer Dipnrtment with rcferunce to the cccoptince for
induction through the Sclective Lervice Systum of rogistrints with ¢
history of syphilis is =5 follows:

'icgistronts with (1) confirmed positive scrologic tests for
syphilis onc no cliniccl monifcestotions of the ¢isense, or
(2) vith convincing historics of = trustvorthy Cicgnosis of
syphilis; or (3) of tructment for the Cisense on scrologic
or clinic:l grounds cven though suck cvidenco mey possibly
heve been incdequato, moy be consicered for Class 1-A —~

(c) Provided th~t = nogotive spintl fluid since infection cnd
troatamcnt has been reported from & trustiorthy source; ~nd

'(b) Provided thet in inf.ctions cstimoted to be of loss then
4 yeors' curntion, ot lei.st 30 to 40 arscnical and 40 to 60
insoluble bismuth injcctions or its cqu’ alent, with 2 minimum
totul of 75 injcctions, have buen givar with approximcte con-

tinuity ( no roust periods or lapses) during the first 30 wooks
of trecatment; and

'(c) Provided thit uxcopt as furthur quelificd bulow, in infuc-
tions cetimcted to be of over 4 yuars! curction, ot lcast 20
arseniccl injections end 40 to 60 insoluble bismuth injections
or ita cquivilent, with n minimum totel of 60 injections huve
buen given in cltcrncting courses; rest periods betseen con-
sceutive courses not uxceeding 8 weeks, being =1lowable.

'Bvidence of Curction of the infuction sholl be welghed by the
oxeminer with Jue regerd for tge, gunersl venoresl history «nd
nedicnl guidance of the reglstrant,

'In infcctions of unknovm durction it shill be prusuacd for
cle.ssificstion purposes thet those registronts under 26 yeors
of cge tre of less thun 4 yorrst «uretion, -.nd over 26 yeors,
of wore then 4 yo.rs' Jur-.tion,
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'In congenitel infections cnd in cequired infections of more thun
10 ycors' known Curction, in vhich no cliniccl progrission oc-
curred since troctment wes begun; cond in vhich ¢ normcl spincl
fluid ond negetive physicel oxnmin: tion is rocorced not loss then
2 years cftor troctmont was termincted, the infection shall be ro-
gurced cos "quivscont," and the rogistront oligible for Cless 1-A,
provided the treatmunt in question shzll huve included 20 crsen-
icel ond 20 hesvy uotcl injcctions.

'For thc dotermination of truatucnt, the signed stotecuents of cec-
coptable treatucnt sources adninisturing it with totcl nuiber of
doses of .ach drug «nd approxiucte ctlender detes of ndninistra-
tion cnd available 1cboratory ond cliniesl dota shcll be required
c8 cvidonce,®

MARMY REGULATIONS: WEDICAL DEPARTMENT — PREVENTION OF COMiUNI-
CABLE DISEASES

40-235 c. SYPHILITIC REGISTER ~

'A sypbilitic rcgistor on V. D., M.D. For: No. 78 (Syphilitic
Reglstor) will be initicted ond neintzined for coch person in
aetive ailitery sorvice who hes syphilis, The rcgister will be
opened by the nedical officer who uckes the cicgnosis ocnd will

be contimicd until the subject is "eurcd" or is sopercted fron
the service. The tern "curcd" is uscd for cdninistrative as well
a8 ucdicel purposes. The origin of the infoction, initicl cicg-
nosis, cnd lesions will be noted under the proper hecdings, while
othor iuaportant ncnifostutions ond coaucnts worthy of notution
will be plicod under "Progress of cose." All scrua rotctions
will be rccorded, using the syubols specificd on W.D., M.D.Fora
No. 55q (Cliniccl Record — Serologicel Rutetions). All deta rel-
ative to thorzpeutic .icesures tiken will be noted in the register,
All ontrics aade in the rugister will be signed by the responsible
officor. Thu register will be kept on file in the office of the
surgoon of thc stition or co.nend to which the p..ticnt is assigned
tnd if the pationt is transferred his registor will be forwarded
“irectly to the surgeon of his now stotion. The potient uoy be
consldered "eurcd® and the register closed when the patient hos
ucnifostod no syaptous of syphilis for a period of cne year cur-
ing vhich he hr3 roceived no truoatuent and has hed two or ilore
negative Yassernunn recetions and nc positive ones. Vhenevor
possible, a nogstive spincl fluid exeainstion shculd also be

part of the stondard of "eure.! If the peticnt lecaves the ser~
vice before a "cure™ hos beon ccecuplished, the rugister will be
closed with eppropricte ruunrks to thet offect; also the neces-
sity for uninterrupted c..pluti.n ~f trectucnt will be caerefully
cxpleined to tho paticnt ond he will be furnished with ¢ writton
sunary of the clinieal fertures ¢f his case and of the treoticnt
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ahat ho hes roceived, so propared o8 to oncble other physicicns
tc continuo tho tructuent intclligontly, 4 copy of this suiicry
will be incorporcted in the register. On "cure" or separation .
fron thu survice the rogistor will be forwerded t¢ The Surgeon
Gunorl‘.l.’

"NANUAZ, OF THE HEDICAL DEPARTMENT UWITED STATES NAVY No. 77
P-2350(b) Svetion VIII. THE SYPHILITIC ABSTRACT

tWhenever ¢ dicgnesis of syphilis is urde, it is the duty of

the nedicel officer to carefully cnd fully explcin to the pa-
tiont tho ncture of the infecticn ond thet prolonged trertient
is nocessary to cffect a cure. The pr.ticnt shzll then bo ine
structod tc sign the stitouent in the cbstract; if he declincs
te do 8o, on entry t. thet offect sholl bo ucce. With regerd to
stoteucnts in rebuttel, ncdicsl officers shell be gulded by in-
structions ¢ nteined in percgraph 5, urticle 1196, N..vy R.gu-
lotions, 1920, ond poregroph 2289 of this wcmucl.t

"The policy of the Navy Departucnt with roference t. the c.ccept-—
ance of porsons for enlistuent giving = history of syphilis, is as
followss—

'Beccuse of rcescns peculicr to the Nowvel Service, eppliconts for
originel entronce vho heve syphilis in tny stage, ¢ definite his-
tory of, or whe ere persistently socro-positive, are not sccopted.
Dischorged perscomnol with o history of syphilis c ntracted during
provims scrvice, whe apply for reenlistuent, cre ¢.nsidered in-
Glvicuelly, trking int. ace unt dato ~f infecti- n, cxtent cnd con-
tinuity ~f troctuent, tine elcpsed since trocted, ond reosults of
physicul exnuinati m, including thet of the blo Q :nd spincl fluid,
Such ucn accepted for reenlistuent cre e nsicered physicclly qual-
ified regardless :f the proevi-us history.t

"With respect t ..wdicil cutheritics one the indicuti- n the.t thore
is prebably o chinge of viewp.int i ng such suthoritics s t the cure-
bility -f syphilis, attenti n is invited t. the following:

"J. Eo il> re, tieD., Associzte Pr.fess r of .iedicine, J- hns H .pkins
University School of iiedicine, in his recont book iicaern Troectiient of
Syphilis! published in 1941, Cofinod cure us follows:

'1. Thet the p-.tient beer.cs ond reanins sy.ptuaatically well
for o lifetie.

'2. Thrt he is inenpeble of tronsudtting the infecti n to others.

'3+ Thot in eddition he bee .cs ond reunins serologie:lly negntive
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&8 to-bloed end spinnl fluicd,!

"He further clessifics cure into thrue varietics: 1. Bi.logic,
2+ Scrologic, ~nd 3. Syuptcuatic. By biolosic is .cent the oradicction of
tho lost reucining spirochete so thot the peticnt is » With reforcnec to his
syphilitic infoction, in the saie stnte as befirc he tcquired the disense.
Scrclogic cure uwens thet the prtiont's laborctory tests «f bloud and spinal
fluid boc ue and reunin persistently nogative, Syaptountic cure acons that
tho prtiont bee ues and rcacins woll so far as syphilis is ¢ ncerncd for
the durati n of his lifotiie. There iy be, h wever, ¢ persistence of the
prsitive Wessormionn,

'The poth logy of syphilis hes buen studied by ueny observers,
chiof aning vhon is Werthin, wh - ucde the subject the anjor of-
fort of his 1ife's work. In & nuabor of inportont centributions
he has peinted »ut the great frequency of aieroscupic lesicns
vhich he atiributes to syphilis, in peoticnts in when the disccse
wes clinieslly quicscent or appurently "cured." In 1675 ncerop-
> sies on potients over 25 years of nge perf.rucd vn his scrvice
betieon the yuers 1909-1923, he f und vhet he ezlls lesicns of
lotont syphilis in 501, or 29 per cent. T illustrite the incf-
ficacy of .::dern trectiont uethuds, he scys thet he has ‘mever
seen ot necropsy o case of perfectly heclod syphilis," thcugh
how cny-ne ¢ uld recognize tho presuacbly n n-exdstent lesi.ns
~f "purfectly healed syphilis" is n-t cpperent. His veri_ us pub-
licoticns ¢ nvey the inpressi n thot in his petionts syphilis nust
<fton hovu been tho couse of death, ond tend, in ur .pini.n, to
~ver-cuphasize ite inmportance os o killing discase. Th ugh the
unjor burden of Werthin's arguient wes t: 1llustrete the greci
prevelonce of syphilis in the genercl pepulaticn, rother then to
cuphasize its iuportance 28 ¢ cuvse of deuth » it is unfortunzte
that he, the :o0st cssiducus student of the pathology of the dis~
case, dic not furnish detcils as to four iupertent foetss (1)
the cause of death, (2) whether the syjhilitic infucti-n was rcec—
ognized during life, (3) the cegree and extent of sathelogic dnn-
cge to serve as ~n indox «f functiwncl incopreity, tnd (4) excetly
what trectiuent had beon given to those p.ticnts vh i he clessifios
as clinienlly "curcd" but pathologicelly still cctivo.

'That tho prosunce of :ier.scepic lesi-ns ccecorcing wvith Warthin's
critcria dous not necosserily iaply sufficicnt cnetunic daunge to
pr.cduce physiclogic »r functi nrl Cisability is indicatod by the
fact thet nother cuupotont pethalogist, Syuiors, w.rking (¢
Bellovuo H.spital, could £ind gross (n: 4 .dcroser vie) lesions
syihilis in nly 6.5 per ccnt >f 4,880 sutepsics. Mot even in
all of thuse potients were the losi ns of syyhilis, visible to

the ncked cye, responsible for the petiont's doath!

"Dr. Dovid P Burr, Buseh Profess.r £ uedicine, iiwshington University
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School of Liedicine, in !Modern Hedical Therapy,' ublished in 1940, givos
the following teblo showing the percentage of cure of carly syphilis,
'Stege of Syphilis Chence for Cure .
Seronegative priunry syphilis 100%
Scropositive priuary syphilis 95%
Eorly secondary syphilis 90 - 95%!

"H. N. Cole, H.D., Profusser of Cliniecl Doructology cnd Syphilology,
Wostern Rescrve, in the Septouber 1941 odition of tho J.urnel of the An.r-

iccn lledicel Assceiati n, in en orticle n syphilotherapy, scys the follow-
ing cbout cures

'The quosticn new wrises Whet group of syphilitic poticnts
achioved the bust results? Tho best tutcriue, 82 per cent of
cures, wag fcund in the group in which the diagn.sis had been
nede early - in the seronecgative priunary phese of the disense.
The peorest cutcouie was found in the group in which treetucnt
wes not started until the seropositive priunary phase, as only
55% of these peticnts were cured. Cures oceurred in 69% of po-
tients with seconcdery syphilis whon the petient hed been eble
tc build up sme of his omn imuune powers and in 59% -f petients
" with letent sy;hilis. Neurosy hilis wos two and one~half tines
28 frequent cneng those potients on whon trectuent was begun in
the soropositive priuary phase of the disease. As in other
stages of syphilis, relapso played an inportent role here, for
there were throe tiues as uany cures anucng those paticnts who
aid not have a relapse as an.ng those who daid. Horcover, nouro-
syphilis was oncountered six tincs as often in the latter group.

Relrpses should be prevented in petionts with carly syphilis if
possible,

Yhet wos the result as to systen of treotment ouployed? Cures
cceurred in 83% when cuntimcus treztuent, es ¢ ntrasted to in-
ternittent or irregular treatuent, wes enployed in the first six
i nths of tho diseasge, and this was roised to 908 if later treat-
uent was nlso centimuius. On the other hend, with irregular or
internittent troatuent in the first six 4 nths, cures cccurred in
but 54%, and this was not altered if the saiie plon was continued,
Yet if the irreguler treatuont wes chcnged t- cuntinuous in the
second six i nths, cures rose fron 53% to 73%, while cures in
the group given o ntinusus troctuent the first six .:.nths foll
fron 83% to 75% with irrcguler trectuiont the lnst six r nthst.

"It sh-uld be here interpolated that o ntinuous trectuent weons giving
"of the prescribed drugs at leust once a week for ¢ vorind < f ot least e
year, with no intervuning rest ocriods.
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"Paul Palgot, il.D., Assccicto Pr.fusscr of licdicine, J-hns H- kins
Scheol of iiodicine, in on crticlo in the Journsl of the Aucricen .cdiecd
Asscciction, Juamery 4, 1941, cntitled, 'The Tructacnt of Eorly Syohilis?,
roviuved tnd cnelyscd tho .atoriel frou the Johns H. kins H.s_itel Clinic
and £ und 551 potients wvh hed beon coplotely rocxouined five yeors after
teruinati -n of originel trectuont and of thuse, 273 hed buen folluwed for
ton yee=e or ucrec. Of those 273, 179 hed beon cbsurved ot oprexiiv . tely
five yecrs aftor teruinoti n of originsl treatuunt ond wore clessificd es
curod ot that tive. Those 179 uhen they were rcoxcained ot the ten yoor
.oricd, c.ntimiod t be clessificd os curcd. In ¢ .ucnting uion this study
Dre J~scih E. ii- re stoteds

'This is the first lorge scole 1 .ng tern evelusti n of troctuent
results in carly sy hilis aveileblo. TFroa it uoy be singled out
throe pednts for specicld coaient:s 1. Prdget's deta justify the
vini n thot in vorly sy hilis five yuor Yeur~" represents ;.crucnent
"curoc." P.ticnts wh were elinicclly el serclogicelly nerkl fiwve
years after trectucnt onded were still norucl oftor five -r i ro fur-
ther yoers of sbserveti n. Froa the jurcly scicntific wwint of
vicu, the dete oro s yet intdoquate t. ;urait this stetouent to be
tor degantdecdly wedo; and the nocessity of further 1 ng c ntin-
ucd observeti n of thise and siiiler jetionts still eontinues , in
order perticularly to rule out tho loter develo,aunt of cordioves-
cular sy;hilis, the avurcgce incubcti-m joricd of which is tuenty
to tienty five yeors coftor infuoction. Frow the dore urely rce~
ticcl incividurl ond jublic health point of view, however , the o~
verent fret :f the jomenence of five yeor "curc" is of groct in-
vortance, since it oos jorait s_uo relexcti n . f | cst-trectaont
fellw=up, after the fifth yuor of (bscrvati.n, in generel wudi-~
cel =nc clinie ;rectico.

'2. The curchbility of carly sy hilis is foverchbly influcnced by
the o unt of arsonlecl troctount given in the eorly o nths, pref-
orebly the first three ii.nths. The . re trivelont arsenicesl given
in this tiie porisd the bettur tho chince of ultiacte "eure." This
feet hos perhops on i, ortant becring n the now "five-dny troot-
nont! of corly sy hilis by arssive duse ond ¢ ntinucus introven us
Cri, Nevertheless it is t be bsorved fr o, Prdget's Cote thet
potionts vhe rocolve s 1ittle trectuent s only £ ur ¢t six injoee-
ticns ~f an ersphoncidne by ¢ nventi ncl (ivided ¢ -sc tochnic hovo
o 60% chonce of five yuor Meuroe® with prectically n. risk of hou-
-rrhcgie once, helitis r Ceothe The inecidenco . f the sori us rooe-
tin of heurrhagic oncojhelitis with ¢ nventi nil oothods of troat-
aent 1s prebebly soucihero botveen ne in 15,000 snd ne in 25,000
potivnts treatoed. With the new "five-day troataent," the chance of
"euro® jrobobly lles s .aouhorc beticon 70 end 85 por cent, Copund-
ing ~n vhether e harson or ne: crsjhonciine is used; ieve, @
chance of "curo" nly 10 to 25 ,.or cont grecter thin fr u nly foar
t  8ix c nvonti nod Cuses of cn ors henciidne, ©nd no grecter then

o
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“with the bust cvoileble continu us (utline of troevtucnt tlded

£ tuoclve ¢ fiftoon 21 nths; but with o risk of the Coevelojuont

of houcrrhngic onco hctitis « £ cyproxdnetely two hundred fold groct- ‘
or then itk e nventi .nel nethods,

'3. Ewon with o fow injecti ns of ca crsphonciine nly, ;cticents

azy bo ucintoined inCofinitely in o stote of heclth, s. frr es sy, h-~ ,
ilis is ¢ ncerned, in the yroporti n of obout 80 wer cent,  With

the best cvaileble conventi ncl scthods . f troctaont, 90 Lor cent
of potionts achicve 1 ng-tera "curo! by both clinicrl wnd sor:logic
stendards, ond the caexingly hieh totol of 95 pur eont cru elin-
icelly “curedn.!

"Inforurtl n received clso incicites thit at the oresent tine ucny
vrivete insurcnce ¢ iomics will Sewprove ayilicetiing for those showing o cured
¢ ndition and us stoted in the 'Rules for Loy Uncerwritorst by the Prudenti
Life Tasurance Coupony, 'Cursd or i perontly cured enses cre_the  nly ones
that ore acceptsoble,!

"In view of the nbuve, it is roquested that tho uatter be further con-
sidorsd by the iledical Dircetor in the light f oxisting ncdicnl knowledge onl
inforaati n furnished a8 t. whether cny rule based upun the pessage £ tiue or
any othor criteria ucy be used te Ceteruine vhem o porsen whr hos been infectod

vith syuhills usy be reas nebly c nsidercd b be free fria any further effccts
of the discnge." '

It will be gruetly cpprecicted if ¥y u will sutnit the report of the
Divisi n of ilcdical Seicnces t ay of fice.

Very truly y urs,
(Signed) Cherles ii. Griffith
Jdediccl Dirceter
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;, ' Herch 23, 1943.

Decr Dr. Veed:-

The significcnce of a history of o clearly defined infection with sy, h—
ilis, as it affects the fitness of enlisted uen Lt the Navy for edvonceaent to
cowaissioned or warrent ronk and os it affccts the fitness f o,.olicants for en-
listient or gpointuent to coanissi ned or worrent rank fron civiliun 1life , is
being reappruised.

Under presont instructions, a candidate for o, awintient to werrcnt or
courissioned rank frou ciwng the onlistcd uen of the Navy, in whuse case there is
2 history of o cleurly defincd infectiun with sy,hilis, st huve negotive serclog-
lcal exeninetions of his blocd und cercbrospincl fluid at the tiue of the jhysical
exauination to deteruine his fitness fer o .ointuecnt. In vdditi.n, eny cliniccl or
scrological evidence of zetive ur lotent sy hilis which 18y be rucorded during the
preceding five yeers, or of centrzl nervous systea involveicnt ot eny tiue, is dis-
quclifying for eppointuent. '

| apylicants for enlistuoent are nct nzeejted if serologicel tusts cre Ues—
\ itive for syphilis and appliconts for opointuent to éfficer status froa civilien

| life are not cccepted if serologiccl tests sre jositive for sy, hilis, or if there is
| o history of & clecrly defined infection with sy;hilis. 4, licants for ¢, ;oint-

| nent to officer stetus frou civilicn life, however, whe have hed revious Nevel ser-
| vice and in whose ceses therc is o nistory of sy.hilis, but whuse current surolog-

| icel recction is neg.tive, ore required to vresont ovidence showing thet there hes

| boen no active or latent syphilis during the Jruceding five years, thot troectuent

’ has been adequate, end thet there is no Je8t ur present cvidence .f inwi lveaent of

i the centrcl nervous systca.
|

The question hes been raised whether under usdern wethods «f trettient
the requireuent of & periud of five yoors without cvidence - f cetivivy in cr.ses
which have been yr.operly trented is sound in the light of jresent knowludge of this
disense cnd its treatuwnt. The velildity of the requircaent thet evidence .f ¢ cen~
trel nervous systewr involvenent at any tiue be disquelifying hes alse bhuen ques-
tioned, particularly ws epplicd to cuses in which the cvidence of centr:l nervous
systeii involvouent counsisted of ositive findings in the s_.incl fluid, without elin-
icel signs or syuptous and in which tdoquate trortient hes been cdainistured, fol-
loved by severzl ycors of negetive findings in the s;inel fluid.

It is requested that thcso robleus be roferred %o the LTeier cclulttee
for investigetion cnd report cnd for any reevimicndations which ey be r, .ro,.ricte.

Sincercly,
Lowis H. ‘'eed, il.D., Chairucn
Division of iledical Sciences S/ fass T, Helntire
Nrtional Research Council Reer wCairel, (uiC)
¥ashington, D.C. Surg.on Generdl, U. 5. Navy.
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Biltinore, lurylind
april 9, 1943.
Ur. Lowis H. Weed, Chairman,
Division of ifedical tciences
National Research Ccuncil,
toshington, D.C.

Daur Doctor ¥eed:

On april 7,1943, 1he Subcoidrsitice on Venereal Diseases, Nationul Re-
sezrch Council, hes considered the letter of larch 23, 1943, from the Surgeon Gen-
erzl, U. S. Navy (copy hercwith ryponded), esking certzin quections as to the ac-
ceptance of applicents fer enlis’menw or Jor cow.issionced or wurrant runk fron ci-
vilian life; wnd as to candidates for prousoiiva to comuissioned or warrunt rank
from waong enlicted persenncl, as these questions are «.ffocted by syphilis. The
Subcomaittee on Venereal Di.cnses offers the following reco.sendetions and sugges—
tions:

(1) Enlisted personnel and warrant or commissioned officers who have or de-
velop syrhilis, sheuld be governed by un identiczl ,olicy, except s hereafter spec-
ificd.

(2) & plicents from civilian life for enlistecnt or Tor commissiuned or
warrsnt rank should be rejacted if they show evicdence of cardiovasculer, visceral,
or neurosyphilis (includin~ asyatonatic ncurosy,.hilis, except as suggested in puru~-
greph 6-a below). This rejecticn iz clreudy wutom:atic in the cuse of enlisted per-
somnel nade availeble to the davy thrsush Celective Service » und is governed by
Selective Service "List of' Defects", Jun. 16, 1943. For ap,licants for commissioned
or warrant rank from othcr scurces than Selective scrvice an identicsl jwlicy zhould
prevail.

(3) oOther syphilitic upplicants for enlistnent through Selective Service
sheuld be accepted, regardless of previous trewtuient or serologic status,

The disposition of such persone after enrollment sh:uld in general con-
fora to the policy of the U.S..rny, which provides faeililics at training centers
for cvaluation of previous trectmcent and for further treswent vhere Nnecessury.

Ccndidates from civilian life for cuivsissioned or warrant rank should
be accepted reynrdless of the blood serologic status if there is no evidence of
cardiovsscular, visceral, or neurosyphilis, and if trewtment for syhilic deemed to
be adequate has been conjleted before the date of coinnissioning,

(4) The requireuent of a probativnery periud of five years, during which all
serologic tests nre negctive, is unsound in the 1li ht of nodern practice and should
be abandoned. The persistent positivity or negutivity of blood serologic tests ufter
treatient have no upparent ralation to the wrovi bility of subsequent ,rogression or
relapse, except in a smnll nuber of cuses of o rly syynilis. The cdeguucy of treat-

|
+
1
l

NAS 0002837



Dr. ‘ived- 2

uent in other types of ryphilitic infection sust be arbitrerily defined, not on

the be.sis of scrologic utcu.e, hut inctcrd wn the Lesis of jorcentige jrobtbility
of clinienl fruedoa Zro. gregression or relwpse in large nuibers of syshifttic
puersons subjected %o verying caounts and types .f trentuaent, wnd thereafter? fol-
lowed for lung poriods of tite. Viewed ia this aonner wny syphilitic .orson who )
hes coapicted the caunt and kine £ trecwint cdjudged nceussery for the stege £
discr.se existunt ot the stert of trictuent (n.g., virly sy hilis, lotent sy hilis),
A0y be regirded o8 "probobly cured® on the o Liletiin of thet 1 unt of troztoont;
and trectoont any be discontinued regordl .ss .f the blu 4 sur.logic rus,.nse, but
nt with.ut a negotive spincd fluid exco.inatl .

(5) The existence f a histery .f sy hilis sh uld n.t ¢ nstitute an igcdiucnt
t. ;roooti my unless fur recs ns of cetunl physictl aiscebility., Prouotion to or
in conmissionud or wuarrunt ronk, or the .cceo; t.nce of _crsons fro. civilicon life in
guch ronk, should rest ueen 01l of the following:s (&) ,rvof of c...lction of "od-
equcte" trectaont #* for letent sy hilis or its current adiinistrction; (b) the deu-
onstraticn of o noracl spincl fluid ot soae tiue wfter cuy letion of thet trectucnt
in the cuse of ccrly sy, hilis, or bwef.re, curing, .r after trectuont in the cose of
lotent sy hilis; (c) freedua fre. elinic.l eviaence of cerdiuvi.sculrr, viscercl,
.r neurysy hilis; :nd (¢) regirdless £ the |, _sitivity or ncegutivity of tho bl. d
test. In .crs.ns wh se trectiwnt wes begun for eorly sy,hilis, there sh uld be
required, in odditi n, 6 2 nths f _crsistent ser.ncgotivity £ the bl. d.

(6) The questi n of neurosy, hilis, ~sy..t uutic .r cliniccl, .xy ,royerly be
divided int. tw. perts:- (a) tho ceee tince «f such Lorsuns fr.a civilien 1life
in enlisted ur c.unissi ned renk; ond (b the disjositi n .f such ,.crsons discov-
croed t. huve ncurosy hilis cfter cntry into the Scrvice.

(z) By and large, it is a sound rule that a, licents froa civilicn life,
who heve or have had neurosy hilis, csy.touctic or clinicel, should be rojected
o8 in08ing a specicl risk of cventuel bretkaown, This is certeinly true adninis-
tretively of cppliconts for enlistaent. It would be desirable, however, if such
ersons, ariiculerly those with ssyautout.tic neurosy, hilis, could in certoin oxce~
tiontl instrnces be judged on their individuel .writs by ¢ s.eciclly troined offi-
cer of the Vonureal Discese Suetion, Divisi n of Proeventive Ledicine.

(b) 1In the cuse of enlistud uun or cuir.issionod or woarrent fficers
clroady in the Sérvice, genercl jwresis, tdvinced tobes dersclis, wnd su.ie ccecs
of diffuse .ioningovesculur neurosy hilis ( os,~cizdly those with [ ruduasinantly
v seulnr .enifustetions) should be ctase for L..cdicte dudictl Survey or rotire-
aent, regardless of tho ty, e of duty rfnmicd. In - ther ty,<s .f nourssy, hilis
(vs;ncially oorly tebes, .8t crses _f diffuse .eningovisculor nouryusy hilis, ccute
sy.hilitic .ieningitis, <nd c1l cuscs £ wsy..t a-tic nouresy, hilis), « decisi n cs |

* i deseription (£ "adequr te? trewtuoent for cirly wnd lutent sy hilis will be
furnished if desired.
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to whethur the p~tient shiuld be rcteinud in or se,ercted fron the S.rviee sh.uld
depend on the ty.e of cuty invelved, the availobility of cdequate .ecctuent, ond
the poticnt!s resp.nse te thet treetuent. In generel, [ursons in this citogory
ere capeble of shere duty in non-conbat zunes, thus relecsing (ther sorsunmel for
ceitbot,

(7) aviction personnel, who cre discovered tco hive sy hilis or whe cequire
it after entry into the Scrvice, c.nstitute a special cose. Present novil custe.
is thct such jurs:nnel arc jperacnently grounded. In view of the urgent nced for
such skilled persons, and of the wdfquecy of wodern trectaent wethods fur sy hilis,
it is suggested that this policy be revicwed.

It is believed thot for corly ond lotent sy hilis the six-ii.nth troot-
nent scheze ad.pted by the aruy (S.C.0. Circuler Letters Nus. 74 cond 105) will
be cs productive of ultihuetely sctisfactory rusults os the iwre 1rcl nged .icthods
o trectaent heretofore in use in the Navy wné elscvhere., For cviotion ,ers.nncl
uith cerly and latent sy hilis, this troctuent scheae could be cundensed into o
verid of 10 - 12 wecks without uaterial reducti.n in sctisfoctory results or
groatly incrucsed risk froa trectiunt., It is suggested thet in such Lursommel o
shortened trectuent schete of this nature be cGopted, the ,ctient being grounded
only during the cetual perisd of trectoent, cnd restored to flying stitus fised-
ictely on its cuisjletion.

(8) Intensive trectucnt for va:ly sy, hilis tlsy sceas ap.licobie to subiunrine
or PP boct jirs.mnel, vho sh:uld be regerded vs £it for duty on its co.detion,

(9) Fuch of the vbjccticn of the sraed Furces to the accetunce of sy, hil-
itics hes herctofure rested on the necessity for [rol.onged ( 12-18 u.nths') troct-
ucnt, The adoption by the irny of a 6-uonth ;len hus ruacved this .bjection in
thet Scrvice. It is belicved thut recent developuents jruit .f cven further
condensation of trectucnt for corly ~nd lotunt sy hilis; wnd it is suggested thet
the Navy edopt these wedificati-ons.

Vury truly y- urs,

84 J. £, iduore, Cheirain,
subcindttee on Venererl Discis.s.
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Appendix C
SUGGE

C _FpLSE JTIVE SERO c TESTS FOR SYPHILIS

False positive serologic tests for syphilis may be divided into two
cutegories; technicul false positive reactions and biologic false positive
reactions. *

CAL F 1TIVE REACTIONS

A. Paysicien or Hurse: .

1,  Bacterial coatumination and hemolysis:
(a) non-sterile and wet syringes snd test tubes
(b) improper storing of specimens
(c) delay ia sending specimens to luboratory

2. Mislabeliing of specimens

3. accidental or inteantional scnding of oxulated or citreted
specimens to the serodiagnustic laboratory.

B. Laboratory:
1, Dirty or improperly cleanscd glassware
2. Inexsct mcasurcments of tne materisls used in tinc tust
3+ Faulty prcparation or deteriorution of the test materials
4e Improper preperution of the serums
9+ Tests inudequately controlled or improperly rewd
6, Mistskes in recording, copying, wnd reporting the rusults
of tue tests.

The frequency of occuricence of tnuse technical false positive reuctions is usuully
proportionul to thne curc exercised in the performunce of tests and tne skill
and expsrience of the individusl performing them.

11, SYPHILOID DISESES.

Taree discuses cuused by spirochetes other then T. puliidum, nurely,
yaws, bejel, and pinta, will cuuse positive serologic tests for sypnilis. Yuws
is endemic in all tropicsl countries. Bejel occurs particularly in Syria;
and pinta in the West Indieg, Mexico, wnd Centrul und South smerica. These
diseases, which are quite similar bacteriologically, serologicully, and #n their
response to anti syphilitic treatment, may be desiganted us sypailoid or syphilis-
like conditions, The positive serologic lests resulting from these conditions
shouid not be conzidered &s biologic false positive roactions, but us confirua-
tory of the diagnosis of the diseuses in question.

Bl 1C FALSE POSITIVE REACTIONS 1n 1JFECTIOUS D1ShsaSES OTHER THAN SYPHI -

LIS OR SYPHILOID DISKASES.

A. The most frequent of tave diseases cuusing biologic false positive
serologic tests emd the approximute incidence of such tests in these various
conditions is us followss-

}
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1, Vaccination against small-pox. Ten to tairty-five per cent of
persons with vaccinia or vaccinoid reactions snow false positive serologic tests ‘
these usually appeuring abcut 12 days after vaccination, and persistiag from
several weeks to several months.

2. Mulsria. The majority of malurial putients develop false posi-
tive serodiagnostic tests at some stuge of the acute infection. 1n many instan-
ces the fulse positive tests pursist for only%few duys, but may persist for
sany months, The effect of long stunding chronic maluriu in producing persis-
tant false positive tests is not yet evulusted.

3. Pneumoniz _and upper respiretory infections. Duv to microorgunisms
or a virus, but purticulurly the lutter, .nd othner mild or severe uppur respira-
tory infections, muy produce false pesitive reuctions in 5 to 20 p.r cent of
affected persons, thnese persisting for « few wecks to many months.

4e Jprosy. Frlee positive re.ctions occur in from 60 to 70 per
cent of affected persons .nd persist indefinitely.

o . s i
leusting frod'e PowSeyeboloRonvelesis,, Tranaltory fulpe gositive pesgtignd ioq

persons.

6. Qther conditions in wihich false positive reactions may occasia-
ally occur are typhus, Weil's dizease, recurrent fever, rat-bite fever, chancroid,
lymphogranuloma inguinale, mumps, .nd perhaps otner acute infections.

B. The false positive reactiuns occurring in acute infections other
than syphilis or syphiloid diseuses are usually weakly positive witn u low
serum resgin titre in quantitative tests. In general, und except in ths case
of leprosy, they tend to disappeur spontaneously within 2 to 3 moaths after
subsidence of the acutce infection.

IV, SUGGESTED METHOD OF EVALUAT1ON OF SUSPXCTED BIOLOGIC FALSE POSITIVE SEROLOGIC
TESTS FOR SYPHILIS

Evaluation of the occurrence of biologic fulse ppsitive tests for syphi-
1is in non-syphilitic conditions, especially some which wure likely to complicute
diagnosis in militury service, purticulerly in sub-tropictl regions, requires
thc following revision of procedurs:

A. A single positive serologic test for syphilis or even several posi-
tive tests on the same cpecimen in the absence of convincing history or clinical
evidence of syphilis, should not be made the basis of u diagnosis,

B. Repeuted positive tests on successive specimeas, strong, or weak,
should not, without furtner uvidence, be made the basis of u diaguosis of syphi-
lisg if - - |

(1) The person is fibrile at the time of (or just befor:) testing.

() Vaccination for small-pox hus tuken pluce within ta. 3 preceding
months, especially with "take."

(3) There is evidence of active or recent malaria, febrile respira-
tory tract infection, influenza, infectious mononucleosis, mumps,
typhus, leprosy, or other diseuses listed above, .
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C. ¥hen such reasons for doubting the specificity of serologe test
findings appear, antisyphilitic treatment snould be withheld with repetition
of thetest every two weeks for 3 months. 1f the results remain positive or
conflictingly positive and negativs, the procedure described in (D) should,
if possible, be carried through at an evaluation center under expert diruction.

D. An examination to cvaluute doubtful or conflictiag serolopic tests
should include:-

(1) An exanmination for stigmus of congenitul syphilis, including
such x-ray cxaminations as may be required, inspection of the oculur fundi,
and slit-lump examinc.tion of thu corncue,

(2) additionul serologic tests for syphilis utilizing s.ver.l ilub-
oratory procedures.

(3) Serologic tests or credible information thereon regurding
parents, siblingg, maritel or soxucl pertners, und children s obteinuble.

(4) Seriully repeuted reugin unit titer determinution on positive
bloods by an accepted quantitative procedure, performed by a designuted labora-
tory of the Army Medical Service.

(B) Exemination of the blood for plasmodia.
(6) Differential blood count (infectious mononucleosis).
(7) A heterophile antibody test.

(8) If the patient is febrile, repeated blood cultures, x-ray of
chest, other appropriate evaluutive procedures.

(9) an examination of the spinul fluid,

(10) The so-celled "provocative" injection of un ursenicul drug is
useless and should not be employed.

. E. 'If in the opinion of a competent referee the resuits of such an
examination are inconclusive, the individual is to be returned to duty without
treatment for syphilis, «nd the serologic and laborutory studies repeated, if
possible, excluding the spinal fluid examinetio.n, in 6 months; the entirc lalora-
tory study after 1 year, if necessary.

Fe If no diagnosis of syphilis is arrived at, rne dischurge memorandum
of such persons is to contain no reference to a diagnosis of syphilis and no
syphilis register will be maintained, The case may, howover, be cross-indexed
to a reference file as biologically questionalbe serologic tust results.

E
&
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Appendix C

SUGGESTED TEXT OF A MEMORANDUM ON

FAISE TIVE S C_TESTS FOR SYPHILIS

False positive serologic tests for sypnilis mey be divided into two
cutegories; technicul false positive reactions und biologic false positive |
reactions. |

TIVE CT1OoNS

A, Paysician or Hurses
1. Bacterial coatamination and hemolysis:

(a) non-sterile and wet syringes snd test tubes
(b) improper storing of specimens
(c). delay ia sending specimens to luboratory
2. Mislabeliing of specimens
3. Accidentul or intentional scnding of oxalated or citreted
specimens to the serodiagnostic laboratory.

B. Laboratorys
1. Dirty or improperly cleansed glussware
2. Inexact mecasurcments of thne materisls used in tae tust
3+ Faulty prepurution or deteriorution of the test materials
4« Iwmproper preperution of the serums
5 Tests inudequately controlled or improperly reed
6. Mistukes in recording, copying, und ruporting the results

Of the teStS.

The frequency of occurrence of tnuse technical fulse positive reuctions is usually 1
proportionul to the cur. exercised in the porformunce of tests and tne skill *
end experience of the individual performing them, '

11, SYPHILOID DISEWSES,

Three discuses caused by spirochetes othar thun T. puliidum, numely, |
yuws, bejel, and pinta, will cuuse positive serologic tests for sypnilis. Yuws |
is endemic in all tropical countries. Bejel ocours purticularly in Syris; |
and pinta in the West Indies, Mexico, and Centrul und South america. These |
diseases, which are quite similar bucteriologically, serologically, and im their |
response to enti syphilitic treatment, may be desipanted w& sypailoid or syphilis- |
like conditions. The positive serologic tests resulting from these conditions
shouid not be considered as biologic false positive rouctions, but us confirma-
tory of the diagnosis of the diseases in question.

G1C FALSE POSITIVE REACTIONS 1o 1dFECTIOUS DIShASES QT THAn SYPHI - |
LIS OR SYPHILOID DISkASES.

A. The most frequent of tic diseases cuusing biologic false positive
serologic tests and the approximate incidence of such tusts in these various
conditions is us followss-

S
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l. Vaccinition against small-pox. Tea to tairty-five per cent of
persons with vaccinia or vaccinoid reactions sanow fulse positive serologic tests‘
these usually appearing about 12 days after vaccination, and persisting from
several weeks to several months., -

2. jJularia. The majority of malurisl putients develop false posi-
tive serodiugnostic tests at some stage of the acuto infection. In many instun-
ces the fulse positive tests persist for only%few duys, but may persist for
many months. The effect of long stunding chronic meluriu in producing persis-
tant false positive tests is not yet evulunted,

3. Pneumonic und upper respirstory infections. Due to microorgunisms
or a virus, but purticularly the lutter, .nd othmer mild or severe uppur respira-
tory infections, m:y produce fulse pesitive rewuctions in 5 to 20 per cent of
affected persons, tnesc persisting for « few we-ks to many wonths,

" 4e Juprosy. Fulse positive re.ctions occur in rrom 60 to 70 per
cent of affected persons und persist indefinitely,

. ti ti
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persons.

6. Qther conditions in whici false positive reuctions may occasim-
ally occur are typhus, VWeil's disease, recurrent fever, rat-bite fever, chancroid,
lymphogranuloma inguinale, mumps, .nd perhaps otner acute infections.

B. The false positive reactions occurring in acute infections other
than syphilis or syphiloid diseuses are usually weakly positive with a low
serum reagin titre in quantitutive tests. In general, und except in tie case
of leprosy, they tend to disappeur spontaneously within 2 to 3 months sfter
subsidence of the acute infection.

IV, SUGGESTED METHOD OF EVALUATION OF SUSPECTED BIOLOGIC FALSE POSITIVE SEROLOGIC

TESTS FOR SYPHILIS

Evaluation of the occurreace of biologic fulse ppsitive tusts for syphi-
lis in non-syphilitic conditions, especialiy some which ure likely to complicute
diagnosis in militury service, purticulurly in sub-tropicel regions, requires
the following revision of procedurc:

A. A gingie positive serologic test for syphilis or even several posi-
tive tests cn the same cpecimen in the absence of convincing history or clinical
evidence of syphilis, should not be made the basis of a diagnosis,

B. Repeuted positive tests on successive specimean, stron, or wesk,
ﬁouig not, without furtaer cvidence, be made the basis of u diagnosis of syphi-
< - -

(1) The person is febrile at the time of (or just before) tesving.

{?) Vaccination for small-pox hus tuken pluce witnin ta. 3 preceding
montns, especially with "take."

(3) There is evidence of sctive or rocent malaria, febrile respira-
tory tract infection, influenza, infectious mononucleosis, mumps, ‘
typhus, leprosy, or other diseuses listed above.
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C. Yhen such ressons for doubting tne specificity of serologe test
firdings appear, antisyphilitic treatment should be withheld with repetition
of thetest every two weeks for 3 months. If the results remain positive or
conflictingly positive and negative, the procedure deseribed in (D) should,
if possible, be carricd through at an evaluation center under expert diruction,

D. An examinztion to cvaluute doubtful or conflicting Sui‘ol%ic tests
should include:-

(1) an examination for stigmus of congenitul syphilis, including
such x-ray cxaminations as may be required, inspection of the oculer fundi,
and slit-lump examin.tion of tac corncue.

(2) addaitionul serologic tests for syphilis utilizing s.vercl lab-
oratory procedures.

'(3) Serologic tests or credible information thereon regurding
parents, siblingg, maritel or sexucl pertners, wnd children &s obteinuble.

(4) Seriully repested reugin unit 4iter deternminution on positive
bloods by an accepted quantitative procedure, performed by a designuted labora-
tory of the Army Medical Service.

(5) Examination of the blood for plasmodia.
(6) Differential blood count (infectious mononucleosis).
(7) & heterophile antibody test.

(8) 1If the patient is febrile, repeated blood cultures, x-ray of
chest, other appropriate cvaluutive procedures.

(9) an examination of the spinul fluid.

(10) The so-celled "provocative" injection of un arsenicul drug is
useless and should not be employed.

. E. If in the opinion of a competent referee the results of such &n
examination are inconclusive, the individuai is to be returned to duty without
treatment for syphilis, wnd the serologic und laboruatory studies repeated, if
possible, excluding the spinal fluid examinatious, ir 6 months; the entire laulwore-
tory study after 1 year, if necessary,

Fo If no diagnosis of syphilis is arrived ut, rne discaurge memorandum
of such persons is to contain no reference to & diagnosis or syphilis and no
syphilis register vwill be muintained, The case way, nowever, be cross-indexed
to & reference file as biologically guestionalbe serologic tust results.

o
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APPENDIX D

HINUTES OF A CONFERENCE ON THE USE OF CO:iBINED FEVER .ND
CHEAOTHERPY IN SULFON.ulIDE-RESIST.NT GONOniHEA
Aprii 6, 1943.

it the request of the Surgecon Generel, U. S w.ray, ¢ ¢ nfirence wes held in
\leshington, D.C. n .pril 6, 1943, under the cus.ices f the Subcou.ittee on
Venercal Diseases, Noti.nel fcscrrch C uncil on the use of coubined fever and
chenotherayy in sulfoncaide-resistont gonorrhea. The win of the c.nfirence wes
t, »prepere a droft of Circular Letter t¢ be sent out by the Surgeon General's
Office to cppropricte nilitery hospitcls. '

The cunferees included the following:

Trou the U.S. .ruy, Brigedicr Genercl C. C. Hillmen, Brigudior General Hugh
vorgen, Colonel slden Freer, Lt. Coluncl iitleoiu J. Ferrell, Lt. Culoncl Thoucs B.
Turner, L t. Colonel H, Jo Shull, ifejor T. HL Sturnberg, Lt. J. F. Shronts. Froa
the Subcsw.ittee on Venercel Discisus, Docters J. E. ueere, Jo Fouithoney, ond
Osccr F. Cex. Frow the ieys Clinic, Dr. Frenk He Krusen., Froa the University of
fochester, Dr. Chorles .i. Corpenter, «nd froa the Notioncl sese-.rch C uncil Dr.
G. . Guegst cnd Dre T. ii. Forbes.

This conforence prepured o .wciorendwa fur subueissi.n to the Subco.raittee on
Veneresl Pisecses which is herewith ogpunded.

The conforence then cdjourncd.
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Appendix D

SUBJLECT:  THE USe OF COMBINED FEVuk anD CHEMOTHRRAPY 14 SULFONAMl DE~RESISTANT
GONORPHEA; AND GEWERaL COWSIDERATIONS Ow THE THERAPLUTIC USE OF
PHYS1CsLLY INDUCED FEVER.

I. INTRODUCTION:

The generel indicutions for fever therapy in sulfonumide-resistunt cases
of gonococcel infections have been given in S. G. 0. Circulur Letters no. T4,
July 25, 1942, and No. 86 august 18, 1942. thile tae eff'ectiveness of arti-
ficial fever combined vitn cn.motherapy in the tresutment of tais type of case
has been well established, thne difficulties and dangery inhereat in the actaod
are often undercstimated,

This Circular Letter is publish.d vita « view to outlining in detail the

basic principles of piysically induced fever in order thut serious resctions o4y
be neld to a minimum.

11. PERSONHELs

8., Toe wdministration of fever therapy shouid be under the immediate
und constant supervision of &n officer of tne Medical corps who nas uad speciul

training or experience in this field. Officers shouid be selected for this
duty on a volunteer basis, rather than by designation merely because of exper-

ience in dermatology, urology, or othci specialty; such mudicul specializacvion

in itsclf, iswsuelly .f limited valuc uws apylicd to pnysicully induced fever
therapy.

b, Tae cctuel wdministration of fever trettments will be b; wembsrs of
the Army Nurse Corps who nuve nud speciul treining for or expericnee wita tnis
method. As with medicul officers, it is suggestid  tiiat nurscs be sclected us
teenniciuns on & volunteer bisis. Only those nurses with genuine interest

in this fiold cre likely to give sutisfector, pexforacace over « long puriod
of timbo

&. Fnen wuny putient is wetuully under treutacat with fover tavrupy, toc
medical officer eaperience in fever therwpy sinousd be congstuantly in wttendunce
or immedis tely uvailable for prompt call.

d. "Special training or experience" in fever therupy us applied to
dedical Officers uad s£yay nurses should represent & mianimum of 6 weess of train-
ing in a speciul centor or its equivalent in terms of actual proevious experience,

III. E(UIPiAiT:

&, Th comployment of any tyse of distierwy wuciine for ta. purpose of
inducing f_ver, cither alon. or in conjunction with & cubinet, is not recomunended

The type of fever cubinet is of ao materiel laportance so long us it
is well constructed, However, certuin items of v uipnen: ure considered to be
necessary adjuncts to ‘he waministrution of trewtment. These include: wn elec-
tricl rectul indictting thermomoter (where this equipment is aot wvuiluble or
is temporurily out of order, certified clinic.l rectul thurmometers suy bu used,
though tnis proccdure is not recommended);  oxygun teaxs complobe with ruducing
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valve, {low-meter, sand humidifying device; rubber nasal catheters of tae latex ‘
type, .nd oro-nasal face masks of the BLB type or face tents; electric faus;
equipment for tihe intravenous infusion* of botn bulk aad concentrated uextrose
solutions; hypodermic outfits; u bed for the putient to rest in following
treatment; and the necessury amounts of liney, towels, wusnclotas, etc.

b. Standardization of electric thermometer. The electric tuermometers
must occusionally be checked for uccuracy of temperature recordings. This is
best accomplished by use of & constiat temperaturc mercury pot. If suca equip-
ment is not available, & simple mothod which ensures accuptuble weccurucy is us
follows: An ordinury thormos bobttle is filled approxim.tuly threc-quarters
full of water et & temperuture of slightly wore tiwn 106°F. In the weber Lre
pleced throe lurge "loborutory Lypu" certificd mecceury therwoacters, tae degreo
culibrutions of which wre spreud over « sufficient reaye to perisdt oosy reuding,
and the reetel bulb of tae thurmoacter cuble. Tith the weter in constiat wotion,
the rewdiogs of thu tarce mercury thermomcters wnd the eleclric thermometer snould
be recorded simultuneously. Tac aver.ge reuding of the awercury tnecrmoaeters
snould be compured vit: thut of the electric thermoscter. 1f no more taun 0.2°F,
difference between tic twu is noted, no change in studdardization of the electric
theruometer should be uttempted, If there 1s consistent variution of msre taun
0.20F,, the change in st.ndurdization of the electric tacrucmeter should be m.de
in accordance with the recoumeadstions o) the manufuc turer. It is importunt
that standardization be checked oaly et & tewperature of LO6°F.

c. The rooms in whicn fever therap, is given shoula present = cneerful
+ppearance. Tney snould be well ligated and woll veatilated .nd shourd be large
enougn to prevent any impressioa of croviding of equipment.

1V. SELECTION OF PaTleoTS FOR FEVeA THuKAPY:

8. In generul, p&tienté wib n goanorrack selected for pnysicul fever
Y » N 1o v nuve . o - :
EPEERP e ThlBenthogy 188 Gl SRRV ulSubat hienimdoronistant al ber pduuute
Garcular Letter no, .

b. Of primary importunce is tae estublisning of an sccurate diugnosis.
With respect to those putients considered to havc ronorraen, it is sug, ested
that wnen possible the diugnosis be confirued b; culturual means. Those cuses
of urethritis with questionuble or even "positive" smear findings snd consist-
ently negutive culturvs {or §. gonorrhovae are apt to respond indiffureatly to
treatment by fuver-chemothorupy.

L. Jundidutes for fiver thurwpy siouid mect thae foLlowing stenduras:

(1) nNegutive curdiovusculsr uxamina tion, including norues BXG.

(2) Nugutive chest X-ruy ot tais nospitul wdnission.

(3) Essunticlly normul blood Pleturc (waite wnd rud cell couatbs
und hemoglobin),

» If new rubber (not lutex) tubing is used for #ntruvenous infusions , it
snould be soaked in 4% sodiun nydroxide solution for several hours and taen
thoroughly rinsed before use. This is to uvoid a febrile "tubing" reuction.
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(4) Normsl kidaey function as measured by routine urine exsaina-
tion and dilution-concentration (fisberg) test.

(5) Normal serum bilirubin oe otner liver function test in tuose
cuses gliving « nistory of jauncice due to hepatitis or other cuuses,

(6) Of tnese examinstions, the cardiovasculur is the most impor-
tant, In wuddition, if' tae history or cureful pnysicul examination reveals otner
abnormalities, these factors must be curefully evaluuted before subjecting the
patient to fewer-chnemotherapy.

. 4. Finally, each puticnt to be considered for iever tacrapy saouid be
interviuwed by the officur in charge of fuver therw)y for two ruusons:s (1) to
cstublisn rapport witn the patient so thut he will aot fuel tnlt someoae wn-
tircly strenge to him is to supurvisc nis fuver trictueat (woica .or ta. mujority
of individuzls is w nuv experience); wnd (2), to caubl. tn. officer to .stimte
tne psychic stability of the cundidate. Physically induced ievir camiot be ed-
ministered to & non-cooperutive petient. Tne nnole-heurted coopervtiouncf tae
vast mejority of putients cun be guined by tne simple expedient of frenkly dis-
cussing the general foutures of tae trcutment and informing him wout 1s to be
expected of nim.,  Those iadividuuls wno wre feurful, reluctuat to uccept the
necessity for the treutmeat, wad who wppu.r to be cumotiontlly unstuble are poor
candid:.tus for fuver wnd usuully, if pluced in too cubiact, discontiaue tae
troutment themsulves, At the discrction of tae medicil officer, fover taurupy
for tanis type of putiwnt muy be dufurred indefinitoly.

V. PREPARATION OF THE PATIENT FOR FEVER THRRAPY:

8. Fluids wnd swult, A t.blespoonful of common tible si.lt is dissolved
in o gluss of wiber wnd sipped ot iutirvals duriag tae cours. of tae wfturnoon
cad cvvening preceding the fuever trectment, This iateke is to be | rolong.d over
upproximutely wn 8-nour period. Othur fluids wre purmitted «d Lib,

b, Diet. The regulur hospitul diet i3 administered tie duy preceding
treatment, No food should be given the .orniag of treatmeat, escept tnat coffee
and dry toast up to balf an hour prior to treatment mey be peraitted if tne pat-
ient desires.

S, Inema. A4 mild soapsuds cavmu is administer:d about 9300 P.aie the
evening preceding trestment, 1 wdequate ovucuction is .ot obtuined, tac enene
should be rupected the sume cvening,

d. Chemotneru)y. A ainiaun lupse of ou. wedk snould int.rveae betwewn
the luet jruvious chwmotinerapy c.ad th. wdmiaistrution of comolucd fover-cawnota-
crepye  lamediutily precuding fover trewtaent to. following dos.ge scavie is
suggustud for those puti_nte wita gonorracus Sulii.tniwzole is the drug of
cholce, Treatment is started on the duy preceding fover therupy; two grams
of this drug are given aut 12:00 noon, 4:00 P.d. and 8300 Pude; L gram &b 12:00
midnignt, 4200 A.M., and 6230 aews Thefever treatuent shousd be begun as early
in the morning &s is feusible,
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2. Patients who nuve previously suffercd from serious sulfonumiGe resc- ‘
tions should be treated witn fever only,

£, Scdation. To inswre sufficient rest the nigat precediag troutacnt,
it is of advantuige to wdminister o mild scdative at bedtiue, 1t is sugpested .
that such sudutive be eitner phenoburbitul 0.1 gne or nembutul 0.1 ga.

Vi. CARE OF THE PAT1ENT DURING FZVER THeRAPY: - d

4. Amount of fuver, On the busis of recent uxperience it is rucomnended
thot puatients be given 8 nours of fever ut 105.8 — 106.2 degre-.s o Tae_datter
tempercture (106.2F) should not be cxcceded, With tac uwdainistretion of too
cmount of pre-fever chemotherupy noted «bovu, the inciduace ¢f fuscular insteu-
bility is greuter in the zone ubove 106.2 us comp.ied with tnot noted ot rucom—
mended tempercture levels., Periods of trewtment shorter toun 8 nours appuir to
be less effective,

> . bs Oxygen. This is wduinister.d continuously throughout tac treucment,
includin?t‘ne induction phuse. The simplest me.ns of supplying oxygun to the
peticnt is the nusal cutheter, The oxygen so sdninister.d must be wdequatoly
humidificd prior ‘o inhuli.tion. A& flow rute of 6 Liters oor winute is recomucnded,

€. Tluids. Bulk intr.venous fluids shouud profurcbly be given only
in the pruscace of humoconceniiition is demonstr.tud by filling srstolic blood
pressure below 90 m.m. mercury or by incr..scd hunoglobin or vlood spucific
grivity., In pructice, aowev.r, pcticnts who cunnot tolerwute fluids by wouta
in tdequate umounts must hove fluids dininistered iatriveaously, or hov. the
troctacent discontinued,

(1) Orul. an .voruge of 500 cc. of fluids PLT NOUr wLppieTs wdeguube
for aost putients, uny putients «re aot so thirsty tow.rd the Litter p.zt of
the trectaent «nd fluids should not be foreed under tacse  ecircumsteacce, Tae
lurger purt of the fluid intuke, therofore, should be tduinister.d during tne
forepert of the trectacnt. The £luids should be sivea icud wnd Cpproximut.ly
helf the hourly intuke shouid bu in ta: form of 0.3 - 0.6 pur cent suline solu-
tion; the remaining intake aay be in the fora of plain wuter or ue of tie
solutions described below under "d."

(2) Intravenous.

(a) The infusion rccommended is 10 per cenb dextrose in
normal saline; the totel umount should be sdministered slosly wud should aot
exceed 2000 cc.  Hypertonic solutions should be givea.,  lsotonic solutions are
luss offective. Hypotonic solutions ar. contraindicutua.

(b) Concentrated intravenous fluids in the form of 50 por '
ceat dextrose arc sdministered in an Jffort to corruct minor degroes of vasculur
instability, This procudure is most offuctive when administor.d wuely, shortly
after the apputsunce of signs of beginning vesomotor decompensutlon, Too auch
umphiasis cunnog b. plucud on bhe prompt rocognition of thes. wuriy signs (sce ’
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Section IX). To delay corrective mezsures until tne appearance of clinical
shock increuses the risk of continuution of treataent enormously; tae insti-
tution of corrective meusures eurly almost aiwnys ussures the successfut conp-
letion of treatment. The 50 per cant dextrose shouid be sduinisiered in 50 -~
100 cc. amounts.,

d, Sedation. The less sedation administured tae better, "Tae best
aedative is a cheerful nurse " Pantopon is tne narcotic of choice. Putiunts
nay requirc scdition during tac inducticn period. It is sugpusted toat psycho-
therapy be eamployud as long as practicublc; thin, whea tae patiwnt appeLrs
to be becoming too uncomfortuble, 22 mgm. of puatopon be givea nypodermically
and the patiunt reussurcd thit be soon will fol bettur. Hidwey in treutaent
an edditional 11 mga. of puntopon wre occuuionully nucussur) for rostleSsucss.
1t is urg.d, however, thut o« carcful distinction be mude botween restl.ssnoss
nerely bicuuse thc puticat is tirced of his wosition or of tac tr...tm.nt in Ecn—-
vrul, und restlessness on the busis of curibrul wdume (se. Scetion 1X).  Scdo-
tion in the lstter instance does no good and usuully apgrevi.tes the s,uptoms.
Only under very exceptional circumstunces shourd a total of .ore than 32 Mpade
of pantopon be admianistered during treatuent. any drug of tae barbituric scid
series is contraindicuted by reuson of furthering cerebril edenu.

&« fuladment. wwy patieats compluin of muager tarougnvut tae trest-
ment, gpcially auring the noen puriod. In an effort to slluviate aunLr and
at the same time to provide ruuCily utilizable foodstuff, tane folloving formulus
may be administered routinely:-

(1) Gelatin 2.5 gruas (2) Orange juice 25 c.c.
Pater 100.0 c.c. 502 ¢lucose 25 c.cC.
0.3 suline 50 c.c.

The gelatin (Knox's or similar "pure" gelautin) is dissolwed ia 25 c.c. of cola
water, Seventy five c.c. of very .ot wuter ure then udded, tae gelatin is
mixed well by stirriag, the solution poured over ice cnips and adaministered

to the paticnt in two portions. 1Two = one half graas of gelatuin are given
thus every Bour during fever. During the forepart of tac treataent, fow or
five 100 c.c. amouuts of tie orunge juice-duxtrosc-suline mixture are well
tolerated;  this is given in 30-50 c.c. quantitics, aot wors taun 100 c.c. pur
hour.

as many, however, object to a radio. During the maintenance period of tae fever
treatment, relaxation of the patient is often inducva if tue room is semi-aarkened.
In general, conversation shouid be lowered and a conscious effort mude to wvoid
sharp stinull to the patient by means of loud laughter, bunging of doors, drop-
ping objccts, cte,

f. Surroundings. Many patientc enjoy radio music during tne treatment;

£s Swoking. Since smoking ofttimes hus o tundency to inauce vomi ting
during fever therapy, it should be pronjbitcd just before, durin,, wid iumcdiately
following the treutamcnt,
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VII. DATA OBTAINED DURING FEVER THERALPY: .
8. The following informution should be charted.

(1) Temperature, every 15 minutes.
(a) The rectsl temperature of the patient. .
(b) The temperature of the cubinet.
(2) Pulse rate, every 15 minutes.
(3) Respiratory rute every 15 minutes. .
(4) Blood pressure prior to tac treataunt znd nowrly frow tac end
of the induction phasc on, and furtner as indicsted by syuptons (sce Section 1X).
(5)  Fluid intake und output, cach on aa mourly besic, witn tae
exception of intruvenous fluids which &are charted ws given. |
(6) Scdation, |
(7) 4ny notcs wnich the nursc~tecanician considurs of interest.

VIII. CARE OF THE PATIEWT FOLLOWING FEVER THeRaPY:

&8s Tollowing termination of tac treutment, the puticnt shouid be re-
moved from tac cabinet to u bed, covered with Turkisa towclling or lignt blunket,
and his temperzture permitted to drop spontuneously. For one nour following |
fever, the patient should breatie oxygen continuously be means of a fuce mask |
of the BLB type or by & fuce tent ut a rute of 6 liters of oxygen per minute, \
Any objection to this procedure b; the patiealt should be overruled inasmuch as i
oxygen at tais time makes consideruble difference as to now ae feuls tne day |
following the trcatment. The blood pressure is cavcked shortly after rosoval |
from the cabinet and again following the hour of oxygen therapy. Following a |
bed bath, the patimnt is removed to hig vard. Teamperature and blood pressure |
shoulc be checked every one-half hour until pre~-treatuent Levels auve been oo- |
tained on two successive occasions. Liquids muy be permitted in modurutc amounts |
that vvening, Dict end liquids muy be given the day following tnc treatment
according to tne desires of the puticnt,

b, Until the post-fever coursc of tin patient is noraul, nis cure
is the rusponsibility of thc officer in cnurge Of fuver thurupy. any rewctions
which tae putiunt mey exhibit the wweaing of the dey of treutmeat ure to be
recported to tais officer in uddition to tac Officer of the Duy.

€.  Follok-up. Tac putivnt will be returned to the referring service
as soon as the post-fever course is terminated. ull follov,~up exuminutions vill
be performed by the referring service.

IX. REACTIONS TO FEVER THERAPY:

1. Physically induced fever is o potentially hazurdous procedure waica
carries some danger to Lie putient. Closc cooperation petween & well trained
physician-nursy tean, now.ver, will reduce the dangers inhercat in this e tao
of treatmat to a point of potentially rather than of uct,uaﬁt;.. The responsi-

- bility therefore, 1ics in the tralniuy; of pursomacl, not in condeanctior. of tae
mutitod of' troutment.,

’
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2, It should be emphasized thut in the overwnelmiag majority of in-
stances, serious reactions are always preceded by prelinminary slgns whicn tae
alert nurse-tecinician cnd wedical officer should be able to detect. The proapt
recognition of these warning signuls ead tae institution of corrective measures
without delay will ususlly abort tae process waich may ultimately produce
the serious reaction. The follosing suggestions ure designed to tid in tae
recognition of tihese premonitory sigas of dang ers

&, Tetany. Tais is aa occusionul complication of tne induction
period. farly manifestations are:  numbness and tin lin; of the fingers aad
a feeling of tigntness of tae orbiculsaris oris muscle. If uacontrolled, tae
ususl additisnzl signs of tyoical tetuny become evident: carpal spasm, nyper-
pnea, pedal spusu, positive Chvostek's sign, etc. The iatruveuous sdaiaistra-
tion of a single dose of 1 grea of calcium gluconate, resssurunce, wuad urging
the patient to breatne at nis norual even rate of respiration will usually control
all such symptoms, 1t aay be necessary to udminister sedaution ut taus point
to control feur and upprehension. The inhulution Lf @ 10 per cent curbon dioxide -
90 per cent oxygen mixture m.y be of adventuge,  Tetwny waich persists desoite
these measurcs will usuclly necossitete ut lecst teaporary cussution of tne
treataent. Tetany wnich sppe.rs during tae aintenunce puriod of fuver is of
more scrious import ta.n during ta. induction period wad tae putieat shou:é be
watched curefully for udditionul signs of vasomotor imbilunce,

be Vusomotor disturbunces. Fever imposcs struin on tac paysio-
logic beluace of tae body «t tarce principal points:

(1) Supply of oxygen to the tissucs.

(2) Maiatencace 3f wn wdequete blood volwide, bucuuse of drein
of fluid to the swout gl.nds .nd the tissuc Spuces.

(3) Tae musculir jower of tae hert itsclf, nd to « soacwnut
similer uxteat, the tonus of the wvusculer systum gencrolly.

A defect ot wny of tacs. points will ultinm-tlly iavolve tae
otaer tvo, :nd will produce curotril vdems. During the meintenuace period of
fever the following indic.tions of vasculur inst.bility should bo reg.rdcd ws
dunger signs «nd corrective ncasurcs promptly instituted:-

(a) Progressive rise in pulse rate of more taan 10 beats
per minute, which persists for two 15 minute recordin.s.

(b) A sudden, unespleined elevation of pulse rate of 15-20
beats per minute.

(c) sn errstic, fluctuating pulse curve,

(d) Continuously falling systolic blood pressure (below
90 mm. of mercury),

(e) Unexplained restlessness wnich the patient appears
unable to control.
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(£) Mental confusioa.

(g) MNon-ccoperztion in a previously cooperative patient.

(h) Abrupt clevation of temperature zbove tne muintenunce level,

(1) Circumoral pullor and true projectile vomiting suggest .

cerebral spasi.

C. Visceral deamege, Both fever and caemotneruspy nawe beeus reported !
to result in damage to one or more of tae internal organs, principally tne liver.
Tasse reactions arc delayed and do not appear uvatil some time uwfter therspy.
It is in an offort to protect the liver taut the liberel use of glucose wad tae
small amount of gelatin that can bu demonstruted wre recommended,

d. On appearunce of on. or more of tae ubove signs, tac following cor-
rective measures muy be of valuu; the intruvenous injcction of 50 per cent dex-
trosc; incrosse of oxygen intake to 8 liters per minute; lowering tac putient's
tempercture by 0.2 - 0.3 degreus Fo;  icing the foreaced of tne putieat; or tne
intravenous infusion of bulk fluids. Thesc ure intended us suggestions only
«nd ure aot to supplint the medicul officer's cliaicil ostimution of tae &ituc—
tion, Heat stroke should ncver be trouted by pucking tne body of tau putient
in ice;  tepid sponging of the eatire body togetner wita funaing the skin surfuce
should be eaployed.

. Cuution: 1f ot woy time during tae trowtueat the condition of the
patient does aot in general ujpesr to be satisfacto despite appropriate cor-

rective measurcs, or in spite of tne ubsence of any specific waraing signs,
discontinue treatumert . 1t is fur safer to subject the putient to & secoud

_-—_———_—-—-—_’——__._————'—"L'—T'_.—‘L_——‘————
triel of treatwent ut o future date than to court toe nhzurds of continuing

treatament under such circumstances.

X. RESPONSE T0 FEVER THERAPY:

&. Physiologic. The patient usuully resumes nis normul ward aubits vithin
24 hours following treatmeat. If vomi ting or continued evidence of dehydration
persists, the fever therapy medicul officer shouid be culled, and udditionul
intravenous fluids may be necessary.

b. Therapeutic. With the treetaent metnod noted unaer Section V1 above,
an apparent cure rate of sulfonamide-resistaat.gonorraes of wpproxiumutely 90
per cent is attained. For tne remainder « second similar treataoent w1ll cure
tae majority. A small percentage will be refractory te any rewssonable amount
of fever-chemotherapy.
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804 uivdiccl .rts Building
Br.ltiuore, .d.

Dr. 0. H. Purry Pc per, Chiiraucn, w0, Til 10,1943,
Couiittee on :icdicine

University Hes dtel

Philedel hia, Pc.

Decxr Doctor Pe,.eri-

On icrch 17, 1943, the Cousittee on Irugs wnd .iwediccl Sapplics recuested

the Subcuniittee on Venerc:l Disctscs t. ox.1l¢re the ossibilities of substitutes
fr cophorsen tnd to tronsait cur reciasendctiuns te thet c.addttee. This request
28 yrapted by the current sh.rtege f L harsen cinufictured Ly Porke Dovis end
C..pony, ond by the fret thit tw. other phurccouticil h uses hcd repered for
experinental tricl, and presuncbly :lso for jullic sile, uco hirsen substitutcs.
These cre clorsrsen, JSnufuctured by E.il.Squibb & S.ns, wna  henylersine~inthr. ,
(;wrhais elternctively knovm as crsen.xicde-dinthr ;) ucnuficiured by the .inthr.,
Chcaicel C-ujxny.

The Subc.adttee un Vencrerl Discescs requested ox.crt sdvice c.ncurning these
tw. ue horsen sustitutes fros Dr. Horry Egle. Dre Egle Lroprred a . .cder ndu.
¢vics .f which cre cnclosed herewith, which the Sube waittee wn Vonerecl Dis.oscs
at its aceting .n .pril 7,1943, ad-tcd o5 ¢ , orti. n of its rojrt.

«n inc aplete bibliogr:, hy cuncerning the cliniccl use of thuse two wcphorsen
substitutes is cs follovs:-

Thompsett, na., Dowms, U.Ge, lcDeractt,e, *nd ubster, B. The usc of clor-
wrsen in the treztucnt of sy hilis. J. Pherace.1.& Bx.or.Thorep., 73: 412,
Lee. 1941,

Lng, W.Co Tre taoent of sy hilis with L henirsine hydr.chloride, .rch. ber...
& S5y h. 47: 226, Feb. 1943.

Guy, V'.H., Gulcienn, Bu.., 'nc Gonon, G.:*. Phoenersine hydrechleride in the
treatiuent of sy hilis. .rch. Der.. & Sy he 47: 235, Fub. 1943,

faniteicr, n.., Hennlng, E.B, The troctiwnt of sy hilis with clorersen,
anile J. \"Jy;'llw G’ nr. & an.Dis. 27: 208, -i(r. 19430

+11 of the inforuution aviiloble t. the Sube widttce n Venuroll Disecses
indicates thet clourcrsen-Scuibb =nd  henylirsine-.inthr , (.r crsun.xide— ‘inthr. )
bucude iaa, harsen whon disg.lved in wutor .nd injected introven.usly ot J1 5 to 7.
This being true, the Subc.wiittece bilicves thot cither .f these | r.cucts .awy be
utilized -8 a satisfrct.ry substitute £.r uc hersen since, in Sfect, they wre
acshorsen,
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ayondix B, (Seet, 1)

Dr. Poycr-2

The Subconaittee n Venerecl Disccsus suggests t the Codttoe .n Drugs
end iedicrd Supplies thot this uctter be brought to the cttention of the Coune
cil ¢n Pharuncy end Cheuistry of the .ncrican Hedical »88ocitticn, and that the '
Csuncil be roquested tv prepore for jublicctisn in thoe Journcl of the ~aerican
uodicel hAssocintion o stuteuent concerning the interchangeable use f these
three cheuicel jroducts in the treatuent of sy.hilis.

Vury truly y urs,

S/ J. Eo Li-‘.}rc, I‘IQD" Chf‘.in.lt‘.n,
Subciriittee m Venerccl Diseoses.

NAS 0002856



#'VENDIX E- (C-nt'a)

E:{0iv.NDUii TO THE SUBCO.LIITTEE ON VENZnE.L DISE..SES ON THE
UTILITY OF ,.H.nSEN SUBSTITUTES

i horsen is the hydrochlorice of 3-tiino-4~hycroxy  henylersine oxide

AsQ uSClz
72 & solution of the corrus;wnding dichlorarsine ves usde
f, o 1 L e, 01

oH oH

couereiclly aveilable by idiy «né B.ker uncer the trade acae "Helarsol" soue
tvelve years age, before the devel. caent of we hersen. The Suuibb preueration
"Clorarsen", cnd the Vinthr;, oro aretion "Phonylersine—tinthre ", consist of
this dichlorarsine, ;cckiged s the dry powder with encugh ¢lk-1i t. wcke a nout-
.rol soluticen.

Electrouctric titrotiuns in this laboratery on o Cichlorirsine of our own rn-
ufzcturs, «s well as the Squibb wr.cuct, show thet vhen o sulution of the dichlor-
arsine is brought u;; to ;H 5, it is converted quantitetively to the rrsine oxide
(Teble I). In other wurds, ¢ s 1uli n of the dichlorcrsine «t \H 5 to 7, such ¢
v.auld e used thern;eatictldly, is chuiaicilly identicel with a s.luti r of A, hersen.
Pr vided nly thet the drugs eroc used in vqubolir s unts, they wust sive thera-
~auticclly the stue result. o5 sh wm by the dcte n & xieity in vive, enc s iry-
cheticidnl retivity in vitr s this h*s ;rcved ¢ be the cise (7: ble 2). Joroover,
since the dichlurirsine he.s the scow toxicivy «nd tre; oncaicidel c.ctivity, vhethoer
noutrelized with NeOH, I\'n2003 or Na citrcte, it scews cluer thet the ncture of the

bzse used has no deuonstr ble effuet on the biclogiccl cetivity of the resultont
arsine cxice.

Froy the jcint of view of therapeutic wetivity, the seversl sPeusretions are
therefore idonticcl. From the vhoracecuticnl int of viuw, the dichlorcrsine is
werhes ¢ boe referred. Dichlr rorsines in genersl, <nG this dichlor arsine in
Jorticuler, cre fore stoble thin the corrvs;onding crsine «xicdus. To thrt oxtent
tn tigule contrining the Cry dichlurorrsine, with en ugh cry rlknll t acke 2 neu-
trol soluticn on the ~dditi n of wtter, wight be uore stedble then on carule of
"nehorsen'; and the undesireblo cheaic:). chonges swaetiues noted in ae; hersen
agmles, cvidenced by the discoloriti n of the vowaer, ond belioved to be due to
vwXidation of the “ainophenol grow;dng, .iht thus W tveiced op adnigized.

(Tebles I end 2 follow)

- ]
NAS 0002857




da, ;J.:ndix E

~
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Teble 1
Titratien of 3-oaino (hydr:chloride) -4~OH v
Jhenyloichlorocryine
1 4
o , LHoon cdditi.n of incicited £ of wcuiv- lents
CO.‘L und tested 1 2 3 3__1/4 3_1/2
12/16/40 Sy hilis 1.4 2.3 475 5.6 7

nese.reh Lebty .~10

1/27/41 1.46 2.3 4.85 5.7 7
Squibdb Clorcrsen

C nclusi n: C :und is |rosent s Jhonylirsine «.xide in s lution ot

.H 5,0,
T-ble 2
L.D. soaler wuler tre;s noeuieidel
Cou ound tested 50 ug/kg toxicity cetivity in vitro
1 . horsent 42.6 6.94 3e.2
3-NH, -4-0H ; henyldi-
clorgarsine hydro- 4_’8'2 6.93 36.2

chloride

C., und ;rejrred in this lhorrtry cne noutrslized vith HoOH.

Sy hilis wusenrch Lr horitory

UsS.Public Herlth Scrvice

J-hns H- kins Hos itcl

Brltiqore, .id. 5 ril 5, 1943, S/ Wrry sgle, .. ourrcon.
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i" MINUTES OF THE SEVEMTEENTH MEETING OF THE ﬁ\
,%’-'1 L %N g
e ’ - , summ'm Oll VE)EREAL DISEASES ~ NATIONAL RESEARCH COUNCIL

}ﬁ}fﬁu SO _ . NOTF

o " A - Dece-ber 1, 1942 WIT

g “ I
, f’"* 'nu aevenumth meeting of t.ho Subcumittee on Vonereél

g lt the National Academy - Research Council Building, Washington, at 10:00 AJ{. on

350 ‘Tuesday Doeubor 1, 1942d Present. were the following:

?‘g, Fron tho axbco-itteo on Venereal Liscases Dr. J. E. Moore, Chairmn, /
9{; Doctors John H. Stokes, Walter Clarke, Russell Herrold, Oscar Cox and Nels Nelson.
SEUN ‘Doctor John: lu.honoy was absent.

28 ' From 'd\e Nnti.onal Research Council Doctors lewis ¥eed, O. H. Pexry Popper, v
Lt Be R Cushing;Goofgd A. Carden, Jr, ani T. R. Forbes.

From the U. S. Army Brigadier Gemeral H. C.. Coburn, Colonel Jumes Simaons,
f .- Lieut, Colonel 7. B. Turner, Licut. Colonel koger Frentiss, Kzjor Thomas H. Sternberg,
- Major G. W. Anderson, Captain Robert ilI. Riedel.
P From the U. S. Mavy, Lieutenants George ¥. Wast, I. M. Kruger, J. F.

- Shrontz, and Surg. Cedr. k. W. Mussen, R.N., British Naval Medical Liaison Officer.

From the U.5. Pubtlic Health Service Doctors Hurry Engle, Austin Deibert, <
and L. J. Hanchett.

v: ' And in addition and by invitation Dr. C. Phillip Miller, University of v

Chicago. .

There was submitted to the cammitteo for approval certain recommendations
on the preventioa of venereal disease in female personncl of the Wowens Army Auxiliary
Corps. These recommendations were based on a report by the Subcommittce of a confer-
ence on this subject, the meeting of the Subcomnitiee having been held in Washington
on August 3 and 4, 1942, the Minutes of the meeting having been vreviously circviar-
{sed. These Minutes were considered in counnection with the Minutes of the first
meeting of the conference on the tame subject,hsld on July 23, which eventuated in
certain recommondations approved by the Subcommittee on Venereal I'iseases on July 24
and by the Comuittee on Medicine on July 25, 1942. A considerable discussion ensued
regarding these recommsndations which were both simplified and amended by the Sub-
committee on Venercal Diseases, as indicated in the following letter of tronsmissal
to the Committee on Medicine.

2 December 4, 1942.
= Dr. O. H, Perxy Pepper, Chairman,
R Committee on Medicine,

¢ University Hospital

g Fhiladelphia, Pemna.

. Dear Doctor Peppers:

¥ At a meeting of the Subcommittee on Venereal Diseases, National Research
f¥.. . Council on December 1, 1942, n series of recommendations concerning the pre-

“NGFFEPHEECATION '
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vention of venereal disease in femule persounel of the Women's Army Auxiliary
" Corpe were passed. These rocommcndotions are supplementary to those previous— .
‘] 1y passed and approved by the Subcoumiitee on Venereal Diseuses on July 24,

1942, and by the Committee on Medicine the following day. Among these previous-

1y approved rccommendations { July 24, 1942)were the following:

THAT A SUBCOMMITTEE OF THIS CONFERENCE (i.e., specially appointed
Conference on the prevention of venerezl discase in the WAAC., Conferees:
Dr. Mary S. Fisher, Vassar College, Poughkeepsie, N.Y. Dr. Ernest Groves,
University of North Carolina, Chapel Hill, N.C. Dr. 3ertha M. Shafer,
N¥o-thwestern University Mcdical School, Chicago. Dr. Raymond Squier,
Columbic University Medical School, New York. Dr. Edward L. Keyes, Tuxedo,
¥N. Y. Dr. Msrgeret Barnard, New York City Health Department, and Dr. Bessie
doses, Johns Hopkins University) BE APPOINTED BY THE CHATRNAN (br. J. E.
Hoore) TO PREPARE FOR THE USE OF THE VIOMEN'S ARMY AUXILIARY CORPS OUTLINES
OF LECTURES OF PAMPHLET #ATERIAL (on sex hygiens and venereel disease).

g

The Chairmun appoinied such & subcommittee of the Conference consisting
of Doctors Fisher, Groves, Shefer, Squier, Xeyes, and Moore, which mot in
Washington August 3 and 4, 1942, and which drew up various recommendations.
These, as amended and approved on December 1, 1942, by the Subcommittee on
Venereal Diseases are a2s followss-

I. THAT EDUCATION OF PERSONNEL OF THE WAAC IN SEX HYGIENE AND VENEREAL
DISEASE BE MADE PART OF A GENERAL, EDUCATIONAL PROGRAM OF HYGIENE AND .
HEALm. ¢

II. THAT A MINDMUM BASIC TRAINING COURSE OF TEN HOURS ON SEX HYGIENE AND
THE PHYSIOLOGY OF REPRODUCTION, INCLUDING THE PREVENTION OF VENEREAL DIS-
EASE, BE REQUIRED AS EARLY AS POSSIBLE IN ALL TRAINING COURSES FOR OFFI-
CERS OR ENLISTED PERSONNEL, WHITE AND COLORED; AND THAT INFORMATION AS TO
CONTRACEPTION BE OFFERED ON A VOLUNTARY BASIS TO THOSE WHO' DESIRE IT.

It was suggested by the Subcounittee of the Conference, and approved by
the Subcommittee on Venercal Diseases thet the ten hours to be required as
basic training be divided as follows:-

1st hour- Lectures on sex hygiene, outline &nd text prepared hy
Dr. Frnest Groves

2nd hour- Lectures on bacic faucts of individual psycho-sexual
developient, prepared by Dr. Mary S. Fisher.

3rd end

4th hours- Illustrated lectures on ihe snatomy und action of sex,
preparod by Dr. Raymond Squier.

5th und

6th hours- Lectures on the prevention end control of the venereal
diseuses, prepared by Dr. Bertha M. Shafer.

7th ond !

8th hours~ Question and discussion periods. The Conference sug-
gested that written questions bo called for at the end

4
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- proved by the S_ubcgmitteo on Venersal Diseases, as followss—

L ITI. THAT A WRITTEN EXAMINATION OF THE TRUE-FALSE AND COMPLETION TYPE
BE REQUIRED ON ALL MATERIAL COVERED, PARTICULARLY THE BASIC FACTS OF
THE PHYSIOLOGY OF SEX RELATIONSHIPS AND VEHELREAL DISEASE, AT THE END
OF THE MINIKUM TEN HOUR COURSE.

IV, THAT SUCH AN EXAMINATION BE USED T INDICATE HOW MUCH TRAINING
OR REVIEW SHOULD -BE GIVEN T0 GUARANTEE MASTERY OF THE NECESSARY FACTS
AND INFORMATION,

It was felt that the written examinaticn given to early groups so in-
strucied vould be valushla in orientation 2s to the umount of training required
for subsequent group.:.

The Subcommittee of the Conference prepared the cutlines of lectures
enunerated sbove and these, four in pumber / 1. Sex Hygiens. 2. Basic Facts
of Individual -Paycho-Sexual Development. 3. The Anatomy and Action of Sex.
4. The Prevention and Control of Venereal Disenses), were submitted to the
Subcommittee on Venereal Diseases vhich recommendeds-

V. THAT THESE LECTURES BE SUBMITTED TO THE SURGEON GEHERAL U, S. ARMY,

AND THAT THEY BE UTILIZED FOR THE WAAC, SUBJECT TO EDITING BY THE SUR-

GEON GENERAL'S OFFICE AND BY THE DIRECTOR WAAC.

Copies of these lectures are appended hereto &2 Appendix "A",

In accordance with the recommendations previously approved on July 2th,
& proposed pamphlet for distribution to the WAAC was sutmitted to the Subcom-
mittee on Venereal Diseases. It wag reccmmended thats

VI. THIS PAMPHLET BE PREPARED FOR DISTRIBUTION TO WAAC PERSQMNEL.

‘A draft of it is enclosed as Appendix "B,

In planning the aimimum training course as given above, the Conference
took cognizence of the following factss:

a) Intellectusl understanding and emotional wcceptance of objective
and scientific facts are¢ not necessarily correlated in the field
of sex hygieno. v

| -3-
{ of such lecture period, with planted questions included,

. these to be inserted, answered, and discussed during the

© question and discussion periods.
. 9th hour- Written exsmination on content of lectures and puphleta.
: 10th hour- Summarizing discussion and correction of persistent erron-
‘ cous ideas.
! The reascrs for the written examinmation are included in the third and
= fourth recomuendations prepared by the Subcommittee of the Conference, and ap-
1
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b) The chief difficulties in the successful completion of such a
course lie in the fears, resistances and ewotional immoturity .
of the majority of women, regardless of intelligsnce and edu-
cational background.” i .

¢) Major factors in bringing intellecturl understanding and omo-
tional acceptance closer together through the medium of such a
course ares-

1) The fact of official recogaition of the .{mportdnce and uni-
vorsality of problems of sex hyziene is reassuring to most
individuuls. .

2) Scientific und objective discussicn of the fucts and prob-
lems of sex hygiene in large groups in itself makes indivi-
duzl acceptunce and understuending easier.

3) Provision for objective end ancnymous discussion of indivi-
dual cuestions raised by the group is of the greatest im-
portance in detersining how much of what has been "learned"
has been understoou and applied. . .

4) Provision for u continuous individual counseling service is
of basic importance in preventing loss of efficiency and
lowering of morale, due to anxiety, fear, oxr guilt.

(Note: It is mot expected thut all medical officers will
be competent advisers in the field of se: hyglene, but
every attempt should be made te train medical and line
officers to:recognize problems and to provide competent
referral or consultation service when indicated.)

It was further rccommended and approved by the Subcounittee on Venereal
Diseases: .

VII. THAT ITINERANT LECTURERS, PREFERABLY FDUCATORS SPECIALLY TRAINED
IN THIS FIELD, GIVE THE [NTRODUCTORY LECTURES ON SEX HYGIENE AND THE
FACTS OF INDIVIDUAL PSYCHO-SEXUAL DEVELOPMENT.

VIII. THAT FOR THE RFMAINDER OF THE INSTRUCTION SPECIALLY QUALIFIED
MEDICAT, OFFICERS BE SELECTED ON THE BASIS OF THE FOLLOWING CRITERIA:

1. Previous interest and experience in the field of sex hygiene,
as “illustrated by work in maternul heulth clinics, should
be required.

2. Murried physicians preferxed.
3. Total personality adjustment considered te be of greatest

importance, including ability to discuss facts of sex hy-
giene sympathetically, objectively, and scientifically.

®
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' IX. THAT THE WHOLE QUESTION OF SEX HYGIEWE.BE RREOPENED AT FREQUENT
‘ ' INTERVALS AFTER THE COMPLETION.OF THE BASIC TRAINING COURSE, IN THE

. FOLLOWING WAYSt '

1. Dibtribution of new.pamphlots
25" Showing of moving pictures
3. Suppleméntary lectures.

LSS

~

X. THAT A COUNSELING SERVICE CN QUESTIONS OF PERSQNAL SEX HYGIENE BE
CONSIDERE’D BASIC 10 THE HORALE, HEALTH, AND EFFICIENCY OF EACH UNIT,

XI. THAT PRODUCTION OF A SOUND MOTION PICTURE OR PICTURES DEPICTING
THE PHYSTOLOGY OF REPRODUCTION AND HENSIRUATION, AND THE PREVENTION OF
VENEREAL DISEASES, BE UNDERTAKEN TO BE USED AS PART OF THE BASIC TRAIN-
ING COURSE FOR THE WAAC. ‘

XIT,., THATA BOOKSHELF OF SELECTED BOOKS IN THE FIELD OF SEX HYGIENE

» '

BE STANDARD BQUIPMENT IN ALL LIBRARIES ATTACHED TO TRAINING CENTERS.
These récomendations are subuitted fer the approval c¢f the Committee

on Medicine and, if approved, for forwarding to the Surgeon Ceneral, U. S. Ay,

Very truly yours,

8/ 3. E. Moore, M.D., Chairman
Subcoumnitiee on Venercal Diseases.

The drafts of the several lectures and of the pamphlet referred to in
this letter have already been circularized, and are therefore not appended herewith.

_ The Chairman then reported on the Mimtes of a conference on biologic
false positive sorologic tests for syphilis, held at the National Research Council
on Zugust 13, 1942, and of the subsequent conference :eld in New York and in Chapel
Hill, N.C. on September 2nd and Sept. 4th, 1942. As a result of these conferences
the Chairman reported that proposals for OSRD contract on this subject have been
made,and approved, by Doctors Beard and Neurath at Duke University, and by Doctors
Moore and Kabat, Columbia University; and ihe Surgeon General, U. S. Public Health
Service has nssigned to the latter projeci the services of Dr. Bernard Davis, U.S.
Public Heulth Service. The Minutes of these confersncss have been previously cir-
cularized and are therefore noi appended herewith.

The Chairman then reported on tho Minutes of a confergnce on chemical
prophylaxis held at the National Research Council on November 18, 1942. The Winutes
of this conference are appended hereto os "Exhibit A." On the basis of this con-
ference the Subcommittes on Venereal Disaeases recommended that:

A COMMITTEE BE APPOINTED TO DRAW UP AN ORGANIZED PLAN OF ATTACK ON
THE PROBLEM OF CHEMICAL PROPHYLAXIS AND TO INDICATE TO PRESENT AND
POTENTIAL OSRD CONTRACT HOLDERS THE MOST IMMEDIATE PROFITABLE LINES
OF INVESTIGATION FOR THEMSELVES TO FOLILOW.
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The Chairman also reported that on the basis of this conference & proposal
for OSRD contract hed been made, and approvad by the Committee on Medical Besearch,

by Dr. Herbert 0. Calvery, Chief, Division of Pbarmacology, Food and Drug Adminis- ‘

tration, for "Pharmacologic and toxicologic investigation of venereal prophylac-
| tics with reference to (1) Avsorption through skin and mucous membranes, (2) sur-

face active agents (wetting agents, detergents, etc.) and their influence on ab-
sorption when compounded with such prophylactics."

The Chairman then rcported on the action taken by the Coumittes on Medicine
at 1ts meeting on October 16, 1942, on the subject of intensive arsenotherapy. The
pertinent portions ef the Minutes of the Cormittee on Medicine were rsad. The
Committee on Medicine reiterated the recommerdation originally made by the Subcom-
nittes on Vencreal Diseases on Jemuary 13, 1942, and approved by the Committee on

Modicine on February 17.

The Chairman then read certain correspondence from groups of California in-
vestigators offering their servicas im research associated with the war e.fort.
/Dr. Pepper reported that no action on this correspondence was necessary since the
Committee on Medical Reseurch had already invited iwo persons fron the California
group to come to Washington o survey the manners in which these groups may be of

gservice.

The Chairman next read to the Subcommittee certain correspondence between
himself and Dr. A. N. Richards, Chairmen, Committee on Medical Research, concerning
surveys of existing projects sponsored hy this Subcomnittee. Likewise the Chair-
men reported in brief on the recommendations mede by him, as consultant to CMR

concerning these projects.

“\? As a result of consideration of this correspondence, the Choirmen was di-
_ rected to write to Dr. Richards to the effect that the avemes of investigation of
V' psrticular intersst to the Subcommitiee on Venereal Diseases, in addition to studies
on intensive arsenotherapy of syphilis, on the prophylaxis of vencreal disehse, and
on biologic false positive serologic tests for syphilis, included the following:-

FURTHER STUDIES IN THE DIAGNOSIS AND TREATMENT OF GONORRHEA.
P!
In & letter to Dr. Richards the Chairman had compented on the complicated
existin machinery which deals with OSRD contracts, and desirable nethods of ex-
pediting their consideration. As a result of this comment it was moved and passed

that:- .
FUTURE PROPOSALS FOR OSRD CONTRACT BE SUBMITTED BY THE CHAIRMAN SUB-

COMMITTEE ON VENEREAL DISEASES FOR APPROVAL TO THOSE MEMBERS OF THE
COMMITTEE ON MEDICINE WHO MAY BE PRESUMED TO HAVE SPECIAL TECHNICAL
KNOWLEDGE OF THE PARTICULAR PROPOSAL IN QUESTION, AND THAT ACCEPTANCE
AND RATING OF THE PROPOSAL FOR CONTRACT BE BASED JPON THE OPINION OF
THE CHATRMAN AND COF THE SELECTED MEMBERS OF THAT COMMITTEE.

It was Tikowlise recomuended thet:
PROPOSALS FOR EXTENSION OF CONTRACT BE HANDLED IN THIS SAME UANNER.

o
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The proposal for extension of contract OEM-cur-34 by Doctors Schoch ard
‘Alexander in the smount of $13,120. wes accepted and rated "A".

The proposal for ccmtract by Dr. Earle R. Caley, Wullace Laboratories, New
Brunswick, New Jorsey, for "Chemical and biologicul evaluation of surface active
[ agents in order to incrssse the scope vud efficacy of topical medication and pro-
phylaxis® was considered and rejected. . ’

Thore was next considered certain coriespondence from Dr. F. V. Sander,
Ortho Products, Inc., Linden, New Jnrsey, offering the cooperation of the laborator—-
| ies of this company in studies on chemical propbylaxis. The Subcoumitiee voted to
! authorize the Chairman to visit Dr. Senderfs luboratory at the earliest practicable
date and to report further.

There was next condidered & series of letters relating to proposed huaan
experimentation in gonorrhea, and in particuler letters fron Dr. Churles M. Cerpen-
’ ter, University of Fochester, Rochester, New York, and Dr. Alfred Cohn, New York
\ City Health Depertment, requesting approval. of such projects tentutively designed
+o be carried out in the prisonc of Georgia euvi of New York Statz. In this connec-
tion the Chairmen reported that at the previous conference on chemical prophylexis
such human experimentation had been regarded ac highly uesirable. ie was directed
by that, conference to vrite to ihe Surgeons Cencral, U. S. Army, Mavy, and Public
Health Service, requesting approvai in priaciple of this type of experimentation.
To date letters have beer received from the Surgeon General, '. S. Public Health
Service to Dr. lLewis Weed, Chairman, Division ol Hedical Scicnces, Nuticnal Re-
search Council, and from ihe Surgeon General, U. G. Havy, o Dr. Charles li. far-
\ penter, apprc.ing of such erperimentation. In the meanvhile the Chuirman reports
that the Surgeon Genural U. {. havy has been reguested to readdress his letter to
Lr. %eed, and a request for such a letter is now pending in the Office of the Sur-
geon General U. S. Arny.

4 full discussion of all of this meterial ensued, as & resunlt of which it
vas recomnended:-

THAT HUMAN EXPERIMENTATION IR THE PRO[HYLAXIS OF CONORRHEA IS DESIRABLE
IN PRISON INAATES THROUGH THE COOPKHATICH OF STATE AUTHORITIES. THE
CHAIRMAN, SUBCOMWITTEE On VENEREAL DILEASES, SHALL B7W AUTHORIZED (if this
recomnendation is approveé by NRC, CUE and 0SiD) TO APPROACH THE REDPOXN-
SIBLE AUTHORLTIES IN SELECTED STATES WITH A VIEW TO THE CARRYING OUT OF
SUCH EXPLRIMENTATION BY RESPONSISLE PHYSICIANS ACTING UNDER OSRD CONTRACTS.
THE DETAILS OF SUCH EXPEPIMENTATION AND ITS RISKS SHOULD BE DRAWN UP BY

A CONFERENCE, THE I'FRCONNEL OF VHICH SHALL BE SELECTED RY THE CHAIRMAN
SUBCOIIITTEE ON VENEREAL DISFASES, THE PROPOSALS OF DR. CHARLES M.
CARPENTER, ROCHESTER, NEA YOPK, AND ALFRED M. COHN, NEW YORK CITY, IN-
IORMALLY SUBMITTED 7O THE SUBCOMMITTEE ON VENEAEAL DISEASES ON DECEMBER
1, 1942, SHALL DE APPROVED Ik PRINCIVLE SUBJECT TO QUALIFICATIONS ARKIVED
AT BY THE CONFERENCE AUTHORIZED ABOVE.

It vas suggestzd that the personrel of such a confercnce should include
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Dr. J. E. Moors, Chairman, Dr. G. H. P. Pepper, Chairman Comuittee on Nedicine, ‘
Dr. K. A. Vonderlehr, Assistant Surgoon Generzl, U.Z.Public Health Service, Dr.

Lowell J, Reed, Jotns Hopkins Scheol of Hygiene und Public Heslth, Poctors Oscar

Cox and Russell Herrold from the Subcomnittee on Vencreal Discases, Doctors

Carpenter and Cohn who Jave made proposels for such human experimentation, recpre-
sentatives of the Statea of Guorgia and New York, to be designated respectively by
Toctors Carpenter ¢nd Cohn, as being the Stutcs in vhich such experimentation is

at present planned, and representatives of thc Surgeons General, U. 5. Army and Nevy.

|

|

|

|

|

The Chairman noxt presented to the Subcommittee certzin correspondence from

Doctore J. Murrey luck, Hubert S. Loring, snd Sidney Raffel, Stanford University,
Palo Alto, Celifornia, proposing itentatively to undertcke certain expariments on
the basis of an OSRD cuntruct on the cubject of biologic false positive serolegic
tests for syphilis. This correspondence had also been sent in duplicute to Dr.
Harry Eagle, U.G. Public Health Service, who has informally acted as advisor to
the Chairmsn Subcommittee on Venereal Diseases in this respect. The Subcommitice
jagreed that Dr. Eagle might answer the letter froin Doctors Loring and Raifel to
the effsct that if an OSRD contract is essential for the work proposed by them, it
would probably be bastter to awenit the outcome of preliminary experiments now under
way in the laberatories of Doctors Neurath and Beard at Duke University and of
Kubat, Moore and Davis &t Colwsbia. Ii was felt that if these studlss offered no
promising epproach to the practical problem of differentiating syphilitic from
biclogic false positive reactions, the avenues of study outlined by Doctors loring
and Ruffel should be given ¢ll possible support.

The Chairman then read certain correspondence beiween himself and Dr. A.L.
Tatum, University of Wisconsin, Madison, Wisconsin, in which Dr. Tatun offered to
plece hinself and his laboratory at the dispesal of the Government for the prosecu-
tion of studies in which the Subcomaittee on Venereal Diseases is interested. It
was moved thedt Dr. Tatum be authorized ‘e coume cest for a conference with the Chair-
ran,

The Chairman then read certazin correspondence with Dr. lurray Sanders,
Columbia University, New York, in which it was indicated that Dr. Alwin Puppenheiner,
Department of Pathology, Colunmbia University, might be associuted with the group
of investigators working on chemical proph;lazis in respect of a study of lympho-
granulona as a locel infection in guinea pigs. The Chairman was directed to ap—
proach Dr. Pappenheimer in this respect.

There was then considered u tentotive propesal from Dr. Frank Combes for
a supplementary appropriation on his existing contract in the amouni of $390. month-
ly. Dr. Combes' letter was not clsar. Il appeared (a) that he wished to utilize
these funds, at least in part, for a further study of the value of intravenous Frei
tosting in lymphogranuloma, and that in probable pursuit of this problem he wished
to place Dr. Orlando Canizares on full time £t $300. o month. In these respects
the Chairman reported that as consultant ‘o CHR he had recommended that Dr. Combes
and his associates drop the problem of intravenous Frei testing in lymphogranuloma
as of little or no value to the armed forces. The Subcomnittee by vote unheld the
Chairman in this stund. The Chairman likewisc reported that if Dr. Combes and his
associated limited their L. oposal for contruci to a continued study of the prophy-

— a—
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laxis of chancroid, the only portion of the contract likely to prove ef immediate

value to the armed forces, it was not cleer that the full time of Dr. Canizares
ould be profitably so employed. The Chairman was directed to write to Dr. Combes

to this effact. .

The Chairmen next reported that he had written to Dr. Kuthcrine Anderson,
Vanderbilt Oniversity Hospital, Nashville, Tecnnessee, concerning the applicability
of her method of chancroidal infection of the chick embryo to the study of chemical
prophylaxis; but that no reply had as yet been received.

There then ensued a furilier discussion of f.he subject of chemical prophy-
laxis as a result of which the Subcomrittee recommended:
7

THAT AS EARLY AS POSSIBLE IN JANUARY 1943 THERE BE HELD AT THE LABORATORY
OF DOCTORS COHN AND CARFENTER, URIVERSITY OF ROCHESTER, ROCHESTER, NEW
YORK, A FURTHER CONFEREMNCE ON THE SUSJECT OF CHEMICAL PROPHYLAXIS #ITH THE
IDEA OF ALLOCATING YARIOUS PHASES OF THE PROBLFM TO INWESTIGATORS ATTENDING
THIS CONFERENCE. IT WAS SUGGESTED TuAT THE CONFERENCE LHOULD INCLUDE -

From the Subcommittee on Venereal Discoses: Dr. J.E.Moore, Dr. J.F.
- Mahoney, Dr. Russell Herrold, and Dr. Oscer Cox;

The following OSRD contract holders: Drs. Harrv Eagle, Justina Hill,
Goeffrey feke, Orlando Canizares, Stafford Warren, C. M. Carpenter,
H. 0. Calvery, and Marvin Thompson

The following persons whose collaboration muy be enlisted: Dr. ilwin
Pappenheiner, New York, Dr. A. L. Tatum, Madison, Wis., Dr. Phillip |
Hiller, Chicago, Dr. Austin Deibert, U.S.Public Health Service, Lot ‘
Springs; Ark., Dr. Alfred Cohn, New York, Dr. Richard Greenblaett, |
Avzusta, Ga., and possibly Dr. W. A. Fleming, Chapel Hill, N.C;

And, in addition, representatives of the Surgeons General, U.5. Army
and Navy.

It i3 hoped that approval way uc i.ed for this conference to he held
in Rochester, rather than in Washington, in part to provide opportunity for the
conference to inspect the work of Doctors Curpenter and Warren.

t

There then ensued & generr? discussion of the twin problems of sensi-
tizaticn of the sulfonanides.and of the pessille effect of these drugs on musculer
coordination, and the relationship of each of these points to their use in local
or oral chenicul prophylaxis. The Chairman recd certain correspundence bet veen
himself and various investigators on these points, and reported bricfly on certain
work just completed by Lieutenant Irauk Reymolds, U.5.N., and Dr. !'rank Wualsh,
Wilmer Ophthainologicul Institute, on the effect of suliathiszole end sulfadiazene
on visual efficiency. "he Subcomaittee agreed that the paper by Reynoloes and Walsh
shculd be submitted “o the Cotmittee on Aviation Medicine. The Subcowmittee also
authorized the Chairian to investigate further the possibilities for research
studies in these iwo fields uwy civilian or military sgencies.
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Finally the Chairmen read certain correspondence with Mr. Joe 5Srodigan, ‘
Booklyn, New York, offering to cure venereal disease of eny type or severity uy
the use of pus suspended in strong coffeo. HNo actlon was taken on Mr. Erodigants
proposal. The Chairmsr regrets to announce th..t subcequent to the meeting ol the
Subcommittec on Vencreal Diseaces, snd 58 A result of a speech made by Vice Pres-
ident Maliace in Chicogo, Mr. Brodigen has nos withdrawn his offer to the armed
forces. Following further facetious comments on Mr. Brodigan's proposal, the
meeting adjourned.
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MINUTES OF THE SIXTEENTH MEETING OF THE
SUBCOMMITTEE ON VENEREAL DISEASES - NATIONAL RESEARCH COUNCIL
' July 24, 1942.

The sixteenth meeting of the Subcommittae on Vencreal Diseases was
held at the National Academy - Research Council Building, Washington, at 10:00 A.M.
on Friday, July 24. Present werg the following:

From the Subcommitiee on Venereal Dizseases, Dr. J. E Moore, Chairman,
Doctors Stokes, Cox, Nelson, Mahcney, Clarte, and Herrold. R

From the National Research Council, Doctors Weed, Cushing, Larkey,
Forbes, and Carden. ) ‘

From the U. S. Army Lisut. Cola. Turner, Prentiss; Majors Brumfield,
Anderson, and Shull.

From the U. S. Navy Capt. Stephenson and Lieut. Mast.

From the U. S. Public Health Service Passed Asst. Surgeon Otis Anderson.

The Subcommittase considered first the Mimutes of a Conference on ths pre-
vention of venersal disease in female personnel of the Women's Army Auxiliary C
held at the National Research Council in Washington on the preceding day, July 23.
These lMinutes, as amended by the Subcommittee are appended hereto as Exhibit A.
These Minutes as a whole were approved, and specifically there were approved eleven
recommendations, utgich appear in the Minutes as inmdented and capitalized paragraphs.

’

The Subcammitiee than oonsidered the following proposals for OSRD con-
tracts.

The proposal of Dr. C. Phillip Miller, University of Chicagu, for a
stuly of "Prophylaxis of experimental gonococcal infection", was rejected.

The proposal of Dr. Theodore Rosetury for “A comparative study of the mor-
phiology and motility of Treponeme pellidum and commensal spirochetes under darkfield
illumination by means of motion pictures® was rejected.

The proposal of Dr. Marvin R. Thompson, Warner Imstitute,for therapeu-
tic research, for "(1) Chemoprophylaxis of gomorrshea, lymphogranuloma, and chancroid;
and (2) A study of the salfonamides in ointment buses" wes accepted and rated A.

The vote on this proposal was six to acceptv and rate A, and ono to reject.

The Chairman reported on certain matters held over {rom the Minutes of

the previous meoting, particularly with regard to biologic false positive serologic
teste for syphilis,

At the previous meeting the chmirman was authorized to correspond with
Or. Mary Pangborn, New York State Health Department Laboratories, with regurd tc the
possibility of Dr. Pangborn's furnishing to certain other luboratories a supply of
®cardiolipin®, the supposed active principle of tissue extract antigens isolated by
Dr. Pangborn. The chairman reportcd that he had done 80, that Dr. Pangborn had re-
ferred the correspondence to her chief, Dr. Augustus Wadsworth, and that Dr. Wads-

worth had replied that his laboratory was unable to collaborate in this respect at
the present time.

YHTHOUY B
NATIONAL/RESEARCH COUNCIL

NAS 0002869




Minutes- 15th meet. p. 2
-2-

At the previous uotiig the chairman ms likewise authorized to corres-

than syphilis. The cheirman reported that he had so corresponded with Doctors

Mwiu J. Cohn of Harward University, J. Murray Lack of Stanford University, E. A.
Kabat of Columbia University, and William Welker of the University of I1linois.
Correspondence to and from these tors wms read. This correspondence indi-
cated that ocertain promising leads in the differentiation of syphilitic and non-
syphilitic reagin might perhaps be arrived at by collaboration between physical
chemists, serologists, and clinicians. On the basis of the general discussion which
followod and of additionel emphusis on the izportance of biologic false positive sero-
logic tests to the Armed Forbes (certain excerpts from the Xinutes of the Canadian
National Research Council were at this point discussed, and the Army and Mavy offi-
cers present reiterated their previously expressed opinion that biologic false pos-
itive tests were particularly important to the Services, because of the punitive

and compensation difficulties which might arise in the case of erroneous diagnosis

of syphilis), the Subcommittec voted to authorize a further conference on the sub-
Joct of biologic false positive tests. Conferees were tentatively named as Doctors
Cohn, Luck, and Kabat, named above; and in addition Dr. Duncan MacInnes of the
Rockefeller Institute for-Medical Research, Dr. Foster Xendall of the Welfare Lab-
oratories, Welfare Island, New York, Dr. Harry Eagle of the U.S.Public Health Service;
and from the Subcommittee on Vencreal Diseases, Doctors Stokes, Mahoney, and Moore.
The date for such a conference was tentatively set as August 13, 1942.

There being no further business, at 5:00 P.M. the meeting adjourned.
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EXHIBIT A m

MINUTES OF A CONFERENCE ON THE PREVENTION OF VENEREAL DISEASE IN
FEMALE PERSONNEL OF THE WOMEN'S ARMY AUXILIARY CORPS HELD AT
THE NATIONAL RESFARCH COUNCIL IN WASHINGTON July 23, 1942
AS AMENDED AND APPROVED AT A MEETING OF THE SUBCOMMITTEE

ON VENEREAL DISEASES. NATIONAL RESEARCH COUNCIL
July 24, 1942

The authorisation for this corierence is provided in the following correspon-
dence:

"Dr. Lewis H. Weed, Chairman '

Nationul Research Council July 7, 1942

Dear Doctor Weed:

The recent authorization bty Congress of the formation
of the Women's Army Auxiliary Corps with an anticipated strength of
150,000 has brought to the attention of The Surgeon Generalts Office
problems related to the prevention of venereal disease in female person-
nel. The Surgeon General directs me to request that the appropriate
committee of the Nationsl Research Council consider this question with a
view to giving this office the benefit of its advice in the matter.

Very sincerely yours,

S/ Jumes S. Simmons,
Colonel, hedical Corps,
Assistant."

“Dr. J. E. Moore July 13, 1942
Chairmen, Subcommittee on Venoresal Disecases
,  Baltimore, Marylund

Dear Doctor Moore:

The Surgeon General of the Army has requested the
Division of Medical Sciences, National Research Council, to consider the
question of the prevention of veuereal diseases in regard to the Womean's
Arny Auxiliary Corps. This request has been referred to the Subcommi ttee
on Venereal Diseases of the Division of Medicel Sciences, National Research
Council, and a confer:nce group of those cognizant of the problem has been
established. It is hoped that you will bs able to serve as chairman of
this groupe seees

Yours very sincerely,

S/ Lewis H. Weed, Chairman,
Division of Medical Sciences."
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Pursvant to this authorization a conference was held at the National Academy
of Scien>es, Washington, D.C., on July 23, 1942. Present were the following:

Confereus:

Dr. Margaret Barnard, New York City Heelth Department; Dr. Mary Fisher,
Vassar College, Poughkeepsis, N. Y.; Dr. Ernest Groves, University of North
Carolina, Chapel Hill, N.C.; Dr. Bessie Moses, Johns Hopkins University, Baltimore,
Md.; Dr Berthu M. Shafer, Northwestern University Medical School, Chicago, Ill.;
and Dr. Raymond Squier, Cornell University Medical School, New York.

From the Subcommittes on Venercal Diseases, National Research Council:
Dr. C. Walter Clarke, and Dr. J. E. Moore, Chairman of this conference.

From the Nationai Research Council: Drs. E. H. Cushing, Sanford Larkey,
and Forbes.

From the United States Army: Lieut. Colonels R. G. Prentiss, and T. B.
Turner from the Office of the Surgeon General; Lieut. Col. H. P. Tasker froa
Headquarters W. A. A, C., and Majors H. J. Shull, W. A. Brumfield, and G. W.
Anderson from the Office of the Surgeon General.

From the United States Navy: Capt. C. S. Stephenson, and Lieutenants G. W.
Mast, C. W, Churchill, F. W. Reynolds, and J. F. Shrontz from the 0ffice of
the Surgecn General, and K:ss Elizabeth P. Taylor (Civilian consultant Navy
Women's Reserve Corps), representing Miss Mildred licAfee; the proposed Direc-
tor of that Corps, if and whan authorized.

Also present were Miss Roberta Zechiel, Audio Productions, Inc., 630 Ninth
Avenue, New York, & script writer for Navy motion pictures, and Mr. Morris
Ernst, the legal adviser of the Plannad Parenthood Federation of America.

It was pointed out that the deliberations of this Cunference applied only to
the W. A. A, C. of the U, S, Army, since the formation of the analagous Corps in the
U. S. Navy has not yet been authorised. Neverthelesu, it was felt by Captain
Stephenson that the deliberations of the Conference might be of value to the
W. M. R. C., 1f and wher authorized. It was further brought out that the Acts of
Congress establishing th¢ .- two Corps differ in that. the W, A. A. C., being auxili-

s eerv;:rw:lth atgg 80'6 in 31; 0. S. Arny, whereas the proposed W.N.R.C. will be an

The Chairman of the conference then opened a jeneral discussion by rsading cer-
tain documents relxtive to the experience of the British Womea's Auxiliary Services,
perticularly the ATS {Auxiliary Territcrial Service), based on observations of an
American woman physiclisn; Dr. Sarah Bowditch, espscially trained in the venereal dis-
esse field, who had just returned from Creat Britain after a year of service there
with the Awerican Red Cross Emergency Service. There was also read into the record
certain experience of the Canadian Women's Auxiljary Corps, especially relating to
the RCAF, besed on a report to Capt. C. S. Stephenson, U. S. Navy. These reports
indicated that in the Women's Auxiliary Corps of the British and Canadian Armies the
probless of venercal disease and of pregnancy are major ones which present serious .
difficulties in their menagement.
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‘ " The Chairmen then offered an estimate based on conversations with civilian and
Aray physicians experienced in the field, that the problems of venereal disease in
the Women's Army Auxiliary Corps might be divisible into three groups on the basis
of the type of personnel: a) officers; b) white enlisted personnel; ¢) Negro en-
listed personnel. It may be anticipated that American experience will repeat the
British and Canadian. It was suggested that under the stress of war time the prob-
able exposure rate of female personnel could be estimated on an over-all basis in
approximately the same fashion as the exposure rate for male personnel. With men
of the Armed Forces it is roughly estimated that 15 per cent will expose themselves
repeatedly, regardless of all effort to the contrary; that 15 per cent will never
do so, regardless of temptation; and that 70 per cent may be expected to expose
themselves occasionally under the stress of extreneous circumstances, such as emo-
tion, alcohol, otc. With women of the W. A, A. C. the guess was hazarded that these
proportions might be rough;y: 5 per cent who would expose themselves repeatedly,
regardless of hazard; 45 per cent who would not risk exposure under any circumstan-
ces; and 50 per cent who would be occasionally tut not promiscuously exposed under
circumstances similar to those involving mle personnel. After some discussion of
this estimate, it was felt by certain members of the conference, notably Dr. Groves,
that the proportion of women who might be expected to expose themselves occasionally
to the risk of venereal disease or pregnancy would, on an over-all basis, probably
be considerably higher than 50 per cent.

The Conference agreed that with women, as with men, the best preventive of
venereal infection is continence; and that every effort should be made with W. A. A.
C. perscnnel, threugh all available channels (Chaplain's Corp, Kedical Corps and

line officers) to foster the feasability and desirability of continence. Stress
should be laid upon this topic not only from sociologic, familial, and personal

RO ROt M  po ik 2 112 ST e HES s 1R OBe RS rof UL EAEX 25 L EARR N o R0 FORRSET
appeals will be effective under certuin conditions; and that realism requires the
adoption of medical protective measures when other considerations fril. The Confer-
ence believes further that such medical measures should be directed particularly
toward the larger group of W. A. A. C. personnel who are neither habitual offenders
nor total abstainers, but whose military cercers may be endangered by single or in-
frequently repeated exposures.

The Conference then discussed the relation of the venercal disease problem to
that of pregnancy. It was agreed, after expression of opinion by members of the
Conference and by the Army and Navy officers present, that these two problems are

xtriceble; and that this Conferenc d su tly the Subcommitte real
iseases migﬁt properly concern thense1ves %gge%%gnp%gblegs o °greggwgyon eng

contraception.

The Conference then agreed that the major problems confronting the W, A, A. C.
are the prevention of vencreul disease and the prevention of pregnancy rather than
the medical care of these cunditions if and when they develop. In this connection
the character of medical service to be available to the W. A. A. C. seemed to the
Conference to be of importance. The medical care of the W. A. A. C. is a responsi-
bility of the Surgeon General, U. S. Army. It seemed to the Conference desirabla
| ‘ that to some extent, at least, women physicians ghould serve with ths W. A. A. C.
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(Col. Tasker stated that the policy of the W, A. A. C. would be to commission women
physicians directly as officers in that service, since authority did not exist %o '
commission women in the Medical Corps of the U, S. Army or to obtain a sufficient

number of experienced women physicians on a contract surgeon basis.)

A general discussion of the role of educational methods in venereal disease
prevention and in the prevention of pregnancy then ensued. In the course of this
discussion it was brought out that medical officers specially qualified in these
fields should be available to the W. A. A. C., and to this end it was recommended:

THAT A SPECIALLY TRAINED MEDICAL OFFICER BE PROVIDED TO HEADQUARTERS W. A. A. C.
THROUGH THE DIVISION OF PREVENTIVE MEDICINE, OFFICE OF THE SURGEON GENERAL UNITED
STATES ARMY, THIS OFFICER TO FUNCTION ADMINISTRATIVELY UNDER THE W, A. A. C., AND TO
MAINTAIN THE SAME INFORMAL RELATIONSHIP WITH THE DIVISION OF PREVENTIVE MEDICINE,
SURGEON GENERAL'S OFFICE, AS VENEREAL DISEASE CONTROL OFFICERS IN OTHER BRANCHES OF
THE SERVICE. THIS OFFICER SHOULD DEAL WITH PROBLEMS OF SEX HYGIENE IN WOMEN AND
RELATED PROBLEMS, INCLUDING VENEREAL DISEASE CONTROL.

It was requested at this point by Capt. Stephenson and Lisut. Col. Turner that
& list of specially qualified women physicians, analogous to the list of men physi-
cians trained in venere&l disease control, previcusly prepared by the Subcommitted.
on Venercal Diseases, should be prepared by the Subcommittee and furnished to the
Offices of the respective Surgeons General. Such a list is in process of formation,
and will be forwarded when prepared.

There then ensued a general discussion of educational methods of disease pre-
vention and contraception, Certain general principles were agreed upon:

) l. It is unwise to assume that officers of the W. A. A. C. constitute a spec-
T grouPs  luwy wee aa mich in need of educational effort as enlisted personnel,

and especially so because of .. fact that they th 1 111 be P
educational effort with enlisted parsepl whosr i oomess o Crred upon for

2. The problem should e re od _
tional activity are required, garded as primarily medical. Many forms of educa

3. Women are more rsady than is generally believed t0 acCtupu secai.sar 2edewce -
tion concerning these problems,

4. The strategy of educational effort should center largely on training cen-
ters, particularly those devoted to the training of officers. (In this connection it
wes brought out by Col. Tasker that the Des Moines training center is plarned to
accomodate a maximum of 7,000 women, and that the first group of 800 officer candi-
dates it now enrolled. These candidates remain at Des Moines for from 4 to 10 weeks,
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depending upon the vype of training involved. Included in this training is & single
lecture on hygiene, based on similar lectures given to Canadian women personnel,
‘ coples of which were not availeble to this Conference. It is planned that this lec-

ture, covering a two-hour period, shall includs such topics us the importance of
group sanitation, feminine hygiene, the anatomy and physiology of sex, venereal dis-
eage, and pregnancy. It is further planned that this instructional material to
officer candidates at Fort Des Moines will be given by women physicians, two of whom,
napes unknown, are now available as contract surgeons. The consensus of’ the Confer-
ence was that the amount of time to be devoted to these problems with officer candi-
dates, as at present planned, is hopelessly inadequate, particularly in view of the
desirability of the use of these poteatial officers in subsequent instruction of
their o enlisted personnel.) It vas further emphasized that, in the opinion of
the Conference, immediate gteps should be taken to augment the educational material
available to these first groups of officer cundidates.

5. Included in an educational program should be lectures, motion plotures, and
pamphlets.

The conference took cognizance of the facts that:

a) Inexpertly performed educational effort on the part of medical or line
officers is potentially productive of more harm among groups of women personnel than
among groups of men.

b) The type of educationul effort should differ in character, according to
the type of personnel to which it is addressed, e.g., medical officers without spec-
izl training in this field of public health, line officers, and enlisted personnel.

¢) Educational effort requires modification from the type of material com-
monly offered college women as part of training for premarital and family relation-
ships, in view of the fact that the aim of instruction of women in the Armed Forces
is not primarily premarital, but instead disease-preventive and contraceptive.

d) Past experience with civilians indicates the need for caution in educa-
tional approach both as to contraception and prophylaxis, because of the inherent
problem of public relations, and the possible political repercussions of public pro-
test if mass instruction is too specific in nature. For this reason it was felt
that mass educational effort, as by motion pictures and pamphlets, required particu-
larly gentle and cautious handling; whercas oral instruction by properly trained
medical officers, preferably women, might be much more frank and outspoken.,

In view of these considerations and of the desirebility of uniformi.ty in
methods of educational approach, this conference rccommended thats

" A SUBCOMMITTEE OF THIS CONFERENCE BE APPOINTED BY THE CHAIRMAN TO PREPARE FOR
THE USE OF THE W, A. A, C. OUTLINES OF LECTURE AND PAMPHLET MATERIAL SUBDIVIDED ACCOR-

DING TO THE PROBABLE USE TO WHIGH IT MIGHT BE PUT, e.g., FOR SPECIALLY TRAINED MEDI-
CAL OFFICERS, FOR MEDICAL OFFICERS IN GENERAL, FOR LINE OFFICERS, AND FOR ENLISTED
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PERSONNEL.

Pursuant to this recommendation the Chairman appointed a subcommittee consist- .
ing of Drs. Mary Fisher, Chairman, Ernest Groves, Raymond Squier, Bertha Shafer, and
E. L. Keyes, Tuxedo, N. Y. This subcommittee will meet in Washington on August 3rd
snd 4th, 1942, and will report promptly thereafter to the Chairman, Subcommittee on

Vanereal Diseases.

The problem of education by means of motion pictures was next discussed. It
was brought out that there are no up to date £ilms on sex hygieme for women. Cer-
tain films were made 20 or more years &go, which are now largely obsolete. It has
been the experience of the American Social Hygiene Association that, so far as
venereal disease is concerned, it is unnecessary to differentiate between the sexes
in the context of films, and that those suitable for men are largely also applicable
to women. No American films have so far been prepared which deal adequately vith
venereal dissase prevention or with contraception. The Canadian Women's Army Auxil-
jary Corps has such a film in preparation, and the Russian Army has completsd one whic
has been sent for and which will probably be available within a week at the Allied :
~ ln.%o\mcil Repositary.

8

f:iﬁni: Ud Vo com o,

it was said by Col. Tasker, speaking for the Army, that such a film was propob%'&“e!s
was eliminated by order of the Director of Training S0S. Lieut. Mast, speaking for
the Navy, said that a training film for women was being planned. Wiss Zechiel pre-
sented the tentative outline of the proposed Navy film which includes details as to
persoral hygiene of a general nature, such as the care of the body, care of thes feet,
etc., the physiology of menstruation, the physiology of reproduction and of pregnan-
cy, essential data as to contraception and venereal disease and venereal disesase
prophyiaxis, and if possible soms emphasis on minor psychiatric disorders which may
x ﬁcto:c in women personnel from the altered conditions of group living, sex
zards, etc,

e oo s, s s

that On the basis of this discussion it was agreed by the Conference and recommended

MOTION PICTURES ARE PARTICULARLY DESIRABLE IN THE EDUCATION OF W. A. A. C. PER-
SONNEL AS TO SEX HYGIENE AND THE RECOGNITION, TREATMENT, AND PREVENTION OF VENEREAL
DISEASES. IF POSSIBLE, IN ORDER TO MINIMIZE EXPENSE AND TO ENSURE UNIFORMITY OF
EDUCATIONAL CONTENT, ARMY AND NAVY SHOULD COLLABORATE IN THE PRODUCTION OF SUCH
MOTION PICTURES TO BE UTILIZED BY THE W. A. A. G. AND BY THE ANALOGOUS WOMEN'S CORPS
IN THE UNITED STAT.3S NAVY, IF AND WHEN ESTABLISHED.

Tn this connection it was suggested that Miss Zechiel, a motion picture script

ariter sttend the meeting with the group headed by Dr. Mary Fisher on erucational
technique. N

—
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At this point thers eusuod u lorg discussion as to the legal responsibility
which might be incurred by the Armed Force- ir the dissemination of contraceptive
information and devices. After some diccu. sicr by members of the Conference, Mr.
Morris Ernst, legal adviser of the Planual Parenthood Federation of Aumerica, spoke
in effect as follows:

For a hundred years it was entirely iewiful in the Uuited States to advige and
prescribe contraceptive mothods aré devices. In 1870 Anthony Comstock descended
upon Congress with a Bill to make iilevel the idvertising of, the dissemination of
information concerning, or tie providir, ~f scntraceptives. This Bill was linked by
Mr, Comstock with the disseminatio~ -2 ,o-romapliz pootal cards, copies of which he
distributed freely amcng Congresrmen. Vi'l. 7ive minutes debate in the House and no
debate in the Senate, the Cometock Dil. viis szssed. In the enguing three years,
1870-1873, practically all the Stetee foliowed .he Federal Government in similar
prohibitive statutes. An analysis of ‘Li~ leziulation is aveileble through Mr.
Ernst on request. From 1870 to 1915 th.s~ prehibitive acts stood on the statute books
without protest. In 1915, however, Margavet Sarge>, a pioncer in the contraceptive
field, brought about a test case in whick she wes convicted for dispensing contra-
ceptive informaticn. The case wis appealed wnd in the Appeual Court the decision was
reversed on the ground that such information was lawful. if giver in aid of health and
the prevention of disease. The interpreting judge put a very broad interpretation
on these words, which has becn still further broadened by subsequent decisions in
many other cases. Decisions are now on record in the highest courts of many States,
and in the Pederal Appeal Courts, indicating the legality of dissemination of contra-
ceptive information or contraceptive devices. Only two states--Massachusetts and
Connecticut--still hold out against this trend, and a pending case in Connecticut,
which resulted in a split decision against contraception, has now been appealed to
the Supreme Court of the United States. Up to this point the Supreme Court has, for
various legal technicalities, refused to coneider similar cases but it is hoped that
the Connecticut case will result in a Federal decision which will be binding on all
States. In Massachusetts,the onlr recelcitrant Stute, the question of legulizing
contreceptive information and devices will be voted upon in a referendum at the
general election in the fall of 19/2.

Several States, among tuem North Carolina, have actually established birth con-
trol clinics opsrated by their State Health Departmenta. Mr. Ernst adde that there
are, in various Federal Bureaus, legal opinions as to the complete legal immunity of
the Federal Government to dispense monies to States for the purpose under Federal
standards of providing contraceptive information and advice.

No case has arisen in the State or Federal Courts involving the sole issue of
providing contraceptive advice or devices to unmarried women, but in many cases
there are decisions which imply that no differency my he drawn because of marital
status. In Mr. Ernst's opinion, on the basis of existing court decisions and exist-
ing legal opinions in various Government Bureaus, the Army mey dispense contraceptive
information and devices to unmarried as well as to married wouen; and such informa-
tion may be given by means of motion plctures, pamphlets, or lectures. In Mr. Ernst's
opinicn the only risk involved is tinidity and pussyfooting. Courage in presentation
will, he believes, meet with public upproval,
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As & result of this discussion by M. Ernst and of further discussion by mem-
bers of the Conference it was agreed that both prophylactic and contraceptive advice .
should he made generally available to the personnel of the W. A. i. C. through the
seversl educational techniques to be outlined by Dr. Fisher's sub-group.

In subsequent consideration of thie cpinion of the Confersnce, the Subcomei.ttee
on Venereal Dissase rpecifically recommended that:

PERSOMNEL OF THE W. A, A. C. SHOULD HAVE ACCESS 70 CONTRACEPTIVE INFORMATION.

As to prophylaxie, it was pointsd out that station prophylaxis of the type

generally available to male personnel of the Armed Forces was not suitable for female

personnei, partly because of lack of experiace as to what constitutes adequate

chemical prophylaxis in the female, and partly because of the improbability of use

of such stations by women because of publicity. It was therefors agreed that major

reliance, both in venereal disease prophylaxis and contraception, should be placed

on rechanicsl prophylaxis, namely the condon; and that fessle personnel ghould be

instructed in the proper use of this article. It was further agreed that condoms

should be made as freely available to fomale personnel as to msle personnel of the

Armed Forces, and to this end the Conference specifically recommended that:
|
\

IN ORDER T0 IMPLEMENT THE CONTROL OF VENEREAL DISEASE, AND IN RECOGNITION OF
THE NECESSITY FOR PERSONAL AS OPPOSED TO STATION PROPHYLAXIS FOR THE FEMALE, CON- |
DOMS SHOULD BE MADE AVAILABLE TO PERSONNEL OF THE W. A. A. C. UNDER CONDITIONS EX-
COURAGING PRIVACY OF DISTRIBUTION.

It wag felt that this might be better accomplished through slot machines,
rather than bty distritution or purchase through post exchanges; and that such slot
machines might be inconspicuously located in women's quarters, preferably in toilets
or waeh rooms, end in a manner analogous to the dispensing of sanitary napkins. The
provisions of this recommendation are obviously calculated to promote the use of
mechanical prophylaxis when neceksary by female personnel without undue publicity,
either general or particular.

A discussion of chemical propaylaxis in females and the reiationship of this
to contraception ensued. No decision was reached as to any recommendation, since
knowledge in the field of chemical prophylaxis in the female is inadequate. Dr.
Squier, a conferee, volunteered to obtain and to furnish to the Chairman, Subcommit-
te on Venereal Diseases, through the National Committee on Maternsl Heulth, such in-
formtion 838 may be available on the prophylactic values of contraceptive jellles,
Although no reconmendations were made as to chemical prophylaxis, it was agreed by
the conference that informetion concerning the use of contracaptive jellies for the
purpose of contraception should be made available to the personnel of the W. A. A. C.
by one or all of the educationul techniquaes outlined above.

Further as to contraception, it was a'greed that the diaphragm pessary was not an
applicable device to personnel of the W. A. A. C. except in the case of married women
living witk their husbands. -]

3% % G % HE N # XK

\
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C e 5

There ther ensued a discussion of certein collatersl methods of venerssl ais-
cape control. Questions were t/oC i 0.3 . Taoker ac o the disciplinary control of -

_iemale personnel with reari ty €/enilg, orer-.igih, snd week-end leaves. Col.

p¥er pointed put thet «t. Fory I'cs dedon, v aiphl be regarded &8 analogous to
o ailitary schocl, ofricer wano’d st s cequireC o sign out as to the place of
the evening, end we'3 ;=i s+l to have over-nigit or weck-cnd lsave only “

on evidence of invitation by ¢ :umily.
er to enlisted persomnel

is nct entirely clear. It a5, LOWEVAT, poinied cvt that che duties to be expsctod
of the W. A. A. C. were cuviaed large’y it two o tegories: {a) small groups of
women attached to Army filter slal.la &2 at,plune sp:tters, ete., etc., these
women to be located primucily n 1233. Losion, and €0 live more or less as they

t if they were civiiirns, perhape o7 1 thear own homes; and (b) companies of
women who might be seah Lo irny ;-oH.S hese o abresd “o apsume eny duties which
aight release men for iie ficutirg fo vy Lhess eomen 1iviag largely inder darrack
cenditions. Discipiinary cener. of #az two geovps xi11 of course Aiffer.

After some discussion of uils meltes. bae nonference felt that efforts to in-
poss "boarding schocl” tyopss of Aiscipline 1o advls fewale perscnacl of the We A. A
C. might be extremely nareful to neru 12, end night actually frocote, instesd of pre-
vent, sexual exposure. For tuese reassae tae conderence recon-andeé that:

Whether such provisimnns xawla te gsrera1ly apriied let

433 o

THENE SHOULD BE NO DISCIFLINARI DISCRIVINATION AS TO ABSENCE FROM QUARTERS,
OVER NIGHT, WEEX END, OR OTHER LEAVE OR LIBERTY AS BETVEEN FEMALE W. A. A. C. PER-

SOBNEL AND MALE PRRSONMEL OF THE UFITED STATES ARMZ.

Stress was 1aid on the desirabilal; oY ample recreational facilities for women,
particuiarly on the besis of British experfeace. In this respect there wes read to

‘the Conference paragraphs 9 and 12 of tie Gixta Report from the Select Comnmittce on

April 1942, Quesijored on this puint, Col. Tasker reported that recrcationsl facil-
ities for the W. A, &. O. are plcnned to be more ample and more extonsive than those

-t

available for mtls parsonnel of the U. S. Armay, In this respect, therefore; ne
recomencations seemeG to be called for.

FEE'E R XX R R B N

. As to case finding in vencreal disease, Col. Tasker reported that a routine
“serologic test for syphilis was required on all of ficer candidates and enlisteq per-
aonnel of the W, A. A. C., and tha% enrollmest was being currently msde on the sis
of the March 15 odition of MR 1-9: He alao reported that a routine pslvic examina-
tion will probably be made on all officer candidates, and on all eniisted personrel,
married and unmarried, This latter procedure ghould exclude pregnancy, cbvious casc.

- of gonorvhea, and serious gynecological disorders. In effect, therefore, the W. A.
A. C. will occupy the same status as the U. S. Amny, i.e., it will start with a non-
veneroally infected personnsl insofar as this is possible.

. . ! There was then discusgsed the quest'ion of routine serologic testing of W. A. A.
¢. petonnel on discharge from the gervice, It was agreed between Col., Turner and
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Cel. Tastar that the same procadure applicable to msle personnel would be adepted '
if possible, and that circuastances permitting, such tests would be made routinely
upon demobilisation or discherge.

|
There next ensusd a discussion of periodic medicel examination as & method of l
case firding ef venersal disease or pregnancy. It was pointed out (a) that the ten-
deacy in the Navy, if not in the Arxy, is to get avay from such routine periodic
exainations as degrading, both to enlisted parsomuel and to the officers who oeITY
them out; and:$likt in men their major usefulness seems to be as surprise exaaina- .
#MNions if codcedliant of disezse is suspected and (b) that medical examination for 12
veneresl disease in wom n is technically a much more difficult matier than in men,
elaborets and costly laboratcry examination, unlikely to be available. !
It was felt by tle members of the conference that such periodic mediocel examinations
in women presented insuperable difficulties, and it wes therefore recommended that:
|
|
|

PERIODIC MEDICAL INSPECTION FOR VENEREAL DISEASE OR PREGNANCY-BE NOT UTILIZ®D
n m '. ‘. ‘. c.

IR E R XX R R X

Az to the treatasent of venereally infected women, it was brought out on
general discussion thltp]mtorthuhnvcnotuyotcmhniudmdthtinw
cess the methods to be adopted will provably depend largely on local conditions.
Nevertheless, stimulated by the reports of unfortunate experiences in Britain, the
conference felt it desirable to adopt a recommendation that:

EVERY EFFORT BE MADE TO AVOID DISCRIMINATORY SEGREGATION OR STIGMATIZATION IN
THE MAMAGEMENT OF W. A. A. C. PERSONNEL WITH VEFEREAL DISEASES; AND,WHERE POSSIBLE,
WOMEM ¥ITH THESE DISEASES SHOULD BE HANDLED IN THE SAME MANNER AS THOSE WITH OTHER |

ACUTE INFECTIOUS DISEASES. : |
 EEEXEREREREE N
The question was raised as to the disposition of pregnant women. Tentative |
requlations of the W. A. A. C, provide for the honorable discharge of a married
‘woman who besemds pregnant, with the proviso that she may re-enro’l at an appropri-
#Muts date after delivery. In the case of an unmarried women, howsver, regulations / %
vide that if such a woman becomes pregnant she shall be given a sumsary discharge
according to Col. Tasker, thie is equivalent to "discharge without honor") and that
she mag not subsequently re-enroll. The question was further raised as to the dis-
tinction in the lay mind betwsen "summary dischargs" or "discherge without honor®
and "dishonoreble discharge", and the Conference agreed that the distinction, if any,
was nebulous.. It was pointed out by saveral members that such a "discharge without
honor" might redound to the ultimats serious detriment of the woman in question in
her subsequent caresr in civil life, and might unjustly stigmatize her. It was fur—
ther brought out, not altogether facetiously, that if a married woman of the W. A.
A, C. became pregnant by some other man than her husband, there would exist some
Goubt as to the category of her discharge whether "honorable" or "without honor®. ‘
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Because of the merious sociul implicn*ions cf *hig ruling the confersnce felt it
desirable to put itself or. rcemd uits a recomuendation that:

‘ PREGNANCY SHOULD NOT BE A GRAUED 79} 3144alY TISCHARGE FROM THE W. A. 4. C.
A PREGNANT WOMAN SHOULD BF DISCE"aCEJ On “dF JPGUNL OF PRYS1CAL DISABILITY WITHOUT
PREJUDICE T0 SUBERCUENT FHROLIMZNT,

It was caphagized tlat tuie rorision follewed British experience, made no d!
tinction between married and unme -ri.a <cocr, and had 2o bearing cn legitimacy or ®
11legitimacy of the ~hild.
{

In farther discursion of the quecticn of pregrancy in the W, A, A. C. it was
pointed out that the cnvironmento. chsaze 4o widel women from eivilian 1ife would
suddenly be subjected would “ring ataut rangr mensTrasl arregulsrities and periods of
prolonged amenorrhee; and that those men-b.ovwl irregularities, with or without the
possibility of actual rregauncy, uigat eonuriorte Lo various psyshiatric dissrders
in feminine personnel unlese steps for tl: eavly recognition of pregnancy are avail-
able. PFor this reason tho Coaference recomuenced thut: .

THS MEDICAL CORPS UNITED STATES A&SY BE PHREPARZD TO PERFORM A LABORATGRY TEST
FOR PREGNASNCY ON FEMININE PERSONNEL WE® LiDICATED, -

Finally, when this report snd i%s recommendations were subsequently presented
to and approved by tne Subcommittece rn Tenore-i Jisouxes (on July 24, 1942), the
Subcommittee rediscussed the entire quesvion of junitive aeasuras for the acquisi-~.__._
tion of venereal disecuses ng applied tc hc W. A, A, S. These include tae dnsignag
tion of venereel discase as "due to wisconduct!, cad consecuent loss of pay for loss
of time. Although previous racomacndzsi w18 O tne Subctaritice for the abolition of
8ll punitive mossures for vencre) digzages in anle peveonnzl of the Armed Forces
have not been accerted, it was folt that the auxiliry status of the M. A, A, Cey
which sarvas with but not in the srmy, (ifurs an opportunitv te reiterate the
) generally accepted public hcalih priaciple, i.e., tust pusisiment for venereal dis-
’ €ase promotes the conceclment end foutsrs ihe spread 21" tnese diseases. It was
therefore srecifically recommendad thets

SINCE ThE SUBCOMVITTEE Ol VENEAFAL DISEASES HAS ALREADY GONE ON RECORD A8 AD-;”“
VISING THE DISCCHTINUANCE OF ALL FORKS OF PUNITIVE REGULATIONS, INCIUDING LOSS OF
PAY FOR LOSS OF TIME, ATTACHED 10 TIE ACQUIRING OF VENEHREAL DISEASE. IN THE U, S. f
ARMY AND NAVY§ AND SINCE THE SUBCOWWITTFE FEELS THAT PUNITIVE ROGULATIONS ATTACHING
T0 THE ACQUIRING OF VENUFREAL DISFASE IN WOKEN PRESENT EVEN MORE UNMANAGEABLE PROB-
LEXS, CONCEFNED WITH THE TRANSMISSION, CONCEALMENT, AND DIAGNOSIS OF THESE DISEASES
THAN IN KEW, NO ATTEMPT WHATSVER BE HADE 10 EMPIOY £NY FORM OF PUNITIVE REGULATION

- 2 RV
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IN DRALING WITH VENEREAL DISEASE IN THE W. A, A. C. OR OTHER AUXILIARY FEMALE
PERSONNEL.. '
At A:00 P.M. the meeting adjourned.

Respectfully submitted,

Jo. E. Boore, M.D., Chairman.

a— -
P e msadid
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AGENDA |
To Meeting of Subcommittee on Vensrsal Diseaces
¥ational Research Council
May 27, 1942

I. Consideration of the revisicn of the goncrraea memorandum - Circular

*‘“018.

(This memorancum has now boen ogrsed 4o by all members of the comittee
exoept Dr. Cox vho takes exception ‘o parsgraph B 3¢, page 4; and a suggested revi-
sion by Dr. Clarke of paragraph B 1, page 1.}

II. Report of conferencs on chemioal prophylsxis of venereal disease, to-
gother with report-of the Chsirman on subsevuant inforastion gathered from other
sources.

:

3

A. The Production of Gonococosl Tnfection in Expertaental Animals.

Inquiry hus been made to a nuaber of becteriologists concsraing
the possibility of the production of experinental gonococcal infection. Dr. K.
Sternbach of the Univarsity of Toronto has apparently succeeded in producing con-
junctival infection in rabbiis previously poisoned with benzine. These experiments

are incomplete.

Hesearch applications in the ‘general field of the chenical prophy-
laxis of gonorrhea have been received from:-

Dr. Justime Hill, Johns Hopkins University

Dr. C. Fhillip Miller, University of Chicago

Dr. Frederick B. Bang, Rocksfeller Institute for Medical Research
(See below)

B. The local Use of Sulfathiazole Cintmente in the Human Urethra.

: Studies in this direction have been undertsken by Dr. Nurray
Sanders, Columbia University, who is proceeding without proposal for OSRD contract.

Dr. Alfred Cohn, New York City Department of Health, has under-
taken iocal treatment of patients with acute gonorrhea.

Dr. E. K. Marshall has raised the issue that the local use of
sulfonemides may be without effect. .

C. The Chemicsl Prophylaxis of Chancroid. i

- This problem has been undertaken ty Dr. Frank C. Combes whose
proposal for contract is lised below.

-, . Yt is also under consideration by Dry. Sanderson and Greenblatt,
- ' University of Georgia.

S
<
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D. Prophylaxis of Lywmphogranuloms Vensreusm. . ¢

" Studies in this field are being undertaken by Dr. Murray Sanders.
No OSRD contract is involvad; anmd by Dr. Geofirey Rake. See his proposal for
contract listed below. '

E. Prophylaxis of Grumilons Inguinale.

Information has lteen received es to the probable spontanecus oc-
currence of this disease ir dogs. DIrs. Sanderson and Creenblatt may attempt the
experimental production of the disense in these animals.

- F. Prophylaxis of Syphilic.

A study has been urdertaken to evaluate the efficacy of calomel
ointment. This has been begun joinily in the luboratories of Drs. Eagle, Chesney,
and Turner at the Johns Hopkins University, nnd is covered in part in a proposal for
contract sutmitted by Dr. Eagle. (See below).

III. Report of the Chairmun on a Confercnce on Biologic Falsa Positive
Serologic Tests for Svphilis.

This conference has led to “hres research proposals - from Dr. Herbert
Lund, Drs. Wellman, Kline und Lenkelra, aaé Dr. R. L. Kehn. These are listed be-
low.

Tt was suggested st the conference on Harch 26 that a further confer-
ence be called of chemists intereczted in the possible clucidution of this problem.
Correspondence has been held with a lurge number of poventiuily interested chemiste
and physicists with inconciusive resulls, suamarized in a memorandum from Dr. Eagle.
The recommendations of the comnittee are desired with regard to such a conference.

1V. Consideration of the following Proposals for Contract.

A. Justina H. Hill, Johns Hopkins University, "The Estublishuent of
Gonococcal Infection in Experimental Animuls by Methods Applicable to the Study of
Venereal Disease."

B. C. Fhillip Miller, University of Chicago, "Prophylaxis of exper-
imental goriococcal infection; more specifically an attempt to produce in some lab-
oratory animal gonococcal infection in t mucous membrane suilable for the testing
of prophylactics."

C. Frederick B. Bang, Rockefeller Institute for Medical Research,
Princeton, N.J. "Chemical prophylaxis of gonorrhea."

D. Charles . Carpenter, University of Rochester, -

E. Frank C. Combes, New York University and Bellevue Hospital, "Pro-
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phylaxis of Chancooid."

i

i Y. Geoffrey Rake, Squibtb Instituts for iedical fiesearch, New Brunswick,
< New Jorsey:-

1. "Prophylaxis against lymphogranuloma venereum"

2. "Dsvelopment of a prophylactic agent effective against all veneresl
diseases."

G, Harry Eagle, Johns Hopkins University and the U. S. Public Health

Service. "Studies in the treoatment snd prophylaxis of syphilis.®

(This proposal is divided into 3 parts: (1) a study of the effect
of soap and calozel ointment in the prophylaxis of syphilis; (2) a study bearing
on the toxicity of arsenical drugs. - This study is of major interest to the Com-
nittee on the Treatment of Gas Casualties, the Chairman of which Dr. ¥. C.
fiinternits, has informally expressed a desire for prompt prosecution of this phase
of Dr. Eagle's work. (3) A study of spiroshetal complement fixation tests, &
subject of potuntial value in the elucidation of biologic false positive serologic
tests.

H. Sanderson and Greenblatt, University of Georgia " -

I. Herbert Lund, Western Reserve University. "The nature of biologic
falses positive reactions in the serclogy of syphilis.”

J. Drs. VWellman, Kline, and lskelma, Western Reserve University and Mt.
Sinai Hospital. "To isolate the most potent and most specific fraction of tissue
extracts (beef heart rowder) for use in serodiagnostic tests for syphilis."

K. Reuben L. Kahn, University of Michigan, "Studies on the verification
test ( Kahn ) in the detection of false positives in the serodiagnosis ef syphilis."

V. Possible revision of a system of treatment of syphilis, at the sugges-
tion of the U. S. Army.
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RRVIRIOND
‘ MINUTES OF THE FIFTEENTH MEETING OF THE
SUBCOMMITTEE ON VRNEREAL CISEASES - NATIOMAL RESEARCH COUMCIL
May 27, 1942.
/ The fifteenth meeting of the Subcommittee on Venersal Diseases, National
Research Council, was hold in Washington on Yednesday, May 27th. Present were:

Dr. J. E. Moore, Chairman, Wrs. Stokes, Cox, Herrold, Clurke, Mshoney,
and Nelson, meumbers o the Subcommittee;
Drs. Weed, Cushing, Larkey, and Forbes, Division of Medical Sciences,
National Research Council;
Dr. Psrrin Long, Committee on Chemotherapeutics and Other Agents;
Dr. E. C. Andrus, Committee on Medical Research;
and the following liaison officers from the U. S. Army, Navy, and Public Health
Service:-
Cols. Hugh Morgan and George Callonder, Lieut. Col. Prontiss and Lt.
Col. T. B. Turner, Kajor W. A. Brumfield, Captain {. S. Stephenson, and
Dr. R. A. Vonderlehr.

vision of Prefessioual Services, and Lieut. Col. T. B. Turner, Suidivision of Ven-

|
|
|
The Chalrman announced that at the request of Colonel Hugh Morgan, Di-
ereal Diseases, Surgeon General's Of{fice, & prsliminary meeting had been held in
Washington on May 26th, attended by Cols. Morgan and Turner, Major Ixrumfield, and
| Capt. Shull of the U, S. Army, Dr. Harry Fagle of the U. S. Pablic Heslth Service,
| and Dr. John H. Stokes ef the Subcommittee en Vensreal Diseases. This meeting was
} called by Cols. Morgan and Turner at the suggestion ef the Surgeon Geaeral with
the thought in mind that the system of treatment for syphilis previously recommend-
[ ed by the Subcomaittes on Venereai Diseases might pescibly be modified and shorten-
ed. The treatment system previously recosmended is proving unduly cumbersome and
time consuming under field conditions and is therefore difficult to carry out.
The prolonged duration of treatment required by that system may be a factor which
has heretofore prevented the acceptance by the 1. S. Army of syphilitic registrants.
A aocdifjication of this treatment system which materially shortens its duration
would be of vilue to the Armed Forces in the conservation of san-powsr and might

passibly open the door te acceptance by the Army of syphilitic registrants etill
in need of some antisyphrilitic treataent.

The Chairman then explained that because of recent advances in syphile—
therapy, both from the clinical and laboratory standpeints, stimulated by studies
on the intensive arsenctherapy of eurly syphilis, it seemed possible to the per-
sons prpsent at the prsliminary meeting on Nay 26th to svolve a satisfactory com-
prouise batween the C. C. G. system of 15 to 18 months' continuous antisyphilitic
troeatment and the intensive araenical courses experimentally utilized up te thia
point. The consensus of this meeting was that 85 per cent of all those with early
syphilis could be "curei" by a six months' troatment system comprising 40 intra-~
venous injections of mapharsen to an approximate total dosage ef 2400 milligrams,
and 16 intramuscular injections ef bismith; and that theso results would certainly

. be as satisfactory in early syphilis as the prolonged treatment system now in vogue.

)
NOT FOR Pué{scmow
WITHOUT PERMS NOT EQR-PUBLICATICN

, nii3SION OF
NATIONAL RESEARCH COUNCIL
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It was also the consensus of the preliminary meeting that similarly adequate results
could be obtained with this six months' treatment system in patients with latent
syphilis. At the prelininary meeting therefore a recommondation for a new system
of treatment of syphilis wes drawn up.

This recommendation, s hercwith appended as "Exhibit A", was presented
to the Subcommittes on Venercal Diseases, and pussed.

|

‘ There w3 next considered a new memorandum covering trsatment of gonor-
rhea designed to replace Circular Lotter No. 18, which embodies the previous recom-
mendations of the Subcemmittee on Venoreal Diseases. This new memorandum wag elab-
orated by a sub-group consisting of Drs. P. S. Pelouze, Russsll Ferrald, Rogers
Deakin, and Oscar Cox. After considerable further discussion by the Subcommittee
on Venereal Diseases, both by meil and in the course of the current meeting, this
nemorandum was likewise approved as a recommendation and is herewith appended
as "Exhibit B.®

The Chuirman then reported on the conference on biologic false positive
serologic tests for syphilis and on the chemical prophylaxis of venereal disesses
held under the auspices of the Subcommittes, rospectively, on March 26th and March
11th, 1942. The Mimutes of these conferences have already been circulated.

As to biologic false positive serclogic tests, the Chairman reported on
the recommendations of that conference as follows:—

(1) The recomsendation of the corference was that proposal for contract
by Dr. Reuben L. Kahn be further considered by the Subcommittee. This was done
later in the meeting and the action taken will be found later in these Minutes.

(2) The conference recommended that further work continue with spiro-
chetal complement fixation tests in the laboratory of Dr. Harry Eagle and of Dr.
John A. Kolmer. The Chairman ruports that nothing further hus been heard from Dr.
Kolmer in this respect, tut that further such work in Dr. Eagle's laboratory is
covered in a proposel for O.S.R.D. contract considered later in this meeting, the
action on which will be found later in the Minutes.

(3) 'The Conference recommended that the Lund technique should be fur-
ther studied. The Chairman reports that this has resulted in a proposal for con-
tract by Lr. Lund, considered and acted upon iater in this meeting ( see below).

\

\

\

|

|

1

\
(4) The Conference redommended that a furthsr conferencs be called of

chemists working in the field of the serology of syphilis, to determine what, if any,

further studies werc desirable in the identification of the reacting substance in

tissue extract antigens or of the chemicsl nature of reagin. The Chairman reported

that this recommendation had rssulted in s proposal for contract from Drs. Kiine,

Wellman, and Lankelsa of Western Reserve University, considered later in the cur-

rent meeting, action on which is reported below.

|

As to the proposed additional confercnce, the Chairman reported that he .
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had written the following letiter to a number of scierntists in the country.

"Dear Dector:-

The Subcommittee on Venereal Diseuser, National Research Council, is
much concerned with varions prcblcas in the serologic diagnosis of syphilis,
Of these the one of outsianllag inporiance at the present moment is +he ques-
. tioa of blolegic false pocitive soroiogic teste ia normel persons, or in
nonsyphilitic person. susTsvinge froo lscuces other than syphilis. There is
a large literaturc in this fiola waick vay be bricfly summarized as follows:-

A) Many normal animel specles renct positively in varying proportions,
ranging from 1 or 2 per cant o as 2igh as 95 per cent, with standard serclogic
tests for syphilis, eicher flceaulabicn or complement fixation, or both. 1In
8ome of these enimel spec:es, i.c., cows, the content of reagin or reagin-like
substance in tle blood 1s resatively nigh.

B) There is evidence tast reegin or a reegin-like factor may exist in
low concentration in the blood of asny normal human beings and that in some of
them, either temporarily o- permenentliy, the quontity of this substance in the
bleod may be sufficient to produce false positive serologic tests for syphilis
in nonsyphilitic percons.

C) There is likewise evidence that in a nunber of diseases other than
syphilis, e.g., maluria, infectious mononucleosis, acute upper respiratory in-
fections, etc., there appears in the blood of nounsyphilitic pereons reagin, or
a reugin-like subctance, which temporarily during the acute phase of nonsyph-
ilitic 1llnesses may produce weakly or strongly positive serologic tests for
syphilis,

D) The standurd serologic tests for Syphilis depend on the use of tissue
extract antigens. %hese antigens consist T alcoholic extracts of memmalian
tissue, usually beef heart, fortified with Stercls, and contain many different
substances. 1t is probable that the Substunce in these wntigens responsible
for their rezctivity with the serum of syphilitic persons has not ag yet been
accurately identified.

E) Nothing is knom as to¢ the physice-chemical nature of reagin except
that it is associated with *he globulin fraction of sorum, and it is not known
whether tie reagin-like substance in the blood of normal animuls, or normal
persons, or of persons suffering from difeases other then syphilis, differs
quantitatively or qualitatively from the reagin produced during syphilitic
infectiono

The serologic diagnosis of syphilis and tho differentiation of the bio-
logic falss positive serologle tests from those actually due to syphilitic
infection would be enhanced if (a) the resctive factor in tissue extract an-
tigens could be chemically identifiod; and (b) if the chemical nature of syph-
11itic reagin and its possible qualitative difference from the reagin-like

. factor accounting for biologic false positive tests could bs establisned.
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" The serologists of the country are for the most part without exper-
ience in physiccl chemistry. It has been zuggested by a number of pre-
limirary confercnces that & soluvion of the probvlems emmerated above and
with others dealing with the serologic dingnosis of syphilis, might be en-
hanced by a conference of paysicists, physical chemists, and 1ipid chemists.

Your name has been suggested as one of the cutstanding physicists or
physical chemists interested in the field of the application of optical prop-
erties to chemical probiz=n:. It ic requested that you write me yocur opinion
as to whether anything woulu b: gained Uy such a conference, including among
its personnel a clinicizn, a seralcgicst, and one or several of the persons
enunerated at the bottoia of tais lacter.

Siucerely jours,

S/ J. E. Hoore, ii.D., Chaimsn,
Subcomnittee on Venereal Diseases, "

These sciontists included the following 1ipid chenmists :- Dr. Erwin
Chargaff, Department of Biochemistry, Columbia University, Mew York; Dr. H. M.
Sinclair, Queens iedicel School, Kingstcu, Onterio; Dr. W. K. Sperry, New York
Psychiatric Institute, New York; br. C. Artun, Wake Forest Medical School, Wakr
Forest, N.C.; and the following physicists, after the name of each of whom appears
the special technique employed by him, concerning which these scientists were re-
quested to express an cpinion as to the availability of this technique in such a
study:
Dr. W. R. Brode, Visible and Ultraviolei Spectroscopic Analysis, Ohie
State University, Coluabus, Onhio.
Dr. E. Bright Wilson, Infrared Spectrophotography, Harvard University,
Cunbridge, HMass.
Mr. M. L. Huggins, X-ray Defroction, Eastman Kodak Compeny, Rochester,
Nev York.
Mr. C. L. Davisson, Eleciron Defraction, Bcll Telephone Laboratory,
195 Broadway, New York.
Dr. L. Marton, The Electron licroscope, Stanford University, San
Francisco, California.
Dr. W. Bleakney, The Masked Spectrogreph, Princeton University,
Princeton, N.J.

The answers received rom these several scientists were rsviewed by
the Chairman, and at his request by Dr. Harry Eagle; end are summarized in a memor-
andum from Dr, Eagle, which follows herewith:-

"In accordamce with your request, I have been over the correspondence
reiating to a proposed conference for chemists, physicists, and others, with
a view to the possible purification and chemical identification of antigen, 2.\
perhape of syphilis reagin. After going over those letters, it seems to me
that such a conference wuuld be premature at the present time, and that some
preliminary laboretory study is indicated which may either emphasize the neces- ‘
sity for a conference, or render it inadvisable.
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Your committec is, I believe, interested in the purification of tissue
antigens primarily because it is disturbed by the large number of normal per-
sons who give whet are apparently biologic false positive tests for syphilis
with crude tissue extracts. The entire problem thus hinges on the answers to
Just two questions: 1) can the active material in those crude extracts be iso-
lated; and (2) if so, does the pure miterial huve the same undesirable reac-
tivity with normal enimsl servnm, novmel humar serum, and with sera giving bio-
logic false reactions, as do the crude tissue extracts; or, is the purified
material more specific? As is ‘ndicated in the letters of some of the cheaists
you have consulted, the first leluratery approach would appear to be a critical
examination of the "cardiolipir® isolated by Doctor Pangborn from beef heart
tissus, and which she believes tc be.the specifically active substance in tissue
extracts. Careful quantitative studies on the relative activity of crude ex-
tracts and of these purified materisls ure, however, necessar, in order to dem-
onstraie that this purified lipid is actually the reactive material, rather than
an inert substance carrying with it a small amount of the active material as an
impurity. Such datc do not appear in the papers published to date from Doctor
Pangborn's laboratory. Rsther than have sowme cheuist working under the aus-
pices of your coumittee repeat the laborious procedurds for thz purification of
"cardiolipin" and lecithin, as described by Dector Pgugborn and Doctor Maltaner,
it would probebly be simpler to have sose of Doctor gborn's nmaterials assayed
for activity in her own and also in scue outside la tory.

The further course of the study, and specifically the advisability of a
conference, would be determined by the outcoue of this preliminary study.. &)
If Doctor Pangborn's cardiolipin is the long-sought reactive factor, the prob-
lem is the straighiforward ore of determining its specificity as compared with
that of crude extracts. If it gives just &s many false reactions, we can forget
ebout the ification of tissue extracts as an ancwer to the problem of speci-
ficity. b)PHowever, if "cardiolipin" proves to be no more active than crude ex-
tracts per unit solid, and is therefore not the reactive material, then a confer-
ence aimed at ways and means of isolating thei substance might be profitable -
and the letters you have received contain some valuable snggestions as to lines
of attack.

The other main problem which has bsen suggested is the identification
and isolation of sigilis reagin, and its differentiation from normal reagin
or from that elaborated in other diseases. Reagin is known to be a globulin;
in view of its minute concentration, and in view further of the fact that most
entibodies cannot be chemically differentiated even from normal serum glelulin,
attemptes to differentiate chemically between different kinds of reagin would
seem to be not too promising. On the other hand, it would be worth while to
identify, by electrophoretic studies, the fraction of globulin ( alpha, beta
or gamua) with which syphilie reagin is associated, and then to identify the
fraction of the serum protein which carries the ®normalt reagin, or that facter
responsible for biologic false positive diagnostic tests. Such a study would
entail the collaboration of a pbysical chemist working with a large-scale Tiselius
apparatus suitable for the fractionation of serum protein, and an imnunochemist
familiar with both protein chemistry and serology, to study the serologic reac~
tivity of the several protein fgactiens."

S ¥
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This led te further discussion by tue Subcommittes vhich resulted in
two actions:

1) The Chairmar was authorized to write to Dr. Mary C. Pangbern %o en-
quire whether her laboratory was prepared to preduce "cardiolipin® on a sufficient-~
1y large scale to permit further study of it in her own laberatory and to supply
one or more other laboratories with this substance for similar studies.

2) The Chairman was also authorized to write to Dr. Edmund Cohn, Har-
vard University, Dr. William Welker, University of Illinois Medical School, and to
Dr. Elvin Ksbat in Dr. Heidelberger's laboratory at Columbia University, these three
being physical and immunochemists who are believed to have available metiiods of
study which night be of aid in the further identification of reagin.

As to the Conference on chemical prophylaxis of vsnereal disease, held
on March 1llth, the Chairman reported as follows:- |
1) This Cenference recommended that certain experiments concerning the
prophylactic activity of seap and of calomel eintment be underteken in the labora-
tories cf Drs. Harry Eagle, A. M. Chesney, and T. B. Turner, the Johns Hopkins Hos—
pital. The Chairman reports that these studies have already been bsgun and are
covered in e proposal for 0.S.R.D. contract by Dr. Harry Eagle, action concerning
which will be found later in these Mimutes.

2) The Conference recommended that experiments leoking toward the pro-
ductien ef gonococcal infection in experimental animals be undertaken in the labora-
tories of Dr. Justina Hill, Johns Hopkins University and Hospital, and perhaps in
others. The Chairman reports that this recommendatien has resulted in a preposal
for 0.S.R.D. contract from Dr. Hill and fros Dr. Phillip Killer, Univereity of Chi-~
cato, action on which appears later in these Mimutes. .

3) The Conference further recommended that Dr. Donmald Pillsbury sum-
marize existing knewledge as to skin penetrants. The Chairman reperts that Dr.
Pillstury has sutmitted such a memerandum which was appended as "Wxhihit B" te the
Minutes of the Conference.

4) The Conference further authorized the Chairman to approach certain
other investigators with regard to the chemical prephylaxis ef venoreal diseases.
Concerning this the Cnairman reports that interviews wers later held with Dr.
Murray Sanders, Celumbia University, Dr. Geoffrey Raks, Squibb Institute, and Dr,
F. B. Bang, Rockefeller Institute, Princeton, M.J.; and that the Chairman has
correspended with various others, including Dr. Alfred Cohn of New Yerk and Drs.
Sandersen and Greenblatt of the University of Geergis.,

As to Dr. Sanders, the Chairman read the following memerandum X:bmitted

by him:
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“MEMORANDUM ON VENERFAL CHEMO-PRO S

"The problem of proptylaxis of certain venereal diseases has been ap-
proached by local applicetion of sulfonamide-ccntuining ointments. We are attempt-
ing to answer four general questions:-

First, can e practicable and convenient prophylaxis against sulfona-
aide susceptible diseases ( gonovrrhea, lycghogranuloma venoreum, and chancroid)
be obtained?

Second, do such ointuents profuce local irritation?

Third, does absorption o the sulfonemides into the blood stream occur
from the local site of adminisirazion? \

(It shculd be noted that the only purpose in studying sulfonamide blood
levels iz to demonstrate passage of the drug from mucous membrane surface across
the tissue barrier into blood - not to obtain therapeutic lgvels.) '

Fourth, how long do the‘oin‘me'nts persist on the mucous membrane sur-
face?

The following studies have been carried out.’ Normal individukis have
received, intraurethrally, various types of sulfonamide“ointments. The ointments
have been prepared by the Warner Institute for Therapeutic Research, New York.
It should be emphasized that, although a total of 65 normal individuals have
received § different ointments, at no time has there been the slightest indica-
tion of local irritation or systemic rsaction.

At the suggestion of Dr. Koore, particular emphasis was placed upon &
‘foany' type of ointment which would act like a soap (without the addition of
water) when applied locally, and would also have the propertlies of a vanishing
cream, Such an ointament was compounded by the Warner Company and has been tested
on 40 normals end 14 patients known to be infected with gonorrhea. It is easily
applied, is non-irritating ( so far), and leaves practically no greasy residue.

In preliminary tests with this ointment in the infected patients, Dr.
Alfred Cohn has venlured the opinion that clinical and bacteriologic improvement
has followed its intraurethrel applicution. There has also been a suggestion
that a small smount of this ointmont may be expressed from the urethra 24 hours
efter administration. Although too few blood levels have been done to make a def-
inite statement as to the passige of the drug into the blood stream, it is cer-
tain that some absorption does take place.

Appreciating the fact that all these data are too scanty to evaluate,
it seems desirable to have the following questions answered at this time tefore
the vurious nembers of the group continue with the plan cutlined above:-

l. Is it desirebie to continue the study of chemo-prophylaxis of ven-
ereal disease by local application?
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2. Would it be feasible to test such an ointaent in the field if a
rather large number of normal individuals ( about 100) were to show no 111
effects after multiple applications of the ointment intraurethrally?

A portion of these patients could be siudied carefully for drug ab-
sorption, i.e., blood level determinations carried out one half hour, an kour
and a half, 3, 5, and 7 hours after instillation of the ointment.

An attempt will also be made to study hospitalized gonorrheal patients."

This nemoranduwn indicates that Dr. Sanders hags already begun certain ex-
periments looking toward the use of fulfonamide ointments in the urethra, and that
thess ointments have been used both in normal persons by himself, and in persors
with acute gonorrheal urethritis by Dr. Cohn. A general discussion of Dr. Sanders!
work was held and the Chairman was authorized to correspond further with Dr. Sanders
with the request that his work be continuesd and expanded. It was suggested that he
should be asked to employ micro crystals of sulfonamide preparations, since those
which he 18 using contain crystals from 3 to 100 micra in lengty; and that such crys-
tals might do organic damage to the urethra. Kicro crystals, . to 3 micra in length,
would avold such damage and would provide better interface reactions. It was brought
out that such crystals are available only from Smith Kline, and French; but it was

felt that these preparations might be made aveilable to Dr. Sande»s through the inter-

mediation of Dr. Perrin long.

It was furthor suggested that from the technical poini of view, micro
crystals of sulfanilamide should also be iried because of the superior local effect
of this sulfonamide compound on other micro organisms., The preperation should prob-
ably be utilized a¢ an approximate pH of 7.4.

The Chairman brought out the fact that Dr. Senders might be unable to
expand this work because of his entry in the near future into the Armed Forces;
but the Subcomittes felt the work to be of such value that it should be continued
either by Dr. A'lred Cohn or by Dr. Sanders? associate, Dr. Fox.

The Chalirman next reported that his interview with Dr. Rake had resulted

ﬁn & proposal for contract by Dr. Rake, action on which is raported later in these
imtes.

Likewiece the Chairman reported that corresponderce with Dr. Frank Combes
hxs resulted in a proposal for contract, action on which is detajiled later in these

© Wimites.

The Chairman further repcrted correspondence with Drs. Sanderson and
resnblatt has resulted in certain oxperinsnts by then, detailed in a letter from
shem, dated April 8, herewith reproduced :-

"Referring to your letter of Karch 29, I believe we here could plan
experiments as follows:—
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1. Chancroid. &) Auto-inoculs4ion of chanmcroid pstients in several
aress, “erting chemical propf7laxis of soap, sulfathiazole ointaent, stec.

b) Similar testing on voluntesrs with negative dermal
reactions, using pure cultve as infecting sgent,

¢) W¥e have not been able to infect amall animals with
H. Ducreyl, although it wus not tried on tho genitalia.

<. Lymphogramiloma Venercum. Auto-inoculation of patients with uni-
lateral bubo, testing chemicals as above. It is questionable whether we could
risk the inoculetion of non-infected individuals, as curativs procedures are
dublous.

3. Gramioma Inguinale. a) Auto-inoculation can be done using test
chemicals for prophylaxis. In nearly sll cases we would be dealing with a
Aixed infection, and data would have to be interpreted accordingly.

b) Inoculation of volunteers with mixed ma-
terial. Interpretation us above.

¢) Inoculation of volinteers with material
containing only Donovan bodies, snd testing of chemical agents. In our exper-
ience the securces of such material are 2o rare, that it would be a long time be-~
fore informtive data could he expected. Goodpesture et al, using material
not altogether wmixed, were able to infect monkeys. The lesions were not pro-
gressive and healed spontanscusly. Based on his work, would not think the mon-
koy altogether satisfactory for prophylactic experiments, With limited amount
of 'pure! mterial, we here have not been able to produce lesions in smaller
animils as yet. Chick membranes failed also.

We are carrying on other lines of approach, but perhaps the above is
more in keeping with what you desire at present.

Sincerely yours,

S/ E. E. Sanderson
Robert Greenblatt."

Dra. Sanderson and Greenblatt write further, on May 25, to say that
thess problsms can be carried on for the time being with funds already allocated
but that supplementary funds may be requested at a future date.

The Subcommittes then procesded to a consideration of the following pro-
posals for 0.S.R.D. contract:

A. Justine H, Hill, Johns Hopkins University, "The Establishment of
Bonococcal Infection in Experimontal Animels by Methods Applicable to the Study
of Venereal Dissase," in the amount of $5,000. This was accepted and rated A.

B. C. Phillip Miller, University of Chicago, ?Prophylaxis of experiment-
&1 gonococcal infection; more spacifically an attempt to produce in ssme labera-
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tory animal gonococcal infection in a mucous membranc suitable for the testing of .
prophylactics,” in tho amount of $5,800. It was felt by the Subcommittee that

as Dr. Miller's application was phrased, it involved only the repetition of work

which had already been done by him unsuccessfully. Action on his proposal was
therefors postponed, pending conference with him by Dr. Russell Herrold, a member

of the committee, who was instructed to write to the Chairman after such a confer- -
ence with his opinion as to the probability that Dr. Miller had any new a.ppro,ach

to the problea.

8. Frederick B. Bang, Rockefeller Institute for Medical Research,
Princeton, K.J. "Chemical prophylaxis of gonorrnea," in the amount of $3,150.
This proposal which involves the use of chick embryos infected with gonorrhea, was
accepted and rated A,

D. Charles M. Carpenter, University of Rechester, "The development and
testing of chemical prorhylactics for the treatment of venereal disease," in the
amount of $10,800. This proposal resulted in considerable discussion which ended
in authorization to the Chairman to return Dr. Carpenter!s proposal to him with
the request for further information. This has been done in the following letter:-

May 29,1942.
"Dear Loctor Carpenter:-

Your proposal for contract for the development and testing of chemical
prophylactics for the treatment of venereal disease was discussed in detail at
2 meeting of the Subcommittee on Venereal Diseases held in Washington on Nay
27th. Three comments wers mades

First, that the formulae suggested in your plan of attack contained a
great many ingredients and that you might be hard put to it if a given formula
worked, to decide which ingredient was doing the trick. It was thought that if
one such formula should prove to be effective, you might then be under the obli-
gation of breaking this down item by item to provide information as to the ef-
fective substance. The suggestion wes made that perhaps it would be simpler
to start with individual ingredients and to build up formulse on something other
than an eapirical shot-gun basis.

Comment was also made on the fact that certain of the ingredients in
your formilse were obviously proprietary substances, the nature of which is
presumably unknown to you and certainly unknown to us.

Finally, in this sams connection, no one of the persons present at the
neeting, some of whom are familiar with emulsion bases, wetting agents,.etc.,
had any knowledge of what was ropresentad by "colloidal phase®.

Second, it was felt that the proposed in vitro exclusion tests would be
valueless zo far as gonorrhea is concerned and unnecessary as to syphills. As
to gonorrhea, the members of the Subcommittee are convinced that the only feas-
ible methods of demonstrating the prophylactic activity of any chemical sub-
stance depend firet on the production of experimental gonococcal infections in ()
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animls ( which bas not yet been accomplished); or by the demonstrebis thera-
peutic effect of such substances used locally in patients with fresh gonococcal
anterior urethritis. As to syphilis, it is agroed that in vivo tests are so
much more satisfactory than in vitro tests as to make it undesirable to muste
time on the latter.

The amount of money requested seemed to the Subcommittee to be realative-
1y large and the questions were raised as to the manner in which you propoese
to employ the two thirds' time of & cheundst and the full time of a becteriel-

ogist.

Finally, the opinion was cxpressed that, in view of your previous 0.S.
R.D. contract with Warren for the investigation of the combined effects of fever
and chemotherapy in experimental animals, end in view of the public health ac-
tivities in Glyn County, Ga., you might be putting yovrself in the position of
biting off more than you can chew.

The Subcomuittee has therefore authorised me to return your application
to you and has postponed action en it, pending clarification of these several
points. Would you be goed enough to go over it in detail in the 1light of this
letter, and to return it to me at your carliest convenience.

Sincerely yours,

s/ J. E. ioore, M.D., Chairman
Subcomnittes on Venereal Diseases.®
E. Frank C. Combes, New York University and Bellevue Hospital, "Pro-
phylaxis of Chancroid," in the amount of $100.  This proposal was accepted and
rated A, but it wus felt that the amount requested should be treated as supplement-
ary to his already existing 0.S.R.D. contract.

F. Geoffrey Rake, Squibb Institute for Medical Research, New Brunswick,
New Jersey: 21) "Prophylaxis against lymphogranuloms vererem",
2) "Develomment of a prophylactic agent effective
: egainst all vencreal discasss. No funds requested. This pro-
posal, which is a token contract only, invelving no request for funds, was accepted
and rated A.
G. Harry Eagle, Johna Hopkins University and the U. S. Public Health

Service, "Studies in the treatment and prophylaxis of syphilis, in the smount of L

$4,000. This proposal was accepted and rated A.
H. Herbert lund, Western Reserve University, "The nature of biclogic

false positive reactions in the serology of syphilis," in the amount of $4,895. <

This proposal was accepted and rated A.

1. Drs. Wellman, Kline, and Lankelma, Western Reserve University and
Mount Sinai Hospital, Clevsland, "To isolate the most potent and most specific |
fraction of tissus extracts ( beef heurt powder) for use in serodiagnostic tests ~
for syphilis," in the amount of $2,400. This proposal waa accepted and rated A.

i
w
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Jde Rouben L. Kahn, University of Michigan, "Studies on the verification
..> test ( Kahn) in the detecticn of false positives in the serodiagnusis of syphilis,®
in"the amount of $12,450.  This propesal was rejected on the grounds embodied in
a letter subsequently written tc Dr. iishn which follows:-

May 30,1942,
Dr. Reuben L. Kahn
University Hospital

i Amn Arbor, Mich.

Deer Doctor Kahn:

At a meeting of the Subcomnittee on Venereal Diseases, National
Research Council held in Washington cn May 27th, there was considered your pro-
posal for contract on "S*udies of the Verification Test ( Kahn) in the Detec~
tion of False Positives in the Scrodiagnosis of Syphilis.'! It was decided
to reject this application on the grounds that it is not yet established wheth-
er the "verification test" is a biological or a technical phenomenon, and that
its ussfulness in a study of false positive serologic tests has not yet been es-
tablished.

Very truly yours,

S/ J. E. Moore, M.D., Chairman,
Subcomaittee on Venereal Diseases.®

The meeting then adjourned.
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3
- é The fourteenth meeting of the Subcommittee on Venereal Diseases, National
) Research Council, was held in Washington on Viedneasday,lorch 1lin. Present were:-

Dr. J. E. Hoore, Chairman, Drs. Alyea, Clarke, Cox, Mehoney, Nelson, and
Stokes, members of the Subcomiities,
' Dr. Long, Committee on Chcuotherapeutics and Other Agents,
Drs. Weed, Cushing, larkey, aad Forbes, Nationtl Research Council,
Colonels Simmons and lorgan, Lieutenmant Colonel Turncr, and Major Gordon,
U. S. Amy,
Captain Stephenson, U. S. Nuvy,
Dr. Anderson, U. S. Public tieaith Scrvice,
Drs. ¥Welker and Dochoz, Coamittec on Modical Resecrch,
, Dr. Rostonburg, Food and Drugs Administration,
* and the following invited guests:-
Drs. P. S. Palouzo, Russcll Horrold, and Rogers Deakin.

4
1 Tho Chairman read certain correspondence from the Surgeon Genoral, U. S.
Aray, to Dr. Weod, Chcirman Division of Hedical Scicnces, which is quoted herewith:-—

"Dear Doctor Weed: Februnry 23, 1942.

"Dr. P. S. Pelousc has just presented to us some evidence that
the recomnendutions of the Council on the troatment of gonorrhes noy
neced revision in the lisht of rocont advances in this field.

"1 should opprociate your arranging for Dr. Pelouze to present
his ideas to tho appropriate counittee of the Council for considera-
tion.

Yours very sincerely,

8/ Jemes C. Magoe,
Hajor Cenoral, U, 8. Army
The Surgeon Gencral "

Dr. Pelouze then opened tho discussion by stuting that from observations
of his ovn in certain Army camps, the troutucnt of gonorrhea and its complications
was on an unsatisfactory bosis, and he expressed the opinion that the recommenda-
tions of the Subcommittee on Vonerezl Discases, acceptod by the Army and published
in Circular Lettor No. 18, March 10, 1941, woere now out of date because of recent
advauces, and required rovision. The Subcoumittoe agreed that such a revision was
dosirable. Tho Chairmun thorofore ~ppointed Doctors Oscar Cox, P. S. Pclouze,
Rogors Doakin, and Russcll Horrold as 2 sub-group to revise the momorandum on gonor-
rhea, und to present the revision for approval. If approved, the revision is to be
subeitied to the U. £. Army end Hovy os o rocommendation to repluce that portion of

?
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Circular Letter lo. 18 devoted to the diugnosis &and treatment of gonorrhea.

: The revised nmemorendum prepared by this sub-group is herewith sppended as
Exhibit A - . oNLE,

.. “The Subcommittec then proceeded to consider the propossl for contract of
Dr. Reuben L. Kazhn, Universiiy of Hichigan, Ann krbor, Wichigen, for studies of the
verification test (Kohn) in the detection of fulse positives in the sercdingnosis of
syphilis.- This epplicetion led to-e general consideration of the subject of bio-
lngic false positive tests for syphilis. 4 wac agreed by the Subcommittec and by
the representatives of irmy and Hevy present thot the problen was one of major in-
portance to the armcd forces as well as to the civilian population. The Subcommit-
tee believed that it was undesirable to approach the problon from the single angle
proposed by Dr. Kohn and felt that cther types of investigation would likewise be of
volue in elucidation of the duestions involved. This led to some discussion of the
proposal for contract of Dr. Herbert Iund of Cleveland, previously upproved by the
Subcomnittee on Venereal Discnses but subsequently disapproved by the Committes on
Uedical Research. .

It was finally moved that the Choirman of the Subcommittce on Veneresal
Diseases be empovered to call a conference of serologists to consider the study of .
biologic false pocitive tests for syphilis. This motion was passed.

It was sugzested that the following persons be asked tc attend such a
conferences * . L. .

Dr. Jonn H. Stokes Dr. Y. A. Hinton

Dr. ‘Reuben Knhn Dr. hArthur Sanford
Dr. B. S. Kline 3 - Dr. John A. linhoney
Ir. John A. Kolner Dr. Harry Eagle

br. L. Y. Mazzini . -~ Dr. Frederick Boerner

Dr. Herbert Lund

The Chuirmon of the Subcommittee then read certein correspondence between
himself erd the Surgeon General U. 5. Amy relating to the report of the ad hoc
Comnission on Vencreal Disiezses of the Commitiee on iMedicine. This correspondence
is herewith appended us Exhibit B. ' - .

The Chairmnn then read to the Subcommittee certain correspondénce between
pr. A. N. Richards, Chairman, Comaittec on Medical Research, Dr: Lewis Vieed, Chair-
man, Comnittee on liedifal Scicences, and himgolf, dealing with the relationships of
various National Research Council cummittees and subcommittess to the Conmittes on

#* .Subsequently, by agreement between the Chairmen, Drs. Pepper and Cushing, the
following nuios werd anitted from the list of those "invited: Sanford, Boerner, .
and Hezzini. . - - . . '
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Modical Revearch. or. Richards! letter of Februasy 6 to Lr. Weed has’ nlreac.y been
_circulated and is thevefore not herewith appended. .

. The Subcommittee then procoedoed to a diocus.»ion "of the uemore.ndtm on chem-
ieal prqphylwd.s of Fcbruary 14, proviously circulniod .to munmrs ot‘ the Subconm-

" nittoe, but herewith included as Exhibit c.

Thore was nuch gcneral discussion of v ioué topics in 't.his memorandum. It
was agreed by the membora ¢f the Subcomaiitec wnd by the hmy cnd Navy officers
prosent that further stwiics in chouiezl tnd chemo ,hompcutic prophyla:d.s wiero of

; major mportnnce f.o the armod forcos.

. 'I‘his dis"usolon lod to a wotioa that imediate stops be undertcken by the
Subcomaitice on Venoraal viscasee te organize furiher studics in the cheuaictl pro-
phylaxis of venercal disocce cnd thot the Chairman be zuthorizod to call 2 confer-
ence of inveatigabors, potunticlly intemstcd in cuch studics. This notion was
passod.

It s suggestex. tnat the following p..r'aons te invited to z.ttund such a
conferonce: ‘¥ - .

Dr. John lia.hénéy : . Dr. Touise_ Pearco

Dr. Harry lagle v i, I, Hezon -
Dr. Benjanin Miller Lieat. Cod. T. E.  Twzner
Dr. D. M. Pillowry Dr. Robort L. Dickinson
Dr. Harry Pariser Dr. Churles 4. Carpenter
Dr. Irvin Blurk - pr. ™, A, TFlening

Dr. Narion Sulzberger Dr. 11fred Cohn

Dr. Philip illor

and in addition & chemist, nawe to be suggested bty Pr. Luthor Kelly, American Phurn-

acoutical Association.

Tho Chairman was further authorized to approach Drs. #. Froi, Borris Korn-
blith, Frunk C. Coombus, Everott 3. Sandorson, Robert Greomblatt, Gooffroy Reke,
and Murrsy Sunders concerning pessiblo prophylactic experiments in lyuphogranulona
voneroui.

The Chairnan vras likowiso authorized to approuch Drs. Senderson, Greenblatt,
and J. A. McIntosh as to the pessibilily of s“udies in tho chemical prophyluxis of
gronulonn inguinale.

The Chairman was also suthorized to approcch [rs. Frank Cooubes, Orlando
* Subscquontly, by agreouent botweun the Chalrman, Drs. Poppor and Cushing, the

following naucs wiro omitted froa the list oi‘ those invited: R. ifiller, Poriser,
Blank, Sulzberger, and Dickinson.

o
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Canizares, Borris Kornblith, lerold Cole, Dverett Sandcrsen, and Robert Greonblati
28 to cheniczl studies in tho possible prophylaxis of chancroid.

Colonel Simions then uxtonded to all nembers of the Subcomuittee a cor-
diel invitation to visit the Subdivision of Venereul Discasos, Surgeon Genoral's
office, ard to continue tho close informal contacts between tho members of the Sub- )
comnittee and that Subdivision. He oficred to supply the monbers of the Subcomuittee
with such information a8 they night desire concerning progress in vencreal discase
control in the U. S. Arnmy.

Lieutenant Coloncl Turner said that, in view of the current shortage of
@ercury, the suggestion had becn made to the U. 5. Aruy that the porcentage of cal-
omel in ointmont used for chemicel prophylaxis bo roduced from 33-1/3 per cent to
20 por cent; and asked for a recoaucndation of the Subcoumittee on this point.

It was reconmonded that, in view of the discussion on chemical prophylaxis
proviously held and the uncertain state of knowledge at present existing; end in
vier further of the demonstrated officacy of 33-1/3 per cont calomol ointament, the
porcentage of ¢alomol in ointment used for prophylaxis should, pending further scien-
tific information which may be gatherod from planned investigations, be naintained .
at its presont level of 33-1/3 per cent.

Colonel Turner thon raised the issue of the provision of facilities for *
chemical prophyloxis for munbers of the armed forces in civilian hospitals. After
considerable discussion of this point and of the bost methods of providing such
facilitivs, i% was recommenced that the Subcoumrittec on Vonercal Diseuses endorse
a general policy for provision of prophylactic facilitios for members of the armed
forces by various civilian agencies, including hospitals.

Colonel Turnor then reforred to tho memorandum on lynphegranuloma veneroum
adopted by the Subcommittee and inciuded &s Appendix G in the Minutes of the 13th
noeting, and asked (a) if there was any current information which would suggest the
nocessity of revision of the Subcomnittee's recwamendation of the use of chick en-
bryo antigen for Froi tosting; and {(b) for information as to sourges of supply of
chick cmbryo antigon and the uniformity of the available product.

It was agreed thet all of the availoble information indicated that chick
cubryo antigen wes almost as satisfaclory as the best huacn bubo pus antigens and
nore satisfactory thon mouse brain antigons; and thut the Subcomaittoe therefore
sow no reason to change its recommendetions thut chick enmbryo antigen bo adopted
for routine use in Freli testing.

It was &lso agreed that at present the only avuilable source of chick on-
bryo antigen was eppercntly froa E. R. Squibb «nd Lons; ond that excepting cortain
carly batches of this antigen, the product currontly suppliod ovor the last fow
months was unifornly active.

*

The weeting then adjourned.

J
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EXHIBIT A

PROPOSED NEY SCHYINT.D ¥OR THW TRDATHMENT OF
ZARLY AND TATINI SVERILIS

In view of recent cdreiner in the toc~* iy an1 tharepeutic efficiency of
antisyphilitic drugs, and in view of ‘re cpetifir yprosics of conservation of men-
power confronting the Armed I'orees. he w2 o3ttee or venereal Liseases offers the
following recommendation:--

Early (primary and secondaryi and letent svphilis of any duration
should henceforth be treutea oy én ldeniical tiezatment system. This treat-
ment may be completed w@wiltin 26 viecus.

Patients with syphilis, early or latent, uncompliczted by d.sense or
by treatment reactions, nced as & rule not be hospitalized. If local con-
ditions necessitate hospitelizaetion, this chould rot be prolonged more than
5 to 7 days. Treatment shmﬂ.;i be adninistered by unit medical officers; or
in arezs whers concentration ":51‘ paticents is feasible, in centralized ambula-
tory clinics established in hospituls, in the offices of Attending Surgeons,
etc,  Alsc whenever possible and to minimize lost time, treatment should be
given at night or on Sundays.

The treatment schedule to be utilized is as follows:-

Week \

|

-

Bismuth subsalicylate
intramuscularly once
' Mapharsen intravenously veekly, 5 doaes

\ twice weckly, iotal

v 20 injections

p—— s

Omit bismuth

VoIownmd WM

—— m———

10,
11 .

12

13

1 \ Omit mapharsen
15 |
16/
17~
18
19

gg /Map’narsen as in first

Bismuth - 6 doses

22 course, twice weekly,
23 | total 20 injections

24 |

25/
74

Bismuth 5 doses

\..\/-—J \.;_—\,__.-—'\\ —_— '(\_‘_“

‘NAS_0002904



+
'
N ! I--"i

Exhibit A -2-

Trestment should be given regularly; no rest pericds. '

. kt gen dosage: Adjusted to body weight at approximately 1 mg/kg ( see ap-
pended table); minimum dose 50 mg., uverage 60 mg., maximum 70 mg.

Bismuth subsalicylate in oil dozage: The standerd dose is 0.2 gm. of bismuth
subsalicylate ( mot 0.2 gm. of elemental bismuth metal).

Serologic control of treatiens: Ir patiente with early syphilis a serologic
test will be done at the begiminug cxd eal of this course of treatment; but treat-
ment may be stopped whether the STS is pesitive or negative. After treatment the
STS should be repeated 3 and 6 months later. If the test is negative at 6 months,
the Syphilis Register may be closed. If the test is positive at 6 months, the pa-
tisnt should be referred to a sitation or general hospital for consultation.

In patients with latent syphilis the STS need not be repeated after the start
of treatment; and the Syphilis Register may be closed when treatment is completed.

Spinal fluid examination: Should be performed in patients with early syphilis
at the end of this course of treatment, or as soon as possible thereafter; but in
any event before the Syphilis Register is closed. In apparent latent syphilis, spin-
al puncture should be performed before treatment or as soon as possible thereafter,
but in any event before the Syphilis Register is closed.

Post treatment follow-up and obcervation: In patients with early syphilis, the

complication to be anticipated after completion of treatment is infectious relapse
(most of these within the first 6 months). To facilitate the recognition of such
cases, the following measures will be adopted during and after treatment:

(1) The patient will be handed a folder describing the possible forms of in-
fectious relapwe; warning him to rgaport such manifestations promptly to his Med-
ical Officer; and describing precautions for the prote_ction of others. R

{2) Periodic physical inspection by Medical officers will include not only

. J
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the genitalia ( as jin routine venereal inspection) but also the anus, the
buccal mucosa, and skin.

Complications or Relavse: In the cvent of any complication of treat-

ment ( serious treatacnt reactions) or any evidence of relapse, clinical or sero-

logic, the patient should he at once trunsi'erred to & Gtation or General Hospital
for consultation.

Separation from the Service: At contemplatd discharge, the status
of every patient with syphilis, acquired before or wfter cntrance into the Armed
Forces, will be completoly recvaluated,

" NAS_0002906



EXHIBIT A

To the Hlinutes of the 14th leeting
Subcoumittee on Veorcroeal Diseuses

SUGGESTED REVISION ARIAY CIACULAR" LETTER NO. 18
Dotod forch 10, 1941.

k& ot-ae

4. Diagnosis of Gonorrkes in the hHule.

-

(1) A di:u_gnobis of gonorrhea must not be nade in the absence of leb-
oratory cenfiruption. ( in emeréoncicﬁ » where laboratory facilities are
not available withi;x 2L .hours, palicnts with acute urethrul dischorge
should be treated ;15 for goncrrheu. Eefore the institution of treatment.
however, smenrs should be takon for subsequent laborutory study).

(2) In the presence oi_' urethrel aischarge the diagnosis of gzonorrhee
mst depend upon the fi.n-ling of typical gonccecei by ihe Gram method of
stzining. (No cinzle--stain uetimd should be used).

(3) vhere urcthrzl discharge is not present a diagnusis frequenily
can be made by a study of “’che sedinent of the first gluss of urine.

In the luter stages o'f the disease and, if there is no coniraindicetion to
the required procedurcs, tho sedinent of the urine passed immediately after
digitelly str’pping the prostatc, Cowper's glands, and the urcthra, will
serve the saue purpose.

B. Diagnosis in the Fomale.

(1) Disgnosis should be based on
(a) History .
1. Symptoms (dysuria, veginal discharge, vulvar pruritis,
pelvic inflammatisn, zeuto arthritis).
2. Bxposure to knowm case.
3. Accusation of having infected another.

(b) Clinical examinction, especially abdominal, pelvic anéd rocial,

e nd
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Exhibit A- page 2

(Particularly impostant in chronic cases).
(c) Gram stain of secretion from urethrs, Bartholin's glands and the
rectun.
(d) Culture, which always should be perf_ .med if smear findings do
not corroberatc history and physical findings.

C. Troatment of Gonorrhee in the iale and Fenale.

(1) Upon the establishment of a diagnosis in either sex, chemotherapy
should be started.
(2) Sulfathiazole is at present the drug of choice.

(b) Administer 1 gram ( 15 grains) 4 times a day for 5 days.
_days

(c) A second course should be given if there is evidence of persis-
tence or recurrence of the disease. There should, however, be
a lapse of 5 days betwesn the two courses of medication.
(d) Patients in whom the gonococcus is present after this second course
should be transferred from the Station to a General Hospital.

D Procedure in General Hospitals.

(1) It is recomnended that sulfonemide resistant cases bs given controlled,
susteined fever therapy preceded by sulfathiazole.
(2) Patients noi cured by this means should be placed upon local treatuent.

E. Local Treatment in Anterior Urethritis.

(1) Daily anterior urethral injection of not more than & c.c. of a 5 per
cent solution of mild protein silver or 0.5 per cent of strong pro-

tein silver. (Retuin for 5 minutes).

NAS_0002908



Exhibit A- m:ge 3

(2)

The frequency of injuction should be decrcascd as the discharge

disuppeurs.

. Locul Treatment of ¥oslerior Urethritis.

(1)
(2)
(3)

()

(5)

(6)

(7)

Stop all. locul treatnsnt until acute syuptons hove suvsided.

Give hot hip Laths for painful urination.

tthen the second gluss of urine has bzsen clear ard the first glass
nearly sc for 2 weeks, extrencly gentle prostatic stroking should be
tried. (If this causec & recrudescence of symputoas, it should not
be repeated for 1 wreek. If not, the gland should te gently stripped
at 3 or 4 day intervals).

Infecticns of Couper's glende should be usarched for and, if these
glands are p2lp.ble, they should be sently kneaded betwecn the intra-~
rectal index finger and the thumb =;,2inst the perinewa ai the seme
time the prostate ic treated.

fihen the status change. {rom gonocoeccal to nonwpecific prostatitis,
u8 proved by smears and culitures, the putient should bte discharged.
In most patients this occurs afier about 6 weeks of prostatic mas-
sage, providing thzrs are no other complications.

tlo instruments of uny type should ' vassed into the urethra while
the gonococcus is present.

All patients with sonorrhoe should bave a serologic test for syph-
ilis donc on admisiioun cnd a follow-up test later in Lhe disease.

If anly onc ie cerried ouy, It should be perforued 3 - 4 months after

the onset. of gonorrhen.
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1 Bhibit A- page i o

G local Treatment in the Femals.
(1) In the early stage, external cleanliness only; no douches.
(2) 1In acute pelvic inflammatory diseace: .
(a) Bed rest .
(b) Ice bags to ahiomen
(c) Keep bLowels open. (If enemas erc necessary, cloan anal region
carefully before inserting tube).
(8) In chronic infections, direct treatment to the residual foci.

H. Dotermination of Cure in the Hale.

(1) Patients whose symptoms have disappeured as the result of chemother-
apy may have tests of cure carried out as early as the third day after
medication is discontinued.

(2) Patients whose infections have remained ian tue anterior urethra de‘s-
pite chemotherupy should huve tests of cure 3 weeks after 2ll symp-
toms have disappeared.

(3) Patients whose treatment has included prostatic massage should have
studies of their secrotions made after the first few prostatic strip-
pings, and should be dismissed from treatnont after 3 successive
negative studies made at wevkly intervals.

(4) The test of cure rests upon the inability to demonstrate the gono-
coccus in any of the urogenital fluids by smears and cultures.

These should be obtained in the munner previously described. The
prostatic socretion should be included in the study of all types

(three successive negative studies at weekly intervals). ¢

— R
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Determination of Cure in the Femsle.

(1)
(2)

(3)
(4)

Do pelvic examinution for the presence of masses.

Examine smears (Gram stain) from urethra, cervix, and Bartholin's
glands once every two weeks for 3 munths.

Confirm negative smears by cultures from these regionms.

To obtain materials for smears and cultures massage urethra and
Skene's glanis, obtaining secrotion with small cotton-wrapped appli-
cator. Pass bivalve vegiral speculum without Jubricont, expose cer-
vix, clean cervical canal with cotton applicator, squeeze cervix
between ends of speculws bludes and obtain expressed fluid for smear
and culture.

Squeeze Berikolin's glands between thusb and finger and obtain se-
cretion at openings of the cucts.

If no gonococei are found in 3-4 months of post-treatment study,
discharge patient as cured.

" NAS_0002911
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EXHIBIT B

The Subcomnittee on Venereal Discases recommends the following re-~
vision of that portion of Army Circnlar Letter ilo. 18, devoted to gonorrhea.

DIAGHOSIS ABD TREATLENT OF GONOREHEA
Diagnosis in the Hale

(1) A diagnosis of gonorrhee must not bc made in the absence of laboratory con-

firmation, Treatment for gonorrhea should be cturted at once if the patient ;
has an acute purulent urethral dischnarge, but material should be obtained be- i
fore treatment is begun for subsequent laboratory study (smear and/or culture).

(2) Active Gonorrhea

(2) The detection of Gram-negative intracellular diplococci in smears of the
urethral exudate, or in smears of the centrifuged sediment of the first glass
of urine, establishes the diagnosis of gonococeal infection.

(3) Inactive Gonorrhue

(a) The detection of Gram-negative intracellular diplococci in sumears of
the exudate obtsined by digital stripping of the prostate, Cowper's glends, and
the urethra, or in smears of the centrifuged sediment of urine passed after
stripping the prostate, Cowper's glands, and the urethra, or in positive cul-
tures of material so obtained, establishes the diagnosis of gonococcal infection.
Diagnosis in the Femsle
(1) A diagnosis of gonorrhez must not be made in the absence of laborstory con-
firmation. (Treatment for gonorrhca should be started at once in women who
have evidence of this disease » oven though laboratory studies are negative or
not available. If laboratory facilities aie not available » material for sub-
sequent laboratory studies should be obtained before treatment is begun, )

(2) The detection of Gram-negative intracellular diplococei in smears of ma-

terial obtained from any of the following: the wrothra » Skene's glands, and

-
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the cervix ( and from Bartholin's glands and the rectum, when clinical symptoms
so indicate); or positive cultures v. material so obitained, establishes the

diagnosis of gonococcal infection. (Caviion. the normal genital flora and that
of non-specific infecticns muy conuein organisas that on smear closely resemble

gonococei. Therefore, culturel netrods should be utilized when poessible.)

C. Serologic Tests for Syphilis.
. (1) All patients with gonorrhea should be given a serologic test for syphilis
on admission, a follov-up test before being discharged to duty, and if
possible & final such test three months later.
D. Treatnent of Gonorrhea in Stetion Hospitsls ( Male and Female.)

(1) Trea‘tment should consist of not more than two courses of chemotherapy.

(a) Sulftdiazine and sulfathiazole are each Hghly efficient, and in the
dosage recomnended cause almost no toxic munifestations. Either of these com-
pounds is recommended as the drug of choice. Sulfapyridine, although nearly
as efficient as sulfathiazoie or sulfadiszine, should be used only if the other
compounds are not available because of its high incidence of toxic manifestations
Sulfanilamide is .less efficient than the other sulfa compounds and should not be
used unless no othoz" sulfoncmide is available,

' (b) The recommended dosage for sulfadiazine and sulfathiazole is

1 gran ( 15 prains) 4 times a duy for § days, and the recommended dosage for

sulfapyridine or sulfanilamide is 1 gram ( 15 grains) 3 timea a day for 5 days.

(c) A second course of the drug, in the same dosage, should be given if
there is evidence of persistence or recurrence of the disease. There should,
however, be a lapse of § days between the two courses of medication.

(d) Personnel in whom 'c.he gonococcus is present after the second courss,
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or who have not made a satisfactory clinical response, should be transferred
to a gensral hospital.

(e) Local treatment to the urethra should be carried out only in General Hos-
pitals.

Treatment of Gonorrhea in General Hospitals. (Male and Female)

(1) It is recommended that sulfonamide-resistant cases be given 10 hours of
controlled, sustained fever therapy (where such therapy is available) preceded
by 18 hours of chemotherapy. Although this form of treatment carries a def-
inite risk, results are superior to those of local treatment. Patients net
cured by this ueans should be placed upon local treatment.

(2) Local Treatment in the Msle

{a2) Daily anterior urethral injection of not more than 6 c.c. of & 5 per
cent solution of mild protein silver or 0.5 per cent of strong protein silver.
(Retain for 5 mimutes) .

(b) All urethral injections to be administered by a medical officer or
trained attendant; not by patient.

(¢) The frequency of injection may be decreased as the discharge dimin-
ishes, as determined by the routine use of the two-glass urine test.

(d) Stop all local treatment if the patient develops acute symptoms of
posterior urethral infection, such as urgency, painful or marked frequency of
urination, or perineal or rectasl pain; and confine treatment to hot Sitz baths.
When acute symptoms have subsided, resume anterior urethral injections and
contimie them until prostatic stroking is begun.

(e) Extremely gentle prostatic stroking should be tried when the second

glass of urine has been clear, and the first glass nearly so, for 2 weeks., If
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this causes pein during massage or s recrudcscence of other symptoms, it should

.not be repeated for 1 weck, or until the sjmptors have subsided. If not, the

gland should be geatly stripped at 3 or 4 dey intervals, and smears of the pros-.

tatic secretion examined @very 2 v}eeks.

(£) 1Infections of Cowpor's glands should be searched for ang if these

‘glands are palpable, they should Le gently kneaded between the intra-rectal

index finger and the thumb g .- inst the perincum at ihe same time the prostate
is treated.

(g) No instrments of uny type shculd be passed into the urethra while
gonococcl are present.

(3) Local Treatment in the Female.

(a) Active stage with veginal discharge.

1 Externsl cleenliness is importunt.

2. The curative value ef hot douches is not known, but if given with
reasonable care and at not morc than 2 feet of water pressure,
they promote hygiene and may add to the patientt's comfort.

(b} Acute pelvic inflammatory disease.
1. Bed rost.
* 2. Ice bag to abdomen.
. 3. Kecp bowels open. (If enemas arc necessary, clean anel region
carefully before inserting tube.)
Determimktion of Cure in the Male. (Uncomplicated cases)

() Pationts whose symptoms have disappuared as the result of chemotherapy

may have tests of cure started cn the third day after medication is discontinued.

(2) Cure is determined by inability to Cemonstrate gonocecci in any of the uro‘

genital fluids by smeurs or culturss. This includes the examination of the

NAS 0002915
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Exhivit B- p. 5

prostatic secretions. Patients should be discharged from observation after

3 negative studies at weekly intervels.*

G. Determination of Cure in the lHale. {Sulfonamida—rosistant cases)

H.

(1) Patients whose symptoms have disappeered as the result of proleonged fever
therapy may have tests of cure staii.ed on the second day following the treat-
ment.

(2) Patients whese infections have remesined in the anterior urethra despite
chemotherapy and artificial fever should have tests of cure begun 3 weeks after
all symptoms have disappeared.

(3) Prtients whose treatmeni consists of prostatic massage should lLave tests
of cure started at no later than 6 weeks after prostatic massage is begun.

(4) Post-gonococcal prostatitis should be considered non-specific after 6
weeks of prostatic treatment, if the tests of cure are negative. Patients with
non-specific post~gonococcal prostatitis should be discharged to duty.

(5) Cure is determined by the inability to demonstrate the gonococcus in any
of the urogenital fluids by rspeated smears and cultures. Haterial for these
studies should be obtained in the manner previously described in A. (3) (a).
The prostatic secretion should be included in the study of all types of infec-
tion. Three successive negative studies at weekly intervals constitute prac-
tical evidence of cure.

(6) Tests for cure should be carried out on a duty status,

Dotermination of Cure in the Female (Uncomplicated cases)

(1) Patients whose symptoms have disappeared as the result of chemotherapy may

have tests of cure begun on the third day after medication is discontinued.

% Patients who become symptom-free by the fifth day may be discharged to duty if
smears and cultures of the urogenital fluids are negative on the eighth day.
these should return to the hospital for 2 subsequent studies at weekly intervale.

However,
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(2) Cure is determined by:
(a) Absence of tender masses or peints of tenderness in the pelvis.
(b) Inability to demonstrate the gcnocdccus by smears and cultures in
material obtained frow the urethra, Skene's glands, ond the cervix. Such
tests shounlé bo repu=ted overy 2 weeks for 3 months and, if all are found
to be né'gative , the patient should be discharged from observation. These
tests should be carried out on an ambulutory basis.
(c) To obtain material for swecrs ancd cultures, massage the urethra and
Skene's glands, obtaining secretiosn with small cotton-wrapped applicator.
i’ass bivalve vaginal speculum without lubricaat, expose cervix, clean va-
gina and cervical canal, squeeze cervix between ends of speculum blades,
and obtain expressed fluid on cottun applicutors for smear and culture.

I. Determination of Cure in the Female. (Sulfonamide-resistant cases)

(1) Patients whose symptoms have disappeared as the result of prolonged arti-
ficial fever may have tests of cure begun on the second day after treatment.
The tests of cure are the same as those recomended for female patients in
uncomplicated goncrrhea.

(2) Patients under local treatment should have smeurs and cultures done at
least every 2 weeks. If these studies remain consistently negative for 3 ]
months, and if there are no demonstrable complications, the patient should be ‘

discharged from observation.
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DHIBIT B

To the Minutcs of the 14th ueeting Subconmittos on
Vencreud Discases

804 Hedical Arts Building
Baltinore, Marylend. Fcbruary 19,1942.

Surgeon Gonoral
U. S. Amy

war Department
Vlashington, D.C.

Sir:

On Fobruery 17th I wus invitod to attond o meeting of the Com-
aittee on lledicine, Hationul Research Courcil, to hear the report of
tho od hoc Copmission on Venorerl Discases. The centents of this
report would be of gront intorest to the Sulcomzaitice on Veneroal
Diseases, Mationzl Descarch Council. I respectiully request that I
be furnished with a copy of the rcport aud that I ho given pcrmission
to bring it to the attention of the uenbers of that Cubcamitice at
its next neeting.

Respuctfully,

8/ J. E. ioore, il.D., Chairaon,
Subconiitiee on Venereal Disecses.

WAR DEPARTMENT
OFFICE OF TIIE SURGEON GENERAL
- VASHINGTON

Tebruary 28, 1942.
Dr. J. E. Hoore, Chairnan
Subcomaittee on Vencrool Diseasou

‘Notional Resotrel Council

804 iledical Arts Puilding
Baltinore, liaryland.

Dear Doctor ioore:

Due to a temporary cbeonce, I have been deluyod in answering your letter of
Fubruary 19, 1942, in vhich you rejuested a copy of the rcport of the Cowsittoo on
Hudicine of tho Noti.nal Reseorch O wneil on the vonoreal disease prograa in the
Aruy. I aa pleased to conply with this request and would Like y»u to accept it as
Chairnan of the Subcumitteo .n Venereal Disoases, as wo had intended to send tho
roport to that group for their information and for any additionnl couents wvhich
they night coare to nake.
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Exhibvit B- -2

The Comaittee on Hodicine, rather than the Subcommittee on Venorcal Disenses
ans asked to muke this survey of the Arny's progroa bocause the latter group hed
been so closely identified w.th tho progren through its many valuable ,reco‘r.mendg—
tions to ay office during tho pust year, that it was believed thut @ report rendered

by the Coumitteo on Modicimo might botter surve the purpose intenced, thanwould 2 .
roport by a group closely associated with the developuent of the vencreal discese
progran.

I feel sure that the nenbers of y. ur Subcomsittoe will be glad to know thet
since the declaration of war the incrcase in officer personnel has enabled us t0 re-
incugurate the policy cf assigning gpecial Venoreal Disease Control Officers to the
various important military ccawands, including Guncral Headquarters, and the head-
quartors of Commmnications Zenes, Fiold !raies. Divisions, Corps Arcas, Dopartmoents,
ond canps with twenty thousand or more troops. A copy of the directive putting this
policy into effect is enclosed. The Subdivisiun of Vencreal Discase Control in ny
office has also obtained the survices of Lt. Coloncl Thoucs B. Turner, lledical Corps,
and he and Major Gordon are ncw. engaged in the procurenent of officers trained in
the control of vepercal disccse to £111 the positions mentioned above. Wo feel that
the assigmnent of this additiomnl ;orsommel shwuld produce tengible results,

I wish again t. assuro the Subcomiittoe on Venerccl Discases that we deeply __—
appreciate the very real assistonce vhich they hove rondered to the Army through .
thoir roconmendations. Probleus relating to venercal disease will doubtless contin- \
uo to arise, ond I hope that by working cven uore closely togother during this war-
tine period we may furthor Luprove our prograum for the control of venereal discose
in tho United States Aray. I ihis conmection, I would be plcased to have uonbers
of the Subcormmittec visit the Subdivision f Venereal Disease ot any tize, and it
is suggested that by the unintenance of cluser infornal contacts with this Subdivi- |
sion end its currcnt activities, the ucabers of the Subcomuittce will gein a better
insight into our problens and be in a position tu render even more helpful advice.

Yours very truly,

s/ Jaues C. Hagee, Mujor Generel U. S, Aruy
The Surgeon Goneral .
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Exhibit B ' 3=

804 Modicol Arts Builcing
Boltiore, Moxryland. March 4, 1942.

iajor Genmeral Jaues C. Megee,
The Surgeon General U. 5. Army,
tiar Departacnt

tlashington, D.C.

Dour Gunersl Lingec:

Thank you very imch for y:ur courtcous letter of Fobru-
ary 28, 1942, transuitiing io me e Chairmun of the Subcoamittee on
Vonereol Discases the repord of the ad hoc Comnission ol the Comaittee
on Medicine, Nationcl Resecrch Cuancsl., appointed o earry out a survey
of the vencreal Ciseasc control progrod ~f the Amay end the oxisting
venoreal disense conditions of the fny. T shril toke avect »leasure
in bringing this c-nficential ruport o the atiention of tho nembers of
the Subcommittee on Voncreal Disenses.

Tho acnoers of that comittee will, I know, be highly
gratified by the re-incuguration of the policy of cesigning spuclal
venerenl disease control .fficers to various inportant nilitary corzends
and of the progress elready iade in this direction.

The mecubers of the Subcomuittee will also be gratifiecd by
your appruciation of their several raccmcndations and by y ur suggestion
*hat the relationships betweon the Subcoraittes and your office bo uain-
tained by close infuruel contacts of nembers of the Subcumittee with
y ur Subdivisin of Vonercal Disocases.

Ruspectiully,

5/ J. E. ldoore, ii.D., Chairuon,
subeuriittee on Venorcel Discoses.

ttoubore of the Subcon.lthee
.n Venereal fiscasces.

Q
o
e
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EXHIBIT C MELORANDUR February 14, 1942.

To all Members
Subcomiaittee on Venerecl Discascs
National Rese-<irch Council

The chenical prophylaxis of the venerceel diseaseg renains in a most un-
certain state. The value of station prophyluxis as carried out by Army and Navy,
utilizing scap and woter, silver proteinate solutions, ana 33 par cent calomel oint-
ment, has been more or less clearly demonstruted for sSyplilis, gonorrhew, and chan-
croid.

There is literzlly no available information, especially as to gonorrhea
tue also as to s,philis, as ‘o the velue of tude (self-administered) prophylaxis;
as to whether silver proteincte or otusr antiseptics in an ointment or jelly buse
are effective; as to whether preihyluctic effect nuy depend on mechanical factors,
or on such fuctors ac pH, etec., ctc.

There is no information vhutever &s to the prophyluxis of lymphogrenu-
loms. venereum, or of granuloma inguinule.

Cheinotherapentic prophylaxis ( with b?zmuth) has been demonstrated to be
effective in syphilis; but there are no deta as Lo the chemotherapeutic prophylaxis
of gonorrnea ( with sulfonumides).

The need of firmy and Navy, a.ad of the Food and Drug Administration of
the Depurtment of Agricul.ure for further informetion on ilhece and other puints seems
urgent. For this reason, I have prepared the following briei summary of present and
desired knowledge. The remainder of this memor.ndum is purposely triplc spaced; and
two copies of it are sent Lo each of you. Woulu you be gooa enough to review it in
detail, to mske such correctiocns, alterations, or additions in it as you see fit,
and to return to me promptly one copy So corrected?

It is planned that ihe cntire subject he reviewed at :. mcoting of the
Subcomrittee in the near futurc, #ith the poesilility in mind thai experimental and
clinical studies might pertiaps be stimulated by the Subcommittee.

Very truly yours,

J. BE. Hoore, li.D.,
Ce:  Dre. dtokes, Alyen, Cox, Clarke, Chairmen.
Felion, ishoney, Vonderlehr,
Long, Pepper, Viwed, larkey and
Eagle. Cepv. Stephenson, Lt.
Col. Turner.

ke
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3) 7hat are the time limits of effectivenecs?

L) Is activity depencent on pH only?

New infornation desired in experimental animalsg~

1) Are thie trivslent arscnicals effective in ointment or

jolly base?
v 2) Are bismuth compounds ditto?

3) What is the cffect of prophyluxis by electrophoresis

(Perreyra)?

4) Are acid jellies {contraceptive type) effective?
5) Does mechanical coztiig with oil or ointment protect?

. Suggestion:-- thui the experiuental laboratories of lishoney, Eagle,
Kolmer, Carpenter, Fleaing, Turner und, if aviil.blc, others be asked to undertake
these problems in rabbits, and if possible monkeys.

GONORIHES
Known:- thaet silver proteinate solutions (2% protargol, 10% argyrol)

confur soms protection if uwed wilhiin 1-2 hours after oxposure.

ool

Source of knowiedge:-clinicel dete cecured from Army and Navy records.

Uncertain points as to silver proteinute solulions. -

1) Do they confer cectain protection if used within proper

' thne limite?

%) ¥hat are the time limits of effectivencss?

J— e m——
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New information aesireds—

1) Are other antisepiics equelly or more effective in
solution (acriflavine, silver picrate, ctc.) ?

2) Are these or other antiseptics effective in ointment or
Jelly base? In whet concenlrations? And in what sort of base?

3) What is effeet of sulfathiazole or eulfadiaszine ointment

or jelly?
4) ¥hat is effcet of inechanical coating with oil (progany-

8il like substances) in 1:ale and {emule?

5) What is effoct of pil (acid jellies of contraceptive type)?

‘) Prophylaxis Ly clectrophoresis?

Suggestions;--

1) Preliminary in vitio studies

2) Trhut Army and/or Nuvy, or failing this, penitentiery
physicians, conduct controlled experiments wi‘h humin volunteers, If this was
Justifiable with a non-ircatable disease with a )Ligh mortality rate (yellow fever),
surely it is justifiaktle with a ncn-fatal casily troatable disease such us gonor-

rhea.

3) Failing humen experimentation, that seleoted Army and |
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‘ Novy units, preforably ibose otobly lovtled in wvirious countrive, he instiueled de-

libarately to abendon siiver proteinate prophyl:.is and to use alicrnative and
specielly lecignatved procedures, records of expu-ures and infections %o be kept on
standard forms and forwi.rdea %o the Lurgeon Geneel's offices fur comperative eval-

uztion.

LL.PHOCRANULONY VENELEUM

Enorm: Wothing

Suggested:~ eutoinoculs.ion experin.nta in male persons with acute
tubonic lymphogrznuloma. It ic ot knowr wheth:r these would be infective, since
the patienis' own immuni.y wi-rt protec. him. I infcctive, inoculated arcas might
be trested with virivus prob:lactic cuwstances, us in suto-inoculated chuncroid.

Certain selectod hospiials {University of norgia, Bellevae, and perhaps
others) should be invited to participate, 211 patients to be hospitalized.

If hunan oxperisentiztion is Impossitle or inconclugive, “he in vitro
cffect of potentially propay;lactic sulstunces on the virus might te tried, checked
by egg yolk-sac or mouce inocutai.ons (suggesued jsboretories: - Squibb Research,
frmy liedical School, Rockefaller Institu.e, Univeesity of lochecter).

Ie immunlzation wich iivy virus poscinle?
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a ’ GRANULOLA INGUINALE

; Known: Nothing

E Sugpesteds~ Is gramuloma inguinale wniforaly and regularly transmiss-
E. ible to any animal spucies? If so, effoctivencss ¢f prophylsciic substences could
3 ]

“ be tried experimentally.

Is gremuloma inminsle auto-inoculable in human beings? If animel ex-

perimentation is impostibio ( but rno* uniil this impossibility hus been demonstrat-

I A U R
- PN T

ed) auto-inoculatior. and prophylactic czperimenis siould be tried on volunteer in-

fected persons.

Senderson and Greeublutt (University of Georgdn) should be asked to

’ underteke enimal experiments.
CHANCROID
Known: that soup und water will probibly prevent infoction; that cal-
omel ointment probably will rot (luscd on hum.n ~uto-inceculation experiments in 5
persons only - Moore, 1920).
Suggested:- auto-inoculation and prophylactic experiments on e larger
L)
; sc2le 1n persons infected with chancroid and in volunteors.
[ J

Should b curri~d on only in hospitcls in which diagnosis of chancroid

}
|
|
‘ |
' |
“7 i
¥ and others). J
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Summary of available information as to chenical prophylaxis of venereal
disease; and sugrestiors for further study.

SYPHILIS

Known:- that 33-1/3 per ceni oalomel ointment will protect if locally
applied within 1 - 4 hours afver expcsure, perhaps as long as 8 hours; that soap
will protect if applied iamediately.

Source of imowledge: as to calomel, snimal and human experimontation,

Army and Navy clinicol cato. As to soap, iradequate animal experiments, clinical

experience.

Uncertain points regarding colomel ointment requiring further study in

experimental animals:~ 1) Is action of ¢alomel ointment local (chemical) or system-
ic (chemotherapeutic) (Mahoney's experimente), and if the latter, what is the pro-
tective dose in mg/kg in ratbits?

z) liore accurate delineation of time limits of effective-
ness after exposure

3) ls effectiveness ol cclomel ointment diminished or en-
hanced by addition of other (presumably gonococcidal) substances?

Uncertain points as to soap requiring further study:-

1) Are soops actually effective in oxperimental animuls?

2) If so, do different types of scap vary in effectiveness?

e miana -
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ON VENEREAL DISEASES OF THE NATIONAL RESEARCH COUNCIL
January 13, 1942.

Research Council, was held in Washington, January 13, 1942.
following nesbers of the Subcomuittee: Doctor Moore ( Chaiman), Doctors Stokes, i
Cox, Alyea, Mahoney, and Nelson; Doctors Weed and Cushing, Division of Medical ‘
Sciences, National Research Council; Doctors Pepper and Morgan of the Committee

on Medicine, National Research Council; Doctors Larkey and Forbes of the National
Research Council; Doctors Walker and K. Turner of the Committee on Medical Re-
search; Colonels Hillman, Simmons; Callender, Lieut. Colonel Kimbrough and

Major Prentiss, U. S. Army; Captain Stephenson, U. S. Navy; Dr. McCown of the
Anerican Red Cross; Ass.istant Surgeon General Vonderlehr, U. S. Public Health Ser—
vice; Mr. J. S. Owens, Regional Representative, Division of Social Protection,
FSA; Dr. T. B. Turner, Johns Hopkins School of Hygiene and Public Health; and

the following guests all invited by the Subcommittee to discuss the intensive ar-

Herbert Rattner, Dr. Bruce Webster, Dr. Evan Thomas, and Doctors David Elliott
and Harry Eagle, both of the U. S. Public Health Service.

5 As the first item on the agenda of the meeting the entire morning ses-
] sion and a portion of the afternoon was devoted to a discussion of the intensive
4 arsenotherapy of early syphilis. This was brought about at the request of the

' Surgeon General, U. S. Army, on the basis of the following correspondence:

FROM:  pp, Hurold T. Hynan

o__ SJjor Gerel Jiws C. Megeo, Surgeon Gemsral, U. S. Arny

|
'j:. senotherapy of early syphilis: Dr. Harold T. Hyman, Dr. Bernard Kaplan, Dr. 1
|
DATE:  Deceuber 29th, 1941, l

|

TNHILLS _j
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"Sir: '
Through the good offices of the Secretary of War, I met with ' .

Brigadier General Snyder, Colonsl Hillman, and Lieutenant—-Colonel Simmons

with reference to the possibility of introducing five day treatment of

syphilis into the armed forces.

It is my belief that such a step would appreciably lower the man-
days lost in treatment and eliminate the disturbances relative to the pro-
curement of the weekly injections speced over a period of eighteen months.

The treatment risk by the intensive method seems to be inapprecia-
bly greater than that of conservative treatment. The therapeutic results
(100 per cent "cure" in aero-negative and sero-positive primary syphilis)
exceed any previcusly described.

The production of dark field negativity on the second day of treat-
ment and at all times thoreafter eliminates the possibility of innocent in-
fection and renders unnecessary the measures taken to prevent this complica-
tion.

I am not satisficd that the subject of intensive treatment has ever
been adequately presented to those of you in whose hands rest the decisions
relative to medical policies. The committees on which you rely include n
one of us who has had actual first-hand cxperience with the method. )

I would therefore respectfully request of you that you call a meet-
ing for the specific purpose of discussing the pros and cons of five day

treatment of early syphilis. I would suggest thot that meeting be attended .
by those who are, as yet, unconvinced of the merits of our work, notably Dr.
J. E. Moore, but also those of us who are acti- y engaged in this work. This .

latver group would include Dr. David Elliott an. Dr. John Mahoney of the Un-
ited States Public Health Service; Dr. Francis Blake of Yale University; Dr.
Bernard Kaplan and Dr. Charles Sweet of Sing Sing Prison; and Dr. Herbert
Ratner of Chicago.

Yours,

Harold Thomas Hyman, M.D,"

FROM Dr. Harold T. Hyman

10 The Honorable Henry L. Stimson, Secretary of War

DATE December 29, 1941.

|
"Sir: !
I enclose o copy of my letter to the Surgeon General of the Army, |
I am deeply grateful. to you for making possible my interview with
Brigadier General Snyder. In overy particular, I met with gratifying
cordiality and a scientific spirit that will go far to a sutisfactory under- )
standing of our mutunl problem. .
Yours,

Harold Thomas Hyman, M.D."

o
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FROM: Col. C.C. Hillmen, M.C. ~3-
10: Drs lewis H, Weed, Chairman, Divisicn of Medical Sciences
Date: January 1, 1942. - .

*Dear Doctor Weed:

There are inclosed herewith copies of communications from Dr.
Hatold T. Hyman, which are self-explamatory.

In order that this cffice may have the considered opinion of the
Subcammittee on Venereal Diseases concerning the safety and efficiency of
the five-day treatment of syphilis, it is requested that Docior Hyman
be permitted to present the matter in person to the committee at an early
date. It is recommended also, to insure full presentation of the matter,
that the others whom Doctor Hyman mentions as having had experience with
this method be invited to attend.

Sincerely yours,

C. C. Hillman,
Colonel, Medical Corps,
Assistant, "

The Chairman first called apon Dr. farold T. Hyman to read a paper, the
manuscript whereof is appended to these Mimites as Appendix "A",

The Chairman next called upon Dr. Bernard Caplan of Sing Sing Prison,
Ossining, New York, who has used the five day continuous drip method of treatment,
or some modificetion if it, in a group of patients with late syphilis. The sta-
tistical data presented by Dr. Kaplan are appended to, these Winutes as Appendix "R",
The results obtained by Dr. Kaplan may te summarized as follows:

There have teen no cases of toxic encephalopathy and no deaths. The
general effect of treatment on the serologic tests in early latent syphilis has
been a slow fall in reagin content over a period of 12 to 18 months. In late la-
tent syphilis there has been no immediate serologic effect of treatment. In early
asymptomatic neurosyphilis the cell count and protein content of the spinal fluid
has generally decreased, but in late asymptomatic neurosyphilis there has been no
imnediate effect.

Dr. Kaplan was asked his opinion as to the desirability of adoption of
thie method of treatment by the armed forces, and declined to express an opinion
since he had had no experience with its use in the early stages of the disease.

Dr. Herbert Ratiner of the Cook County Hospital, Chicago, next reported
that he had had 18 montha! experience with the method in 310 patients, two-thirds
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of them were men, one-third wonen, their sges ranging from 16 to 52. He has util- i .
ized the New York technique of five-day continuous intravenous drip with a dosage
of 1200 milligrams of mapharsen, regaxrdless of body weight. As to serious reacions
there have been no deaths, but 3 toxic encephalopathies ( 2 of which with hemiplegia)
and one patient with anurisa, urenia, hepatitis, and pericarditis. Of these 4 ser-
ious reactions all patients recovored without residuals.
Dr. Rattner reported on the clinical results of 200 patients treated 6
nonths or more ago. Of these 44 were lost from observation, and of these 44 lost
patients, 10 were showing serologic improvement at the time the patient was last
seen. One hundred fifty-six patients were evaluated with a minimum observation per-
iod of 6 months. Of these 106 were "cured". In 33 the blood serologic test was
falling toward normal but had not yet become negative. (16 of these ina 4 - 6
months! period, and 17 in a period of 6 months or over). Seventeen patients were
rated as "unsatisfactory". Of these 6 were regarded as reinfectiomn or superinfec- .

tion, 2 as clinical relepse, and 9 as scrologic relapse. Thirteen of these 17 un- )
satisfactory cases have now been retreated and, of thess, 6 are now apparently
"cured", while 7 are improving. Included in the total series are 11 pregnant wo-
men, all of whom were treated without difficulty, and 7 of vhom have now been de-
livered of normel babies. Two hundred eighty five spinal fluids have been examined
&1l normal.
In brief summary, of the 156 patients evaluated, Dr. Ratiner regards
154 as either "cured" or tording toward ®cure".
Asked for an opinion as to the desirability of the adoption of the meth-
od by the armed forces, Dr. Rattner-s feeling was that tha method was advisable
and that while in Chicago it was regarded as' still in the experimental stage, it
was now approaching, if it had not actuslly reached, a point at which its routine ‘
adoption seemed desirable.
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Dr. Bruce Webster of the New York Hospital next reported that of the
original series of patients treated at the Mount Sinai Hospital, the clinical
follow-up was divided with every alternate patient between his own clinic at the
New York Hospital and that of Dr. Evan Thomas at Bellevue Hospital. Referring to
the 100 1200 milligram patients reported in Dr. Hyman's paper ( see Appendix "A")
Dr. Webster reports on the statusg of 50 of these as of January 10, 1942. Un-

fortunately Dr. Webster's statistical presentation was less clear than might have

been desired and at the date of preparation of these minutes he has not yet sub-
mitted a written :apalysis. (If such an anslysis is received before the minutes
are circulated, it will be included as the last Appendix). As nearly as can be
gathered, however, Dr. Webster's report was based om 55 patients, 50 of whom were
included among the 100 patients given 1200 milligrams, referred to in Dr. Hyman's
report; and 5 of whom had been retreatad with a dosage of 1200 milligrams after
an original treatment with a smaller dosage which had failed. Included also
were 3 of the original 50 patients in whom a 1200 milligram dose had failed and
who had been retreated. Thus Dr. Webster's report was based on 58 treatments of
1200 milligrams given to 55 patients. The status of 26 of these cases was knowmn
as of Jamary 10, 1942. Of these 26, 6 were failures ( 4 with infectious relapse
or reinfection, one with a positive spinal fluid, and one with a serologic relapse).
Of the 32 patients lost from obmervation prior to January 10, 1942, it was impos-
sible for Dr. Webster to evaluate success or failure as of the time the patlents
were last seen, but at least 12 of these were still seropositive at the time of the
last visit. This secemed to make a total of 18 unsatisfactory results among 55 pa-
tients, these 55 being drawn from the same material as reported in Dr. Hyman's
paper. Here only 9 unsatisfactory results were reported among 100 petients. The
discrepancy between the reports of Doctors Webster and Hyman could not be resolved
at tne reeting; and it wes suggested and agreed to that on the return of these sev-
eral observers to New York, agreement ka arrived at, if possible, by a meeting of
the now disbanded Intravenous Drip Comn¥t tee or, failing this, by a meeting of
Doctors Hyman,; Webster, and Thomas.

Dr. Webster asked for an opinion as to the desirability of adoption of
this method by the armed forces, did not favor it. He regards the method as still
so mich in the experimental stage as to be unsuitable for use in his own hospital
(The New York Hospital).

Dr. Evan Thomas of Bellevue Hospital next reported. Dr. Thomas had
not prepared a survey of the original patients treated at the Mount Sinai Hospital
and followed at Bellevue; and was able to state only that in such patients an
approximate 15 poer cent of relapses had been observed in the patients treated
at Mount Sinai Hospital. This per cent of relapse, however, was based on the
material as a whole ( small doses as well as the 1200 milligram dose on which Dr.
Hyman's report is based). Dr. Thomas commented on the statistics prepared by Dr.
Leifer for Dr. Hyman that he ( Thomas) would not have adopted the statistical
method used; and that he based the discrepancy between Doctors Hyman and Viebster
to be accounted for by the apparent fact that in the Mount Sinai material an or-
iginal relapse was not so called if the patient had beon succeasfully retreated.
Dr. Thomas further pointed out that the intravenous drip committee had held no
meeting for cver a year, and that Dr. Webster and himself had not been called upon
for information as to the status of the cases followed in the New York or Belle~
vue Hospitals within this period of time. Dr. Thomas agreed further, however, to
bring the committee up to date on the Mount Sinai cases followed at Bellevue.
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Dr. Thomas then proceeded to report on 694 patients with early syph-
i1is treated by himself at Bellevue Hospital by a multiple dose modification of
the method of intensive arscnotherapy, these patients being divided into 275 treat-
ed with mapharsen alone, and 419 treated with a combination of mapharsen plus
fever. The data presented by Dr. Thomas cre appended herewith as Appendix "C".

Asked for an opinion as to the desirabllity of the adoption of the
nethod by the armed forces, Dr. Thomas said that he believed the intensive arseno-
therapy of early syphilis by any modification to be still entirely in the experi-
mental stage and to be suitable for administration only to patients who volun-
teered for it. He did not advise the five-day intravenous drip of 1200 milligrams
of mapharsen as a routine hospital procedure. He did not believe that. the best
type of intensive arsenotherapy of early syphilis had been as yet discovered and
felt that various workers wore still groping.

. Dr. David Elliott next reported on a cooperative experiment being
carried out in 10 hospitals in the midwest under the auspices of the U. S. Public
Health Service. These are the Louisville City Hospital, the St. Louis Isolation
Hospitael, the Indiencpolis City Hospital, Broadlawns Hospital of Des Moines, Iowa,
the University Hospital of Minneapolis, the Wisconsin General Hospital of Madison,
the Herman Keefer, and the Henry Ford Hospitals of Detroit, the University Hos-
pital of Ann Arbor, Michigan, and the Cook County Hospital of Chicago. These
several hospitals ere 21l utilizing the originel five-day intravenous drip meth-
od or some modification of it, and are reporting their results to Dr. Elliott, the
regional representative of the U. S. Public Health Service in Chicago. It was
not possible for Dr. Elliott to provide a detailed report of tihe patients so far
treated, since conference of the representatives of these several hospitals 1is
held at approximately 6 month's intcrvals, the next conference being set for Jan-
uary 16, 1942. ( i.e., only 3 days from the date of the meeting of the Subcommittee
on Venereal Diseases). The results to be collated at the Jamucry 16th conference
are obviously not therefore availoble., However, Dr. Elliott reported that in
the ten hospitals under discussion 907 cases of early syphilis have so far been
treated, of which 73 have bcen lost from observation, 491 have so far achieved
sustained seronegativity, 39 ( 4.3 per cent) have developed infecticus relapse,
and 304 are still seropositive under observation.

In this end other series of vhich Dr. Elliott has knowledge, there
have been 7 deaths, and the proportion of deaths to patients treated in Dr. Elliott's
experience is somewhere between 1 in 200 and 1 in 300, with the proportion of toxic
encephalopathies, followed by recovery, about the same.

In Dr, Elliott's opinion the Army and Navy would be justified in adopt~
ing some method of intensive arsenotherapy of early syphilis on a hospital basis
( 1.e., the :pptégn ., to be that of the medical officer in charge of a given hos-
pital service, rather than of the patient).

Following Dr. Elliott, Dr. Hyman requested permission to speak briefly
in an effort to reconcile the gross statistical differences betwesn his own pre-
sentation and that of Dr. Webster, and felt that this was based on the fact that
Dr. Webster had included as "unsatisfactory results" patients still seropositive
vhen last seen, whereas Dr. Hyman had included these patients as "lost from obser-
vation,"
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’ ' It was finally brought out by a collation of the testimcny of these ob-
servers and others that about 2300 patients have now been treated by the original
five-day continuous intravenous drip methed, or some modification of it; that
there are a{i east 10 known deaths in this series, resulting from treatmant; that
at least M'bPer cent, if not more, other patients have developed serious toxic
reactions, usually toxic encephalopathies, followed by recovery; that the inci-
dence of infectious relapse following this form of treatment is somewhere between
4 and 7 per cent, and that the incidence of "cure" is somewhere between 80 and 90
per cent.

This clinical evidence was followed by a presentation of laboratory
studies by Passed Assistant Surgeon Harry Eagle, U. S. Public Health Service. Dr.
Eagle has prepared for the subcommittee an ubstract of his remarks, which appear
herewith as Appendix "D".

Following Dr. Eagle's presentation there ensued a ganeral discussion
by the subcommittee of the intensive arsenotherapy of early syphilis. The members
of the subcommittee were impressed with the high incidence of serious toxic reac~
tions observed by this treatment, by the high death rate, which is somewhere be-
tween 1 in 200 and 1 in 300 patients treated, end by the admirable laboratory
study of Dr. Eagle, which indicates that the optimum time-dose relationship is, as
yet, unknown. Because of these considerations, the following motion was made,
seconded, and passed, as a recommendation to the Surgeons General, U. S. Amy
and Navy:-

MOVED THAT THE INTENSIVE ARSENOTHERAPY OF EARLY SYPHILIS ( INCLUDING
THE SO CALLED FIVE-DAY TREATMENT) BE CONSIDERED AS STILL IN THE EXPERTMENTAL
STAGE; THAT OPTIMUM TIME-DOSE RELATIONSHIP STILL REQUIRES TO BE ESTABLISHED
BY FURTHER ANIMAL AND SUBSEQUENT CLINICAL EXPERIMENTATION; THAT AT PRESENT
THF. METE0D CANNOT BE RECOMMENDED FOR ROUTINE USE BY THE ARMED FORCES.

projects. The project of Doctors Arthur Schoch and Lee Alexander of Dallas, Texas,
for an evaluation of short term intensive arsenotherapy of early syphilis for
ambulatory patients, was reconsidered at the request of the Committes on Chemother-
apeutics and other Agents, and the Subcommittee on Venereal Diseases again voted
to accept this mroject and to rate it "A", A copy of the letter to Dr. Perrin
Long, Chairman of the Committee on Chemotherapeutics and Other Agents presenting
the point of view of the Subcommittee is herewith appended as Appendix “E".

The Subcommittee than proceeded to a consideraticn of certain research

The application of Doctors Charles Carpenter and Stafford Werren of
Rochester ,Mgw York, for a clinical study of combined fever therapy and chemother-
apy of early syphilis in Glen County, Georgia, was rejected on the grounds that the
number of pyjients proposed to be studied was too small to establish data asz to
toxicity, that provisions for the long term follow up of these patients were un-
certain, and that fundamental laboratory data concerning the method were as yet
unavailable.

The application of Doctors Charles Carpenter and Stafford Warren of
Rochaster, New York, for a #wudy of the toxicity and therspeutic efficacy of
mapharsen and neoarsphenamine at fever temperatures in experimental syphilis in

_ o
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rabbits was, however, accepted and rated "A*. The reasons justifying this ac-
tion of the subcommittoe appear in the forwarding letier addressed to Dr. Perrin
Long, Chairman of the Committee on Chemotherapeutics and Other Agents, a copy of
which is herewith appended as Appendix "F¢,

The Chairman of the Subcommittee reported that the application of
Dr. Abrahem Cantor had been rejected by a mail vote of the Subcommittee!s mem-
bers following the information of additional evidence of Dr. Cantor.

The Subcommittes next proceeded to a consideration of the memorandum
on the laboratory diagnosis of lymphogranuloms venereum. lt was pointed out that
the recommendation contained in the original version of this memorandum to the
effect that chick embryo antigen for the diagnosis of lymphogranuloma wvenereum
could be obtained from the Virus ILaboratory of the Army Medical School, was in-
applicable at the moment, since a current batch of antigen from this source had
proved, in the Johns Hopkins Hospital c’inic, to be inert. With the necessary
deletions the memorandum was approved by the Subcommittee for forwarding to the
Surgeons General, U, S. Army and Navy, a copy of it being herewith appended as
Appendix "“G".

At the request of Dr. E. H. Cushing, Division of Medical Sciences,
National Research Council, there was next considered a communication from Lieut.
Commander J. A. Marsh, M.C. U. S. Navy, Retired, Central Prophylaxis Station, San
Diego, California, to Major General James Magee, Surgeon Genersl, U. S. Army. In
this communication Lieut. Commander ilarsh reported certain experiences with 0.25
per cent silver picrate jelly in the prophylaxis of gonorrhea. The Subcommittee
took cognizance of the data presented by Lieut. Commander Marsh, but made no rec~
commendations other than to suggest that further data on the use cf silver pic-
rate in the prophylaxis of gonorrhea be gathered.

At five P,M. the meeting of the Subcommittee was adjourned.
Respectfully subtmitted,

J. E. Moore, M.D., Chairman
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, ‘ To the Minutes of the Thirteenth Mecting of the Subcommittee on
Venerenl Diseases, National Research Council., Jenuwary 13, 1942.

Notes of Dr. llarold Thomas Hyman

I have requested the convocation of this special meeting for the purpose
of discucsing the advantages and dangers ihat might be inherent in the introduction
of five-day treatment of early syphilis in the a.med forces of the army and navy.

The subject matter will be developed along the following lines:

(1) The development of the method.

(2) Its accomplishment.

(3) Its dangers.

(4) The relative advantages and disadvantages as compared with the

best available, routine methods of arsenotherapy.

(5) A rebuttal of the critical articles.

The next speaker, Ur. Bernard Kaplar of Sing Sing prison, will speak on
his experiences in an institution with iimited facilities. He will speak of tech-
nic and toxicology, but will not, at the present time, evaluate his therapeutic r -
sults since his material is almost wholly concerr:ed with latent, neuro- and vis-
ceral lues.

The third speaker, Dr. Herbort Rattner of the Cook County Hospital in
Chicago, will report his personal observalions in the treatment of more than 300
petionts with early syphilis.

Finelly, you will be addressed by Dr. Duvid Elliott of the United States
Public Health Service. Dr. Elliott, under the aegis of his Surgeon General, Dr.
Thomas Parran and Dr. R. A. Vonderlehr, organized and directed the !Mid-West Con-
ference, which has concerned itsclf with the wider application of five-day treatment
in the various cooperating states snd universities. You shall judge for yourselves
with what administrative skill, accuracy nnd objcctivity Dr. Elliott is proceeding.
His great work is, as yet, in 2 state of flux, hence it is with some reluctonce and
wit certain reservation thut he speaks today. Nevertheless, I am of the opinion

that his accomplishments ihue far may be projected and anticipated in the light of

our more ploneer findings.
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THE DEVELOPMENT OF THE METHOD

Massive dose chemotherapy by the methcd of the intravenous drip was
first introduced in the treatment of early syphilis in February, 1933. The clin-
ical matericl then, as now, was limited to seronegative and seropositive primary
syphilis, and early and late secondary syphilis. Parenthetically, this is for
the nost part the clinical material that w’1l present 1tself in the present ex-
igency.

The originel treatment consisted of the administration of a total of
4 grans of neoarsphenamine, given by intravenous drip between the hours of 8 A.M.
and 6 P.X. for five consecutive days. In the first experimont, 25 patients were
treated. The early repcrts were made in 1934. The five year report was pub-
lished in 1939. The therapeutic rcsulis with the drug were highly satisfactory,
exceeding 90 per cent "cure". The toxicity, particularly referable to peripher-
al neuritis ( 35 per cent), was disturbing.

Due to factors beyond our control, active work was interrupted until
1938. At that tine, Commissioner John L. Rice of the Department of Health of
the City of New York, called together a distinguished comuittee to supervise a
repetition of the previous investigation. An additional 86 patients were treated
by the original technic. Work was again interrupted due to a death which cc-
curred from toxic encephalopathy. After deliboration, it was decided to abandon
the use of the drug but continue the nethod, using anothex arsenical, and naph-
arsen or arsenoxide was substituted. In a probatory menner, the diug was em-
ployed in increasing doses, beginning with a total of 400 milligrams end running
up to 1200 milligrams in the five days. With the smaller doses, infectious re-
lapse occurred much too fregquently. By the nethod of trial and error, it became
obvious that the optimal dosage approximated 1200 milligrans in five days, or
240 milligrens daily.

— — 4
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With the optimal dosage of 1200 milligrams, 118 patients were treated in
late 1939 and early 1940.

To insure the meticulous accuracy and objectivity of observation, patients
were referred alternately, on discharge, to Dr. Bruce Webster at the New York Hos-
pital or Dr. Evan Thomas at the Bellewvue Hospital, These men continued the follow-
up observation. In each instance, patients were carefully examined by clinical
methods. Blood and spinal fluid cpecimens were collected in triplicate. One sero-
logical exanination was performed at the home institution; a second was sent to
Mr. John Koopman of the New York City Departnent of Health; the third to Dr. John
Mahoney. Blood specinens wore tested by the Kahn and Kline methods. Mr. Kcopman
did a special Wassermann titration that read from 0 to 15+. Dr. Mahoney performed
the stsndard Kolmer technic with readings from Q0000 to 44444.

None of the patients received adjuvant treatment with bismuth, mercury,
or hyperpyrexia. This was not due to lack of confidence in these nodalities, but
rether to the attempt to execute a relatively uncomplicated, clinical experiment
from a pharmacological standpoint.

Previous pubjications have dealt with the results in the' group as a whole.
They included the data obtsined with (a) necarsphensmine and its higher toxicity;
and (b) mapharsen in the lower dosage with the less favorable therapeutic results.

Today, I elect to discuss only the toxicity and immediate results in
the 118 patients who received the 1200 milligram dosage. What transpired in the
. renainder of the group will be used as a background and as a possible indicator

for the more prolonged follow-up observation.

Completion of Therspy

. One hundred per cent of the patients completed therapy. It may be as-
sunied, therefore, that the immediate toxicology has been recognized and reported.
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lost from Qbservation

0f the 118 patlents, 18 (17 per cent) disappeared from observation im-
mediately after tho completion of treatument. Their "chence for cure" is identical
with that in the followed group.

By contrast, case loss in 5 excellent clinics of the United States using
routine conservative methods, approximated 8, per cent. In the United States as
a whole, Dr, Russell approximates "case loss" at 95 per cent. With lapse from
treatnent by routine conservative methods, the patient has been incompletely
treated. He has not the same "chance for cure" as those who have received adequate
therapy.

Additionally, the toxicology in the lost group is unknown. Indeed, it
is not unlikely that the lapse from treatment was occasioned by untoward and unfor-
tunate treaineni sequelese. Syphilologists agree that the inadequately treated pa-
tient is more apt, than his untreated fellgw, to devolop the late, visceral mani-
festations of the disease, particularly neurosyphilis.

Conpleted Records

Subtracting our lost fron the whole number of patients, 100 (85 per cent)
of thosc who completed therapy present relatively adequate records at the present
time. This is to be compared with the records published by those who advocate
routine conservative therapy. Thus, in the recent excellent review by Padget, at .
the end of five years ( a minimal period), 551 patients are reported from an orig-
inal group of 6000. These records are based on 9 per cent of those who initiated
treatment. The fate of the remaining 91 per cent is not recorded.

|
|
|
|
|

Span of Observation

The present group was treated 18 to 24 months ago. Some of them have
not been seen for several months due to the shifting of population at the present
tine. However, we have their social security numbers and should shortly £ill in
gaps as patients are re-located, mainiaining our prolonged follow-up at about 85
per cent. )

To anticipate criticisms eof the relatively short span of observation in
this group receiving optinal dosage, we call at*ention to the fact that in the
1933 group, now in ths eighth yenr and the small dose mapharsen group now in the
fourt: year, experienced no significant change in the second, third, or fourth

years of observation. Then infectious relapse, which accounted for 90 per cent .
of ocur failures, was encountered, it commonly occurred at a critical period be-
tween the tenth and the eighteenth weeks. It seens reasonable to prognosticate '

that few significant changes will occur in the leater observation of the present
group of patients.

Retreatmont .

Whereas originally we planned to stand or fall on & single course of

S y
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treatment, the incidence of 8 por cent infectious relepse ( to be conpared with
12 per cent by routine conservative treaiment (Moore -- pege 23), led us to a pol-
icy of retreatment by ihe oripfintl nethod with the original dose. This was car-
ried out in 6 or 6 pur cent of the 100 followed cases. Parcrthetically, there
was no unusual toxicology or sensitizaiion in the retrented group.

There are, therefore, 100 fcllowed petients y 6 of whom were retreated.
In other words, there are 106 treatments for 100 paticnts.

Failurcs

There are 4 irrevocable failures ( 4 por cent). Thnree of the patients
were not retreated, and herte are failures of u single course. The fourth patient
was retreated and is a failure the second tire.

The nenifestations of failurc were limited to ivfectious relapse and Was-
Seruann fastness. There were no clinical evidences of visceral syphilis, - A11
spinal fluids were normal.

Pending
Four patients ( 4 per cent) are in the pending group. These men are clin-
¢ ically well, but their serology has not et conpl tely cleared. They would cor-

respond to what Dr. Moore classifies as S.T.S.

To illustrate the progress of these patients, the serologies are undernoted.

Tid patients pend, after a single treaiment course. One of these (#233)
originally had & Kolmer titration of 44444 and o Koopman figure of 7. At the
present time, the kolmer is 22222 and the Koopran is negative.

Patient nunber 245 originally was Kolmer 44444 and Koopman 6. At pres-
ent the Kolner is 11000 and the Koopman 1is 1.

Two of the retreated patients have proceeded even further in their ser-
ology. Thus number 153 originally was Kolmer 44444 snd Koopman 6. The serol-
ogy is now Kolner @ 0000 and Koopman O. The other of the retreated cases (#204)
was originally Kolmer 44444 and Koopman 7. At the present time the Kolmer is
44000 and Koopran 1.

Despite the fact that three of these four pending cases have almost con-
Pletely negatived their serological findings, we do not, as a matter of policy,
include as satisfactory any individuwal who has any serological findings other
than zero on several cxaminations.

Satisfactory Results
The remaining 492 patients (92 per cont) are completely satisfactory re

S
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sults at the present time. They have no clinical evidences of syphilis. The
precipitation and complement-fixation tests arc negative. Sone of the men have
not been seen for several nmonths, but no one is included in this group who did
not have several negntive tests. We confidently expect to have more complete
data as time progresses.

Swmary

Eaploying 1200 nilligrams of mapharsen over a {ive-day period in the
treatment of early syphilis, we report, at the present time, favorable results
in 96 per cent. Only one patient has a significant amount of reagin in the blod

SPINAL FLUID EXAMINATION

There are 71 spinal fluid examinctions. Euach is normal. Because of the
relatively short span of observation, this finding necessitates support fron the
findings in patients who have been observed for a longer period of time. Exclu-
sive of the present group, therc are 268 patients that have been treated by us.
There are additionally 236 spinal fluids, or a total of 307 in &ll. Three hund-
red six of the total are and have been ccmpletely normel. One spinal fluid, in
all our experience, has been positive. That single exception occurred in a mer-
phinist who, at the time, had a wife who suffered from infectious syphilis.

Neuro ilis

There has never been a patient treated by us who showed clinical evidences
of neurcsyphilis.

Cardiovascular syphilis

There has never been a patient treated by us who showed clinical evidences
of cardiovescular syphilis. Teleroontgenograas were done on the majority of the
patients,

QOther Evidences of Visceral Syphilis

Except for the infectious relapss, there hes never been a clinical mani-
festation of syphilis in any of our patients.

Reinfection

There have been at least 12 instances of reinfection in the total series.
For the nost part, we have reported these as infectious relapses in erder that
our statistics might appear in thoir worst possible light. Thus, in this large
dose mapharsen series, at least three of the nen reported as infectious relapses,
in all probability had reinfection. Rather than quibble, we accepted the patients
as infectious rclapses and retreated two. One we accepted as a failure, though
there is good clinical reason to helieve that the man had more likely a reinfec-
tion and hence was & successful therapeutic result.

_
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The Conparative Acccupllshients by the Best Availuble Routine, Conscrvative
Method .

Beyond their absolute value in evaluating the efficecy of fiva-day treat-
aent, the figures above noted are to be coapared vith the sccomplishnent by the
best available routine conservative nethods.

Concerning this, Dr. Moore states ( page 44) "The chunce for cure by the
best available methods of conscervative trectacnt in early syphilis is a 100 per
cent probability of biologic cure in seroncgative prinnry syphilis, 80 to 90 per
cent in seropositive primary syphilis, 80 to 95 per cent in carly sccondary syph-
ilis." Rest available nethods of trextment, according to Dr. Hoorc!s definition
are the continuous and continued therapy.

The figures vhich we have presented closcly approxinate Dr. koore's stated
"chonce for cure." However, the published reports uf best available ccnscrvetive
therapy do not seen to fulfill Dr. loore's cplinistic prognosticction., Thus, Dr.
Padget, reporting on 551 pationts, followed for five years or nore, and chosen
fron an originul group of anproxinately 6000 ( 9 per cent of those who initiated
trectnent), shows that 65.7 per cont were "cured"; 14.9 per cent were clinically
well but had positive serology (S.T.S.). Thus, the Badgei figure of 65.7 per cent
conpared with our figure of 92 per cent. The edditicn of Dr. Padget's cured and
S¢T.8. group give 80.6 per cent satisfactory, coupared to our 96 per cent.

Reczll again that we are reporting on 83 per cent of the total number of
prtients treuted, while Dr. Padget hcs records <f but 9 per cent. Becall also
that, of our lost patients, esch had couplsted therapy and had the saue chance for

cure as the followed group, whercas in the Padget group there is ne such zssurance
for the lapsed 91 per cent.

On the other hand, Dr. Padgct has observed his group for five years or fore,
whercas our present group renges between 18 and 24 nenths.

The acco.plishment of intravenous drip arscnotherapy by our method is not
alone on the positive side of the ledger. It will be recalled that we report con-
plete freedun from clinical munifestations of late syphilis. Compared to this s
Dr. Padget hed 3.8 per cent of benign Lk te sy hilis; 4.5 per cent of cardiovas-
cular syphilis; 12.3 pcr cent of syphilis of the central nervous system; 1.3
per cent of multiple late cyphilis. Of these eoplications that incapneitate pa-
tients, force thom to scek entrance in the chronic disease hospital and would add
to your ponsion costs and disability peynents, ve had none.

Again in the Padgel series, 10 paiients ( 1.8 per cent) dic of their syph-
ilis. Ve heve nover had 2 single pationi succund to the infection. Reeall again
that tho Padget aortality is 1iiaited t¢ the siuall percontage of pationts that have
ooen followed. fthat indeed must be the syphilis uertality in the 91 per cent of
the 6000 patients whose records are inconplete?

Again our critics will point out that thure has not been sufficient tine
for our patients to have developed those disabilities, To this we respond that the
neoarsphenanine group and the suell doce naphursen group have beon studied in excess

S o 4
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of 3 yeors. Dr. Vonderlehr rcports that thore is no girmificant differcnce in the '
incidence of .atisfactory results in patiunts followed 3 to 10 years and those fron
10 to 20 years. .

Shortly, we chell discuss the problen of treatnent decath. #hen we do so,
we ask you to remeaber in the Pudgut group, for oxu.ple, that 1.8 per cent died of
syphilis and approxi.ately 20 per cent suffered fron the visceral nanifestations
of the infection.

Seronegative Prinary Syrhilis.

This scetion on accomylishnent will close with the problem that probably
concerns you nost, nanely, the trentnent of priuary seronegative syphilis. By
all nethods axé with all dosage, wo have trected 46 such patients and 46 were "cured"
The 12 thet were given neoarsphencaine cnd the 16 with the 1200 nmilligraa dosege
of napharsen procceded without difificulty to conpletle veronegativity. The renain-
ing 18, that hed the suacller desage of uaphorsen, included 2 vho require retreat-
nent since they hnd less than optinwl desuge the first time. Both these nen
cleared by ihc sccond treaticnt, thus achieving a practiczl sccomplishment of what
Dr. Hoore indicates in his table on probabilities.

THE TOXICITY AND DANGERS IMHERENT IN FIVE-DAY TREATMENT

The dongers inherent in arsenotherapy include uinor reaction, arjor dis- .
turbances, and treatoent death.

iinor Recctions

The ainor reactions experienced in intensive trectuunt include gnstro-intes-
tinul distross, prinary and secrndary fev.rs, torzicoderneta, transitory jaundice, anc
albuninuriec. These phenonenu have "nuisunce velue" and nced not cencern us today.

Mo jor Disturbances

The najor disturbances incideninl to arscnothernpy include toxic hepatitis,
blood dyserasius, renal disturbuncec, uerniutitis oxfoliativa, and the toxic neurop-
athies.

0f the liver, kidney, skin, and blowd ciuplications, we have personally ex-
perienced none in the uapharsen series and cne deruatitie exfoliativa with recovery
in the necarsphenaziine group.

The tuxic difficultice relative G intsnsive therwpy are vwholly concerned
with the nouropathies. 1In the ncoarsphearuire work, w had 35 per cont of peripher-
al ncuritis, mch of it noderate or rnore ithun that in severity. iith nnpharsen, we
have reduced that to 1.7 por cent of exceedingly nild intensity. Thet problen
seeus to be solved.

At this tine, we .oy digress to inquire into the renson for the lesser tox-~ ‘
icity of nephersen. Our belief is that it i3 ginply & uatter of arsenic content.

: y
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According to our cliniczl obsurvetion, the optimal therapeutic dose of neoarsphena-
mine is 4 graus compared to 1200 nilligraus of aapharsen. The reason for the lesser
toxicity of the arsenoxide, we believe, is the fact that 4 graus of neoarsphena-
nine contains approxinately 800 uilligraus of arsenic, while 1200 nilligrais of
napharsen contains approxiietely 360 nilligrais or less then half,

The single problen in toxicology that we have not overcoue is that known
as henorrhagic encephclitis or perhaps better, toxic encephalopathy. We encount-
ered this conpliceiion approxinately once in each hundred coses, ond while we our-
selves have not had a trcatuent death in the nspharsen series of 276, Dr. Elliott
will shortly report an incidence of fatal encephalopathy approximating 0.5 per
cent.

We who advocate the use of intensive trcatuent by the five-day nethod,
mst straightforwardly and directly accept, agtinst our accouplishnent, a probable
incidence of aild, noderate, or severe encephalopathy resulting fronm treatment,
once in a hundred tines, and a treatuent death once in two hundrcd to ihree hun-
dred tines.

Let us with equal cendor inquire into two questions. (1) Are the toxic
encephalopathies a aanifestction of overdosage or idiosyncrasy?
(2) How connonly does toxic encephalopathy occur by routine conservative nethods?

I believe that the toxic encephalopathiss are uanifestations of diosyn-
crasy and not overdosage. I bese this on two clinical observations. The first of
these is the fact that with routine, conservative trcatment ( as in the Cole series)
the conplication commonly occurred after the third or fourth injection of the us-
ual routine dose. The second reason, as ycu will shortly see fron Dr. Kaplan's
report, is the absence of this conplication in his series of individuals with late
syphilis, suggosting the possibility that the "reactors" have been elinineted by a
process of natural selection.

If the hypothesis of idiosyncrasy is correct, cncephalopathy is not a mani-
festation of overdosage. It should be as comu.only encountered in routine as in
nassive dose arsenotherapy. %hether or nct this is so is the problen that we nust
next consider,

I have previously pointed out the large percentage of case loss by routine,
conservative nethods. I have previously indicated that there is a possibility
that the patient who lapses fruu treatoent does so for the very reason that he is
& "rerctor"., Under these circumstances, the followed group would be weighted
with .hose who do well and the lapsed group with those who have treatment difficul-
ties .

With a syndrome such as encepholopathy which nay coue on hours or days after
the injection, and which nay be nanifested by heedache, disorientation, coma, or
convulsion, what should be aore natural than that the patient should discontinue
treatoent if he interpreted his disturbances as the result of the injection? If
the disturbances wore of nore than moderate severity and he becane conatose or
experienced convulsions, would he be returncd to the ambulatory syphilis cliuic?
Would the neighborhood doctor recognize the syndronme and report it to the syphilol-
ogist? If the patient wore taken by ambulance to a general hospital, how likely is
it that the diagnosis would be mnde, and if nade, called to the attention of the
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treatuent group?

That these speculations ace uot idle is suggested by the discropancy that
exists in the reports of the nust roputable and inforued syphilologists. Thus,
Dr. lfoore in the Journsl of the American Hedictl Zssociution stated thut our in-
cidence of this conplicatiin wrs 1500 times greuter then his. Lator, in his cur—
rent text ( page 583) he has unonded that statencnt to "225 tines as great". Hahn,
roporting fron Dr. Moore's clinic, in 2 current issue of the Anurican Journal of
Syphilis, Gonorrhea, and Venereel Discases ( page 683) says: "The case incidence
of henorrhagic encephalitls with unassive dosc arsenotherapy is 60 tu 7C times that
of routine therapy." This, the cruparztive range in this une group extends between
60 <o 1500 tines.

In the Cole sirics to which vie have r1ds previous reference, there wore 6
deaths fron toxic encephalopathy in 1212 patier’. treated. This is an incidence
of 1 in 200, ahout cqual to ours. MHahn quoted ulbxve, romonstrated with us for us-
ing this corperiscn, since 4 of ihe 6 deaths rceurrcd with sulfrrsphenenine. How-
aver, that stiil leaves 2 creerhulibis douths in 1160 patienls treated with arsphen-
anine or ncoarsphenauine, Thic reztel incidence i3 .pproximately 1 in 550. Since
we have 2 or 3 non-{atal cascs to ench death, Dr. Cole's incidence with ncoarsphen-
aine and arsphensiiine rust just avcut cquldl ours. Surely Dr. Hehn connol be re-
forring to this scrios vhen ho states thui our incidence of heuorrhagic cncephal~
1tis is 60 to 70 timcs that of routine therapy.

Perhaps it is this type of dilemn thut lends Dr. Hohn to state in his sum—
nery (poge 681) "fhe only long-ter. nodern stelistics concorning the wortelity rate
of antisyphilitic treabtuint oire those of the United States llavy. Reliable date on
the incidence of hemorrhagic encophelinis are nut available," cnd agein (page 660)
"The Cooparative Clinicel Group ciuly ;ives no ucaful. inforaction concerning total
wortality rato or actucl incidence of heiorrhagic encephalitis, fox the obvious
reason that it wns planned ©. include only paticnis undor trcotueni for at least
six ronths. Ls will be sho'm subscquuntly, fztul reactiuns tond to oceur during
the first six wonthe of therupy." Cn the next poe (661) he cdds » "Especlally
inaccurate arc the puhlished znd quoted data of the incidence of heaorrhegic en~
cephalitis."

Treatnent Decths

Enploying mapharsen, ve have never personnlly had o trestaent death. This
we are convinced is o watter of pure guod fortunc. e frecly adnit thot, by our
nethod, & fatal sequellus .:ny be onuvleipzied cneco in every 200, 390, or 400, pa-
tients. Since the nole crusc for death in cur serive has been toxic oncerhalopathy,
what has boon said chove s - low roluiive to “treatpent deuths? so far us #e are
concerned., But this ic rut true of othor soriuus treatment couplicntions, absent
fron our serir.s, but encountered in routine concervative trostucnt. Dr. Hoore
gives the incidence of demiatitis exfolincive au 1 40 126 with trsphonanine, 1 to
197 with neoarsphenandne; of hopatitis, 1 te 117 vor arsphenanine, 1 to 282 with
neoarsphencnilne ond wdditlc nally des ribud thrubodytupeniv, granulocytopenia, and '
aplast! nnouis, oll of which h.ve knom nortulity. These conplice Lions nust cause
Soue . .ality as pparcntly reccgninud by b, f'ahn, who estimutes our incidence of
heaorrhuglic oncephclitis ug 60 tines routine ccnsorvetive tresimsnt and our nortal-

J
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ity incidence a8 3 to 7 tines. ile stoles thav the Jchns Hopking trcatuent
deaths were 1 to 1250, but agein we poirt out ihet this estination which is
based on conservative cases, iz cuaputed froa the records of thut crall per-
centage who have been followed.

The Risks Sunnarized

The risks of 5 day treatuent incideatcl to grave norbidity and aortal-
ity resulting fron (a) treatuent and (b) the raveges of syphilis nay be sue—
cinctly su.inarized.

Yith our nethods:

(1) No death frun syphilie has occurred.

(2) No visceral menifestation of sypuilis has ceeurred.

(3) The troatment risks consist of 1 tu 100 toxic encephalopathy and
1 to 200 or 1 to 300 treatnent dcaths due to toxie encephalopathy.

Lgainst this, as we view it, the risks of riutine conservitive treatment
ney thus be susmariszed.

(1) Death from syphilis 1.8 per ceat o« the Tollowed cases (Padget) .
Death fron syphilis in lapsed pubients unknowm.

casus. (Padget). Visceral demage fro: syphilis in lapsed greoup unknown, tut
adnittedly higher.

|
|
|
(2) Visceral dmusge from syphilis opproxiustely 20 per cent in followed
(3) Dernatitis extoliativa, 1 to 126, 1 to 197 (lioore)
(4) Hepatitis, 1 to 117, 1 to 182 (I'uore).
(5) Blood dyscreaias?
(6) Toxic encephalopethy. "Nany times". (Schamberg); 1 te 200 to 1 to
550 fatal cases (Cole), 2 in 27, 400 poticnts (Moore); United States Navy, 1
in 77, 78 injectiuns; Stokes, 1 in 99, 600 injecticns.
(7) Treatment ceaths, 12 in 1212 (1/100) (Cole): 1 to 1,250 (Hahn

and Hoore); United States Navy, 1 to 29, 868 injections; Stokes, 1 to 21,000
injections.

THE ADHMINISTRATIVE AND ¥70ONOMIC ,SPRCT OF SYPHILOTHERAPY

The introducticn of five-day ircatment in the erny end navy vwould havo
the folluring inplications relative ‘¢ sdnlnisty tive nnd ccunonic aspocis:

(1) The prtient wouwsu be hospitulized for approxinately cight cdays.

(2) Except for perhaps 6 per cent of the wen who would require retreat-
ment for infectious relapse, no othoer therapy necd be aaninistered.
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(3) Except for reporting at weckly intervals for the first four nontha
and nonthlyintervels thercafter, n. other ohservatisa or cire wo 1d be necessi-
tated.

(4) There shuwuld be nc significant incidence of clinical syphilis.
There should be no significant post—war hospitolization, disability, pension
poyuents or death benefits in the treated group.

(5) The total of :man days lost in treatnment should be rcduced by perhaps
70 or 80 per cent.

(6) The administrative work and organizational disruption due to the
necessity of repcated veekly injections over the cuurse of cighteen icnths is re-
duced to 2 niniuun.

REBUTTAL OF CRITICISIS PARTICULARLY THOSE REFERABLE TO LABORATORY WORK

A persistent criticisn of sur investigation has been the lack of pre-
lininary work on laboratory aninels. Thms Dr. Hoore states (586) "It is un-~
fortunate that fundeumental luboratory duta relative to five-day treatrent wes
not accumlatod before the nethod was tried cliniecally."

To tais, I desiro now for the first tine tc acke a public reply.

I have been a pharwacologist for the pnst twenty-three years. I have
convinced nyself thet aninel pharnt.cology differs widely from hunen pharmacology.
The touchstone of clinical therapy is the result on nen hinrclf. This is particu-
lerly true of the chenothurnyy of infection. Each biologist will 2gree that ex- |
perinental inoculation of anitelc fcllowed by treutment precents u much different |
problen thon natural infecticn, s expericnced by the living organisn., The nost }
recent oxauple of this exicts with the drug Proumin. This substance is signally |
successful in the trealment of experiienial tuberculosis in guinca pigs. In the
huiann, ny roecent work proves it to e velueless., These £indings are confirmed
elsevhere. My aserlior work vhich led to the discovory of speed shock, was con-
cerned with the "cure" of nanlignencics in the nouse with doces of melenin, |
Clinically we may as well have injected éistilled watur, I an convinced that
fundanental laboratory work ocn clinicel chonotherapy must b deno sooner or later
on non hinself. Laboratory work iy or may nol be helpful. In this instance,
I olected to yo to the clinic itself. IHure we cmployed every safeguard. In ad-
dition to the usual routine exmainition and care us provided in every first-
class hospital, we did d2ily blood ciunts including platelets, before and after
treatuent, blood chenistry znd reml function tests, liver function tests, arsenic
excretion studies in urine and stool end arsenic concentration in blood. We did
not sacrifice any patients, at stated intervals, to make arsenic determinations
on tissue, but other than thut I know of no crror of onission.

This accoaplishnont is to he coupured to what is known relative to routine
conservative trcatuent. Where are there studics couparcblc to ours? Mow was the
tine-dose relationship worked out in coniinuous and continued treatment? Why 0.4 '
gron of arsphennaine? Why 60 nilligraas of napharsen? Why weekly intervals?

o 4
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' Why 20 doses por serics? Why 70 injuctions lotod?  Vhy (puge 585) o theoretical
blood arsenic level for routine conservativo treatment to be conmpered with our
feu.

faciaal graphs?

* Hove not our criticas - 1like us — arrived at their systens by the methods

of trial end error, which is in the end the critical-~clinical mnethod? Have they not
eriticized us for scientific derelictions, when they themsclves with greater fa-
cilities, longer years of study, failed te show duta and statistics equal to ours?

But let us return to the leboratory work. Dr. loore statos, with refer-
once to the recent Work on the toxicity of arsenic for rebbits, that these resulis
"are applicable to hunun beings." With this principle I an in disagreeuent.
Concerning this point, I quote ny chief, Profecsor Charles C. Lieb who writes,
"loore states that there is no good reason to dcubt that the nininal lethal dose
found in lower uninals { dog and rabbit) also is the ninirmum lethcl dose for

pen, This I think a nost dangerous assumption, and it is not justified.”

But let us not terry longer with this scadenic discussion concerning the relation-
ship of wtninal experimentation to humun therapy. Lot us for the ncuent accept the
fact that Dr. ioore is correct in stcting thet the results in the aninals are ap-
plicable to hwacn beings, and in this 1light toke up the published findings of
liagnuson and Raulston, tn which Dr. licore rcfers.

flelative to the Thorapeutic Index.

llegmuson and Ruulston state "the dove of nmapharsen vhich has becn used
in the continuous drip treutment of syprhilis opproxinetes 4 nilligrams per kilo
per day for a five-day pericd, while the uaxirnun tolerated dose in dogs by the
continuous drip is 10 nilligrwuis per kilo per day, giving a rotio of 2.5". Dr.
Moore has been nore generous to us, since he states ( nuge 537), "The Treatment
schedule nost frequently used by the intravenous drip is only one-third the dose
which kills half the aninals."

Dr. lioore then goes on to say that this therapeutic index of 1 to 3 is
"dangerously close to the toxic levels."

With this conclusicn I take issue. *f the therapeutic index is regarded
a8 1 to 3, then there is a factor or safoty in our inethod between 1200 nilligrams
and 3000 or 360C nilligrr.is, quite auple for ©ll clinicel purposes  Comuenting
on this, Dr. Lieb states, "& druz with ¢ fuctor of safety of 3 (determined by com-
paring the effective therapeutic and uininel lethal dose on the srme species) is
not pcrfectly safe but it is relatively sufe. For eoxanple, phenobarbital and sod-
iunbarbital tested on dogs. have each a factor of sufeily of only 1.5. Surely if we
could transfer results freia aninals directly to wan ( as Moore proposes), neither
of theso useful drugs could be justifiably enployed in practice.®

As to Intravenous Drip Versus Multiple Injections

The second poiat of attuck on our work hes been relative tn the comparison

of the intravenous drip and multiple injoctisn. Concerning this puint, there are
both clinical and laboratory data.

|
|
I - >
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Clinically, Dr. Thomws hes publi.hed curefully compiled data on the
two mothods. TFraoa his sork, he cuncluded "The continuous drip has no special ther-
apeutic udventages over intensive trectuent by multiple injection." As I wrote
Dr. Thonas on July 7th, I believe il his figures arc 10t in accordance witi: his
conclusions. Thus, he hud to £2ll brex in Lis dosage fron 1200 nilligrens to 840
12illigrans and 540 nilligrans. The span of tr.otuent was incrcased from 5 days to
8 days. In order to meke up for the lesscned officucy of arseunotherc)y, other
variables wore included such as typhoid saccine injections wnd hyperpyrexic.

In Dr. Thomas's anelysis of the clinical rusults, he included in the
satisfactory group those whe were vl.ost scronegntive. You huve seen how scrupu-
1ous we have been to exclude from the fuvorable group any potiicnt with the slight-
ost possible reagin in the blood. VWhen our criteric are applicd to Dr. Thomns's
group, as reported recently, the favoruble rosults fall to 76.8 per cent us
eguinst our figure tant is in excoss of 90 per cent.

Relative to toxicity by the tro acthods, Dr. Moore (583) hinself
points oul that the incidence of lLenmorrhagic cncephuliiis is highor in the Thcmns
series than in our series, and thic despite the fnct thrt his dose was lower.

Magnuson and Raulston have compiled cxperinental data un this point.
Fron their experincnus, they concludeds

(1) "It evidently nokes no difference vhether the drug is given
slowly and continuously ovar 2 twelve-h.ur pcriod or in three single 1.rge doses
during the same tine interval. The net effcet is th. same in either case."

Fron this conclusion, cnc wsuld judge thet intravencus drip nethod has
little to recomiend it. If yzu will bear with ne onother ncaent, I shall analyze
the data on which this erronesus cenclusicn was besed.

The authors studied arsenic excretion in urine and stool; arsenic
retention in tissues cnd arsenic cuncentration in the blood. Obviously, the des—
ideratun would be vdequate =rsenic excretim b urine oand stool, maintenance of on
effectual blood concentration, and nininmel tissue retention in order to avoid
toxicity.

As to the comparative arsonic excretion, the suthors state, "It may
be seen thal the figures ( of multiple injcctions) do not present the sharp dif-
ferentiation betweun those ~ninals that live: and those that died, such oz was en-
countered in those thut received contimucus drip. Furthernore, the totel excre~
tion was al.ost alwoys less than that found in the previcus group (dripj. The
average total oxcretion dropped frua 42.2 per cent in the first group (intravenous
crip) to 28.4 per cent in the present greup (mitiple injoction). This difference
was most narked in the urinary cxcretion; which averuged 35.6 per cont of the ar-
senic administered with the continucus drip but only 16 por cent of that given by
interrupted dose."

Is it not fair 10 conclude that relative to arsenic excretion in
urine and stool thot the suntinuous drip nethod excels that of aultiple injectiun?

4
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Nor is that all, since the authors in oxpluining the differences in ex-
crotion state: "With the contimwus drip, the animals were receivirg approximately
600 c.c. of intravenous fluid each duy, and in addition were drinking water as
desired. With the interrupted doses, the fluid intake was dependent upon the
thirst of the animal which was very irregular. Wlany of the animuls were nauseat-
' ed and refused tc drink."

Certainly this statement needs no amplication from me.

As to blood arsenic concentration, the authors present two graphs that
are conparable. These are concorned with the changes that result from dosages
of 10 milligrans per kilo per day, given first by drip and later by multiple in-
jection.

I shall pass these curves arcund for y ur exanination. You will ncte

in the intravenwus drip curve that f ur graphs are closely parallel. They reach a
concentration cpproxinating 100 nicrograns on the first day, 125 on the second day,
150 on the third and fourth days, and 175 on the last day. Those of you who are
fanilier with our clinical ctudies, as d me by Dr. Sobotka, will recall thet the
curves presented by us as they appeared in the hunan putiont, we.e almost identical
with those of the experimental snimal. The blood levels werc lower since we gave
sualler doscs, but the graph wes a replica of those prepared b Iér Magnuson end

. Dr. Raulston. .

. Conpered to this, by the rmltiple injection nethod, there is no such reg-
ularity. One anincl reached 2 concentration of 500 micrograus on the first day.
That eninel died, so the high ccncentration undrubtedly contributed to, if it did
not cause, the fatality. Of the remsining thrce aninals, two never reached a con-
centration of 100 nicrograns at .ny tine, the third touched a 100 nicrogran level
twice during the ccurse of treaticnt and seens tc have reached o level of about
150 aicrogrons at the last analysis.

Is it not fuir to conclude from this that by intrevencus drip & relative-
1y constant and even arsenic cuncentrati a. is achieved end npintained during the
period of tuera)py? \ihereas with the nultiple injection ncthod the results are
irregular, the single high eoncentration produced a fotality and the low concen-
trations could not have had the thurapeutic efficacy of the level obtained by the
drip.

Finally, the cuthors have reuarkably rccurate data on tissue retention.
I sholl not go into their nethod of calculating the estinmated mephursen rutention |
. in milligrans por kilo per day, but I shall cull attention to the inmportance of this |
calculation, sincethose aninals whose retention was luss than 7 milligrans in the
longoer study and 8 nilligrans in the shorter study, universslly survived, whereas
those whese retention exceeded 7 nilligraus in the 5 day study and 8 nilligrams in
the 2 day study presonted a high vortality rute irrespective of dosage.

‘ It would 3eci to be & fair conclusicon that excessive tissue retention was
related to toxacity and mortality. With this in .1ind, observe that in each instance
an arsenic retenticn of less thun 7 nilligra.s cccurred in 50 per cent of those

A
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treated by drip and but 13 per cent of those trceted by .wultiple injection. '

The experinental studiee of liagnuson and Raulston scen to prove, accord-
ing to our vicwpoint:

(1) The fsctor of safcty of 2.5 or 3 to 1 (as deternined by comparing
the affcctive therapcutic and the nininal lethal dose) is relatively safe, to use
Dr., Lizb's phrase. :

(2) The method of the intravenous drip excecds in safety that of mul-
tiple injection, since there is a greater arsenic excretion by urine and stool,
lesser subjective symptomatology, & losscned tissue rotention, and an absence of
overwhelning arsenic concuntraticn, such as night prove toxic and causc a sus-
tained arsenic concentrution to assist the therupeutic result.

Thus the researchos of Drs. Magnuson cnd Raulston, if ivhey are accept-
able to Dr. Uoore, demonstralc the irrcgularity and toxiecity of rapid injection,
They sapport the concept of spced shock, us enunciuted by me ten years ago. They
rrove the relative innocuousness of the slow intravenous drip.

These considerations inpcl us to offer for y.ur approval the possibility
of introducing intravenous drip arsenvtherapy for easrly syphilis in ihe arned
forces. Thc method pronises greeter then o 90 per cent curavility. It has a def-
initive treatnent risk epproxinating 0.5 per cert. There should be no repercus-
sions in the nature of late sequcllee, significunt rz2nifestutions of the infection .
or late viscceral conmege. There need be hut a siiell percentuge of retreatment by
the origin:l .wethod, no other form of thir.py, no interruption of routine, no
further men-day loss to your orginizaticns, no later threat of & nuss of chronic
hospitalization due to ancient lues, ne dizability or pensicn.
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To Uinutes of thc Thirteenth leeting of the Subcomnittee on
Venereal Diseases, Nat.onal Research Council

Data regarding the intensive arsenothercpy of late syphilis
supplied by Dr. Bernard Kaplan, Sing Sing Prison Hospital
Ossining, New York.

Total number of patients who received intensive anti-luetic therapy:~ 258

Retreated: A
Diagnosis in petients receiving above treatments—
Asymptomatic centrsl nervous systen syphiliS.ce... 60
Symptomatic central nervous system syphiliSececeee 20
Iate latent SYP!ImS..‘.....Q.Q..l.....‘....'.‘... 127
:"ﬂrly latent S)'I)hilis...'.'.0........00.....'..... w
(’&rdiovasc‘llar Sywilis'....O..'......‘.I......... 5
Primery and secondary syphiliSeecsecee secccccscces 4
Conge!litul sﬂ‘!lins.....................’......... 2
Type of treatment course employed:
5 day mp‘l‘larsen drip S V8O AGSIT T S OGIOSOEIDOOOSIOEN ]Az
ifepharsen drip (other than 5 days) eeceececcessees 16
ifaphersen drip and typhoid vaccine inilravenously.. 94
Hapharsen drip following malari@esececesccescscces 13
Imltiple Syringe tech.qique..........‘..'.l...".. u
Total amount of arsenic employed in each of 279 courses of treatment:
mss mm lm milli@ms..........‘0..0'.'...... Ll
].m to 1200 uilligx‘ims........'....Q'......O.... ns
1201 to um milng’mbls...........'.......'O..'.. 65
1401 tO 1600 nmigraulS‘io..ooo..o.oo..ooc.coooo 55

Sone amount of previous antiluetic therapy had been received by ap-
proximately 50% of the 258 potients.

Toxicology: 1o instances of blood dyscrasia, hepatitis, exfoliative
dermatitis, renal damage, hemorrhagic encephalitis, and no fatality. Minor
symptoms, such as nausea and vomitirg, headache and dizziness and arm pain,
approximetoly 50 to 75%. Periphercl neuritis 7%,  toxicoderma 5%; prim-
ary und secondary fever 28%.
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To the Mimutes of the Thirteenth doeting of thc Subcomiitiee on
Venerenl Diceases, l:itionel Reseurch Council

Datz supplied oy Dr. Tven Thomes, ilellevue lospital, Hew York,

ac to intensive arsenotherspy of early syvhilis. .

Nunber of Treatment Courses from Dec. 1939 to Jun. 1, 1941.

fumber of priients trouted eeeceeecense 65/,
Retrcztments 'EXEEEXENE RN RN ENNEE XN I N ENEN ] éo
Tolnl nuiher of treoctient Coursos .eeee 694

Disbribution of Cuses by Type of Treotaient

Totel nunber of trottment courses ..... 694
Froctod with wnapharcen only eeeeccessee 280
Treoted with wepharcen end typhold vaccine 413
Treated with mapharcon and artifieixl fover 1

Distribution of Trortuent Cour:esg with Hophersen Only by Stege of Disense

TOV--]. Im:“’cr 0000 9 00009800V S & 000 2& -
Princry wné occondidy oyphilis ceeeees 273
L’-‘t(nt (\m Oth\?rs 000090 200000 @000 7 *

wactlons

Cercebruld. ituzctions with i racn Only

Hurier Per cent
'bo?mcnt CO\lrscs QG OO DO O S 000 0 AL IR N I B B O N BN BN BN W N ¥ ] 280 lm

Ccrcbr‘\ll r\.}:\ctiom (tohll) P OO PPV O PO S 00000 @S0 z l.m
Totsl fotality duc to lLenorrhigic cncephelitis

(treated with 0.9 :ms. urpharsen) 1 36
Rocovercd s fter hoiorrnugic vheephrlivis

Hild runction (few convulsicns)
(trocted vith 0,77 gns. nephrrsen) 36

[}

In this group, 1 paiicnt vith no cercbral recctions

(treated with 0.99 gis. nophorsen) 1 36 i
!
h~d nnrked spintl iiuid chnnse. |
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Cercbral Reactions with Mapharsom and Typhoid
Nunber 2r cent

Treataent Courscs IAVA 100.0
Cerebral reactions (total) 4 96
Frtality due to an cncephrlopathy (oxzet etiol-
. ogy unlmown)
. (troatod with 0.84 gns. nuphorsen cnd 2 fevers) 1 A
' Mild rcactions (trested with 0.41 to 0.7 gns.
napharsen and fever) 3 . 2

In this group, 7 pr.tients with no cercbr:l reactions hed nsrked
spinal fiuid chenges.

Troatrant of Early Syphilis
(Prinary ond Sccondary Syphilis)

Status of 151 C~ses, 8 to 24 Months ~f't:r Tro-taiont with 0.9 mi. to 1.2 g3, Maphor-

scn
Nunber Pcr ccent
Cesos trented is5l 100.0
#* Lost 65 43.05
Followod 86 56.95
Stotus of 86 ci.ses followed
v Probable fivor~ble resulis 7 82.6
Now scroncgative (68 coses)
#* Alnost seroncgutive (3 cnsus)
St111 seropositive 4 47T
Relapse or reinfoction il 12,7
Tot'?-l- L ] L ] L ] L] L ] [ * L] ° L] L ° L ] * L] % lm.o

* 0Of the 65 lost crses, 24 were seronegntive when 1:s5t seen, 19 of these
having been followed 9 to 17 nonths tftoer tre~tuont.

@ e wm s e em G e s M Gm e v e e W e ew =

Status of 122 Ccses, 8 to 14 ilonths rfter Tro-uwient with 0.66 gu. to .84 gn.

Ik.phersen
Nuiaber P.r coent
Cases trented 12 100.0
* Lost 46 37.7
) Foliowed 76 62.3
Status of 76 c.ses followed, probuble fuvorsble
results 53 69.7
Now scroncge.tive ( 50 coses)
’ Alnost scronugntive (3 cnses)
Still scropositive A 5.3
Relapse or reinfoction 19 25.0
Total............-...‘Qo..76 100.0

% Of the lost cnses 9 wure scroneg: tive when list seen, 5 of thusc h.ving boen fol-
loved 8 to 12 nonths ufter treatnont.
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#% By almost seronegative, we ncan cases whose serological tests are conpletely
negative except for a doubtfully positive State titer.

Those listed as still positive have State titers which are felling and nay ,
becone negative in tine.

s wn e @ SE G G CD W @) s W aw s = A we

Status of 120 Cases, 8 to 13 Months after Treatnent with 0.54 gn. to 0.6 gn.
Mapharsen and 3 to 4 Fevors induced by Typhoid Vaceine.

Munber Per cent

Cases treated 120 100.0

Lost A7 39.2

Followed 73 60.8
Status of 73 cases followed, probable favorable

results 63 86.3

Now seronesgative {56 cuses)

Alnost seronegutive (7 cages)

Still seropositive 1 1.4

Relapse or reinfection 9 12.3

®
Total 73 100.0

- em e Gw W D B cw e Ch W wo e s e s e W

Spinal Fluid Exaninations 6 to 24 Months after Treatment

Total nunber exanined 203
Negative spinal fluids 201
Spinal fluid 12 months after treatnont showing 10 cells

but otherwise normal. (3lood Wassernann negative) 1
# Spinel fluid 7 months after treatuent showing a pos-

itive Wassernann and § cells; globulin, total

protein, and colloidal gold tests normal. 1l

* This cuse was relapsing secondary syphilis with a strongly positive
spinal fluid before treatment. Scuven nonths after treatment her spinal
fluid is inactive except for 5 cells and & positive Wassermann test.
Hor State blood Wassermenn titer is steadily fulling.

- A
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Appendex "D" to Minutes of 13th Meeting of the Sub- }
Cormitteo on Venereal Diseases, National Research Council

Statemont of Passed Assistant Surgeon Harry Eugle,' U, Se Public Health Service

An Experimental Evaluation of the Intraverpus Drip and Other
" Intensive Methods for the Treatment of Syphilis.

.

The rcpori: that early syphilis may e .effootively trgated, and in most
cases definitively cured, within five days by administering neonrsphenamine or
mapharsen in an intravenous drip, is of obvious importance both to the individual
patient and to the current ¢ontrol prozran. This intensive procedure is, how-
ever, many timos rmore danzerous thar standard clinic practice, caysing deanth in
Oe3 to 0.5 per con® .of thé onses, 'and serious toxic.reactiens in approximately
‘one of every hundred patients troased. Undor theso:cireunstayces, its utility
as a routine pro?edurd is aebatgqle.f ’ .-

A study on ‘the toxicity and chemotherapoutic eificacy of the intravenous
“drip applied to thée treatment of rabbit syphilis was bozun in the fall of 1939
t was hopdd that the data would provide information, not availadle from the
huzan experiment, as to the margin of safety affordec by this procedurc. As the
study progresscd, its scopo was. enlarged to iaclude other iatensive mothods, as
well as more conservative procedures, and an attempt -wos nade to provide as wide
a variation in the time-dosec relationship as was feesible experimentallye.
To date,’'approximately 2,000 animals have ceen used in the study, and 10
different treatmeit schodules have boen evaluetod. . For cech of these schedules,
ooth the toxicity and the therap.utic activity have be2n dptemineg, using 6 to 12
ralbits at each of 4 to 6 dosezo lovels. "Mapharsea™ (3-cimino-4-hydroxy phonyl-
arsine dbxide) was used throughouts To swwmarize the rosults in brief, the five-
day intravenous drip &ad, irdoed, any similar intonsivo schiedule over so short a
period, provides a dangerously narrow nargin of safoty as conmpared with the tradi-
tional woekly injections over d period of 12 tc 1E :onths. Troatnnnt may, however, |
be intensified safel, clon.: more conservative lines. This, injrctions thrce tines |
w:ckly for 4 to 6 weeks provideé a margin of safety comparcble with tmat afforded
oy 20 to 30 weekly injections. With all nccessary resorvations, therc is reason
to 'bel'.'g_sve that these data may be of significance for the trgatnent of the human
disease. : :

.'Arx_’angad in tho order of decroasing intensity, iece, increasing total
duration of treatnent, the tén experinental schedules wero as followss:

1. A single intravénous injection, the total duration of
‘troatment theroforo .oinj approxinatoly 1C seconds. -

2. Pour injoctions of Liapharsen within one day, at 2 hourly intervals.

3, Intravenous drip ovor ‘a six hour period for onc day onlye.

4, Two irjections, at 4 1/2 hour intsrvals on each of two
successive days. .

5. Intravenous drip over a two-day periode On oach of thoso deys :
the drip vas adninistsrod for twé poriods of 2 1/2 hours oach,
seperated by a two hour rost periode .

6¢ Single daily injections on four consecutive days.

7+ Four injections at two hour intorvals, on each of four conso-

cutive days. o

8. Six-hour intravenous irip edminister2d on oach of four conse-
cutive dayse. . '

9. Injoctions ovory othor day (3 times wsekly) for a period of
4 yweks. This reprosonts a total of 12 injeotions, -
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| The Effect of the lLothod of hdministration and tho Duration of Treat-
| nent on the Toxicity, Therapecutic Efficacy and "Chomothera-
poutic Index" of Mapharsen in Rabbit Syphilise

| .
|

; (The figures in this table are preliminary, besed on incompleto .
} datae Howover, it is not anticipatzd that the final values

| will diffor significantly from those hcre indicated).

| ‘ Rosults in Syphilitic Ravoits 4 ¢
1 2 3 :
| Mothod and . . Estimatcd "Chemothorapoutic e
| i . #laximal | XKinimal uar-in of " s ar s
i Duration Tolerated | Curative | Safetys "Chemoqindex’ in Man. laxinal
] of s Tolerated Dose in Rabbits
Doso Dos thorapeutic .
! Treatrent ng o/ke =/ Index" (mge/kge) ¢ Therapoutic Dosd
' 6o/ Ko Mg o/ XBs in Current Use (mce kso)c
- = ]
i Iatravenous drip
| 1 day 16 hrsa) 20 108 2.0
} 2 days 32 7 (1) 445
| 4 days (6 hrs;
i daily 43 12 4,0 7
| 5 days - - 5.0'& 587 = 2,75
20
o -
1 .ultiple doscs daily
"1 day & 17 g 2,0
\ 2 dayejz 28 6 447
4 days 40 346 (7] 1140 (?) 7
t 5 da 45 = 3.0
! Y8 - = - e
e 15
{ Daily injections
t 1 day 10.0 70 le4
[ 4 days 30 540 640 3,
Y12 days 70, - 12,0% 0% = 6.0
} 4 12
&njections every other
day (3 times weokly) - ’
4 vrceks 96 8.0% 12 __96? = 80
1
6 weeks 144% - 18% _1441 & = 8.0
8
Weckly injections
6 wceks 60 840 725 .
20 wecks 2009 - 26,0% .2.‘23.8._"’ = 1040

N "Mdaxinal Tolérated Dosc" = arount which “ills less than 5 per cont of animals.
% Mfiniral Curative Dese" = amount which curcs morc than 95 per cent of animals.
& Tvro drip periods daily, each for 2 1/2 hours, soparatod by 2 hour rest pcriod.
Four injections daily, at 2 hour intervalse
Two injuctions daily, at 4 1/2 ho intervals, and thus comparable with the

. 2 day intraveonovs drip schedule. !
‘}(;/Estimated: data incomplote.
\8’ Estimated by extropolotion from experi.iental datae '
v In the ebs:meco of 2xpeorimental data with respect to therapoutic efficacy,

this figure is an ostimatec based on tnc assumption that, as indicated by tho ‘

othar oxporimonts, ths thorapoutic dosc will not differ significantly on the
longer schodule.
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Appendix E

To the Minutes of the 13th Ueeting of the Subcommittee cn Vensreal Diseases
fational Research Council

Dr. Perrin H. Long, Chairnan, Janwary 14, 1942.
Ceimittee on Chemotherapeutics and Other Agents

615 Nerth Wolfe Street

Baltinmore, Maryland.

Dear Doctor Longs

On Jamary 6 you returned to me for further censideration by the Sub-
cemmittee on Venereal Diseases the proposal of Docters Arthur Schech and Lee
Alexander for an evaluation of short term intensive araenotherapy of early syph-
ilis for ambulatory patients. Your committee had raised the issue that this wms
essentially a long term study requiring at least 5 years for completion, and that
it seemed undesirable to embark upon any studies which did net have a pessibility
of’ being cempleted within a year and a half. Your committee alse reised the issue
a3 to the value of the proposal of Dectors Schech and Alexander from the point ef
viex of studies of toxicity of the methed of treatment propesed.

Acting on your request, I resutmitted the prepesal of Decters Schoch
and Alexander to the Subcommittee on Venereal Diseases at its meecting em January
13th.

it "A",

The Subcommittee again voted to accept this application and to rate

As your committee justiy points out, the results to be expected from
this study may be divided into twe parts: first, those dealing with the acute
toxicity of the method; and second, those dealing with its therapsutic efficacy.
The first of these, toxicity, is a problem which mey be determined within the
tine period of & year and a half and which is, in the opiniecn of the Subcommittee
on Venereal Diseases, of the utaost importance.

The work so far dome on the intensive arsenotherapy of early syphilis
strongly suggests that & method can be devised of materially shortening the time
necessary fer the treatment of the infsction in this stage, and at the same time
of materially reducing the high mortelity rate which prohibits the routine adop-
tion of existing intensive methods of treatment. The Jamuary 13th meeting ef the
Subcesaittes on Venereal Diseases was deveted largely to a generzl discussien of
this problem and eventuated in a motion, which was appreved and which will be
shortly transmitted to the Surgeen General of the Army through the proper channels,
reading as follews:-

"MOVED THAT THE INTENSIVE ARSENOTHERAPY OF EARLY SYPHILIS (INCLUDING
THE SO CALLED FIVE-DAY TREATMENT) BE CONSIDERED AS STILL IN THE EXPERIMENTAL
STAGE; THAT THE OPTIMUM TIME-DOSE RELATIONSHIP STILL REQUIRES TO BE ESTAB-
LISHED BY FURTHER ANIMAL AND SUBSEQUENT CLINICAL EXPERIMENTATION, AND THAT THE
METHOD CANNOT AT PRESENT BE RECOMMENDED FOR ROUTINE USE BY THE ARMED FORCES."

There waa presented tc the Subcommittee on Venersal Diseases certain
confidential informotion a8 te an experimental study in animals ef intensive ar-
senotherapy which leads the Subcommittee to believe that the modification ef treat-

&
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ment preposed by Doctors Schoch and Alexander nay be as satisfactory in clinical
results as the samewhat shorter methods heretofore employed, and may at the same
tine eliminate the mortality rate which at present ranges somswhere between 1 in
200 and 1 in 400 patients treated.

The Subcommittes on Venercal Discases believes therefore that it i8 of
the utnmost importance to the armed forces that an experiencs as to the acute tox-
icity of the proposed modification be gathered in the shertest possible peried of
tire. The methed te be used by Doctors Cchoch and Alexander will parallel that in
use in a number of other clinics, and its employment by them will permit an eval-
uation of toxicity in & much shorter period of time than would otherwise be pos-
sible.

As to the therapeutic efficiency and the feeling of the Cesmittee on
Cheaotherapeutics and Other Agents that this is essentially a long term problem,
the Subcommittes on Venereal Diseases agrees. My committee wishes, however, to
point out that any worth while studies of syphilis, whether laboratory er clinical,
are essentially long term studles; that this disease continues to be, as it always
has been, one of the largeast wasters of manpower in the armed forces; and that
therefore long term studies looking teward elucidation of fundamental problems,
particulariy those ccncerned with treatment, are highly desirable of suppert. The
Subcommittee on Venereal Diseases also felt that it would probably be pessible for .
Docters Schoch and Alexander te arrange for the leng term follow up ef their
treated patients, if not by themselves ( assuming that they leave their present
pesitions for commissions with Army er Nuvy) by their successors; and that such
arrangements could almest certainly be made without the necessity of additional
appropriations from the Office of Scientific Research and Development.

|
The Subcemmittee on Venercal Dissases feels further, however, that if |

the proposal of Decters Schoch and Alexander is accepted, these workers should J

be requested to center their efforts on the two problems of toxicity and therapeut- |

ic efficiency without adding the complicated features of the possible protecting |

effect of thiamin hydrochleride and vitamin C on reactions. We therefore suggest

that if the propesal of Docters Schoch and Alexander is acceptable on an "A" basis

te your committee and by the Committee on Medicine, the sum to be granted be re-

duced by the amount of $600. (the amount specified for the purchase of thiamin

hydrochleride and vitamin C), and that the grant be made te Docters Schech and

Alexander in the amount of $3050.

With this discussion and these nodifications, the propesal of Doctors
Schech and Alexander is herewith returned to you, again accepted by the Subcom—
mittes on Venereal Diseases, and again rated as "A®, The favorable consideration *
of your committee and of the Committee on Medicine is respectfully requested.

Sincersly yours,

J. EQ »OI'O, M.D-’ an,
Ccz Doctors Larkey, Subcomnittes on Venereal Disesses. ‘
Cushing

Papper
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Appendix "F®

To the Mimites of the 13th Meeting of the Subcommittee on Venereal Diseases
National Rescsrch Council

Jamusry 14, 1942.
Dr. Perrin H. long, Chairman,
Comaittee on Chemotherapeutics and Other Agents,
615 North Wolfe Street
Baltimore, Maryland.

Dear Doctor Long:

At a meeting of the Subcommittee on Venereal Diseases on January 13,
1942, there was considered a propesal of Doctors Charles M. Carpenter and Stafford
L. Warren, University ef Rochaster School of ledicine and Dentistry, for a study
of the toxicity and therapeutic efficacy of mapharsen and neoarsphenamine at fever
teaperatures in experimertal syphilis in rabbits.

This proposal was accepted by the Subcommittee on Venereal Diseases and
was rated "A%,

The reasons advanced by the Subcommittee for the acceptance of this pro-
posal &re as follows:-

There is already existing a body of clinical and experimental evidence
to indicate that in both humen beings and experimental animels the combination of
fever therapy anl chemotherapy is more effective than either one alone. For the
most part, however, the evidence in the literature, both clinical and experimental,
is incomplete arnd inconclusive. Carpenter and Warren themselves have, togethor
with Boak, carried cut a study now in press which indicates that experimental syph-
i1is in rabbits can be cured by a mode of therapy combining a single subcurative
dose of neoarsphenamine with a single subcurative session of artificial fever. The
experiments so far completed by Carpenter, Warren, and their associates, are never-
theless still far short of the desirable in evaluating the optimum relationship
between drug dosage and height and duration of fever; nor does evidence permitting |
any satisfactory cenclusions on these points exist slsewhere in the literature. |

It seems entirely possible to the Subcommittee on Venereal Diseases
that utilizing the combination of chemotherapy and fever therapy, a methed of
treatment of early syphilis in experimental animals, and therefore perhaps also
in human beings, may be elaborated which will permit cure of the disease in one day.

The present proposal ef Doctors Carpenter and Warren should therefore
be regurded as an integral part of a2 concentrated effort to selve the urgent prob-
lem of the intensive arsenotherapy of early syphilis; and as such, of major import-
ance to the armed forces.

As you doubtless kncw, Doctors Carponter and Warren submitted two ap-
plications, cne of which, for the experimental study referred to here, the other
a propesed clinical study. The Subcommittes on Venercal Diseases rejected the
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application for the clinical study for the reasons given in a letter to Doctors
Carpenter and Warren, a copy of which is enclosed herewith. The Subcommittee be-
lieves that clinical experimentatien in this important field should properly await
the completion of the fundawental laboratory studies described in the enclosed
proposal.

The Subconmitteo on Venereal Diseases believes further that Doctors
Cerpenter and Warren are the best qualified parsons im the country to carry out
such a study as this. Dr. Warren has hud more experience with fever therapy in
experimental animals than any other investiggtor; and Dr. Carpenter has an ad-
equate familiarity with experimental syphilis in the rabbit.

The favorable consideration,of your Committee and that of the Commit-
tee on Medicine is therefors urgently requested.

Very truly yours,

Cc: Dr. Pepper .
Dr. Cushing J. E. Moore, M.D., Chairmsn,
Dr. Larkey Subcommittee on Venereal Diseases.
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Appendix ®G"

To the Minutes of the 13th Meeting of the Subcommittee on Veneresl Diseases
National Ressarch Council

ON THE LABORATORY DIAGNOSIS OF LYMPHOGRANULOMA VENEREUM

Only one diagnostic precedure for lymphogranuloma venereum, the
intradermal test of Frei, has as yet come into general use., Other metheds used
in confirming the diagnosis are either impractical (animal inoculation, srtificial
cultivation of the virus), nonspecific (alterations in serum protein), or their
value not yet established (complement fixation).

Frei tests:-These are skin tests, which may be performed with various
"antigens", as follows:-

1, Pus obtained frem an unruptured bubo from an acute case of lympho-
gramuloma venereum. This pus must be diluted 1 - § or 1 - 10, cultured for ster-
11ity, heated for 1-2 hours on consecutive days at 58° C., a preservative added,
and the material placed in sterile rubber-stoppered vials. This material is then
tested upon known positive cases and known negative contrels to determine its
potency. Pus from different patierts differs in antigenic potency. When human
bubo-pus antigens are lecally available they may be used, but are not generally
recommended for use by the armed forces because of uncertainty of sources of
supply and variability of antigens.

2. Mouse brain antigen (Lederle Laboratories). This preparation is
comercially available. It is net, however, recommerdied for use by the armed
forces, because of the high prepertion of nonspecific results obtained.

3. Chick embrye antigen. This is the preparation recommended for
Frei testing.

Comparison of chick-embryo antigen with human bubo-pus and mouse-
brain antigens:- Enough evidence has accumlated to suggest that chick embryo
lyolk sacs antigen is equal in specificlity and sensitivity to mouse-brain antigen;
and that it is probably less sensitive, though equally specific, with the most
potent human bubo-pus antigens. As with mouse-brain antigen, nonspscific papules
( 5-7 mms in dicmeter) are relatively cemmon with yolk-s&c antigen (about 5 - 10
per cent).

Mathod of use of chick-embryo antigen:—~ This preparation is supplied
in two ampules, one of which is the virus containing antigen, the other the non-
virus-containing yolk sac control. For use in Frei teasting OI1 c.c. of antigen
ard 0.1 c.c. of control material are injected intradermaily into different areas
on the flexor surface of tho forearm. The areas chosen should be at least 4 cm.
apart, or the virus antigen and control may be injected in opposite forearms,
Separate tuberculin syringes and 26 gauge needles should be used.

Reading of resultss~ The injected arcas must be inspected 48 and 72
hours later. A pesitive reaction consists in a nore or less indurated papule
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7 mm. or more in diemeter ( disregarding the surrounding zone of erythema), with
or without central vesiculation or ulceration. A doubtful reaction consists in
papule roughly from 5 to 7 mn. in diameter, without central ulceration or vesic-
ulation. A negative reaction consists in no change at the injected site, or
erythema only, or a papule less than 5 mm. in dizmeter. If the control material
likewise ylelds a positive papule ( 7 mm. or over), the Frei test should be re-
pegted with humen bubo-pus antigen if it is available.

The test may be read as positive or doubtful if the papular reaction

described occurs only with the virus-centaining antigen, the control remaining
negativs.

Interpretation of results:- The Freli tesY is of greatest value in

patients with the acute bubonic form of lymphogramloma venersum where 3 negative

test may be observed gradually to develep into a positive one.

There 1s reason to believe that in certein instances there are non-
specific cross-reactinns in other venereal diseases, e. g., chancroid, granuloma
inguinale, syphilis (Robinson, South. M. J., 33: 144, 1940); Brandt and Torpin,
Am, J. Syph. Gonor. & Ven. Dis. 24t 632, 1940); and a positive Fiei test with

any antigen must be interpreted with caution when suspected lymphogramuloma vener-

eun co-exists or may be confused with these diseases.

Still further, a positive Frei test cannot be relied upon absolutely
to establish the lymphegranulomatous nature ef any clinical condition, since it
is known that in untreated infections with lymphogranuioma venerewn, skin sensi-
tivity persists for many years, probably for a lif'e time. A positive test may
therefore mean only that the putient has had lymphogranuloma venereum &t some
tims in the past, rather than thut his presenting symptoms ars caused by this
diseass.

In short, the Frel test is of most diagnostic value when it is neg-
ative, since under these circumstances lymphogranuloma venersum, past or present
may be excluded with reasonable certainty.

)
e
e

a

’
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Appendix H

To the Mimites of the Thirteenth Meeting of the Subcommittee on
Venereal Disegses, National Research Council

At the request of the Chairman, Subcommittee on Venereal Diseases,
Doctors Hyman, Webster, and Thomas met in New York City in an effort to
resolve the discrepancy between the figures presented at the meeting by
Doctors Hyman and Webster. A now tabulation was made in which these three
observers apparently concur. The patients were first subdivided into
two groups: (a) those observed until the date of relapse or, if no relapse,
until June 30, 1941; and (b) those lost from observation prior to June 30,
1941. The patients lost from observation were further subdivided on the
basis of the length of time followed from the date of treatment until the
date of the last observation.

From these date sutmitted to the Chairman by Doctors Thomas and Webster
it vas possible to evolve a table showing the results of the continuous intra-
venous drip treatment in the Mount Sinai patients, including all patients
followed until relapse, or if no relapse, for at least one year after treat-
ment. .

These data arc appended herewith.

(See reverse)

e

- A
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Mapharsen 1200 milligram series
(original treatment only)

Number observed until date of Number lost from
Total patients relapse (clinical or serologic), observation in
treated or, if no relapse, for at least less than 1 year
1 year after trsatnent
109 69 40
400 - 1100 nilligram series
18 17 41
Status of patients followed until relapse, or if none,
for at least one year
1200 milligran serles
Of these
Total Clinical and Still seropositive | Serologic Painfection
serologic "cure" | no clinical re- relapse or infectious
lapse relapse
69 59 0 1 9
(85.5%) _ (1.4%, (13.0%)
}
400 - 11C0 milligram series
107 70 8 3 17
(73.8%) (7.3%) (2.8%) (15.8%)
¥No. .. . 7 AL 10N
®WITHO . .+ .~o0IUN OB
NATTUNAL oo = i COUNCIL
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CORRECTION

There i8s an important errcr in line 5 of page 7 of the iiimites
of the Thirteenth lieeting of the Subcommiitee om Venereal Diseases, National
Research Council held Jamuary 13, 2942. The phrase in which the error oc-
curs is as follows:

"....that at least 10 per cent, if not more, other patients have de-
veloped serious toxic reactions, usually toxic encephalopathies, followed by
recovery;"

The figure of 10 per cent is incorract. The correct figure is 1.0 per
cent.

This letter should be appended to your copy of the Min:tes of the 13th
meeting.

J. E. Noore, #.D., Chairman,

Subcommittee on Venereal Diseases.

Cc: To all Members of the Subcommittee
on Venereal Diseases, National Research Council

and other Officials who received copies of the Minutes.

m PR .- WIPVS e i
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CORRECTION

| There is an important error in line 5 of page 7 f the Himites
of the Thirteanth Lseting of the Subcommittee om Venereal Diseases, National
Research Council held Jamary 13, 2942. The phrase in which the error oc-
curs is as follows:

"....that at least 10 per cent, if not more, other patients have de-
veloped serious toxic reactions, usually toxic encephalopathies, followed by
recovery;"

The figure of 10 per cent is incorrect. The correct figure is 1.0 per
cent. -

This letter should be appended to your copy of the Mimtes of the 13th
meeting.

J. E. Moore, #.D., Chajrman,
Subcommittee on Venereal Diseases.

Cc: To all Members of the Subcommittee
on Venereal Diseases, National Research Council

and other Officials who received copies of the Minutes.
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NATIONAL RESEARCH COUNCIL

DIVISION OF MEDICAL SCIENCES
CO:PIITTEE ON LEDICINE

SUBCOMMITTEE ON VENEREATL, DICEASES

Mimutes of Ueeting
December 5, 1941.

The 12th meeting of the Subcommittee on Venereal Diseases, Netional Re-
search Council, was held in Washington, December 5, 1941l. Prescnt were the follow-
ing members of the Subcommittee: Dr. *foore (Chrnimmun), Doctors Alyea, Cox, Mahoney,
Nelson, and Stokes; also Doctors ijced, Long, Pepper, Cushing, und Larkey of the
National Research Council; also Colonel Anderion, :nd Lieutzmant Colonels Simmons,
Callender, Kimbrough, ilrjors Seeley ani: Stone, an¢ Ceptain Gordon, U. S. Ammy;
also Lieutenani Colonel Eanes, Cclective Service; also Doctors Dochez, Hastings,
and Walker of the Committee on Medic:l Research; and Dr. ifcCovm of the American
fled Cross.

The ueeting opeoned with a discussion of proposals for grants in aid for
research submitted to the Subcomuitice on Vencrerl Diseascs. Doctors weed and
Pepper described the mechanism for consideration of these proposals anc the Sub-
committee was instructed that proposals should be rejected or accepted and, if ac-
cepted, that they should be given priority ratings of A, B, or C. Following the
initial explamation, 20 applicttions for funds wwure discussed and the following
action taken:

1) The propoacl of Dr. Abraham Centor of the Department of Public
Health and Preventive Medicine, Uilversity of Peansylvania, for the purpose of
studying the diagnosis of gonorrhea and non-gonorrho.l genito-infectious lesions
in the female, was considercd and aclion on i! poutponed pending further inform-
ation to be obtained by the Chuircwen. The Cheairmen has written to Dr. Cuntor
requesting him to supply all members of tue Subeouaititeo with reprints of certain

articles to vhich he refers in hiz u, plica’ion and to deseribe in more detail
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his proposed plan of attack. Then this informaticn is available it will be cir- ‘
cularized to members of the Subcormittee, znd action on Dr. Cantor's application
taken by mail.

2) 'The proposal of Dr. Robert Greemblatt of the University of Georgia
School of Medicine for the sum of $3,000. for each of two or three years, for the
purpose of further investigations in the diagnosis, treatment, und prevention of
newer venereal diseases (chancroid, granuloma infuincle, and lymphogsranuloma vener-
eun) was approved and given the rating of A (urgent).

3) The propossl of Dr. Murray Sanders, College of Physicians and Surgeons
Columbia University, for £6,800. for & period of cne year, for the purpose of a
study of the epidemiology of lymphogranuloma vencreum with especisl reference to
the carrier problem, was approved and given the rating of A {urgent).

4) The proposal of Dr. Bruce Webster, New York Hospitel and Cornell
University Medical School, for a social service tnd psychiatric study of delinquent
clinic patients with syphilis, was rejected.

5) The proposal of Dr. J. Howard Mucller of ihe Harvard ledical School
for the sum of $5,800. for one year, for the purpose of studying the growth re-
quirements ol the gonococcus, was eccepied and fiven the rating A (urgent).

6) The proposal of Dr., John D. Williams, Massachusetts Institute of
Technology, for a study of the growth of Spirocheta pollida in vitro was rejected.

7) The proposal of Dr. Wolfgang A. Casper, unattached, for a study of
the biolological and chemical characterictics of the gonovoccus with particular
emphasis on type specific carbohydrate fraction u& a meens of rendering protec-
tion in the human organism against gonorrhesn, vns rejected.

8) The proposal of Dr. Fred L. Adair ond Lucile R. Hac, University of
Chicago, for a study of gonococcal infection as to diagnosis, treatment, and the ‘

biology of the gonococcus, was rcjected. .
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9) The proposel of Doctors Charles M. Carpentor and Herbert E. Stokinger,
University of hochester School of ifedicine and Dentistry, for the cevelopment of
synthetic media for cultivaticn of the gonococc:x.s; was rejected.

10) The proposali of Doctors Churles .i. Carpenter and Herbert E.
Sbokinger; University of Rochecter School of liecaicine & Nentistry, for a biochem-
ical investigation of sulfonanide-fastness of the gonococcus, was rejected.

11) The proposel of Ductors Charlus ii. Corpenter, Stafford L. Varren, M.
E. Winchester, and R. A. Vonderlehr, University o lochester Schonl of Hedicine &
Dentistry, for the sum of 314;500. for a period of one yoar, for the purvose of a
study of the control of gonococcul infcction in the U. S. Public Heelth fervice

demonstration arca in Glym County, Georgiz, wus tccepted, and was siven the rating

12) fne proposel of Doctors Churles !i. Carpenter, Stafford L. ‘."arren; M.
E. Winchester, and R. A. Vor.durlcl:r; University of Rochester School of Medicine &
Dentistry, for the sum of £9,000. £y a period of fouar months for a study of the
treatment of early syphilis with orginic arsenic compounds und fev.r therapy, was
discussed. It was voted that in the opinu n of the Subcommittee this application
with modificeiions represented an inmporta.t »ricce of work which, in all probability,
should be accepted with rating A (urgent).

It was further voted to return thir upplication to the applicants with the
request for furthor information on two points:

a) It was felt that the study should be iimited to patients with carly
rather than with latent syphilis, and since core doubt was expressed zs {o whether
a large enough series of putients could be amus:ed in Glyn County, Ceorgia, within
the period specified, the applicants were c.cked cither to provide cstimates that

C (not urgent).
such materlial is availuble, or to alier thc time period of the study. !
|
|
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. b) The apolicants were asked further to guaraniee assurance from .
the Glyn County Health Departnent and from the U. 3. Public lealth Service that a
five-yecar follow up of treated patients by comp-tont syphilologists would be pro-
vided.
c) The Subcommittee felt thut laboratory data regarding the toxicity
and therapeutic efficiency of arsenicol drugs at varying temperuturc lovels are
so far inedequate; thati the laboratorics cf the upplicants are cquipped to carry
out such a stuly; and the applicants wore therefore asked to include a proposal
for a laboratory investigation to run concurrently with the clinical investigation.
If these suggections are accepted by the applicants and the application
resubmitted, it will be circularized among the m.mbbers of the Subcommittee by
mail with a tentative understunding that it will le uccepted and rated as A (urgent).
13) The application of Lr. Frank C. Combes, Hew York University (Belle-
vue Hospital), for the sum of $2600. for a period of one yecer, for a study of the
value of intravenous injections of T'rei antigen and of formol-gel test in diagnosis
of lymphogranuloma venereum, was considcred. the Subcoumittee felt that further
infornation was desirable, and the Cheirman was :uthorized to request of Dr.
Combes a survey of the literature covering thece lwo procedures, and a summary of
his own experience with the aethods. then thic information is available it will
be circularized by mail umong the mombers of the Subcommittee, and the application
further considered.
14) The application of Pr. Herbsri Lund of the Institute of Pathology,
Western Reserve University, for tlic sum of $3090.50 for a study of the quantitative
determination of small quantitics of reagin not detectable by ordinary serologic
procedures, and of the significance of such duterminations in the diagnosis of
syphilis, especially in those casec clasced as scronegative, was spproved and ‘

rated as A (urgent),

J
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15) Lieutencat Armand &. Pereyra, #.C., U. S. Navy, éid not sutmit a
formal app.ication for a grant ir aid to the Subcummittue on Vonercal Disecses, but
did srite lelters descriptive of his work on Lhe pronbiylcxis of venercal disease
by electrophoresis. The poscible implicztions of this work scemed to the members
of the Subcommittec so inporvani thiet prior to the meeting on December 5, Captain
vharlas S. Stephenson, Dircctor of the Divizion of Putlic Heallh, Jwreau of Htedicine
wnd Surgery, U. S. Navy, had wen informally roquestied by the Cheirman of the Sub-
comiittee to arrange for Licut. Porcyru's .clicf from his prescne ascignment, and
his zssignment on a duty stutus to thc loboretory of Lr. John F. lshoney, Senior
Surgeon, U. &. Public Kealth Service, { tupliion, Staten Islend, for the purpose of
prosecution of laboratory investiguiiunc in this rield., The permission of thce Sur-
geon Generel, U. S. Public Health Scervice und oi Tr. Hahonoy heving been obtained
to this asslgment, it is uncerutoud thui Ceptuin ltevhonson hes already requested
the necessary orders froa the “wrjeon Gonersl, U.0.Navy. The Subcomiittee voued
to lhank Captiein Stephenson “or his proapl action in this cuse.

16) The propostl of Doclore Chesicr J. Farmer, Arthur F. Abt, and Hans
Lron, Northwestern Univeisity lledical . chood, .or ¢ st .y of the poscible cynthecis
of ascorbic acid compounds of arsphencaire and iheir thiwepcutic effcet in syphilis,
a8 rejected.

17) %he pr¢.-sal of Doctors R. ii. Jiroh—Kuhn and I. I'irsky of the Hay
Institute for Medical P2ucarch, tie Juwich lospitel, Cincinnati, for a stuay of the
growth requirements of thc ~onococcus and n. ningococcus, was rejested.

18) The proposal of Ir. Frunk Cormia, vi:ufordé Universiiy School of Med-
icine, Son Frencisco, for a rtudy of the prcbl.m of humorrhegic encephalitis from
the arsphicnamines, copecially from massive wosc theropy, was rejocted.

19) The proposal of Loctors Arthur &choch end Loe Aloxander of Baylor

University Medlcal fchool of the Drllas {ypl 11is ond Vener«zl Lisocasc Clinic, Dallas,
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Texas, for quulitative end quentitative studies of syphilitic roegin, was rejected.

20) The proposal of Doctors Arthur G. Schoch und Lec Alexwunder of Baylor
University Modicel School end the Dallas Sy hilis and Vencreal Discase Clinic,
Dallas, Toexes, in the approximate anount 0183650 . for a period of one yoar, for a
study of the ecvaluation of short term intensive arsenotherapy of early syphilis
for ambulatory putiunts, was provisionelly accepted und rated as A (urgent), sub-
ject to the provision that Doctors OCchoch and Alex:nder modify their proposed
treatment scheme in the direction of laborctory evidence which the Cheirman of the
Subcommittee provided confidentislly te the mewbers. The Cheirman was authorized
to write to Doctors Schoch and Alexunder to “his effect.

(21) Dr. Moore, Chairman of the Subcommittee, sulmitted for general dis-
cussion & research project contemplated in the Syphilis Divicion of the Johns Hop-
kins Hospital and University for the study of nonsyphilitic genitol lesions (chan-
croid, granuloms inguinule, and lymphogranuloma venereum). [r. .doore did not sub-
mit to the Subcoumitiee an applicaticn for funds in aid of this project, since funds
are already aveilcble for the purpoce. It was roimwed oul, however, that because
of the depletion of the stuff of the Syrhili. Livision by the loss of five of its
members to the Army and Navy, additionel profession.l jerconnel would be required
to carry the study to completion. Tor this 1cacon br. floore requested of the Sub-
comnittee approval of & request from him, through ihe Committee on Medicine, to the
Surgeon General, U. S. Army, for the release from his precent duties and temporary
assignment to the Syphilis Division, Johnc Hopkins University and Hospital, of First
Lieutenant Lawrence Xatzenstein, /.C., U.L.A., now ttationed at the Station Hospi-
tal, Fort George G. Meade, Narylend. TULieutenunt Kotzenstein is a former mewber of
the staff of the Syphilis Civision, end thoroughly equipped for pariicipution in

research project.
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. It was pointed out by ajor deeloy that the granting of such a request

wonld be contrary to Army practice. Neveruheless, it ses further pointed out by the
Chairman that assignments similar to this had been mede by the U. £. Army Medical
Corps during World War No. 1 in 1917-19, and that the U. S. Nuvy Liedicul Corps was
on the point of making a similar assignment in the case of Dr. Armand J. Pereyra,
U.S.N. referred to above., Vith this explanation the approval of the Subcommittee
Tor Dr, Moore's request was granted. A letter from Lr. lloore to the Surgeon General
U. S. Army has been written, as follows:-

Surgeon General Decenber 12, 1941.

U, S. Army

War Depurtment

Washington, D.C. Through Dr. 0. H. Perxy Pepper, Chairman,
Com:titiee on Hedicine, iational Research Council.

Sir:

At a meeting of the Subcommittze on Venercal Diceases, National Research

Council, on Friday, December 5, I presented for discussion & proposal for e
study of nonsyphilitic genital) lcsions (chuncroid, lyaphogranuloma veneceum,
and granuloma insuinule). A protocol of this study is enclosed herewith.
The project has been discucsed with Ticutenunt Colonel Harry Plotz, Chief of
the Virus Laboratory, Army lledical Lchool. Joth Lieutenant Colonel Plotz and
the Subcommittee on Venercal Diseuses ifeel thct the propored study is onc of
importance to the U. S. Army and Navy.

Funds for the prosecution of this study are not necessary through the
Naetional Research Council or other sources, cince such funds are alreedy
available in the budget of my Cepariment. However, the prosecution of the re-
search project is at presont materially impeded bty a shortage of professioual
personnel, caused by acceptance of cownissions in the U.S.Army or Navy by five
physicians on my staff. One of these phyriciuns, First Lieutenant Lawrence
Katzenstein, N.C., U.S.A., i8 now on active duty et the Station Hospital, Fort
George G. !Meade, Maryland.

The Subcoumittee on Venercol Diteuses has fovmally approved a request
from me, as Physlciun In charge of the Syphilis Division, Johns Hopkins Uni-
versity and Hospital, to the Surgeon General U. S. Army, that Tirst Lieuten-
ant Lawrence Katzenstein beo rclieved from his present duties at Fort George
G. ilcade and temporarily assigned to the Syphilis Divieion, Johns Hopkins Uni-
versity and Hospital, for the purposo of prosccution of this research project.
I have the honor, therefore, to submit such a request.

Respectfully submitted,

J. E. Moore, i{.D., Chairmun,
Suhcomanittee on Venereal Discases.
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The Subcomuittee thon considered the order of priority shich it wished .
to indicate for those aprlicailons accepted and ruted as A. This order of priority
was expressed as follows: (1) Greenblatt, (2) Mueller, (2) Gchoch and Alexander,
(4) Lund, and (5) Sanders.

There was then considered a telegraphic request from NDr. Harold Thomas
Hyman, New York, to the Chairmun of ihe Subcommittee for the right of a personal
appearance by Dr, Hyman hefore the Subcomaitiec to discuss the intensive arseno-
therapy of early syphilis. After considereble ciscussion the Chairman was author-
ized to write to Dr., Hyman thanking him for his uffer and requesting him, in view
of the uncertainty of the date of the next mueting of the Subcommittee, to sutmit
in writing to all members of the Subcommittee an; adaiiione.l unpubliched informe-—
tion on the topic, together with an expression of his person.l point of view.

Major Sceley announced that arrangemecacs hed been made to supply all
Medical Officers in the active secrvice of the U. U. Army with copics of the Army
Nedical Bulletin.

There followed a discussion of the quesiion of performcnce of serologic
tests for syphilis in U. S. Army and Navy laboratories. As a result of this dis-
cussion the following recomrendation was approved:

IT IS RECOMMENDED THAT TLE ARMY AWD HIAVY INSTITUTE AS PROMPTLY AS PQS-

SIBLE SURVEYS OF SCRODIAGNOSYWIC PERFORMAWCE IN THE UARGER oEROLOGIC ILABORATOR-
IES OF THE TWO0 SERVICES, UTITIZING A5 CONTROL LABORATORILS THE LABORATORIES
OF THE ARMY LIEDICAL SCHOOL .ND THE NAVY {IDIC.L CHNTER, ILUS ALSO THE LABORA-
TORIES OF THE SEROLOGICT QRLGIN/TORS OF THE CIVERAL TECHNIQUES EMPLOYED., THE
SYSTEX! OF SURVEYS SHOULD CONFORL «#ITH LUCH MOLIFICATIONS AS MAY BE NECESSITATED
BY SPECIAL ADMINISTRATIVE DETAIL TO 11T AFCOMIZNDATIONS OF THE COMMITTEE FOR
EVALUATION OF SERODIAGNOCTIC TFLTS FOL SYrPHiTIL. WHIN THIS PRELIMINARY SURVEY
OF LARGER LABORATORIES HAS TEEN COIPLETED, DESIGNATED LABORATORIES IN CORPS
AREAS OR NAVAL DISTRICTS SHOULD BE SELECTED TC LAY'LID THE SYOTEM OF SURVEYS
OF SERODIAGNOSTIC PERFORMANCE TO UMALLER LABORATORY UNITS.

There was next considered a menorunduwn on the laborutory diagnosis of

dymphogranulona venereum intonded for circulurizetion to rll Medicel Officers of the ..

U. Se Army and Navy. The Chairmen was dirccted to submit this memorandum to Dr.
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Borris Kornblith, Hew York, and to M. Rort S. Greenblatt, University of Georgla
School of Medicine, for thoir couments; :ond to rccircularize members of the Suhcom-
mittee with the rcviscd vercion.

There followed o furthur considcration ol tiuc vroblom of induction of
syphilitic selcctues into the U. S. Aray., Thc rocormencation of the Lubcommittee on
Venereal Dis.ascs made at its Dleventh HMoobting hes alecady biun incorporatced into
the rovised copy of i 1-9 zbout to be issucd by the U. Co Army. The point of view
of Sclective Survice was proesented by Licutunnnt Colon:l Fonos, who presscd for a
relaxation of cortoin of the reguircmentis included in the preosent roecommendation,
particularly with respucet to the requiromont of « spincd [fluid cxamin.tion, and to
the requircment of the total amount of tre.liacut obligiiory bofore induction. Since

tho point of view of £ :l.ctive Scrvice, us exprossed by Colonel Eanos, ¢nd the point

of view of the Army Mcdiced Corps, as wxpressod by Coloncl Anferson, were still di-
vergent, & motion was patsced oy the Subcommittee on Vonereol Discascs to the fol-
loving effcct:
IT 77AS HOVED, SWCONDED, Auld PISJED THAT A DECISTON AS TO HOW MANY
SYPHILITIC PATIENTS AND LHA? TYP#C OF SUMIILITIC INFECTION #ILL BE ACCEPTED
UNDER THE SELECTIVE (I:RVICE ACT LY THF U. &, fRUY, UUST BE A MATTER FOR ADMIN-
ISTRATIVE AGRERMENT LIITIEEN THE SURGEOM GRUiUI, oND CHIEF OF STAFF, U. S, ARMY,
AND THE DIRECTOR OF SELECTIVE SERVICE,

The mocting “djourncd at 5:15 P4,
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-MINUTES OF THE ELEVENTH MEETING OF
THE SUBCOMMITTEE ON VENEREAL DISEASES
of the.
NATIONAL RESEARCH COUNCIL .

The eleventh meeting of the Subcommittee on Venereal Diseases

of the National Research Council was held in Washington, September
12th, 1941. Present were the following members of the Subcommittee:
Doctors Stokes (Acting Chairman), Alyea, Clarke, Cox, and Nelson;
also Doctors Larkey, Long and Pepper of the National Research Coun-
cil; Lieutenant Colonels Eanes (Selective Servics), Kimbrough and
Simmons, Major Sesley, Captains Gordon and Whayne, U.S. Army; Captain
Stephenson, and Lisutenant Mast, U.S. Navy; Doctors Vonderlehr and
Anderson of the United States Public Health Service.

As coples of the minutes of the last meeting had been sent to
the members they were approved without being read at ths meeting.

The first sw ject presented for discussion was the question of
accepting into the Army selectees with latent syphilis,

Voted to substitute the term "Mapharsen" in place of "arsenox-
ide", wherever the lattoer has been used in the recommendations cf
this Subcommittee.

The Subcommittee expressed itself as teing of the opinion tnat
the so-called "long form" which hed been prepared by Doctor Stokes,
and of whick copies hed been sent to the members of the Subcommittee,
was to serve as a standard treatment for guldance of officers in the
service, but was not to apply to selectees. As the form contained
c;:nly recommendations that had previously been approved by the Subcome

mittee, the form as prepared by Doctor Stokes was approved without

.. . 1--4%souasion.
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The eleventh meeting of the Subcommittes on Venereal Diseases
of the Netional Research Council was held in Washington, September
12th, 1941. Prssent were the following members of the Subcommittee:
Doctors Stokes (Acting Chairmsn), Alyea, Clarke, Cox, and Nelson;
also Doctors Larkey, Long and Pepper of the National Research Coun-
cil; Lieutenant Colonels Eanes (Selective Service), Kimbrough and
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Simmons, Major Seslay, Ceptains Gordon and Whayne, U.S. Army; Captain
Staphenson, and Lieutenant Mast, U.S. Navy; Doctcrs Vonderiehr and
Anderson of the United States Public Health Service.
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As coples of the minutes of the last meeting had been sent to
the members they wore approved without being read at the meeting.

The first subject presented for discussion was the question of
accepting into the Army selectees with latent syphilis,

Voted to substitute the term "Mapharsen" in plaece of "arsenox-

Riadaditad S ki alste ol il gt MRS

ide", wnorever the latter has been used in the recommendations of

this Subcommittee.

B AT t

The Subcommittee sxpressed itself as teing of the opinion that
the so-called "long form" which had veen prepared oy Doctor Stokes,
F,,7 and of whick coples had been sent to the members of the Subcommittee,

was to serve as a standard treatment for guidance of officers in the

service, but was not to apply to selectees. As the form contained
only recommendations that had previously hsen approved by the Subcom-

mittee, the form as prepared by Doctor Stokes waa approved without
“ dilsoussion.
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The so-called "short form" which had been prepared by Doctor
Stokes and Csptain Gordon, the purpose of which i1s to be a guide to
sxamining physicians, and to apply only to sslectees, was then sub-
mitted for discussion.

The practicability of requiring a negative spinal fluid test for

sclectees with latent syphilis was discussed pro and con. Doctor
Stokes pointed out that an unspecified percentage of men with latent
syphil’s develop syphilis of the central nervous system even though
they have rcceived the minimum smount of treatment e&s specified in
the rccommendations. Thorsfore, thers was no way of excluding syph-
111s of tho central nervous system prsvious to clinical manifoesta-
tions without a spinal fluld cxemination. As it is desirable to
keep such infections to the irreducidble minimum it wes votod to ro-
tain the negative spinal fluid test in the schome of standerds.

It wes voted to revisc Psragraph B to read: "Provided that, in
infoctions estimated to be of less than 4 years' duration, regis-
trants must heve hcod a minimum total of 75 injoctions, at lecast 30
of which must have beep an arsonical properation and et loest 40 an
insoluble bismuth or its equivalent."

Votad to amend Paregraph C to reced: "Provided thet, in infecc-
tions estimatod to be of ovor 4 yaurs! duration, rogistrants must
have had a minimum total of 60 injections, of which at loast 20 must
havo beon an arsenical praparction cnd at least 40 an insoluble bils-
math or its squivalont; rost poriods botwsen courses not to excecoed
8 wooks.®

It was voted to considor infections of unknown duration in rog-
istrants undor 26 yeors of age to bo of loasa than 4 yoars! duraticn

and in rogistrants of ovor 26 yoars of age to boe of moro than 4 yoars!

duration.

\

NAS 0002980




S S

3=

With Doctor Clarke dissenting, it was voted to retsin the
20-20 standard (for the quiescent cases).

The question of requiring an affidavit fxrom the treatment
agency was then discussed. It wes voted that a signed statement
from a competent treatment source will be accepteble. The certif-
icate must show the total number of doses of each drug, and the
approximate calendar dates of administration, togethor with aveil-
able clinical and laboratory dats. A verbel report from a treat-
ment source will not be acceptable as evidence of adequate treat-
ment.

The short form, which roeds s follows, was edopted:

Sugsiosted Scheme of Standerds

for Admission of Registrents with Syphilis
Registrants with (1) confirmod positive serologic tests for
syphills and no clinicel manifestaticns of tho discase; or (2)

with convincing histories of a trustworthy disgnosis of syphilis;
or (3) of treatmont for the dise.se on serologic or clinicel grounds
or evon though such ovidence mcy possibly have been inadequate, may
be considored for Class I-A --
(2) Provided that & ncgative spinel fluid since infece
tlon and troatment has baon reported from a truste
worthy source; and
(b) Provided thet in infectlons ostimcted to ba of loss
then 4 years!' duration, at loest 30 to 40 arsonicel
end 40 to ?O insolublo bismuth injoections or its
cquivalon®, with & minimum total of 60 injections
have boen givon in eltornating courses; rost periods
betweon consecutive ccurses not oxceading 8 wooks,

being allowablo.
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Evidence of duration of the infection shall be weighed by the
cxaminor with due ragord for agoe, goneral vonersel history and med-
ical guidence of tho reglistrant.

In infoctions of unknown duration it shall be prosumod for classe-
if'ication purposcs that those of rogistrants undor 26 yoars of age
ero of loss than 4 yoers! duretion, and over 26 yoars, of more than
4 yoors' durestion.

In congoenitel infoctions and in acquired infections of more
than 10 yoars! durestion, in which no clinicel progrossion occurred
since trestmont was begun; and in which a nomal spinal fluid and
nogative physicel examlnation is recorded not less thon 2 yeocrs after
troatmont wes terminnted, the infoction shell bo roparded es "qui-
escont", and the registrent sligible for Clcss I-A$ provided the
treatment in quostion chell havs included 20 ersonicel and 20 hacvy
metal injections.

For the dotermination of tractmont, the signed stetements of ec-
cepteblo treatmont sources cdministering it with total number of
dosoes of onch drug and epproximctc cclondar dates of cdministration
end evcileble laboretory cnd clinicel dets shell be raoquired es ov-

idonce «

Tho first businasss on the sgonde aftor lunchoon wes a thumbnail
akotch by Ceptain Stophenson of his rocont trip to Groat Britain.
His vivid description of the nina-end-a-hnlf-hour flight from Now-
foundland to Scotlend wes most ontortrining. Ho steted that, whorcas
tho vunorocl disense rete during World War I was 26 per 1000, it is
et the prosont timo but 9.2 per 1000. Howewer, the venorocl disease
rete in the Near East is oxtromoly high. This matter is causing the

Navy considerable concorn. It is extromely difficult for scldiers

‘ ‘
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to get leave to London, where thorc arc cpparontly but fow profes-
sional prostitutes. Although most of the railroad stations are bedly

demaged, the road beds sre in gocd condition cnd trevol is surpris-

ingly oasy. Food end clothing ere rigidly rotioned. Eggs are por-

ticularly rare, and thorc is no Scotch whiskoy evailableo. Thne sani-
tation in the subwey sheltoers is vory good. Ceaptein Stophonson mede
a spocicl point to observe thec morsle of thoe people. This he found

to bs excellent evorywhere. Paronthetically, ha reported that nco-

arsphonamine is now boing administcred to patients at soca. Herstofore
this had not becen done. He roports & high rate of toxicity, due in
his opinion to too repid end too frequont troctment. '
Doctors Pepper and Long thon oxpleined to the Subcommittooc the ‘
mothod of making applicetion for roscarch projocts pertaining to na-
tioncl defonse. After considorcble discussion ths followingﬂmanbers
of the Subcommittec were cppointad committoos of one to submit to the
Subcormittee research projects: Doctor Stokes, syphilis; Doctor
Cox, gonorrhoe; Doctor Clarke, the other vencresl disenses.
The next business was a conslderstion of the reports of the sur-
veys in Kensas, Missouri, Nobraska, South Carolines, Goorgin, West
Virginic, Weshington and Orogon. Each change proposed by the Edit-
orial Committee, Doctor Venidorlechr, cnd the suthors was discussed in
considoreblo deteil. All chunges in tho roports voted by the Com-
mittoo were indicated on the original copies by the Acting Chairman.
All oight reports woro cpproved &s cmended, whoroupon they wore turncd
over to Doctor Larkey.
Upon tho advico of the roprosontatives of tho Army it was votod

to consider at tho next meseting the quostion of tho alloged demotion

of nonccmmissioned officers who ncquiro a gonital infection. It was
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tho consensus that the Committee should meko a spccific recormende~

F X
tion to thc Sacrotery of War, aftor discussing tho matter unoffi- . ’

as it 13 not In kooping with the prosont poliey oi doing awcy with
punitlivo measures, and will result in rmch sonito-infactic: boing

inedequatcly tresated.

I x)

L4
“ oy

cially with the Surgoon Genorel, thet this prectice bs discontinued, ‘ 1
|
:
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THE MINUTES OF THE TENTH MEETING OF THE SUBCOMKITTEE

ON VENEREAL DISEASES OF TEE NATICNAL RESEARCH COUNCIL

The stated meeting of the Venereal Discase Subcommittee of the
Medical Sciences Division of the National Research Council was call.ed
by Dr. Lewis Weed for July 25th},1“g.r)xd was called to order by the tem-
porary chairman, Dr. John H. Stokes, on that date at 10 a.n. at the
offices of the National Research Council, 2101 Constitution Avenue,
Washington, D.C. 1In additior to the Acting Chairman, the following
were present: Doctors Alyea, Clarke, Cox, Mahoney, sand Nelson, of

the Venereal Disease Subcommittee of the National Research Council;

also Doctors Larkey, Pepper, Richards, and Weed, of the National Re-

'search Council; Colonels Anderson, Cook, Hillmaen, Kimbrough, and Sim-

nons, and Captain Gordon, United Ststes Army; lLieutenant Mast, United
8tates Navy; and Doctor Usher of the United States Public Health Ser-
vice.

The first. order of business, as indicated by correspondence of
Dr. Joveph Earle Moors, Chairmen, under date of June 28th, and Dr.
John H. Stokes to Dr. Lewis H. Weed, dated July 10th, concerned Col-
onel Hillnan's request in behalf of the Surgeon General's Office of
the Army for ean expression from the Committee on the subject of ad-
mission of men with acute gonorrhea and of selectees with presumably
latent syphilis without physical signs but with positive blood tests.
1t was particularly desired by the Surgeon General's Office to have
from the Committee & statement of what might be regarded as adequate
pre-induction standard treatment for syphilis which, if conformed to,
would reasonably assure the continued latency of the disease, if pos.

sible without further itrestment during the period of service.
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Colonel Hillman, for the benefit of the Committee, restated the
position of the Surgeon General's Office of the Army with respect to
the questions raised. He pointed ocut that as long as the Selective
Service System was expected to provide the Army with top-notch per-
sonnel from every standpoint, the A-1 classification should not 1in-
clude persons with potential disabilities such as latent syphilis,
which might interfere both with their 1ife expectancy and their sub-
sequent usefulness in the Army of the future, including the reserves.
He pointed out that if any standard of treatment could be explicitly
defined which would assure that the Selectee who had conformed to 1t
would be to all intents and purpoatea 8 normal individual requiring
ne further cognizance of his disease, he would be acceptable to the
Army under the sbove ideal. Of course, if the situation became such
that men with lowsr ratings than A-1 would have to be ~ccepted, the
situation with respect to syphilis could be reconsidered. Colonel
Hillman indicated that the number of men involved at the pressnt time
in the syphilis selection question spproximated 48,500. To indicate
the progress made by the Surge;on General's Office in approaching a
decision on the question, Colonel Hillman supplied the Chairman with
& copy of a letter to the Adjutant General of the War Department from
Lewis B. Hershey, Deputy Director of the 3elective Service System,
dated May 9, 1941, a copy of the text of which is herewith resd into

the minutess

"l. Under the provisions of MR 1-9, men suffering from
acute gonorrhea or having s positive serology may
not be inducted into the Army. Knowledge of this
fact 1s spreading and information has been received
indicating that in certein parts of the country there
is a growing practice of deliberately contracting
gonorrhsa to avoid military service. Unless checked,
this practice will prevent an squitatle diastribution
of 1liebility for service, and have a pernicious effect
upen public heslth.

. : .,
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"2,

"3.

"4,

Moedical opinions have been submitted to this Head-
guarters indicating that --

"a. Under easily administered non-toxic treatment,
acute gonorrhea can be removed from the in-
factious stage in abcut 36 hours, sand com-
pletely cured in one or two weeks in the large
ma jority of cases,

"b..Regardless of a positive serology, practically
all sdequately treated syphilis will not break
down and decome active, 1z°'not infectious, and
has no deteriorating effect upon the vigor and
life expectancy of the individusal.

Under present regulations, Selective Service is unable
to exert any corrective iniluence upon the situation,
because if men suffering from a venareal disease were
put in the deferred classification until cured and then
reclassified as 1-A there is nothing to prevent them
from again contracting inrection and being re jected
from servica. Because of this, no reduction in volun-~
tary infection can be cxpected until the reason for 1t
is romoved. On the other hand, as the knowledge spreads
that gonorrhes is an infallitle cause of physical re-
Jection and is essily cured, the number of cases will
greatly lncrcease. From every standpoint the evil of
such a situation is apparent.

Therefore 1t is recommendad that MR 1-¢ be amended so
as to permit induction of ~--

"a. Mon having acute recently scquired gonorrhea.

"b. Nen having positive serology when they can present
e certificate from a reputable venereologist, clinic
or State health department to the effect that they
have roceivod adequate treatment for syphilis as
def'ined Dy the Surgeon General of the Army."

/38/ Lewis B. Hershey
Doputy Director

Colonel Hillman explained ‘that this letter clarified the situ-

ation with respect to acute gonorrhea which, when the recommendstion

for the amendmint cf MR 1-9 is adopted, would provide for the admise

sion of selectees with acute gonorrhea to the Army. He pointed out,

however, that the situation with respect to syphilis was still unde-

fined, inasmmch as the records of the Surgeon Gensral's Office failed

to indicate that the Subcommittee on Veneresl Diseases had defined
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with sufficient definiteness adequate standards of treat.ment by which
the nonsignificance of the syphilis status of an individual with a
positive serologic test could be judged. It was, thereforoe, he ex-
plained, the desire of the Surgeon General's 0i'fice to receive from
the Committee a statement of standards which could be used as measur-
ing sticks if and when it was decicded to endorse the amendment of MR
1-9 with respect to the admission of selectoes with syphilis.

Colonel Hillman further pointed out that the Surgeon General's
0ffice felt that no standard of adequate treatment used in determin-
Ing the admissibility of selectees should be lower than the standards
of treatment adopted by the Surgeon General's Office for the Army as
2 whole, with respect to the adequate treatment of the disease in the
Army personnel itself. Colonel Hillman felt the Army would be subject
to criticism 1if adequacy on entering was not identical with adeguscy
after entering.

As stated above, Colonel Hillman indicated that men with acute
gonorrhea will be inducted into the Army as soon as treatment facil-
i1ties adequate to the problem are developed. It is evidently a con-
siderable problem among Negro selectees. Certain additional hospital
facilities will have to be provided for temporary retention purposes.

Colonel Hillman further pointed out that Army Medical Bulletin
#43, in a presentation by Cooley (1938) describec standards of treat-
ment for syphlilis which presumably expressed through the sponsorship
of Moore, the stendards of the Cooperative Clinical Group. It was
folt that these standards are too high to govern the admission of men
under the Selective Service Act, inasmuch as the minimum of trestment
required was two years; the question was apecifically raised as to
vhother the so-called 20-20 standard could be rogarded as adequate
in determining the admissibility of persons with latont syphilis.
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The Chairman called for opinions of members. Dr. Mehoney was
unwilling tc commit himself. Dr, Nels Nelson pointed out that one
third less than 48,000 of the selectees with syphilis would be kept
out by other defects. Dr. Cox recallsd that he had read a statement
to the effect that 4% to 7€ only of those having received the 29-20
standard of trestment would subssquently have trouble from the dis-
ease,

Colonel Hillman pointed out that a mers reduction in the numbey
of selocteas with syphilis was not what the Army desired, because on
the present basis of selection 1t did not desire any persons with
s~hillias st all.

Dr. Clarke pointed out that standards of treatment for early,
early latent and late latent syphilis had already been recommendszd
to the Surgeon General's Office by the Subconmittee on Veneresl Dis-
eases, and suggested that the same systems be used in judging selec-
teoca.

Dr. Alyes pointed out that ulcimately, if not now, the Army would
be obliged to treat for syphilis some velu¢“le men whom %% might de-

sire to induct.

Dr. Mahoney pointed out that age of the selactee changes the type

\]

of syphilis to be dealt with.

Colonel Hillman stated that in all probability at the present
time, the 1-A classification will not be overdrawn.

Dr. Stokes steted that 1t had been in part his responsibility to
provide for the Subcommittee the statoment of treatment standards for
early, early latent, and late latent syphills, and that this had been
done not in a verbally descriptive fashlorn, but as a record form which

the Surgeon General's 0ffice had subbsequently apparently considered
it inadviseble to adopt.
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Colonel Hillman explairicd that this reccrd form had not been .
adopted because it could not be made to £1t into the syphilis regls- . '
tor salreedy in use in the Army.

Thoreupon, upon request, Dr. Stokes undertook a verbal deline-
ation of treatment standards for early, early latent, and late latent
syphilis, impromptu. He began by pointing out that the so-called
20-20 standard (20 arsenical injections and 20 heavy metal injec-
tions) was in reality no standerd at all, but en arbitrary statis-
tical means employed for convenience in distinguishing, in tabula-

tion and evaluation, between adeguate and inadequate treatment. It

was clear from subsequent work that in the 20-20 standard, the ar-
senical phase was over-emphasized and hsavy metal inadequately rep-
resented. He suggestecd, therefore, that no attempts be made to in-
terpret the fitness of solectees with latent syphills in terms of a
20-2C standard, but that in its place a basis of 30-60 of continuous
treatment (in the arsenical phase) be employed for seronegative pri-
mary sand fully developed secondary syphills, and also for early la-
tency, meaning thereby the first four years of infection, if duration
is knomn. He suggested that 40-80 be used as a standard for patients
who have seropositive primary syprilis, or who had shown some clin-
ical or serologlc evidence of rssistance in the treatment for an
early infection. Finally he proposed that late latency, meaning
thereb; seropositive syphilis without clinical manifestations and
with a negative spinal fluid, be treated by the standard suggestod
under Koore's sponsorship by the Cooperative Clinicel Group; namely
24 arsenical injections in three courses of eight injections esch,
given without rest perliods in alternation with heavy metal (bismuth) ‘
in ten-injection courses. The heavy metal treatment of latent cases

should reach a minimum of .,ixty weeks of bismuth therapy, intermite-
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tent after the close of the arsenical phase, and that where possible
such treatment should be prolonged to eighty weeks and even longer
in deference to the experience of the Western Reserve Clinic at
Cleveland.

Dr. Stokes was instructed by the Committee to redraft these rec-
ommendations in writing for transmission to the Surgeon Goneral's Of-
fice as the Committee's previocusly rendercd opinion on adequate treate-
ment for the phases of syphills concerned in the United States Army.

Colonel Kimbrough then pointed out that it should not be for-
gotten that men under treatment for a venereal disease, and partic-
ularly for syphilis, are a debit and not an asset in an armed force,
since they are to no small degree incapacitated by the demands of,
and the effects of the treatment that they are actually receiving.

Colonel Hillman, in enswer to a question, indicated that no
specific mechanlsm such as a referee board or other device exists
for reviewing the status of men with respoct to their pre-admission'
adheronce to standards of treatment for syphilis. It is to be pre-
sumed, therefore, that the passing on such a standard would be s

function of the examining medical officer at the time of induction,

and that 1t would have to be conducted in accordance with the stan-
dards to be supplied by the Surgoon General's 0ffice, in accordance
with the recommendations of the Venereal Disease Subcommittee.
Note: The question of a negative spinal fluid examination as

part of the definition of latency, and ways and means for conduct- i
ing such an exsmination under the conditions of medical examination l
for Induction was, through oversight of the acting chairmen, not i
brought up as part of the discussion. The importance ¢f not accept-

|

ing latent ayphilitics, particularly early latent cases on the basis
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of stardards of previously received treatment without spinsl fluid ex-

amination, 1s inescapable, and might leed to the induction of a num-
ber of preperetics, to mention no other category of the disease. The
question of ways and means for securing spinal fluid examlination be-
fore or after induction should therefore be carefully consldered.

Colonel Hillman having assured the Subcommittee that the question
of the induction of selectees with acute gonorrhea could now be re-
garded as accepted in the affirmative, the discussion turned to the
question of using certification by "a reputable venereologist" as part
of the qualifying mechanism for the admission of latent syphilitics.
(See Section 4-B of the above quoted letter of May 9th from the Selec~-
tive Service System, signed Lawis B. Hershey, to the Adjutant General
of the War Department.) It was agreed after discussion that owing to
the impossibility of deciding what constituted a reputable venereol-
ogist, all reference to such should be excluded from the decision me-
chanism, as also any form of certification by clinics or state health
departments. In its plaece it was recommended that a transcript or sum-
mary of the patient's treatment record, obtained f{rom his physiclan,
would constitute the basis of decision by the Suir'geon General's 0f-
fice or 1ts authorized representativa, including the examining medical
officer. The recommendabion as thus discussed was put in the form of
8 motion by Dr. Clarke, seconded and passed by the Subcommittee.

The next business before the Committee consisted of the reports
drawn in behalf of the Committee on tours of inspection of the vener-

[,
eal disease control facilities of the following c*ates:

~

Marylsnd (Cox and Stokes) Washington (Stokes)
Kansus (Cox and Moore) Oregon (Stokes)
Nebraska (Cox and Moore) West Virginia (Nelson)
Missouri (Cox and Moore) Georgia (Nelson)

South Carolina(Nelson)
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Mimeographed copies of these reports were in the hands of the Subcom-
mittes members pressnt at the meeting. Two reports, those on Wash-
Ington and Oregon, were specifically marked confidentisal.

There being no stenographer present to record precisely the con-
tributions of individual members of the Subcommittee through the dis-
cussion, the following is the Chairman's summation of the gist of the
matter. The principal contri’utors to the discussion were Doctors
Nelson, Clarke, Stokes (Acting Chairman), Cox, Alyea, and Usher, rep-
resenting Dr. Vonderlehr, United States Public Health Service Divis-
lon of Veneroal Diseases. There were present during parts or the
whole of this discussion, Dr. Pepper, Chsirman of the Medical Commite
tee, and Dr. Woed,Chairman of the Medical Sciences Division of the
National Research Council, both of whom alsoc participated in the dis-
cussion.

The Acting Chairman inquired whether the Subcommittes desired to
express itself first on the reports as a whole, or to take them up in-
divid.ally as an introduction to the subject. The discussion took a
gsneral trend -- Doctors Nelson, Clarke, Stokes and Alyea pointing
out that in their present form, the reports made sweeping recommenda-
tions and exceedingly forceful condemmations of facilities, procedure
and so forth, which in some cases at lesast appeared to be based upon
vhat might legally and technically be celled hearsay evidence, rather
than personal and direct inspection, inquiry, and examination of the
facilities and practices criticized. It was also pointed out that
some of the moro sweeping rocommendations caslled for the intervention
of other Government agencies; for, in some cases,the complete remodel-
ing of the entire health organization of u stats. The question was
raised as to whether this could constitute proper fleld of officisal

recommendation from the Subcommittee on Venereal Diseases in a formal
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report. It was stated that a nationally known expert in the field of
law enforcement within tho provincs of venoreal disease control had
personally oxamined several of these reports, snd indicated that the
individuals making them would bs well advised to have thelr attorneys
at hand if material phrased as these reports sare, and failing to 4dif-
ferentiate hearsay from actuel evidence, should reach the public or
a litigiously-minded public official or organization. It was further
pointed out thet the vigor of the language employed in some instances,
especially with respect to hearsay evidence, might, if the langusge
were broadcast, imperil the good will and cooperative frame of mind
which might be regarded as an essential basis for harmonious construc-
tive action in some of the problems involved. The material might pro-
voke anger, but with it, instead of conformity, only more obstinate
opposition and indifference. It was pointed out that certsin of the
reports contained among the recommendations meterial for which it was
quite impossible to hold the individual observers responsible, since
they had no knowledge of eitbher the facts or the recommendations ap-
propriate to them. The use of hoarsay, expressions of opinion, and
oven of editorlial prerogative might be regarded as placing these re-
ports in the category of unofficial, or at least strictly confidential
report materlal, entirely unsuited to wide-spread or even moderately
restricted circularization in 1ts prescnt form among state officials.
It was difficult to imagine that the hotter parts of the material
might not reach the press via politically minded end not too scrupu-
lous intermediaries, and become the basis for an undesirsble sensa-
tionaliam and for the actual defeat of the cooperation and conformity
to standards desired. ‘

Upon inquiry by the membors of the Committee as to the use which
had already baen made of these presumebly confidential reports , 1t
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appeared that in addition to the Surgeocii General of the United States
Public Health Service and Dr. Vonderlehr, the material had besn av-
allable to at least seven persons in the Surgeons General's 0ffices
of the Army and Navy. Dr. Pepper stated that all the members of his
Modicel Committee had received coples of the reports, and that the
materiasl had already been recognized as containing "dynamite". The
Committee had not however, been specifically warned to reghrd these
reports as strictly confidential and Dr. Pepper expressed the inten-
tion of communicating at once with each member, warning thsm that
this material was to be held in the strictest confidence. Following
this discussion it was moved and seconded that the Venereal Disease
Subcommittee request that all agencies and individuals who have re-
celved coples of these reports be requested to regard theom, in their
pfisont form, as strictly confidential and subject to revision by the
Committee. It wss requested that no further circulation of these
reports be carrled out until the Subcommittes has passed upon and
authorized both the form and content of the material.

The discussion then turned to the use which it was expected to
make of these reports, and Dr. Weed was formally asked to state the
position of the Msdical Sciences Division of the Nationsl Resesarch
Council, which 1s paraphrased as follows: it is desired that these
reports be circulated to the Surgeons Genersal of the United States
Public Health Service, the Army, and the Navy, even without prelim-
inary ratification by the Committee in order to conserve time and
to make avallable what might properly be rasgarded as ccnfidential
information obtained through competent observers upon local condi-
tions, of which these officers must have cognizance.

It was further contemplated that these reports, after modifica-
tion if desired, and approval by the Subcommittee, should be circu-
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1ated to atate officials, including governors, state public health .
officerc snd so forth, both to inform them as to conditions, and to
make clear to them the points at which pressurs might have to be ex-
erted to secure conformity to practices appropriats to the emergency.
Dr. Weed stated thet he placed & high value upon the analysing and
eppraising powsr of an expert in a rileld of medical work who could
rapidly and effectively, because of previous knowledge and experi-
encs, evaluate in a significant manner situations which & less ex-
perienced analyst might have to ponder for weeks and study in far
grester detail. It was suggested in response to this estimate of
tha value of these reports that the servico of an expert in this cap-
acity could be made available, but that the estimates should be made
cqnfidentially in the first place and publicized only after careful
reconsideration as to the best use that could be made of them by the
body or committee assuming the responsibility for the report.

It was then requested that Dr. Usher express himself in behalf
of the Public Fealth Service on just what this Service desired of the
reports since it had provided a large part of the inltlating energy
and the ways and means, unofficially, for the cmnduct of the inspec-
tion, snd Dr. Vonderlehr had alreasdy reviewed the roports in behalf
of the Public Health Service.

Dr. Usher after consultation with Dr. Vonderlehr on the tele-
phone, indicated that it was desired that the reports for 1ssuance to
the state and other suthorities previcusly described, remasln as nearly
as possible in their present form, but that the pPublic Health Service
desired that the reports adhere to provable facts and materisl. Dr.

Usher was asked to decide whether Dr. Vonderlehr should be asked to

be present in person &t this point in the discussion,
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It was finally egreed that the follewing procedure with refer-
ence to the reports should be adopted by the Committee. The reports
in their present, sirictly confidential, form, should be returned to
their authors in order that they might revise the wording of thelr
recommendetions so as to accord with the principles elaborated in the
above discussion., It was suggested that in addition to attention to
the hearsay element in the collected evidence, an attempt should be
made to smootlr out the phraseology with a view to provoking as little
needless anger and antagelxﬁsm as possible. 1t was pointed out by Dr.
Cox that reports such as these could be rondered completely edentu-
lous if not actually emasculated by the "bulling" of necessary
"punch®. He repeatedly insisted that this consideration be duly re-
garded. Dr. Usher was then asked to stats what had been the fate of
the first two reports, namely on Texas and Loulsiana, passed by the
Committee in their practically original form. He stated that the
Louisiana report had been i-uceived by the state officials at a time
when & political change accomplished a large part of the purposes of
the Subcommittee's recommendations, without drawing the Subcommittee
too clearly into the issuoc. He stated that the roport on the State
of Texas had provoked snger without specific detalls, but that appar-
ently there had been a good offoet in the form of a movement in the
State leglslature for an increased eppropriation in bdechelf of vener-
oal disease control.

In order that sall interests in the matter be conserved, it was
made part of the recommendations of the Subcommittee that when each
author had had the opportuanity to review hls recommendations, he be-
come & member of an editorial cormmittee, as a sub-commlttee of the
Sub-committee, consisting of Dr. Vonderlenr, Dr. Clarke, and the

author himself, to agrce upon a final form for his recommendations
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which could presumably be pesscd by the Subcormittes at its next meet- .

ing with relativoly 1ittls controversy. The Acting Cheirmen thersupon ‘ )
nemed Dr. Clarke and the respactive reprert suthors tc this subcomittee

end regquested that Dr. Usher notify Dr. Vonderlehr of the part he is
raquested to play in tho mattor.

The ebovo being placed in the form of a motion end secondea, no
dissenting voice was heard, and the motion was passed.

As the finel itom of business, ths Acting Chairman stated that he
hed received from Dr. eed a lstter and other corrospondence from Dr.
Harold Thomas Hymen of New York City, to the Surgeon General of the
Unitod States iLrmy, end to Captein James Gordon of the Surgeon Gone
eral's 0ffice, rolative to tho consideration which he, Dr. Eyman, de-
sired to hevo given to tho rscent report by Doctors Elliott end his
associates, as wsll as Dr. Hyman and his associatos, at the Cleveland
session of the imerlicen Medical Associestion, on the intonsive troeat-
ment of syphilis cormonly known cs the "five-dey trestmont®. Dr. Hy-
man hed indicctod that the docision of the Subcommittec on Venereal
Disecases to rocommond to tho Surgeon Gsnercl's offices of the Army and
Navy edheronce to cstablished consorvative mathods might be or have
boon influencod by profoessionesl inortis or porsonal snimosity.

The status of the five-day troectment, so-celled, wes thoraupon
rodiscussed, by tho membors of tho Subcommitteo, and attention direc-

ted by soveral membors to the fact thet thus far no roasons had ap-

pearod for altering the original rscommondations of tho Subcormitteo

to tho offect thet this method of trastmont must bs raegerded as stiil

in thoe oxperimontel stage. Dr. Clarke, & member of the board sSupor- |
vising tho usoc of this treatmoent in certein Now York hospitels, agreed ' .
thet tho original rocommondetion should still stand. It wes therefore

movod and scconded thet the so-callod intensive or five-day method,
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while its usefulnoss under cortein circumstancos weas frooly conceded,
bo not as yot recommondod te tho Surgoons Goneresl of tho Army and Navy
for other use than such as might be docided upon by the Surgeons Gen-
eral or their suthorized subordinates in cherge of hospital units to
whomn autonomy in such meitors might properly bo grantod, under special
circumstancas.

The rocommondetions of tho Subcommittec with raspoct to tho so-
callod "five-day systom" romein, theraforo, substentlaily unchengod
over previous decision.

Upon .the complstion of this business, the Subconmittee was ad-
journed sine dic to await the cell of its Chairman or Acting Chair-
men, through Dr. Weed.
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YINUTES OF THE NINTH MEETING OF THE SUBCOIMITTEE ON
VENEREAL DISEASES GF THE NATIONAL RESEARCH COUNCIL.

Januery 17,1941.

The ninth meeting of the Subcommitites on Venereal Diseases of the Natiomal
Research Council was held in Washington Jonuary 17, 1941. Present were the follow-
ing members of the Sutcommittee: Doctors iloors (Chairman), Stokes, Alyes, ilahoney,
Cox, and Clarke; also Doctors Weed, Pepper, Larkey, and Cushing of the Hational
Research Council; Lt. Colonels fallorder, Simmons, and Kimbrough, and Capt. James
H. Gordon, U. S. Arzy; Comdr. Stophonson, U. S. Navy, and Doctors Vonderlehr and
Usher, U. S. Public Heulth Sorvice. — e

Tho following recommondations wore approved:

(1) The incidence of vomeroal disease in a givon unit of the U. 8. Army or
Navy is not necessarily an index of lax discipline in this command, but may instend
depond much more upon locul conditions beyond the control of the unit commander.

To place ultimate rosponsibility for veneroal disease incidence upon the unit com-
mander, with rosultant advorse notations upon his service record or with other dis-
ciplinary action, inevitably loads to sume concoalment of infoction by onlisted por-
sonnel, with consequent failurc of infoctod mon to recoive any treatment, or treat-
mont ofton imdequate, from ron-official rather thon from Sorvice sourcoes » and to
an artificially low venoreal discaso rate. It is thorefore rocommendod that in
overy instance whorv a high vonorecal discase rate continues to oxist in a given con-
nmand, tho Corps Aroa Comacndoer or his roproscntative and tho Corps Area Surgeon or
his representative should investigate the roasons therefor; and that o high venereal
disease rate in any comaand should nct bo iuterprotod as a moasure of the ineffi-
clency of the Comanding Officer, nor lead to disciplinary action of any nature
minlt him, unless and until smch :lnvoatigntion has confirmed neglect on the part
ét tbc Unit Oomandor. . -

o —— v
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E (2) It is rocaxmonded that in U. S. Aroy and Navy hospitals the care of ‘
pationts with vonereal discases of all typos bo concentrated as ropidly as practic-
ablo under the nanugemont of physicians with specicl oxporicnce in venoreal discases.
This rocomiendatiun doos not imply amy qualifications as tc the provious basic train-
ing, whother uedical, dormatologic, urologic or other, Jf such spocinlly trained phy-
sicizns; btut doos inply that the dingnosis and troatuent of any petiont with vener-
ool diseuse, and espocially with syphilis of ary typo, is o general medical problen
rather than one bolonging to anothor liuited spocilalty.
(3) Poriodic r-utine sorologic testing for syphilis of all pcrsonnel ongaged
in food-hondling is an umnccossary and unGuly discrininatory procodure, since the
risk of male personnel acquiring syphilis from masculine food-handlors is negligible.
It is thorofore recoizacndod that the puriuvdic scrologic testing of food handlers in
the arnod services be forthwith discantinued.
(4) It is recuswnded thut o proposed "bill to prohibit prostitution®, ote.
herewith quoted, is approved by this Subcumittce:
A BILL to prohibit prostitution within such reasonnble
distance of nilitary and/or navel cstablishoents as the

Socretarivs of War and/or Navy shall detornine to be ncodful to
the officiency, heclth, ond welfare of the Aray and/or Navy.

Be it onactod by the Sonate and lHwuse of Roprosontatives of
tho United States of Anorica in Congress asseubled, That until iay
fiftoonth, 1945, it shall be unlawful, within such reas.nable dis-
tance of anwy wilitary or navel caup, statiun, fort, post, yard,
base, cantonsent, training or asbilizatin plece as the Sccrotaries
of War and/or Navy shull dotornine to bo noecdful to the efficlency,
hoalth and welfare of the Amy and/or Navy, and shall designate and
publish in gemeral orders or bulleting, to ongage in prostitution
or to aid or abot prostitutim or to procurc or solicit for the
purposos of prostitution, or to keop or sot up a house of i1l fane,
brothel, or bawdy h use, »r to receive any porson for purposes of
lowiness, assignation, or prostitution into any wohicle, conveyance,
placo, structure, or building, or to pornit any person to remain
for the yurpuse of lewdness, assignation, or proustitutiun in any ve- .
hicle, conveyance, placo, structurc, or building; and cny porsen,
corporation, pertnorship, or association violating tho provisi.ns *
of this chapter shall, unless othorwiso junichable under the Articles
of War or the Articles for the governuent of the lavy, be daowmed

- i
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guilty of o uisdouocanor and be punishod by a fine of n.t uore than
$1,000, or by inpris.mncnt for mot uorc thun one year, or by hoth
such fins and inprisomaont, and cny jerson subjoct to uilitary or
naval law violating this chapter shnll be puniched as provided by
the Articles of War or ths Articles for the govermnent of the Navy,
and tho Sccretarics of War and of the Navy are horeby authorized
and directed to take such steps as thoy deon necessary to suppross
and prevent the virlation horeof ond t, accopt the cooperatica of
tho authoritics of States and their camntius, districts cnd othor
political subdivisions in carrying out the jurposes of this Act.”

(5) This Subccuuittoe -n Vonereal Discascs bolicves that comorcialized and
clandestine prostitution is an inportant elemont in tho sprecad of venereal discases
awong nilitary and noval persomncl. The incidencs of such infections in the armod
forcos may be roducod by uininizing the opportunities for contact of such prsonnel
with potontially infocted womon. These opportunitics may be nininized if tho local
police suthority will closc h.uses of prostitution and prevont so for as possible
flagrant solicitatim by prostitutes. It is therefore rccomended thet U. S. Army
and Navy through thoir liaison with the U. S. Public Huzlth Sorvice urge tho adop-
tion of such a policy of reprossi.n i prostitution upon loczl police authorities in
areas ncar uilitary or naval concentration.

(6) Furthernore, coapotont ;mblic health authoritics have showmn that peori-
odic nedical ecxanination »f prostitutos is ineffectunl in detecting the prosence or
absence of infectious vonoreal discass, and is actunlly dengerous in that such a
systen of exauinaotion ,rovides a false sonse of socurity for yprostitute cnd custouer.

It is thorofore recomonded that U. S. Army ond Navy, agein through the
linison with the U. S. Public Health Sorvice, advise Stcte and local health depart-
vents that this prucodure whore practiced should be prouptly discontinued. This

not
recoruendation doos, however, imply that copidou! logic oxaminati-n of prostitutes,
casaorcial or clandostine, whom such wouon arc nased as contucts, 1:( infoctod mili-
tary or navel porsomnel or civilians, should Le ¢ipcontimicd. On the contrary, this

lotter policy of opideniologic investigation should bo vigorously cuployed and
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special offort should be nade to trace all sources of infoction and to bring thon ‘
under aprepriate nedical coatrol, os outlined in previous recommendations of this
comaittes.
(7) The reports to this Subcurmittoo concerning the activities of the
Louisiana and Toxas State Departments »f Hoalth in venerocal disecase control wore ap-

proved by the Subcamittes. Coples of those roports hove alrecdy been circulated
to all nonbors of the Subcomaittoe, the Chairnon of the Comuittee on Hedicine, the
Diroctor of the Pivision of ledical Sciences, and to the U. S. Aruy Navy, and Public
Health Service officers associated with the Subcamittee.

It was noved and carried that thuse reports on Toxas and Louisiana he trans-
nitted through the Chairman, Divisiun of ledical Scicnces, National Rasearch Council,
to the Hoalth and Medical Comnittee, Foderal Security Agency, with the recquest that,
if apuroved by this latter Comuittos, copics of cach rcport bo forwarded to the
Governor of the State and the State Hoalth Officer in quostion, to the Surgeons
Genoral of the U. S. Public Health Sorvice, Aruy, and Nuvy, and to the Chief,
Children's Bureau.

*  ® ¥ I IR R N T

There was noxt cunsidored the risk of tuc use of syphlilitic blood for trans-
fusion frou blood or plasna banks. It was decided that imadoquate infermation on
this topic was as yot available and that tho quuztisn be refurred to the Committiee
on Blood Substitutes with the suggesticn that furthor oxperinental werk be under-
taken. A letter has accordingly beon written Ly your Chairuan to Dr. C. C.Sturgis,
Chairnan of the Subcomuittoe .n Blood Subdbstitutes, as follows:-

"Dear Dr. Sturgis:

At o ueeting of tho Subcommittce on Venercal Discases of
the Notional Rosearch Council on Janucry 17, thore was considored the ‘
possible risk of usc of syphilitic bloud for transfusion fron blood or

plasaa banks. Tho following statonont was subnivted for consideration
by ay comaittoes- '
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'Though ovory offort should be made to avoid the use of
sy;hilitic bloxl for transfusion, by means of history, hysical
cxupinotion, ond routine scrologic tusting of all donors, novertholess
and in spito of all such procautions, a syphilitic donor uay bo in-
advortently selucted. Tho risk of transuiscion of syphilis to the
reciplont uay be coulotoly cvoided if a1l blood or plosue usod for
transfusion is storod at icehox teuperature (40 C.) for a ninimmn
of 96 hours before use.'

"iftor sone discussion by nembors of oy camittes, it was
brought out that experimwnts in the leborztories of Drs. Chesnoy and
Turnor ot the Johns Hojkins had shomm dntwhile blosd hoavily scoded with
spirochotos wus non-infoctious for anfirls aftor storage under blood bank
conditions for 72 hours. It was folt, howover, that n: inforixcti-u was
available as to the pussible infectisusnoss of plasua  preparod froa
stored whole blood, frozen at -80” C. and driod in vacuo whilc frozen.
It is of course knomn that the T. pollidup will live indefinitely in
uaterial {rozon at -70° to 80° C. while it will not survive in o tenpera-
ture range of -25 to +4° C. It is also known that the troponone will not
survive drying at roon tonjorature. It is not, howover, knowmn wheth-
or treponecnes will survive a proliuinary froozing vt -70 to 80° C. fol-
lowed by drying.

Miy comiittoe folt that furthor considoration of this jrob-
leoi should be #eforred to your couittoe, and that plunned experinents
covering the point uight be desirable in view of the inndvertont inclu-
slon anong prospoctive donors of cortain seronegative but novertheless
infoctious syphilitics.

"1 shall approciate it if you will notify we of whotevor
action may be taken by your comiittoe on this point."

There was naxt briofly discussod tho Lisrale Scotion of the Adjutunt Genoral's
0ffice, U. S. irny, and the place of civilisn wolfare orgenizations in the vonerzeal
disease control prograa. It was ointod out that a Cousittce on Education, Recro-
ation and Cun.unity Sorvice had boon appointed Uy the War Dapartnent urdor the
chairuanship of ir. Froderick K1 Oshorne. The choirman, Subcamuittee on Venercal
Disenses, s authorized tov obtain an appointnont with lir. Osborne to Ciscuss the
role of substitutive activitios in the cuntrol of vonerosl diseato with him and to
report back to the Subcomuittee at a subsequent nceting.

Tho cheuotherapoutic recomiondetions us to yaws and jinto, to bo propared by
Corddr. Stophonson, wore not yet available and will be considerod at o suhsequent

neeting.
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Thero sxsued {inally a discussion as to the value 4f this Subcommittee to
the ar..\od services. Col. Simaons and Coudr. Stephenson expessod the thanks of tha
Surgeons General, U. S. Amuy and Navy, for tho work of this Subcamittes. Both Col.
Simions and Condr. Stophcnson stated that they were jropared to offer an infornal
discussion of the apuroval or disapgroval of the recomsondations of this Subcomiittee
by the U. S. .rny and Navy, respcctively, but that this discussion would roquire so
mich tine as to necessitate its postononont to another iceting. Dr. Woed reported
on the action taken concorning cortain recormwondations of this Subcomiittoe by the
Caxmittee on Health and ledicine, Fedoral Security igency. iAs n rosult of this
gomeral discussion it was noved and carried that this Subconuittes uxpress its ap-
preciation of tho thanks conveyed to us by tho Surgeuns Gonoral, U. S. Aruy and

.
.
’
]

6, Navy, and also to express our willingnoss to ccntinue sorving in any capocity re-

: quired of us. Furthermors, it was usved and carried that this Subcommittee would

“ bo gratified if at subsoquent moetings we could bo kept informed by Army and Navy
¢ of thoir consideration of tho rocomnendations subaitted.

Tha neeting then adjourned.

JO EO HOOI‘O’ HODO
Chairnan.
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1dmmies of the Nichth leeting ¢ ﬂt:o Subcommittee on Venereel Disecses
of
Madiomel Rese:rch Coumcil.
Septenbor 20, 1940.
On Septewber 20, 1940, there was held at the National Research Council in

Washington, D. C., the eighth meeting of the Subcommittee on Venereal Diseases of

- 7_ the Committes on Chemotherapeutics and Other Agemts. Present were:- Dr. J. E. ‘
Moore, Chairman; Drs. Oscar Cox, John H. Stokes, Edwin Alyes, and Walter Clarke, |
menbers of the Cmitt;o; and the following others:- Drs. Perrin Long and San-
ford Larkey, Colonels Callender, Kimbrough, and Leon Fox, all of the U. S. Ay
Medical Corps; Commander Charles S. Stephomson, U. S. Aruy Medical Corps; and
. ‘Dr. Glen Usker, U. S. Pubjic Health Service.

”“ The Commitiee procesdod with further consideration of the Chairman's

' Memorandua of Aug. 30, 1940.

E: 1. There was first discussed the question of the management at demobili-
5 sation or discharge of military and naval persounel infected with syphilis. '1
The ttee adopted as a_recounendation cert: trugts

' by Dr. Stokos and spended in Comittes, to be prepared by Dr. Stokes in fina)

forn szd later to_be appended to these ifinutes as Exhibit A.

;
E 2. The previously adoptod rocommendation as to punitive measures for

% venereel disoase control, which appears as lines 4 to_8, page 5, of tho Minutes -

E’ of the Sixth Meoting, as lines 9 to 14, Chairuan's Memorandum of Aug. 30, 1940, and
a8 lines 11 to 15, Minutes of the Seventh Liceting, was amended; and in its final
recoumendod form reads as follows:-

*In_order to further the control of the venereal diseascs, all provisions
relating to forfeiture of pay and/or loss of time in U.S. Arpy, Nevy, Coast Guard,
and Public §g. ith Service personnel i‘nt‘ected with any veneroal disoaso, whother
‘o not such personnel is therpfore absent from duty, and whether such discnse was

g ath tino before or aftey entry intc the Services, should be forth-
" 'With repealed.n g
“ o ] . t____\M—'
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3. It weg recommendod that the U. S. Arpy and Mavy adopt a uniforn diag-
nostic nomonclature as to syphilis, ko roplace the widely differcnt nomenclatures
now in use; and that the Mpmorandun of August 9, 1940 propared by the Chairman,
as anendod t and herewith appended these Minutes as bit B,

be utilized for this purpose. .
4. Menoranda concerning yews aid pinta designed for ultimate inclusion
by the Committec on Cherotherapeutics and Othor Agonts with similar Memoranda
on infoctious diseass, wors corsiderod by the Comittec and not agrced upon.
Commander Stephenson was delegetod to propare new versions of these Men-
oranda as to yaws and pinta, which will be circulatod among Comnittee menbers for
finnl approval and adoption as recompendations. '

5. It was rocormended that Circular Jettor No. 1, Coopilation of Circu-
letters, S. G. 0. Tanuary 2, 1940, Soction 29, peragraphs C (3) and (4) be an-
ended to road as follows:- '

"(3) Poriod of observatign:- On the couplotion of the qptimmn troatmeat
outlined in paragraph b above, the patient will be kept under observation for five
yoars, or for such part of this time during which he romains in the Service. Dur-
ing the first year, blood tests will be done at intervals of approximately one
mont... Careful physical oxamination will be made afier approxinately six months
of observation and at the end of the yuvar. This latter exanination will in-
clude an exanination of thoe spinal fluid and an X-ray or fluoroscopic examination
of the hoart and grest vessels. If no evidonne of activity of the infection is
revealed during this year of observation, the patient will be followed for 4 addi-
ticnal years, with blood tests overy 6 months during this period, and with yearly
poriodic physical examinations, those data to he ndded to the "Syphilis Treatment
Sheet". In the evont that the individunl is soparated from the Service before
the 5 years of observation have torninated, he will be provided with the clinical
features of his case required by Section II, Circular No. 60, War Department, Sop-
tember 10, 1937; & copy of this summary will be incorporated in the Medical record;

.

- _—
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and he will be advised to contimue these periodic examinations at the hands of a
civilian physician or clinic.

"(4) A flocculation test (preferably tho Eagle) will be used in evalua-
ting the efficacy of treatment and will be requested routinely in all treatment
cases. This test will be done before treutment and at the beginning and end of
ocach course of an arsenical. Quantimtive serologic tests are unnecessary in fol-
lowing routine treatment results and should not be roquested for this purposs;"

Note:~ this amendnent of paragraph (4) relaxes the present requirement
that guantitative serologic tests shull be porformed in following routine treatment
results. This requirement is unnecessary for the purpozxe advised, and imposes an
undue burden on the laboratory service.

6. Section 30, Circular Lettor No. 1, Coupilation of Circular Letturs
S. G. 0. Jamuary 2, 1940, denls with the manageaent of syphilis umong onrollees of
the Civilian Conservation Corps. It appears that cortain administrative details
in this rospect arc under the jurisdictién of the Social Security Director, and
nedical details in the jurisdiction-of the U. S. Army lfedical Corps.

It was thercfore recommended that thoe Health and Medical Committee of the
'Natioml Defense Council roquest the Fedoral Social Sccurity Director and the Sur-
geon Gereral, U. S. Army, to modify present procedure as to venercsl diseases in

C. C. C. in the following respects:-
(a) In general, the diagnostic, treatment, and public health meas-

ures for the contrel of veneroal discascs {especially syphilis cnd gonorrhea) which

arc within the jurisdiction of the Medical Corps, U. $. Army, shall conform in all
respocts to the standard procodure of the U. S. Army.

Note:~ fnis rccomendation, if adopted by the Surgzeon General, U. S.
Aray, will roplace all of Section 30, Circular letter, No 1.

(b) All appiicants for cnrollment in the C.C.C., alroady obviously

infoctod with any venorval disease, shall be accopted for onrollment and placoed un~

dor immiediate treatuent, unless actunlly physically incapacitated by such disease.
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(c) All applicants for enrollment in the C.C.C., shull be mubjscted ot -
tho tio of emrollment; to a routine serologic test for syphilis. If such test is

positive, the applicant shall nevertheless be accepted for enrollment unless he

is act sica citated.

(d) Any C.C.C. enrollee, infected with any venercal disease during his
tern of enrollment, shall not be dischsrged for this cause, but shall be retain-
ed in the C.C.C. and trcated for such discase during such period of his cnrollment
as_may bo necessary.

(e) On dischorge of any C.C.C. enrollec infected with syphilis, or with

any other vonereal discase still roquiring further treatment, the Hedical Officer

in charge shall forthwith report the nome, address, and diagnosis of the infected

envollee to the State Health Depcrinent of the enrollee!s designated residence, to-

gether with such othor data and in such manner as_ is proscribed for the U.S.Army.

Note: The accoptance of the recomucndations in peragraphs (b), (c), and
(@) above by the Fedoral Social Security Diroctor, will require a radical depart-
ure from present rulings in thesc respects.

7. Section 31, Circular Lotter No. 1, S.G.0, January 2, 1940, will re-
quire complete rewriting if and vhon tho Surgeon General, U.S.Army, accepts & pre-
vious recomnondation to substitute the Eagle for the Kahn flocculation test.

8. 1t was recommended that U.S. Aray and Navy adopt standard record

forms for the diagnosis and treatuent of gonorrhea in male and female, and of syph~

ilis, the latter to replace the prosent "Syphilis Rerister". Copics of those

records _will be later apvended to thosc Minutes as Exhibits C and D.

9. It was rccomnonded that as a valuablo neasurc for the maintonance of

morale, the provision of normal opportuuitics for gociul contact of milit-ory, naval,

and __industrisl personnel with tho opposite sex, and the provention of the vener-

. eal disoases, the Hoalth and Yedieol Committoe of the Nationnl Dofonse Council

be_roquested to ask appropriote c¢civilian welfsre organizations promptly to eatab-

1ish, in suitsble arcas of milltary and naval concentration, in contizuous cicies,

———
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and centors of industrial concentration, recroation huts adequately staffed with

-5~

] ‘ personable wonen of comparable age 'g;:oug +o those of thq military, naval, ard in-

dustrial personnel involvoed.
10. The quostion of porsonncl was further considorcd. The Chairmen read

a letter of Sept. 17, 1940, from hinself to Col. C.C.Hillman, drawing attention to
the foct that certein officers already menbers of the HMedical Resorve Corps or
Natiomal Guard are specially qualifiod in vencreal disease control. In order to
jdentify those officers, it was agrced that the personncl lists of physicians spe-
cially qualified in voncreal discase control, now in preparation by this Subcom-
nittee for transpission to the Comittee on iledical Preparedness of the American
Medical Association, should be formarded in duplicate to Col. Hillnan and Condr.

Stephenson, for transmissal to their respective personnel officers.

11. The following motion was proposed and carried:-

Tt is the sence of the Subcommittee on Venereal Diseases that its

work would be facilitated if its recomnondations dealing with administrative mea-

sures could be transmitted directly by its Chairman through the Division of ledical

Sciences to the Health and Medical Conmittce of the Mational Defense Council with-

out further discussion or approvol by the Cormittees on Chemothernpeatics and Other

Agonts or on General Medicine; while its recom.ondations as to therapeutic pro-

codures should continue to follow channels through these two latter Committeos.”
12. The Subcomaittee then adjourned to meet again on the call of the
Chairman.

J .EMdoore, H.D., Choiraan,

Subconaittoe on Vonereal Diseases
of the Commaittee on Chenotherapeutics
and Othor Agents.
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84 Boaice) Artr Bullding
Bultinecre, Srryland

Netotrer 19,1940

"¢ 2l]l Heaher. of tha Bubr.n..u‘t tee on Yenerz.l .1 ev:esn
Coaziitee o Aewmtheruoeatis awd Sthor o, oot
The -2 .ttee on Jdei:cine -*.f
The ntinnl e reh Gronedd
Tiar ioct Yy

Rclo ed h-revith are copies of the proposed new history ferms
for syphilis (lsdeled Bxhibit "D* in the Kimtes of the Eighth neeting
of the Subcemmitise on Vemereal Diseeses) and for gonorrhes {ltbeled Ex-
hivit *CY).

These hibits complets ths roster of those roferzed to 4a
the Himutes of the Eighth Meeting.

Sincerely yours,

Cet Dre ilyea % %M

D!'o Cle.l'h e/fbre ‘00-9, oDo’

Dr, Cox

Dr. dahomey »ubcomaities on Venerval Tiseases
Dr. ‘iekes Betion:cl RHese: roh Council.

Dr. Long

Comir. {tevhensgen

Lt. Col. Simmens

Cel. Hillmen

Cel. Gellender U, Yorgan
Ir. Vonderlenr Dre Polmer
Dr. larkey +— Ir. Peullin
Ir. ™lder r. Pepper
Dr. Pulten Cel. Plfeil.
Dr. Puarran

Dr. Kake

Dr. Leckwood

Dr. darshall

Er. MoomTield

I'r. Pruse

Pr. Ios

Dr. lengcope
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GONORRHEA (FEMALE)

[ b o J ane (@ Name ssion

Station

rk (specify)
e |wite CJ colored [J|Marriea [] single [} [rength of Service

PREVIOUS GONORRHEA
No L3 Yes [} Complication (specify)

Date L.M.P.

PRESENT INFECTION

Date exposed Name of COontact Address of Contact

PREVIOUS TREATMENT THIS INFECTION
¥o [ Yes [ Specifty

PHYSIOAL EXAMINATION (ADMISSION) DIAGNOSIS (AIMISSION)
Normmal Abnormal

Urethra 0 | Gonococcus Infeotion | -

Skene's Glands J | (specify location)

Bartholin's Glands [ Cl

Cervix | ]

Uterus (I Cl

Rt. Adnexe [ 1

Lt. Adnexa 8 1

Pelvic Peritoneum 1

Rectim 8 1

Joints Cl

Lymphatic Glands | 3

Blocd Test for Syphilis

Positive Negative
Admigsion ]
Three montha

elter admission (J (-

OfTicer's Signature Tank
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GONORRHEA ( FEMALE)

umber L2t Name

—¥irst Name

“NIddTe Name Adnission Tate]

Station

rk (specity)

hga White 3 colorea [

Married [ Single . Length of Service

No 0O Yes [ comprication (specify)

PRIVIOUS GONORRHEA

Date L.M.P.

Date exposed

PRESENT INFECTION

Name of Contact

Address of Contact

¥o [2] Yes [ specity

PREVIOUS TREATMENT THIS INFECTION

PHYSICAL EXAMINATION (ADMISSION)
Normel Abnormal

Urethra

Skene's Glands
Bartholin's Glands
Cervix

Uterus

Rt. Adnexa

Lt. Adnexa
Pelvic Peritoneum
Rectun

Joints

Lymphatic Glands

00000000000

a//n/niuin/nn/nnin

O0FiTcer's Signature

DIAGNOSIS (AIMISSION)

Gonccoccus Infection |-
(specify location)

Blocd Test for Syphilis

Positive Negative
Admiesion 0
Three months

after admission G D
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MINGTES OF THE SEVEWTH HEETING OF THE SUBCOMMITTEE ON VEMEREAL
DISRASES OF THE NATTOMAL RESEARCH COUNCIL
Septembsr 6, 1940.

On Septenber 6, 1340, there was held at the National Research Council in
Washington, D.C., the seventh meeting of the Subcosmitiee on Vonereal Diseases of the
Committec on Chomotherapoutics and Other Agents. Present wore Dr. J.E.Moore, Chair-
man of the Committee, Dr. Oscar Cox, Dr. Edwin Alyca, Dr. Join E. Stokes, Dr. John
F. lehoncy, Dr. Waltor Clerke, and also the following othors: Dr. Lewis Weed, Dr.
Sanford Larkey, Dr. Russell Wilder, Dr. John F. Fulton, Colonels Callender, Kimbrough
and Sirmons, Major F. B. Wakenan, all of tho U.S.Arny Medical Corps, Comdr. C, S.
Stephenson, U. S. Navy Ileéical Corps, and Dr. R. A. Vonderlehr, Assistant Surgeon
Goneral, U.S. Public Hoalth Service.
The Comnittee proceeded wwith a consideration of the longthy memorandun of
August 30, 1940, which hes already been circulorided.
It was reported that the problen of cxperimentation with sulfonamid com-
pounds on auscular coordinstion has alircady boen reforred to the Subcommittee on
Clinical Investigation of the Coumittec on Hedicino, and by this Subcosnittee to
Dr. E. K. ¥arshall, Jr., Johns Hopkins University .
On the question of training of Sorvice Hedical (fficers a memorandun was
submitted, a revision of which is herowith incorpoxated. °
LR T I R R

The Subcommittico cn Vonercal Discases of the Natiomal Rescarch Council has
alxtoady rocommendod that special training in venercal discases be made available
_for Aray and Navy Medical Corps, emd that these Corps assign Officors as practic-
ablo for such training in two categorios, as follows:~
1. 4 group of Officors for oach Sorvice in tho proportion of at loast

’on‘e such Officer for overy 50,000 stronzth, to act as instructors and consultents,

 — e R
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s if nocessary, to untt HuGicul Officors. These consultani officers ‘should have at

| least 6 uonths' intensive training; ond for the purpose of the following discussion

nay be desigi;n‘auél as "long-'-ton.. trainues®. “ith the proposet ek shortly tu be autk-
orizeG e}:p:.nsion' of She w0 whout 1,200,000 iho .auy Hodical Corps should poseds
dpproxiicly 25 such officurs.

2. Junior (unit) Medical Officers of both Services, but especislly
Army, should receive short training courses, approximately two weoks in duration.
These may be decignated as "short—~tern trainoes®.

* O X X X X %

With the pessage by Congress of the bill authorizing the President to
nobilize the National Guard and the 0fficers' Reserve, it scons cortain that the
shortage of nedical officers in the two Corps will be promptly rolieved, and that
officers from each Service will be available for dotail to such training.

L TR R T T

It i8 obvious that long-torm training should be carried out, at least
for the present, in civilian university training centers which (a) have at their
disposal adequate laboratory and clinical facilities, and (b) have already accumu-

lated expericnne in this type of postzraduate teaching by previous cooperation with
the U. S. Public Health Service.

As to short-torm training, thore was held at the September 6, 1940,
neeting of tho Subcoanitiec a discussion as to whether this type of training might
be nore suitably offored in (a) civilian university training centers » 08 above, or
(b) by traveling groups of civilian or Servico instructors who night go periodically
to Amy cantonments or troop or naval concentration centers. The consensus of the
ubconmittee was that the assignment of Service 0fficers to civilian university

ining contors was by far the preforable of these two alternatives.

* ¥ R *¥ ¥ * *

.
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‘ The Chairman of your Subcommittee has investigated tho available facilities
for these two types of 't,uin-ing and sutnits the following information:

Long-tern facilities:- These are already svailsble at.

Johns Hopkins University, Baltimore, Md.
University of Pennsylvanis, Philadelphiz, Pa.
New York University, New fork, N.Y. .
University of Hichigan, Ann Arbor, Mich.

Each of these institutions now has organized, or could readily organize,
training prograus requiring €-8 wonths for complotion, in which the trainees could
receive practical instruction in the clinical and public health aspects of the sev-
eral venereal discases, adequate to permit the trainces to function as instructors
and consultants to Junior Medical Officers.

The Johns Hopkins University could accept 6 such trainces at once; the
University of Pennsylvania could accept 2.

Information is not available as to the mumbers of long-term trainees ac-
ceptable to New York University or :hho University of Michigan; but it is assumod
that each institution could also accept 6 traimces {a total of 20).

In eech case, the Univorsities would prefer to have trainees assigned as
of the boginning of the academic year .(about Octobor 1); but could probably accept
then at any tioe.

No additional funds would be roquired for this purpose by the Johns Hopkins
University or the University of Pemnsylvania. Furthor information and conforence
would bo required by New York Univorsity and the University of Michigan.

Short-tern fraining facilities:- Two weeks' training courses, with a
wore or less uniform curriculun, including from 70 - 90 hours of practical and di-
dactic work, are alroedy availablo, or could be readily organized, at the follow-

ing institutions:-
University of Michigan, Ann Arbor, Mich. ‘
lelard Stanford Jr. University, San Francisco, Calif.
New York University, New York, in.Y.

- 4

" NAS 0003023




University of Pennsylvania, Philadelphis, Pa.

Louisiane State University, Now Orleans, la.

Harvord Univorsity, Boston, Mass.

Vanderbilt University, Nashville, Tenn.

Hot Springs liedical Conter (U.S .P.H.S.) Hot Springa, Ark.
Howard Univorsity (Negro physicians), VWiashington, D.C.

and probably also, if desired, at

Duke University, Durhaom, N.C.
University of North Carolina, Chapel Hill, N.C.(not befors 1-1-41)

Such courses could bo started in each institution imnediately (with 2
weeks?! advance notice).
Tma could b accopted in the following numbors, assuming that courses

were repcatod nonthly:
Linit of Total nunbor Course could bo giren
each group _por yoor -

University of iichigan 25 300 12 times yearly
Leland Stanford 10 50 5 tines yearly
New York University 10 120 12 times yearly
University of Pennsylvania 5 25 5 tines yecarly
Louisiana State Univorsity 25 300 12 tines yearly
Harvaxrd University 10 120 12 times yoarly
Vanderbilt University 8 48 6 tinos yearly
U.S.P.H.S. Centor, Hot Springs 25 650 Contimiously

Howard University 160 Contimously

Data on those points are not yot available from the University of North
" Carolina or Duke.

Additionnl funds would not be required Ly the Universities of Pennsylvania,
Duke, or Louisiona State.

Sona addition to present udgeis, anounts to be determined by conference,
would probably be required by the Universities of Michigan, Stanford, amd New York.

Harvard University would require about $35,000.00 por ycar; Howard about
$12,600.00; Vandorbilt §4,320.00; North Carolima $3,450.00;

Hot Springs requires 2 additional imstructérs, which the U. S. Public
Health Sersico will furnish imnediatoly if arrangoments arn conpleted for this use

of its Medical Center.
* % % * X %X %

Tuiticn and registration fees have alroady boon waived, or arrangements

— E [ i - —— e e eald
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:% long and short-tern training.

TR N A e

In the 1ight of this infornation the Subcommittee adopted as a formal
recoomiendation the followings

If the expansion of the ledical Corps of the two Services pernits, and if
and when Congross has authorised amd appropriated the funds necessary to permit
the training of Army and Navy Medical Officers in civilian institutions:

1. That not to exceed 6 long-torn trainees be assigned at once from among
the regular Officers of the Services to tho Johns Hopkins University for a period
not to sxceed 8 months; and that negotiations be initiated at once through the Of-
fices of the Surgeons General of the two Services with the University of Pannsyl-
vanis, New York Univorsity, and the University of Michigan as to the moaximum nunber
of long~term trainecs immediately acceptable to them; and that Officers be assigned
to these institutions for training of similar choracter and duration in such mumbers
as may be necessary and feasible.

2. That for the presen’: short-term ( 2 weeks) training facilities be lim-
ited to the Universities of Michigzan, Pennsylvania, New York, Duke, Louisiana St«te,
and the U.S. Public Health Service Medical Center at Hot Springs, ac being immedi-
ately organiszed to proceed with such training with little or no additional expense;
and that unit {especially Junior) liedical Officers of each Service be assigned for
guch training in rotation in those numbors which seem necessary and feasible to
the Surgeons General of each Corps.

3. That negotiations continue through the Offices of the Surgeons General
of the two Services and/or through the Chairman, Division of Medical Sciences,
Netional Ressorch Council, with the appropriate Committce of the Association of

NAS 0003025
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Anorican Medical Collegos for the devolopment of such short-torm training facilities,
if necessary, at the Univorsitics of Loland Stonford, Harvard, Venderbilt, North
Carolina, Howard, Southorn California, Oregon, Emory, the Mayo Clinic, or others.

4. That as an altormative, but much loss desirable proposal, and especial-
1y ponding the availability of the training facilitios described above, the possibil-
ity be oxplored through the Surgeons Genorol of the two Scrvices with the steffs gf
civilian universitios or Public Health forvice training centers, of providing short-
tern training facilitivs at Army and Navy lodical Centors or in arcas of troop amd

Naval concentrations through the utilization of traveling groups of civilian instruc-

tors.
CE R T 2 T e =

With reference to the already adopted recommendation that "all provisions
relating to forfeiture of pay in the two Services in infocted and military 'porsonnel,
whether or not in absence frou duty, and whether the disense was acquired at any
tine before or after entry into the Services, be forthwith repoaled", it was fur-
ther reconmondeds

Thet the Legal Dopartment of the Auorican Sociel Hyzieno Association be re-
quested to draw up a bill cnbodying the above recomwndaotion; that this bill be

discussed by Dr. Williem A. Snow of tho Anorican Social Hyzicne Associction with the

Surgeons Genoral of Army, Navy, and U. $. Public Heolth Scrvice, and with the Sec-

roeteries of War and Navy, and the Social Security Director, and with other 0fficers

of tho three Sorvices, as nay be necessary prelininary to its possible refor through

the National Dofense Council to tho Chairmen of tho appropriute comnittecs of the

Housa of Representatives and Senate.

———— e . g

The inclusion of the U. 5. Public Heoalth Service in this further recommond-
ation is bescd on tho fact, as pointed out Wy Dr. Vonderlohr and othore, that the
provisions for forfolture of pey o.pp],y. also to vhe U. S. Public Hoalth Sorvice, por-
ticulorly tho U. S. Ceast Guard, vhich should be included in tho proposzl as a wholae.

Concorning the long rocomnondation as to the sooperation of the Army and
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Navy .{th tho civilian heaith authorities in tho control of the venoreal diseases,
the Chairman read the Subcomaittec a lettor from Dr. Vonderlehr announcing his in-
tention of publishing in Venoreal Disocase Information certain excerpts from this
reconendation. This led to o gemeral discussion of the question of publication of
the deliberations of this Subcommittee. It was agreed that a summary of these de-
liberations, together with the specific recommendations of the Subcozmittee, would
be prepered for joint publication, if this can be arranged, in the Journal of the
Anerican Medical Association and in Venercol Disease Information. Dr. Vonderlehr
agroed to publish the cntire summary as a supplement to Vonerecal Disoase Inforu-
ation, if so nmuch spoce was requiroed.

It vas agrced that the previously adopted recormendation "that all antigens
for serodiagnostic tests for syphilis sold in interstate comaocrce, be brought un—-
der the supervision of the Biolozic Control Act', should bo referred to the Surgeon
General of the U. S. Public Health Service and, throu_ him if approved, to the
Chairmon of the appropriate coumittoes of Senatc and House of Representatives.

It was furthor recomuonded that all arsenical drugs now or in the fature,

used in the treatoment of syphilis, should be brought under the supcrvision of the
Biologic Control Act.

With regard to the examination of enrolleces for enlistument, and as to the

eligibility for service of such persons, it _wos recommonded that_enrollees in Army
and Nevy, whother volunteers or sclective seorvice, if infected with any venereal
disease, be accepted for enrollment unless such enrollee is actually or potentially

physically incapacitated Ly such disease.
It was moved and carried that this Subcomittee prepare a list of personnel

spocially trainod in the vonoroal diseases for sulnission to the Comuittee on Med-
ical Preparednoss of the Amcrican Hedicol Association, with the request that these .
data be entered on the punch curd inforuantion of the individuals named for the ul-
tinate use of Ay and Navy Hodical Corps.

. _J
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The Chairman presonted to the Subcamittee certain correspondence between
Dr. Weed and Dr. Parran indicating the deosire of the Public Health Service that
the Subcomittes on Venoreal Diseases should consider the methods employed in some
of tho stato-wide programns of venoreal disease control which have spocisl inport-
ence to national defense; and that in particular these prograns be examined in the
necr future in the following states: Louisiana, Texas, Kansas, ilissouri, and Neb-
rake. It was noved and carriod that the Chairman of the Subcomittee be authorized
o make such survoys, and if necessary or desirable, that he be authorized to csso-
ciate with hinself other observers; that he report back his findings to the Sub-

connittee; and that after approval by the Subcomittee, the recamendations be trans—

nitted to the Surgeon General of the U. S. Public Health Sorvice.

The Chairnan prosonted to the Subconuittoe a letter f£from Dr. Willien P.
Boardnan, Boston City Hospital, offering the facilities of his clinjc and WPA pro-
ject for the accomplishment of rescarch problens in syphilis to be suggosted by the
Subcomnitteo on Venereal Discases. The Chairnan was suthorized to reply to Dr.
Boardnan that at the moment the Subcomaittec had no projects to propose which seomed
suitable, and to thank hin for his offer.

Dr. Vonderlehr requosted the advice of the Subcommitteo on & proposal that

routine serologic tests for syphilis be made available on a voluntcer basis to the
16,500,000 nen available for rogistration under the Sclective Seorvice Act. Ho
pointed out that while not all z:egiatrants would volunteer, nevortheless a consid-
orable proportion would probebly do so, and that the project offored an unparalleled
opportunity to discover a groat deal of proviously undetected syphilitic infoction
anong an age group likely to bo in the most communicable poriod of the disease.

He pointed out further that, while treatment facilities are probably not available
for the large .umbor of syphilitic persons oxpectod to be discovered, nevertheloss
the need for such troatmont facilitios brought out by this survey would be a val-

unble argupent for tho apprepriation of additionnl public funds to the oxtent appar-
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ently required. As to the foasibility of the survey, Dr. Vonderlehr roported that
with the approval of the U. S. Arny and Havy, the U. S. Public Health Sorvice would
roquest the cooperation of the Anerican Nodical Association, State and local Health
Departocnts, and other volunteer agencies to set up blood tosting teans at all in-
portant registration points, to provide for the oxauination of those specinens
through State and local Hoalth Departmont loboratories, and to report the results
eithor Cirecly to the rogistrant or to a physician or medical agency to be designat-
ed by hin.

The Subcomzittec agreed that, if this suggestion could he carried out, it
would constitute a syphilis survey on a hithorto unattainable scale. It was there-
fors recormended that if, after consultation Letween appropriate Officers of Army,
Navy, and Public Health Service, this plan proves aduinistratively feasible, it be

put into immediate effect.
The neceting then adjourned.
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MINUTES OF THE SIXTH MEETING OF THE SUBCOMMITTEE ON VENEREAL DISEASES
OF THE NATICNAL RESEARCH COUNCIL

July 19, 1940

The sixth meeting of the Subcomittee on Venereal Diseases of the Committee
on Chemotherapsutics and Allied Subjeocts of the National Research Counoil was held
in Washington on Friday, July 19, Present were Dr. J. E. Moore, Chairman of the
Committee, the following members of the Committee:~ Dr. Osoar Cox, Dr. Edwin Alyoen,
Dr. John F, Mahoney, and Dr. Walter Clarke; Dr. Perrin Lomg, Chairman of the
Committeo on Chemothorapeutios; and the following guests:= Dre Re Ae Voanderlehr
and Dr. Robert Onstott, U, Se Public Health Service; Cole Jo Ce Ximbrough, Col.
George R. Callender, and Cole James Simmons, U. Se Army; Comdre Charles Stephenson,
Ue Se Navy, and Dr, Sanford Larkey of the Committee on Infommation of the National
Research Counril«

The gonorrhea history forms for male and female, devised by the U, S. Public
Health Serviocs and the Amoriocan Neisserian Medicrl Sooiety, and previously reoom-
mended for adoption by the Ue S. Army and Navy at an earlier meeting of this Sub-
committoe, wore further oonsidored. It was egreed that Dre Cox would work out an
adaptation and revision of these forms for uss by the armed Services in connection
with a representative of the International Business Mao.ines Company.

These forms for gonorrhea and the history forms for syphilis previously sub-
mitted by Dr. Stokes and recomme.ded for adoption by the Subccmmittee, will be
resubmitted in finsl form at a subseguent meeting of the Suboommittee.

On the question of the relationship betweon oivil and militery snd navael
medical and health authorities disoussed st the last meeting, Dr. Clarke submitted
& Memorandum which with slight modifioation was adopted by the Subocommittes as &
Rooommondation. This Memorandum should follow, in chronologicsl order, tho previous
Rooammondetion of the Committes st its second meeting, whioh is inoorporated in the

minutes of the first meeting, on pags k4, fourth paragraph; and ending, "to rally
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and organize public support to this same end®. The preamble of Dr, Clarke's Memoran-
dun should be incorporated in the Recommendation. The Memorandum and Reoommendation
follow:

Both oivil health suthorities and military and naval medical officers should
accept responsibility for the maintenance of effective liaison between their respec-
tive services in evory jurisdiotion where they ocoexiste In this interrelationship
the established general prinociplos of control of communioable diseases, not oxoopting
syphilis, gonorrhea and cthor venoreal diseasos so-called, should be followeds The
fact that in venereal diseases the sources of infection of military ard naval
personnel are nearly always in the civil communities gives great importance to coop-
eration especially in case-finding efforts,

The Army and Nevy medioal Services are subject to their own respective regula-
tions and policies and to the federal laws, Civil health authorities are subjeot to
state laws, reguletions of state (and, in a few instanoces, local) sanitary ocodes
and to looal ordinances not in conflict with steate laws or ragulations. Court
docisions, if any, must always be considered in applying any public health law,
sanitary ocode regulations, and oity ordinanco,

On the military and naval reservations of the United States, state publio
health laws and regulations snd loocal ordinances are not operative and the medioal
officers of the Amy and Navy are not legally bound to conform to these laws, regula-
tions, and ordinances unless required by Armmy and Navy orders to do so. Amy
.regulations (40-1080, parmgraph 6) require medical offiocers of the Army to roport
to the appropriate civil health authority all oases of infeotious diseases whioch ore
reportable under civil laws and regulations and to acquaint themselves with oivil
public health laws and rsgulations, This gives an official basis for highly veluable
sooperation between the Army mediocnl Services and the civil health authorities in

oontrolling venereal diseases, It is desirable that the Navy should esteblish
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. similar regulations,

As a matter of good public health practice, cooperation should ge much further.
The medical officers of the Army and Navy should not only report new oceses of
syphilis and gonorrhea to the appropriate civil health authorities but should also
report, if possible, the known cantacts to the civil health authorities in whose
jurisdiotions the known contaots reside. Where venereal disease control measures
are most highly developed, these practices of ocollaboration give axcellent results
without friotion or embarrassment to military, naval or civil authorities,

The powers and duties usually oconferred upon oivil health suthoritiss oan be
of great assistance to this cooperative cffort of civil and military and navel health
and mediocal Services., The laws and regulations inolude all or most of the following:

i1, Laws giving power to health departments %o make regulationse

2. Laws or reguletions requiring veaoreal diseases to be reported by
physicians and others,

3. Laws giving health departments power to examine or to cause to bc examined
all persons who, there being reasonable grounds to believe, are infected
with a venereal disease and are liksly to spread thelr infeotion (mainly
applied to prostitutes and other promiscuous persons)e

4. Laws authorizing health offioers to require infectious persons to be
troated.

5. Laws and regulations euthorizing end defining the isolation or quarantine
of infectious individuals.,

6. Laws and regulations penalizing an infected individual for knowingly
infeoting ancther with or oxposing another to his infootion.

7. Laws prchibiting the advertisement of oures.

8. Laws prohibiting the sale of remedies by drug stores and others without
a presoription.

In addition to the abovs, great powers and wide disoretion are granted to civil
health suthorities to deal with emergenocies, it being understood, however, that all

. aotions of oivil health authorities are subjeot to judioial review.

It is recommended (1) that the Surgeon General of the U, S. Public Health
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Service urge all state health authorities and through them the local health authori-
ties in those localities where military and naval personnel may be assigned, to
establish and majintain offeotive liaison with the appropriate Army and/or Navy
medicnl officers for the purposo of fullest cooperation in vonoreal diseasc oon-
trol, espocially in casc-finding aotivities, and to roducc to a minimum tho aumbor
of exposures of military and naval personnsl to infeoction with syphilis, gonorrhee
and other venereal diseases; (2) that the Surgeon General of the Army and the
Surgeon General of the Navy take similar aoction through appropriate channels to
assuro the active cooporation of Army and Navy mediocl offiocers for identical pur-
poses; (3) that the Navy adopt a regulation requiring medical officers to report
to appropriate ocivil health authorities all cases of infectious disease caming
under their cognizance of which the civilian health authority would take oognizance
were the samo to ocour in the community subjoot to its suporvision; and to familiar-
ize themsolves with tho public hoalth lews and rogulations of the communities in
which thoy are loocated,

Dr. Moore read to the Subcommittee a preliminary report dy the joint Committee
on Prophylexis of the Ameriocan Sooial Hygiene Association and the U. S. Public Health
Service, Dr. H. H. Hazen, Chairman, together with certain correspondence from
Dr. Hazon and from Dre Durrett of the Us So Food and Drug Administration. It wes
agreed by the Subcommittee that the data furnished by Dr. Hazon's Committee and by
Dr. Durrett worec already adequately covered by the deliberations and previous
reoommendations of this Subcommittee,

Brief oconsideration was then given to the question of a revised diagnostio
1omemelature for syphilis for adoption by Army and Navy, and it was agreed thav
Dr. Moore would prepare & more detailod momorandum on this point for oircularization
eamong members of tho Subcommittee and its guests for consideration at the next

meoting.
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The Suboormittee .thon passed to a furthor oonsideration of certsin of the
atuinistrative measures for venereai disease oontrol in Army and Navy, and made
"the following speoifiv Recommendation:e

It is recommended that in order to further the control of vonerecal diseases
in tho U, S. Army and Navy, all provisions rolating to forfoiture of pay in the
two Sorvices iu infeoctod military and naval personnel, whether or not absent from
duty and whethor the disease was soquired at any time before or after entry into
the Services, be forthwith repealed,

Tt is further recommended that naval regulations requiring mandatory Court
martial in oases of venereal diseasc if *infeotion is discovered and reportoed by
eny othor person than tho man ooncorned®, be amended to provide for Court martiel

disoretionary with the oommending officer for attempted oconcealment of venereal
infeotion. .
It was further recommended that in crder to avoid loss of man power and
whether with present peace-time strength, the expanded conditions of mobilization
for national defense, or actual war, venereally infeoted msn should so far as pos-
sible be treated with their units. Where troop or naval concentrations pormit,
suoh patients shonlfl be oontralized for diagnosis and tre;tmont.a.t anmbulatory
oliniocs, established ad hod; or in commeection w.ith base, fiold, or mobile hospital
units (e.g¢s in training oamps, in oities, etc.). Where such large troop or navel
ooncentrations do not exist, diagnosis and treatment should be the responsibility
of unit medioal officers, Speoial hospitals for venereally infeoted patiaats should
aot be oreated, Hospitalization should not be advised exoept in the oase of sotual
disabling 1lluess or resistance to ambulatory treatment methods. So-oallza infeo-
tious osses should not be hospitalized., Since infootiousness in syphilis and

gonerrhoa is, for ail praotical purposes, immodiatoly oontrolled by modera obemo-

therapsutio measures, provided that onoce startoed these measures are properly

4%
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oomtinued, efforts to segregate infected men in hospitel or in working guarantine
should therefore be abandoued, Restriotiom of liderty snd oonfinement to the limits
of the station for two weoks aftor the start of ti:atment would seen to be tho only
nesossary rsgulation,

There ensusd scme disoussion as to the channels through whioch these partioular
reccomendations should be subtmitted to U. S. Army and Navy, and the question was
disoussed, hut not definitely deoided, as to whether it might not"be desirable to
culmit these regulations direstly to the Chairman of the Military and Naval Affairs
Committees, respesctively, of the House of Representatives and of tho United States
Senate. Before arriving on s final decision an this point it was agreed that the
variour regulations dealing with punitivs ani adnministrative meagures should be
assembled by Dro Moore and oircularized further to all member: of the Comittee
for ovnsideratin-n,

The Mencranda oonscerning goaorrhea, chanoroid, lymphogranulom venerswm, and
granuloms inguinale were formally adopted by the Committes as spproved reocommenda-
tions.

A Memorandum by Dr¢ Alyea on prophylaxis was also approved, and it was agreed
by the Committee that the esscntial data from this Memorandum would be transforred
to the history foras for gonnrrhoa and for syphilis, now under proocoss of revision
by Dootors Stokes, Cax, and representatives of the International Business Machines
Companye

The Suboommittee sdjourned to meet sarly in Septembor on the call of the

Ciairman,
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MINVTZS OF THE FIFTH MEETING OF THE SUBCOMMITIEE ON VENERRAL DISEASES
OF THE NATIONAL RESEARCH COUNCIL
JOLY 12, 1%0
_ The fiShh meeting of the Sudecsmittee on Veasreal Dimesses of the
Committos em Chemetherapoutics and Allied Subjects cf the Bational Researeh Cowmeil,

was hold in Washington on July 12, Pre:zent were Dr, J, I, Meors, Chairmea of
the Cemmittes; the follewing members of the Committee:~ Dr. Perrin Long, Dr.
i Oscar Cex, Dr. Edwin Alyea, Dr. Welter Clarke, Dr. Jebn Mahouey, and Dr. Johm
: Ho Stokes; and alse the following guestsi- Dr, Sanford larkey of the Committee
\ on Inforsetica of the Natiemal Resserch Couneil, Ool, C. Co Hillman, Col, G. R,
Callender, Col. J. C. Kimbrough, and Col. James Simsons, of the U. 5. Army Medi-

-2 cal Corps, snd Cer»dr, Charles Stepheasen of tha U, S, Mavy Medical Corps.
Dr. Stokes presented a still further revision of the syphilis treat-

E' meat shect, It was agreed that Dr. Stokes weuwld consult a represeatative of the
Inte national Business Machines Cempany, with the idea of still further ocondeasa-
tien and rearrangecent of this sheet for inosrporatiom im Army and Nevy iedical
Records.

Dr. Larkey reported, in response to a question, tat there wus no ob-
Joction to dissemination ‘e Medical groups of the deliberstiens of this Cemmittes,

e o

' and that in fect arrangesents were deing made to publish in the Journal of the
. Aneriosn Mediocal Asseciation or elsewhere, certain of its conclusions when these

are available,
The Conmittes and its gueste then proceedud to consider the various
mesorand: submitted on the subject of gomerrhes, lyaphogranuloms veceremm, {ranu-

%
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lexs inguinsle, and chanercid, With still further revisien, these asmeranda were
approved, and will be put in finsl fora fer mimeographing to distridtion of all
weabers of the Comnittes, sad t6 the Executive Comaittee of the National Researsh
Cexacil,
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T™hase delideratiens eccipied alneet the eatire day,

At the end of the aftecuscn, toere wes agein raised by Cemdr.
Stcphensea the issue of cesperstion betwesn Army «nd Bavy Nedieal Corps and civile
dsn public health sutherities in tis centrol of the veasrerl diseases. Dr. Yalter
Clarke was delegated to prepare a report, in whieh are supplied data as ts oivile
izn laws with refersace te the re;orting of vemerssl clsesses, =ad the applicae
bility of these laws t» mflitery and nawl persommel; with recemmendstions to
the U. 8. Arny and the U, S. Mavy an the one hand; and oa the other, %o the
U o Public Nealth Service and through the Publis Healthk Service to State u‘
local haulth officers, leoking toward h;:unl oooperative effort in the menego=
asnt of tiwse discases,

The Coumittes adjourned to resssemble ea Friday, July 19, in Vash=
ington et 10 4, M.

— i a2 i = S 3 R I T Y-S
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MINUTES OF THE FOURTH MEETING OF THE SUBCOMMITTEE ON VENEREAL DISEASES
OF THE NATIONAL RESEARCH COUMCIL
JULY 5, 1940

On July 5, 1940, there was held at the National Research Council in Wash-
ington, D. C., the fourth meeting of tle Subcommittee on Venereal Diseases. Pres-
ent were Dr. J. E. Moore, Chairman; the following members of the Subcommittee:-
Doctors John H. Stokes, Oscar Cox, Edwin Alyse, J. F. Hahoney, Walier Clarke,
and (ex officio) Perrin Long; and the following guests:- Dr. Sanford Larkey of
the Committee on Information of the National Research Courncil, Col. C. C. Hiliman,
Col. G. R. Callender, Col. James Simmens, and Col.James C.Kimbrough, all of the
U. S. Army Medical Corps, Commander Charles Stephenson, U. S. Navy Medical Corps,
and Dr. Robert H. Onstott, U. S. Public Health Service.

Col. Hillman reported, in regard to the Subcommittee's recommsendation
that junior medical officers be detailed for short courses of special training in
venereal diseases, that the Army is now 900 medical officers short of cosplement
for its already autzxorized increased personnel, and that at present such treining
seems impractical.

Dr. Larkey reported that the Natioml Research Council has organised
& Committee on Informetion, with Dr. Morris Fishboin as Chairman. The functioa
of this Comeittee will be to correlate the activities of various Committoes, and
to arrange for the abstracting and publication of articles of military and naval

importance in the Jdurnal of the American Hedical Association or elsowhere. Dr.
larkey,; «3 a member of this Committoe on Information, will have an office in Wash-
ington and will attend all meetings of all Comitteos.

Dr. Stokes brought up again the question of a now treatment sheet far
syphilis, to be incorporated in Army and Navy medical records; and promised further
i £ revision of his original draft to provide space for late as woll as for early

e——— - - -
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Dr. Cox opened the discussion on gonorrhea. He submitted two Memoranda
and a Resolution of the American Neisserian Medical Society, passed on June 11,
1940, which is quoted herswith:-

"RESOLVED, That the American Neisserian Medical Society notes and ap-
prociates the appointment of Doctors Oscar F. Cox, Walter Clarke, John F. Mahoney,
and Edwin P. Alyea to memborship on the Subcommittee on Venereal Diseases of the
Committee on Chemotherupeutic and Other Agents of the Netional Resoarch Council,
and that this Council be invited to make full use of the resources of the Ameri-
can Neisserian Medical Society.®

Dr. Cox pointed out that in World War #1, the mmber of man-days lost
from gonorrhea was 4,000,000, and the number of discharges for disability 7000,
both those figures being twice as great as the analagous figures for syphilis. The
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mnagement of gonorrhea in the last War was atrocious.

Dr. Cox felt that the manangement of gonorrhea was best carried out by
(1) a smll group of interented specialists; and next best, in order, by (2) gen-
eral practitionmers, (3) urologists, (4) syphiloiogisis. He felt strongly that the
general direction of the management of gonorrhea in Army and Navy should be in the
bands of the small group of physicians of group #1, end that they should cooperate
in the provision of training faciljties for & larger group of specialists and of
Junior medical officers. It was agreed that such cooperation in training is al-
ready provided for by a recommendation of this Subcommittee already passed, pro-
viding for goneral training in the venereal diseases.

Dr. Cox presented data from the Cooperative 6linical Group of the Anori-
can Neisserian Medicel Society and the U. S. Public Health Service {based on sul-
fanilamide results) to indicate that in acute gonorrhea, a combination of local
treatment and of sulfanilauide was superior to either method alonc. Nevertheless,
the Subcomiitee agreed that newer results with sulfapyridine and probebly slso
with sulfathiasole were so superior to those obtainable with sulfanilamide as to
suggest that in Army ard Mavy the latter drug should bo dropped in favor of the
two former. As between sulfapyridine and sulfathiazole, tt was furthor agread
that the choice lay with the former, becauso it has been so far more ogtenaively
studied, and because it is now readily available in quantity. Further, the Sub-
committee agreed that in spite of Dr. Cox's evidence a&s to the value of local
treatment in acute gonor-rhea, this form of treatment in inexpert rather than ex-
pert hands was likely to do more harm than good, and should not be employed as a
routine measure in Service practice.

Dr. Cox presented conclusive evidence as to the value of cultures in
determination of cure in gonorrhea. His data chow that:- |

If cure is determined on clinical grounds alone,one pationt in 3 =

o ————
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relapses.

If cure is determined by clinical status and smears, ons in 20 relapses.

If cure is determined by clinical stotus and smears and culture, one in
100 relapses.

On the basis of these and other data as to the value of cultures, the
Subcommittee adopted the following resolution:-

Resolved, that particularly for determination of curc in gonorrhea, the
laboratory services of Army and Navy Medical Corps should as soon as possible pro-
vide facilities for the cultural recognition of the gonococcus in body secretions.

There then ensued & general discussion of the Memoranda as to the diag-
nosis and troatment of gonorrhee submitted by Doctors Cox and Alyca, in the course
of which many suggestions for change werc made. It was tacitly agreed that it
would be tho duty of the Chairmen to incorporate thesa suggestions into a revised
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Kemorandus for sutmission in mimcographed form at the next meeting.

The Subcommittee specifically recomsended that Ariy and Navy liedical
Corps adort, as promptly as possible for routine use in tho managewent of patlents
with gonorrhes, the admirable rocerd form devisod by the American Neisserian Modi-
cal. Socioty and the U. S. Public Health Service, with such changes as might be
necessitated by Service requirements. Dr. Cox was delegoted to rovise the form
on this basis, and to present the ravision at the next meeting.

The Subcommittec then considered the two Memoranda on lymphogranuloma
venereum, submittod by Dr. Mehoncy and Commander Stephenson. It was agreed that
these Eenoranda be amalgamated,with slight revisiem, by the Chairman, and submit-
ted in mimoegraphed form at the next meeting.

Dr. Clarke reported that he had arranged in Hew York for immcdiato
studies by five clinicisns with ample clinical aaterial on

1. Comparison of yolk-sac antigen with human pus antigen in diag-
nostic Frei test.

2. Studies of sulfathiazole in tho troatment of acute 1lymphogram-—
lome.

The Subcommittoe oxpressod its thanks to Dr. Clarke, and the hope that
the rosults of these studies might be made available to to it os soon as completod.

Dr. Moore read & letter from Dr. H. H. Hason, Chairman of a Comaittoe
on Prophylaxis of the American Social Hygienc Association and the U. S. Public
Hoalth Service, offering the facilities of his Committee to the Subcommittee on
Venereal Diseases. Dr. Moore had already roplied to Dr. Hazen, gratefully accep-
ting this offer, and asking that Dr. Hazen or a menbor of his Comittee attend

a meeting in the ncar future of this Subcomittes.

NAS 0003042

-~ - - - - e et sty




Dr. Adolf Roatenberg, Jr., of the U. S. Food and Drugs Aduinistration,

presented briefly to the Subcommittee certain of the problems of venercsl disease
prophylaxis, both chemical and mechanical. The Subcomittee felt itself unable
to be helpful to Dr. Rostonberg's request for advice, except in minor respects.
There wes genersl interest, however, in the improvemont of standards of menufac-
ture and testing of condoms; and Dr. Rostenberg pronisec to furnish the Chair-
man with the present procedure of the Food and Drug Adminisiretion.

The Subcommittrc adjourned to meet ogein in Washington on Friday,
June 12.
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UINUTSS OF THE THIRD MEETING OF THE SUBCOMMITTEE ON VENEREAL
DISEASE CONTROL OF THE NATIONAL RWSEARCH COUNCIL
June 27, 1940

On June 27, 1940, there was lield at the National Research Council,
Washington, the third meeting of the Subcoumittee on Venereal Diseas:
Control of the Committee on Chemotherapeutics and Allied Subjects of
the National Research Council. Present were Dr. J. E Hoore, Chairman
of the Subcommittet, Dr. Lewis Weed; the foliowing members of the
Suhcomittoe: Dr. Perrin Long, Cr. Oscar Cox, Dr. Edwin Alyea, Dr.

John F Mahoney, Dr. Walter Clarke, Dr. John H Stokes; and tho following
invited guests: Comdr. Charle: Siephenson, U. S. Navy Medical Corps,
Col. C. C. Rillman, Col. George R. Cellendor, Col. James S. Simmons,
and. Major L. L. Gurduer, all of the U. €. frmy iicdical Corps, and Dr.
fl. B. Hon, Livision of Veaoronl Diseasos, U. L. Iuhiic Hoalth Service.

The minuies of “he pracefing two meotings .uvre epproved without
being reced, aince they hied previously been circulated ‘o 2l zcmbose
of the Subcomzit.cc.

Dr. Hoor. subaitted for the considerution of iro Subcoamittec, &
Aenorendun concerning the administrative control of the vonorenl dis-
ccses in Army and Navy, togethor with cortain suggested rocommondations.
These momoranda are not horewith repeeted, since they have beon provious-
2y circulated to all membors of tho Subcommittce and its guoste.

Ioems, I, IT, and III of the Lemorandum, dealing with oducation,
"yslecl imspection, and prophylaxis wure gonerelly discusscd by tho
Jamzittea and 1ts fueste. D' ars pointed o.t by the Army and Navrs lHed-
+C. Mfiee™s presor. that Army and Navy procodury in these raspocts is
noce ldentical +har anpeirs from the general ordere and circulur lottors

eoniioned in thu first puragruph of the loacrardun. Foir virious aduin-

. SN SR .
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istrativo roasong, the Navy particularly profer: to dcal with these i
mttors by regulations issucd through tho Office of the Surgeon
General than by general than by gerercl orders, and through these
regulations and through long estublished custom, Navy and Army pro-
cedure are in offect identicel.

In conno’ction vith tho tontative rocommencation thst thorec be
prepared for distribution to all officers and men of both Services ’
now ongaged or to be onrolicd, a booklot annlgous to thet distributed
in World War #1, "Venecreal Disctscs. Facts Evory Soldier and Sailor
should know", it was brought out that for two yecrs » Arny hcs had such
& booklet in proparation which is now undergoing scrutiny by the Gonoral.
Steff; but permission to print and distribuie this booklet is expccted
in the ncar future.

It wes pointed out by Comdr. Stephenson that it this recommenda-
tion were adopcd by th. Committcé » the prepurw.ition of such a booklet
br tho Nevy Feuical Corps would bo a matter of extremo difficulty, for
variouvs adizdnisteative reasons » and that it would probably be desir-
abla %o have such a booklct propurod by and distriimtod oy an cutside
civilian organization, such as the American Socinl Hygionc Assocciation.

For the improvement of the administrative control of the venercal
discasos, the following recomnondation was unaninously adopted by the
Counitteos

It is recommended that cach Service should ilmediately croate \'\
7 thin the offices of their respective Swr'goons General, & Section of
¥r.omed) Discase Control, distinct from and oquivalont %o the Section
nf Mlectious or Communicable Disoases, to be hoaded by a properly

“erior officor who shall if rossible have had training iu public hoalth.
/
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This officor should be furnished with aprropriate professional and T

clerical aid. This secticn should be charged with sole responsibi-

1lity for prevention, diasnosis » and treatnont of the venerenl dis-
i casos within the respective Services.

It was further recognizcd by the Subcuimittoe that Medical Offi-
cers of both Services should roceive constant further instruction in
the prosention, diagnosis and trectment of the venereal disecases. To
this ond the follswing recommondations wore unaninously adopted by the
Subcaunittee:

r/
Exch Service should inaediatoly provide & group of officers s
specially trained in the vencrenl discascs s in theo proportion of at

least one such efficer to every 50,000 strength. If such officers

are not already available, they should be detailed for spocial training

in 211 types of voncracl discase for mintmu: periods of six months, at

celeeted eiviiion ‘mi~ersity training coniors. Thess officers saould

att as instructurs end copsultants s boripatetic if nocessary, to/_—}
Junier Modical Officesrs.

It was further recomonded thut junior Medical Officers with \—‘

units, cherged with actual supervision of prophylexis and diagnosis
and treatn#nt of venorecal discoses » should roceive speciel instrue-

tion as necossary from the consultant vfficers montioned in the pre-

vious recemmondation. Until such instruction is available, short
ireining courses for such officors should be at once provided in
¢".vilian university instruction conters. It is further rocummonded

-7 L such junior Medical Officors be do teiled for this typo of in-

P

- touckion by tho Army end Novy Medical Corps.

NAS 0003046




i
/

It was further rccoumeonded that for the bonefit of all Medical
Officers of both Sorvices, thorc should be prouptly propared for
gonorel distribution cimong *he.i, a booklet, providing in succinct

summary fora, all provhylacile, diagnestic and troatnent procodures

to be uscd in tho veneresel disecscs.

.

In conncetion with these soverel rocoumoiwviations, it was pointea
out that the Navy Hedieal Sorpin alroucy posses;c's a Section of Venerzl
Disease Contrcl, while thc Aray ledicel Corps weos not. Furthernore,
the Navy elrcad)y posscsscs ¢ nunn.r of officers spccially trained
in the venercal disecscs, “ho are alrecady coupctent to uct as con-
sultants. Tho Aray, hosover, Soers not, and shoulc uake immediate
arrangeaents for vhe training of such Officors.

It was further nointed -ut thot short coursee in venersal dis-~
eaces for junior iledicel Officers could be speedily orsanized in
vniious peridong of b counlry, notebly iun Philudolphie, New York,
Bost . Maohvildls S . Tou's, Hot Springs, Arkansas. and Son Fron-
citeo  longer trecining courses for the iastruciion of consultants
are alreudy available in Baltimore cnd perlicpe els+heru.

It was furthor rointed cut, with refor mee to the proposed bouk-
let, that such a booklet is alrendy in the process of properation
br the Couadttec on Chenotherapcutics arnd Allied Subjects, in wnid
tie venersul discescs way bo roadily incorporated.

. tons IV and V of the Meworandun, desling with forfeiture of pay

ard diseiplinnry action, were not discussod, having been held over

te s ciscussion ab the noxt secting., The samc applies to Itams VII and

a1, doaling with segragaiion and trostnen®, and notification to

- ]
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hoalth officors of porsemiel disch rged Sroa the Services with von-
ereal discasas, which wero discussed unly incidentally and should be
furthor considerod ot the noxt nooting,

A% the roquest of Col. M1imon and owing to the prosence of
Hejor Gerdner, the Comiities procoeded to dizcuss Iten VI of the
Heaoranduu, donling with reports and records. This discussion led
into o consideration of the succinet and couprohonsive outling sub-

tted by Dr. Stokes for the aumazenont of syohilis in the Army and
Navy under cacrgeacy conaitions. This uutline was discussed in detail
by the Subcomitteo and its guests, and with uinor changes, was rec-
omiended for adeption by Arry and Navy Hedieal Corps. The outline is

being wincographed and will be subnitted to all members of the
Subcomaittoc and its guests within the noxt four days.

Condr. Stephenson brought up for considoration, the U. 3. Novy
Modieal Corns data on arsenical reactions. The Subcomaitte unaniiously
agreed that these date are the most conplote existing anywhere in +the
nedicellitoroture s &nd specifically reecimonded that the Navy Medicel
Corps contimio to collcct and analyze such data, which are of bonofit,
not only to the Novy, but to the Medical profcssion ag 3 vhole.

Dr. Hoore rend to the Comittee certain corresponconce fion Dr,
R. A Vonderlchr and Dr. Harry Eagle, concorning the adoption of the
Eagle flocculation tost by Army and Novy Medical Corps, and agroed to
send copies of thigz correspondence to Col. Hillman, Col. Callonger
and Coadr. Stophenson.,

Dr. Moore also veed to tha Conuittoe a lottor fron Dr. Adolph
Rostenborg, Jr., of the U.'S. Food and Drug Aduinistration, roquosting

a conforence ¢ voncreal disoase propaylactics. It was agroed that
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Dr. Rostenborg be acked te avtenc the noxt ueoting of tie Comittee
en Iricey, July 5 at 3.30 p.n.; and Yo present his discuszion te the
Comiitieco as a wholo.

For consideration of thu Cuunlttee at the next uceting on July 5,
thore rennin the following itcuss

1) Cortain pmritiuns of +he usiorcatun dealing with aduinistre-
tive procecurcs.

2} Suggested niditication andé stend~rdization of dingnostic
terus for syphilis in Army and Ravy.

3) Yomorandw: submittod by Dr. Cux on tho treatusnt of gonoco-
cced Irlection.

4) Menorandun subcittad by Comdr. Staphenson on lynphograpuloms
venercun.

At 4345 P. . the Coumaittee adjourned.
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MINUTES OF THE SECOND MEETING OF THE SUBCOMMITTEE OK VENEREAL DISEASE
CONTRCL, OF THE NATIONAL RESEARCH COUNCIL

June 13, 1940

On June 13, 1940, there was held at the Hotel Rocsevalt in New York the
seoond meeting of the Suboommittee on Venereal Disease Control of the Committee on
Chemotherapeutios and dllied Subjeots of the National Research Counoil. Present
were Dr. Jo E. Moore, Chairman of the Subcommittee, r. Perrin Long, Dr. Osoar Cox,
Dr. Edwin Alyea, Dr. John F. Mahoney, Dr. Walter Clarks, Dr. John H. Stokes, members
of the Subocommittee, and the following invited guests: Comdre Charles Stephenson,
U. S, Navy Medioal Corps, Capt. Douglas Kendriok, Us S. Army Medical Corps,

Dre Cs Co Pierce, U, S, Publio Health Servioce.

The firat portion of the meeting was devotsd to the reading of the
Minutes of the first meeting of June 7. Numerous oorreotions and additions o
these first Minutes were suggested whioch have now been inoorporated into the Minutes
of the first meeting and will be enumerated but not repeated in these Minutes. These
corrections and additions are as follows:-

In paragraph I-C of the Minutes of the first meeting is an addition
conoerning experimental work on the physiologio effects of the sulfonsmid compounds.

In peragraph II of the first Minutes is an addition representing an
spproved reocmmendation for liaison of the Medical Corps of the Army and Navy with
oivilian health authorities,

Peragraph V~-A dealing with diagnostio procedures in gonorrhesa has beon

largely rewritten.

NAS 0003050




The parsgraphs under V-B dealing with ;;o-dz:gn'o?aii; 7;!‘ cyﬂziiis have
&l180 been largely rewritten,

The remainder of the second meeting was devoted to further considerstion
of the genersl management of and diagnostio procedures in the sewveral venereal
diseases, to bs standardized so far as possible for uso in the armed foroese.

In this conneotion it was agreed that Comdr, Stephenson snd Capt. Kendriok
would forwerd immsdiately to Dr. Moors, as chairman of the Suboommittee, multiple
oopies of all existing regulations canosrning venereal disease in the U, S. Arwy
u;i. Navy; that Dr. Moors would summarize these regulations, together with others
which may have been in effect during the World War No, I, and would oiroularize the
Suboommittee and its guests within a few days with & swamary and recommendations
for general sdministrative prooedure in the control of the venoreal diseases.

It was further agreed that Dr. Stokes would prepare and oiroularize among
the Suboommittee and its guests an outline of treatment for syphilis applioable to

the armed foroes, and that in this conneotion Comdr. Stephenson and Capt. Kendriok
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would forward immediately to Dr. Stokes multiple copies of the reoord forms now
in use in Army and Navy.

It was further agreed that the diagnosis files for venereal disease for
the Army and Navy should be standardized and identioal; and that Comdr. Stephenson
and Capt. Kexdriok would forward at cnoe to Dr. Moore copiea of the diagnosis files
now in use with a view to seouring uniformity.

It was further agreod that Dr. Oscar Cox would adapt for the Sub-commit-
tee the recamsendations of the Ame~ioan Neisserian Medioal Sooiety for the treat-
ment of gonorrhea.

Dr. Mehoney was instructed to prepare memoranda ocncerning the diagnosis
and treatment of lymphopathia vensreum and of chanoroid, and to oircularize these
among the Suboormittee members and its gussts, In this oomneotion Dr. Moore
promised to send to Dr. Mahoney immediately & recent unpublished paper by Or. Ira
Schamberg on the treatment of lymphopathia venereum with sulfanilamide,

Comdr, Stephenson ms instruoted to prepare for the Coomittee a memoran-
dum on granuloms inguinale.

It was the consensusthat these various memoranda should be prepared as
promptly as possible, mimeographed, and ociroularized to all members of the Sub-
committee and its guests, if possible, prior to the next meeting of the Suboommit-
tee on Thursday, June 27th, in Washington,

At this point the Committee adjourned,

SOttt iR MR OL I
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MINUTES OF THEAIEBTIM OF THE SUBCOMMITTEE ON VENEREAL DISEASE

‘ CONTROL OF THE NATIONAL RESEARCH COUNCIL
June 7, 1940

' -

o~

‘ On June 7, 1940, there was held at the Nationpal Research Council in
Washington, D.C. an organization mooting -of the Suboommittee on Venersal Disease
Control of the Committee on Chemotherapeutics and Allied Subjeots. Present ware
Dr. Lewis Weod, Chairman of the Division of Modical Sciences, National Research

Council; Dr. Perrin Long, Chairman of the Committee on Chomothorapsutios and

Allied Subjeots; Dr, J. E, Mooro, Chairman of the Subcommitiee on Veneroal Disecasze

Control: Dr, Osoar Cox, Dr. Edwin Alyca, Dr. John F. Mahonoy, Dr, Walter Clarke,
and Dr, John H, Stokes, members of the Subcommittee on. Venereal Disease Control;
and the foliowing invited guests: Comaander Charles Stephenson, U, S, Navy
Medioal Corps, Col. C. C. Hillman, Col, George R. Callender, and Col, James S.

. Simmons, all of the U, §, Aroy Mediosl Corps; and Dr, R. A. Vonderlehr, Assistant
Surgeon General, Division of Veneeal Diseases, U, S. Publioc Health Service.

. The meeting was opened by Dre, Weed who desoribed briefly the rorm;:ion
of these various oommittees of the Netiomal Research Counoil, at the suggestion
of the Surgeons General of the U. S Army and Navye The purpose of the oommittees
as desoribed by Dr, Weed is to offor informlly to the Arny and Navy Medioal Corps
Suggestions dealing with problems which may ooafront the two services in the evont
of a national omergency. Following this description by Dr. Weed, the meeting was
turned over to the chairmen, Dr. Mooro.

At the requast of Dr. Moore, Colonsl Hillman and Commander Stephenson
briefly desoribed the problems relating to venereal disecase which'oonfront the Army

and Nevy at present and in the faoce of the possibility of a national emergenoy.

o~

Dr. Vonderlehr desoribed the arrangements of tho Publio Health Service for coopera-

tion with the armed foroes in oomnootion with the control of venereal disease in

’ the oivilian population, particularly in areas oomtiguous to troop or naval oon~

oentrationg,

As a rosult of the general preliminary discussion, in tho course of

™ thioh auvmerous queations were asked of reprosentatives of the Army, Navy and Publio o
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fotlth Service by members of tho Committee, a tentativo agenda for oonsideration

-

by the Committeoc was drawm up to covor the following ten points:-

. -
-

i ’ I - Prophylaxis of the venereal diseases - chemioal, mechanioal, and

} ohenotherapeutio,

II - Liaison of the Medioal Corps of tha Aimy and Navy with the U, S.
Publio Health Servioe and with voluntary organization of ecivilian
agenoies for the oontrol of venereal disease. Under this heading

are such items as (a) the epidemiologic approach to venoreal
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s - disease control by means of contact tracing in the armed forces;
' (b) substitutive methods of control in the urmod forces; (c) the
ocontrol of venereal diseases in the civilian population, partiou-
larly in areas contiguous to the armed foroes; by publio health,
medical .. and legal measures,

III - The desirable featuros of examination o” enlisted men of the Army
and Navy at their induotion into ths services,
IV - Mothods of case finding in the armed foroes after emrollmeant, in-
‘ oluding partioularly periodio inspestion of troops.

Diagnostio procedures as to tho soveral venereal diseases, to be

<
'

standardizod so far as possible for use in the armed foroes.

Treatrsnt proceduros for tho several venereal diseases in the armed

@
5

foroces oonsidering tho special problems which may confront each of
them under varying oonditions of service and mobilization,
VII- Legal measures for oontrol of the venereal diseases in the Anw

and Navy.

VIII- The management of venereally infected personnel at the time of
demobilization,
IX - Research investigations, partioularly required by the Army and Navy,
X - Personnel especially trained in venereal disease ocontrol to be
enrolled in the two services in the event of a national emergenoy.
The first six items an these agends received some d isoussion by the

Committee with the assistance of its guests, and the following general conclusions

woero roached:-

I - Prophylaxis, The Ccmmittee recommends, in ordor to reduce the in-
oidence of tho venoreal diseases in the armed forces -
. A) An intensifiontion of educational effort with enlisted and
N,

of f{cor personnel;

' B) The ocantinued utilization of all known chomiocal and mechanical
 prophylactio mothods.
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} ~ o VUnderr this;xoading 7;1; ﬁsthods orr clrxemiot;lﬂ x;r;p;x;l;;a:;w :lnivo_gua
in Army and Navy were desoribed. The prevailing system of chemical prophylaxis
. - ‘19\that generelly in use since the last war and including the establishment of
pro‘ppyla.otio stations where possible, urder the direction of trained hospital corps
personnel; thorough washing with soap and water; the intra-urethrel injeotiaon of a
silver salt; and the local application of 33 per cent calomel ointment. In the
Navy in small units where the setting up of prophylactic stations is not feasible,

tube prophylaxis is used. There are no satisfactory data as to the relative value
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of tube and station prophylaxise.

As to mochanioal prophylaxis, ommdoms ers readily available both to
Ay and Navy personnel though their distribution might perhaps profitably be
extended, It was the general feeling of the Committee that both at present and in
the event of mobilization, the use of mechanical prophylaxis by the armed foroes

should be made even more readily available then at present.
C) The Suboommittee further recommended that research is desirable dboth

in the fields of chemical and therapsutic prophylaxis, &8s to the possibilities of
newer compounds in the control of gonorrhea and syphilis.

In this ocnnection was brought up the possible prophylactic use of
sulfonamid compounds in the control of gonorrhea. The quostion was raised as to
the physiclogic effoots of such small doses of these compounds, particulaerly
sulfapyridine and sulfathiazole, as would probably be nsoossary for prophylaxis
with vespect to their influomce on muscular ooordination in such highly specialized
ocoupations as aviation, gun-pointing, eto. To the Committee's knowledge
physiologic data of this nature are lecking. It was thought possitle that the
Civil Aeromautios Authority might have omduoted experimentation in this direo-
tion; and Commander Stephenson of the Navy promised to communicate with the Civil
Aeronautios Authority to determine if such experimentation had been done and with
what results. He will report his findings at the next meeting of this Suboommittee.

It was felt by the Committee that if experimentation of this nature has
not slready boon conducted by the Civil Aoronsutios Authority or by the Dopartments
of Aviation Medicino of tho Army or Navy Modical Corps, & request for suoh experi-
mentation might proporly bo made by this Suboammittec to one of those agonoies.

Tho dosirability of physiologic knowlodge in this rospooct applies not anly to tho
possiblo use of sulfonamid oompounds in tho prophylaxis of the venoroal diseasgos,
but also to thoir uso in tho troatmont of sctual oasos of gonorrhoa.

A subsequent raport (at the second meeting of the Committee) of Commander
Stephenaon' is to the effeot that no sxperimental work of this mature has been per-

foxmed. It was then deoided that Commander Stephenson and Captain Kendrick would
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oonfer with their respeotive c;“f:; ‘t—o tho feasibility of oarrying out such
studies within the Army or Navy Medioal Corps.

It was further felt by the Committece that oliniocal experiments with the
sulfonamid compounds in the prophylaxis of gonorrhea should be carried out by the
Amy or Navy, or both; and that since this experimentation seems impossible on an
obligatory basis, it would be desirable at ths earliest possible moment for certain
seleoted units to attempt it mn a voluntary basise

The ohemotherapeutio prophylaxis of syphilis was also disoussed,
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partioularly in conneotion with the possible use of orsl sobiamincl, Further
animal experiments oarried out by Hanzlik have indioated that this preparation my
bes of value in the prophylaxis of syphilis in the rebbit., These experiments should
porhaps be repeated. It was agreed that a copy of Hanzlik's paper, as yet unpub-
lished, would be sent as soon &3 possidble to Dr. Mahoney who would report later on
the desirability of further experimental or possible voluntary cliniocal use of
sobisminol in +the prophylaxis of syphilis.

II. Liaison of the Mediocal Corps of the Army and Navy with the U.S.

Publioc Health Service and with voluntary orgsnizetion of civilian

agenocies for the control of venereal disease,

Dr. Vonderlehr presented to the meeting e memorsndum drawn up by
the U, S, Publioc Health Servioe outlining ocertain policiss of agreemeat between
the Publio Health Service and the Medical Corps of Army and Navy. This memorandum
was reforred by the Suboommittee to Dr, Walter . .arke with instruotions to present
at tho next meoting a revision of it for oonsideration.

At the seocond committee moeting on June 13, Dr. Clarke submitted
the following, which was approved as the Committee's recommendation:e

Tho development of adequato facilities and servioes in oivilian
comnunities for the diegnosis, treatment, and publio health control (including
the isolation of infectious nases when indioated) of syphilis and gonorrhes oon-
tributes to the proteotion from infeotion of military, naval, and essontial
industrial porsonmel in the vioinity cf suoh communitios. Tho Army ind Navy should
cooperate with appropriate oivilian health authorities in facilitating oontaot
examinations and other epidemiologio activities intsanded to ocmtrol the spresad of
infeotion. Since it is desiradble to reduce to a minimum opportunities for exposure
to venereal infeotions, the Army and Navy should join with the United States Publio
Health Servioe in supporting vigorous enforcement of state laws and oity ordinances
against prostitution, and should reoognize tho cooporation and efforts of acooptsed

voluntary agencies to rally and organize public suprort to this same end.
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IIIV.V The desirable foatm;; rof oxemivation of enlisted msn of the

Army and Navy at their induotion into these services.

Ropresentatives of the Ammy and Navy desoribed the prosent method of
exanination of enlisted and of ficer personnel at entry inte the armed forces. An
examination for gonorrhea is part of the routine physioal examination. Both in
Army and Navy at present a routine serologic test is dons et enrollment. In the
Navy an enrollee with a confirmed positive serol ogic test is rejeotod without
projudice and this will oomtinue to be the policy evon in the ovent of mobilization.

‘n the Army an onrollee with & positive serologioc tost is ecoepted and will be so
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acvepted in the event of mobilization,

The Subcommittee recommends so far as syphilis is concerned that, in the
event of a national emergenoy:-

a) The use of a rcutine serologic test on all men induoted into the
Servicos be aontinued, with the aid of Stato and local health dspartment labora-
tories if necessary.

b) In all enrclleecs, inoluding those with negative serologic tests, &
history of proceding syphilitio infoction and possible treatment thorofor be
routinely onquired for; and

¢) Every effort be made to reject completely prospective personnsl with
obvious olinical evidence of neurosyphilis or cardiovascular syphilis. For the
detection of the former, and sinoe complete and expert neurologic examination is
not likely to be availablo fram all draft heards, thero should be required as a
minimyn an examination of the pupillary rosotions of all candidates for enrollment,
Thoso with pupillary abnormalities suggesting the prosence of nourosyphilis should
bo furthor examinod with this diagnosis in mind and, if the diagnosis is oafirmed,
such candidatos should boe rejecotoed,

It was the feeling of tho Suboommittee that the information ooncerning
syphilis to be obtained by the proposals outlined above at the time of induction
into the Servioes will prove to be of great importance, not only as to the mediocal
management of syphilitios disoovered st the time of this examination and the branch
of tho Sorvices in vhich, respeotivoly, they might bo cnrollod, but also with
roforenco to subsoqunn.t olaims for camponsation after domobilizetion.

1V. Mothods of case finding in the armed forces sftor enrcllmont,

including partioularly poriodic inspcetion of troops.

In both Army and Navy present practice continues as previously that
in prophylactic stations an examination for obvious signs of venereal disease is
made by Hospital Corps attendants whon prophylaxis is applied for, This practioe

should continuo,
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Foriodio inspectien faw vemawasl Adiensan of a1l enlisted porsonnel

antinuos to bo carried out in both Army and Navy at approximately monthly intor-
vals by moans of surpriso oxaminations. Thesc inspootions arc, howover, loss val-
wablo than formorly since tho punishmont rogulations for tho soquisition of venoreal
disease, to be disoussed under Item VII below, have been relaxed, Nevertheless,
it was the reeling of the Suboommittoe and of its technical advisers, that inspec-
tion for vonercal disocase should ocntinue to be a part of the monthly physiocal

inspootion of all onlisted personnol .

V. Diagnostioc procoduros.
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A. As to gonorrhes, the Suboommittee recomnends that any purulent
urethral discharge should be regarded as gonorrhoa and laberatory confirmation of
this diagnosis should be immediately sought., Treatment for gonorrhoa should not
be institutod until laboratory confirmation is obtained, providod tne laboratory
exsainaticn oan be obtainod within 24 hours. If laboratory facilitins are not so
immediatoly availablo, treatmont by appropriate chemothorapoutic moasures may bo
instituted st onoce, Howaver, the Suboommittes further recommends that the diagnosis
of gonorrhea should not booome a part of the Service record of the enlisted man or
officer in questicn unless and until supported by laboratory ovidenos,

It is further recommonded that in ordor to promoto oase finding of
symptomloss syphilitic infeotion, a follow up serologic test for syphilis should
if possible bo performed in ell oasos with & diagnosis of gonorrhea 4 to 6 months
aftor tho putative gonorrhoal inloction wes acquirod,

P. A8 to the diagnosis of syphilis, the Subocommittee recommends
that in the augmented forces of the Army and Navy which may be caused by a national
enorgenoy, the diagnosis of syphilis oontinue to be, as it is at present, a labora-
tory prooedure involving the use of darkfiold examination, serologioc tos%s, or both,

The Subcommittee further recommends that when the diagnosis of
syphilis has boon establishod by such laboratory procodures in any onlisted maan or
offioocr, as soon as may be practioable thoreaftor, tho pationt shall bo oxamined
by a dosignatod spocially traninod modicnl offiocor in ordor to dofino tho type of
svphilitio infootion and to outlino eppropriato troatmont.

Fram the laboratory standpoint it is recommended that for routine
diagnostio purposes (also to be used as a routine test on all troops at the time of
enrollment in tho ovent cf mobilizetion and later demobilization) thare shall be
adopted for the armed foroes tho Eagle flocoulation test, If the initial Eagle
tost {5 nogative, it nood not bo ropeatod unless olinical ovidenoo justifios it,

If the initial test is positive or doubtful, it should be repeated to rule out

tesimioal error bafore the diagnosis of syphilis ocan be considersd to be established.

If *he sooond Eagio test is positive or doubtful, this should be verified whore the
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military or maval exigencies of tho situation permit, by a Kolmer comploment fixation

technique, The Kolmor anti-shoop systom should bo adopted in place of tho anti-human

sjystom now in uso in tho Unitod Statos Army. It is rooognized that this rocommenda-

tion involvos an altoration in procodure in tho oxisting sorologic laboratorios of

both Army and Navy, but it is folt that tho nocossary changoes in tochniquo should bo

institutod immodiatoly and as rapidly as possiblo.
It is further recomacnded that all antigens for serodiagnostis tests for

gw,'philis 8old in interstate commerce be brought under the supervisian of the

81’016)“”
Wdogio Cantrol Aot,
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