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Memorandum o
DEITISE JOINT COMMTTTEE ON VEMZREAL D

October 13, 1943.

: April 1943 there was held at the Home Cffice a cox
sentatives of the Homes Office, other interestod Govermment depariaei
States and Camedian Army authoritice to discuss the probloms of venele
with special reference to the situction as effecting Amcrican und Canadian Forces

in Britain. This ccaference recommended the appointment of a comittee of experts
"to consider what further action could be takenu within the framework of the exist-
ing logislation and ... what anundments of the law, if any, were desirable and prac-
ticable,”

The Committes was appointed in June 1943 under the Chairmanship of Sir
¥elica Dalrymple-Champmeys, Bert. D.il., F.R.C.P. inistry of Health. It included
origimlly representativi. ¢ of ikhe Far Office, Alr ilinistry, Canadian Army, Unitod
States Army, Ministry of Health, Hone Office. detropolitan Police, Department of
Health for Scotlaml, znd Scottish Houe Departmsnt. Subsequently there has been

ded a ropresentative of the Admiralty.

Fregarding an anplified program for the control of
R civilian population. Its deliberations have cov-
ered four major issues: 2i{rJ¥ education; second, case-finding; third, improved
methods of treatment; and fourth, control of prostituticn. The Committee had felt
thamsclves free to consider and nexe rocomsendationz on any suggestcd further steps
which cppeared desirable and practicable to reinforce present neasures to control
the groming incidence of venercal disease. The four purposes emunmerated above are
considored from the standpoints of (o) what is elready being done; (b) what ex-
pansion or iuprovenents seen possiblo under the existing legivlation and present
state of pudblic opinion; end fZ) what further action, possibly by means of now leg-

islation, appears desirablo.
R The first cight neetings have been devoted largely to the problens of

i
i
|
|
edvcation and case-finding.
On Septumber 29,1943, the Coumittese hos issued an Intorin Report on these
two topics, and hes recommonded:

I. That the B.B.C. be approached through the Hiniatry of Information
as to the possibilities of providing increased focilities for the presentation of
the subject of venereal discascs in their broudcast prograns, preferably in the

. iate svening hours.

f%’ IT. That effort be made to persunde the Press to dovote more space to the
g subject of venereol disease through the mediun of editcrials and news articles in
addition to continmuing the present peid advertisement campeign.
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III. That the Board of Education, the Scottish Education Departnent, and
the Organisations responsible for the junior seivices, such as the G.T.C., W.J.A.C.,
A.T.C., See Cadets and Juaicr Training Corps, be asked to encourage the initiation
or development of sex education, including the subjoct of venereal disease by such
noans as seeq appropricte.

IV. That the British Dominions and Allied Services be urged tc centinue
and extend educational work on the subjent of venereal disenses anongst the men
and wonen serving in their respectiwve Forcos.

V. That the Ministry of Labour and Raticnal Service be asked to facili-~
tate propaganda on the subject of venereel disceses in factories, hostels, and

ancngst othor zggregaticns of work-pcople; also im hostols and groups supervised
by Seaneu's Welfare Comuittees.

VI. That efforts be nmade to secw:2 more intensive action by the respon-
sibie local zuthoritics im the local spread of education on the subject of vene

disease aimod 2t reaching the individunl, and that local cuthorities be argad
provide personnel quelified to iupart such education and to give spe
to the importance of sacll group education, c.g., the inaug
talks, and discussions, {.: va:ll sroupe of parents,
and leadsrs of public opinion,

VII. That cetion under reccmmendation (VI)Y B1lowed up after an appro-
priate interval by visits from selected officers from the Ministry of Health, or
other central body, to escertsin the extent of the local authoritios! efforts and
to exercise persuasion and give advice vhure it cppears desirable; such visits to
be concontrated on those localities in which the evidence suggests thut uumbers of
the British and Allied Forces most froquently contract venercel disease.

VIII. Thet as part of general medical eaucation orgenized instruction relat-
ing not merely to dicgmosis und troatuent, but to the preventive espect of venereal
disease be given to medical students; that lectures and nddresces on this nspect be
also given to local medical socioties; and that the Dcans of nedical schools of
the British Medical Association he epproached with this object.

®* * * *  #  * ¥R

As to case-finding, the Committee "have ncted with interest, the degree
of succoss attained by the arrangesonts shich the American Arny Authorities are op-
erating in certain areuss in this country, including London, in cooperation with the
local heulth authorities under which solected nurscs of the United States Aruy,
knomn a8 public health mirses, sock oui contacts who huve boon named by nenbers of
their Forces, and by tactful and discreet approach endeavor to gain the confidence
of the contact and securs exmnination and, if necossary, treatment."

In viow of these and other consideraticns the Coumitiece has recommendodi-~

F
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IX. That Medical Officer: of lealth of vonereal diseazes Authorities
"should develop to the fullest possivle extent the trucing and following-up of com-
tacts ascertained through intormotion given by paticnts, ox otherwise, in oxder to
secure the early exaninntion and, if necessury, continuous treatnent of contacts,
and to stop the spread of infecticn."

] X. That the work of contact tracing and following-up sheadd be regarded
as a definite part of the function of the Trectment Conter. .

XI. That whils the choice of persvnncl cuploycd in the work of contact
tracing and following-up nust rest with the local Authority, so far as is practice-
ble persons with a backgrund of treaining in mursing and public health work, and
the experience of home visiting shuuld be empluyed fur contact-tracing, and persons
with treining anc exporicnce in almener-svcial welfare work for faeiliteting atten-
danoe ard follow-up work."

XII. That every affort shculd be made to dovelop this work in spite of
the rostrictions or the curront aveilcbility of suitedly trained persomnel, particu-
larly by thoss local Authorities in whose areas there is evidence of a high inci-
dence of wvenereal disouso.

XI1II. That the visits by selected officors to creas of high incidence of
venoresl disease, suggested ty the Committee in their recommendation (VII) above,
should include much enquiries and edvice as appear dzsirsble in relation to contact-
tracing and follow-up work.

The Connittee has cunsldered the relatiocnship of Reguletion 33-B to the
preceding recomaondations on contact-trucing, and the unwillingncss of nany Medical
0fficors of Health to undortake jnfornel aciion outside the protection of the Reg-
ulation for fear of legnl proceedings, and have recoumendeds

XIV. That Hodical Officors of Heulth be cnccuraged to teke all practicable
stepa to secure the effective tracing of contacts ( the following-up of patients
urder treatment) fron information received on Form 1 fRegulation 33- gr through
other channels; and that apprupriate action be teken to overcome as far zs possible
the Avubts of many Modical Officors of Health as to their legal position in under~

taking these dutiocs whether personally or through the medium of othur Officers to
nhom such duties may be cdolegaioed.

The Comnittee has also considersd the desirability of further textusion
of routine serologic testing in case-findiug, and has recommonded:

XV, That the inportance of waking the fullest use of laboratory proted-

ures be improssed upon nmedical practitioners as a part of tho educational program,
stross being laid at the same time on the difficulties in technique and inturpre—
tation, and the need for regarding a positive rosult in such tests cnly as indicat~
ing the noed for furtler investigation; thet oxtensions of laboratory facilitios

y
NAS 0002249



SR T RS TR - PR
> W e b
1

be provided wherever requirsd, and that such focilities be of the highest possible
stendard,

IVI. That efforts be mande to sccure the adoption of the principle of rou-
tine blcod testing for syphilis in the case of every pregnunt womon; that Welfare |
Authiorities, in porticular, be urged to make tho fullest use for this purpose of the |
laboratory facilities st present availahle; and that the expansion of laboratory ‘

facilities to provide for this and the other laboratory tests recognised as being {
necessary, be actively encournged.

|

The Unit.d States representative on the Joint Comittes on Venersal Dis- 4

oases 1s Colonsl John E. Gordon, Division of Preventive Medicine, United States ]
Aray, and the Canadian roprosentetave Lieut. Coloncl 4. H. Brown, who occupies the

sams potition in the R.C.A.M.C. There is reason to believe that Colonel Gordonm 1

!

and Colonel Brown have exercised a powerful influence in the deliberations of the
Joint Comcittee.

4 lettor of October 4, 1943, frou Colonel Gordon says:

"Our deliberations ebout the third principal interest, that of repres-
sion of prostitution, are well under way and, shils decision has not yet been
taken, dnthubeenngrecdupmtentativelyunou far reaching snd purpose-
MMIMmaonto’mlimnightboaceo-pnnhedatﬂuaﬁn.'

These recoomendntions of the Joint Coomittee on Venereal Dissascs con-
sidered concurrently with a memorandum sutuitted by J. E. Moore to the National -
Rosearch Council on Venereal Disease Control in Great Britain, indicate that the .
British authorities bave taken 2 scries of far reaching steps in venereal discase
coatrol in tha’ country. These steps have been prompted, not only by the sudb~
stantial increase in venereal disease in ths British civilian porulation, which has
occurred since 1940, but also by the invortance of this increase and of the relative-

1y high rates in the Canadian and Americun Armies in respect of Anglo-Camadian and
relations. :

This sumetry of the proceedings of the Joint Comaittec 18 circularized at
this time to augzest thet the British suthoritios are doing their best to meet the
problens which have arisen as a result of the War, and that inglo-American rels-
tone will be fostercd by contimwoed and extended active cooperation on the

]

1

|

1

|

|

1

of the United States Arny, Unitod States Nevy, and United States Public Health Ser- ‘
vice (in respect of the Msrchent Marine). 1
|

|

\

Jo Eo lﬁoore, l.D. Ch&imp; i
Subcomaittoe on Vencreal Discasee.

HOT s - Coemawitlatae
WITHOUS FEFMISSION O¥
MATIORAL RESEARCH COUNCIL
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Division of Medioal Sciences
acting for 7

COMMIZTEER ¥ KEDICAL RESRARCE

—

DIVISION OF MED. 3§ : W) ;
SCIENCES o )
t “'33? N.R.C. ’&%\’ mmmmdmwwmmm
Septimber 20, “ %43
Presest at the-Confcrence Wi the nltowing premens:

m * Mt“ s““ w-‘ (ﬁ’ﬂ.. 8'0» “a Gﬂ‘mtt I!t. 5’3&1. T. Bo m, Lto cﬂo
R. ¥. Prestise, Maj. K. Tua'meh, Maj. fobort Dyar, Cept. G.D. Larimore.
: Fyen. the Waited States Navy - Comdy. W. . Scbmaris, Gomdr. A, J. Pereyra.
Fren W Saboumities on Venerval. Tdsuases ~ Drs. J. B. Noore and J. F. Mebowsy.
P B0 U8 Midc Bealth Survios - Dy, Barry Esgle.
~Fren. he 10- Drs. lowis Tieed, 7. B. Yortes, and C.K. Anderson. :
*’M\:’: :‘i M‘I“WJM%&%WF Dr. Herbert 0. 0&1"1‘,, My. W!I" Woodard,
o o < - .
Froa ¥he Thtmer Institito for Tharupmiic. Fesearsh- Dr. M. R. Thompsos.

““miacﬂldwtbhﬁadﬁohmhﬁu ok IS, Cod, - !
Bogt Preatisde, Jr. to Dr. Lewis Weel: e,
r.

-,

9 Septémber 1943

E
!
;z

m&xrpw&mmmdiractedutommtror yourooui.d—-7
. eration the subject of individus) venereal disease prophylactic packets.
.~ There has teen demonstrated a vory 4definite nesd for individual packets
‘o suppleasat stationprophylaxis in the irmy. One such packet haa been
o iseued in considerable amounts btut has not baen entirely satisfictory,
: ) :tunﬂwoquauwmmwmunwumm
oontaindng silver picrzte.

1% woudd appear to be Gosirable to adopt as scon as practicahle
] ‘& one-tabe olntasnt which would b effective against venercsl. dinease.
cmimmmnqmnummm.dmwummm
T dgatorss” I i!hn% 1o be desizehle to obtain sa early comprehensive
Teview of their work fo that there.may be an early initistion of sny ne-
- ~ . oedairy furtber stedies of materials for imdividual prophylactic peckets.
ation affecting the nuttonal

A S g i F o e
J cne 0 nited Ftateawichin )
ROT FQR grlagziémuge ADU S (ti: 5 8Aaad 82 " Its tran oi{ai%;
G Fese i 0 {13 tantealy i AN
unauthorized p}k 5 Lrchioyte ?l“y 8 e

WI'I}HOUT P n {s prokiotad oy la,

» I
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It is requested thet 8 mibject be referred to an appropriate
cammittes of & -conference growp of your organisation and that this of-
£i0s be favored with y-ur comssaits and recocmendations. It soeme prob-
able that discussion may develop the foct that further studies of pro- )
phylactic ointacnts will de nocesiary before any vae ocan be recommended i
for adoption. If such proves to be the case it is anticipated that mo
diffioulty will bo enoowmtered in srranging for trials at one or more
military stations.

Sincerely. yours,

8/ ROGER G. PRENTISS, JR.
Licut. Colunel, Mediocel Corps,
Assistant,

m.wmmmwmmmmmamu-
formation on chemioal prophylaxis shich has grown out of the series of inveztigaiiors
carried out on various OSHD contracts under the cuspicos of the Subcormittes ce Wée-
ereal Diseases.

SXIEILIS. It has been shown ( ) that 33 per cent onlomel ointment prob-
ably bas a3 protective effoct in experissmtcl aninals in the approxinate dose ad-
ainistered to man, e.g., 25 ng/kg, and has a definite protective effect at 50 mg/kg. |
It has bess further shown (Flening) ihat the protective effect of calomel ointacnt
depundis, at least in part, on particle size, and that atcrondsed ointments, whether
particles of 5 micra or less,. are uore effuctive than those of larger particle sise.
The offect cf bases has been studied ((lesney) and 1t wes found that 33 per cent
caloiel in a vanishing crean daso was ineffective. These experinents, howewer, are
hot exactly comparable to the experinents of Eugle and Floming since the time in-
tsTvals between inooulation and trentment ciffered nnd particle sise ws
not controlled. |

The effect of calomel has bhoen shown to be both local and systenic

(Sagle and Mehoney). The nechanisa of its acti.n is not clear.
|
|
\
|
|

The absorption of tating proporties of cal-mel (and sulfonamides)
have been stulied (Celvery aud Tholpson). Absorpticn of both compounds is better
from & wator solihle weaishing croso ba thant‘rcnthoamypatroht\mhnonnhm.

It has been shown { ) that o mmbor of arsenical drugs falling
irto tho gemoral groups of the amide substituted phenylarsenoxides are offective in
the preveation of syphilis in experimontal animels. In those experinonts the inocu-
lations were nade into a cut carried alcost through the dopth of the skin and rubbed
with a waspensica of approxisately 10 million organisas per cubie centimeter. The
arsenicels have besn applied in & propylens glycol solut om. 0,5 2.ce of 8 0.2 ~ 0.4
per cent solution protects if applied within four houra after inoculation, and s
¢r oonoentrations will protect up tc 22 bours., The results are local and pot 8Yys-
temaic, since 50 times the condentration which is protactive when applied locally doss
not protect whon apnlied cu the opposite side of the back. The ursenicals are ef-

* fective also s pre~prophylarie. An inoculation nade into o skin arom at shich the
4 Srswnioals have beon previously applied, romains ineffeative. The prophyloctic ef- ‘

“ye

7
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fiocacy of arsenical drugs is apparenily directly relatod ir in vitro trepon-
enicidal activity. Prelininery resuits, utiiiring ihe cals in ap ointment
base imstead of pwopylens glycol sclutioe, incicate ( ) that they are aiso ef-

fective and that thers 12 no loas of spirochoticidal activity. The choice of an ar-
senicel drug for prophylaxis will depend, considering the ozsentiaily similar pro-
phylactic activity of about twenty diffcrent compounds, on the local toxicity and
eass of mamifacture of these preperations.

irritatiag to be of use in humen beings. 7Two of those nhich are most effectiwve in
vitro and ism prophylactic experiments (4-00:5‘- larsencxide and -
phenylarsencxids) are in concentrations as as 0.4 per cont only slightly Trri-
to that observod with the present Army prophylactic
calomel ointment. The dogros of irritatica can be still further modified by &

o Various lactic/agonts hawe boen studicd in various inoculs~
’ tt). The observers agree that

&) sosp and water is ineffectual

b) calomol ointmant is ineffaectual

¢) sulfonemide ointmemts are effectual in cc.centrations varying
from 5 - 20 per ci.. Sulfathiascle was the nors effeciive of those testod. Tho
variation in concentration sppears to effect prophyiactic results only alightly
and a 10 por cent oiniment is probably as offective as a 20 por cent.

d) All of tk: arsenic preperations so for tried are ineffectual.

o) O varicus wetting agents employod, sephirem is effuctual in
0.5 per cent concentration, tut is too irritating for use.

WmmmmbommmuMaum,boﬂ:mnm
and in vivo « The only substances found to be effectusl are certain arsenical
dmp“ :ml including a number of thome effectual against syphilis. Sulfonsaides are in-
offec .

Mﬂ&ﬁm& to date rests almost entirely on in vitre
exporimnuig ’ , );ggglcmbimdinvitrcandinvivoex-
periments, utilicing the chick embryo ( » H111). These indlicate that sulfona-
nides are perneps effectunl and that certain arsenical preparations are highly ef-

fective. As to the arsenicels, howsver, thore is wide variation ir results betwesn
diZfarent Jaboratories and, even frou time to time, in the sanme leboretory. |

There is in progress with a proBpoct of successful couplotion an

“experiment to transmit gonococenl infection to tho immature weginel wembrans of

young mice. This experiment bas progressed far enough to indicate that the nethod
will bo useful in the testing of prophylactic agents.

SEABANA TIOIME. Yo inforsation.

4
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it this poiat the Chairmea recd a latter of Scptembor 9 from Dr. Horbert 0.
Calwery, which is in-part quoted horewith, since it swmearises a great deel of in-
formitics comoerning the practiosl detaily of prepuration of new prophylactic
ointosats. The letter fo1lowsi~ ' _
' Septenber 9, 194). .
Dear Dr. Moxre: - .

A3 8 Tesult of a conferomod held in Col. Turner's office on June 2, 1943,
esees oOomSidorsbls work has becu domo in the further study of calomsel oint-

" ments oontainimg a sulfe drug, perticulerly sulfathiagole.....is a remidt of
Wt ccaference, the ointuent with the formuls proposced by Dr. Thompson (now
called 50-1003) has been issued by the Arny for trial. - (Because of the foct
that this is & grease-huse ointnent, Dr. Thoupson feels, and others of us
agree, that it is not the nost acoeptable ointisnt that con be nade available.)
eececCol. Turmer suld yesterday thot this formula has bosn found &cceptable
by the nen. That means two inportant things.. nsnely, that it is not too ir-
ritating, and that its consistoncy, at lecst in sumier temaporature, is satis-

ssecel folt that my subcomiittes should get togother, and im your absence
I took it upon nyself to cell smich & neeting. The meeting was hold in New
York om Septeuber 1, 1943, at 10 a.n. There wore present Dr. W. S. Jonos,
Dr, Geoffrey Hake and Dr. W. G. Christianssn of E. R, Squibb and Sons, Dr, |
F.I.Sender and Mr. Robert Speagle of Ortho Produects Co., Dr. Marvin Thompson
of Werner Institute for Therapeutic Roseurch, Nr. Geoffrey Weodard and myself
of the Food and Drug Adninistrction. In tho opening remarks I briefly dis-
cussed the mooting in Col. Turacris offios and thom presented scwe of the
requireneats... for a venoreal discase prophylactic ointmont...(It must):~

1. bs a one-tube prophylactic; /
2. contain colomul and sulfathiasole (or some othor selected sulfa

drug;
3. be chenioclly stable, thnt is, the chemicals used oust be com-
patable in the ointment base sclucted;
|

4e be thormostoble; _
S5« bave roper cunsistoncy, particularly ower the raage of temper-
ature in which it will be uged; )
6. be nomgronsy and comactically ocoeptable;
7. be nonirritating;
§. have good absorption charocteristics;
Q¢ be self-sterilising or must have an acceptable gernicide;
10. be odorless or contain an acceptadble parfune.

eseeclo then presonted tiic following outline £Or discusaion..!ndor each of |
the headings end subheadings I on enclosing in parontheses o sumery of the |
cxments made with referonce to the point in quostion. |

X+ Calomel-Sulfathiszole Ointment containing 30§ calomel and-15% sulfe.

thiasols, "

(veccMe kad the improssion, and this has eince buon confirmed, that
seecsBuUlfathiagole i#...tho d.."u.g of ChOi.COQ)o

:
.-
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A. Availability of component of « in‘nent.

1. Quantity: I vst be an anuat =ifflciont to make 200 nilidon o
150 niliion 5—gvom tubus of iawaont o ueet o ocuc-year gupnly
« for tho Aruy. ¢~ approximately 20 wiliion per nonth,
(Thic meend 2 requirenont of apprcsicately 1.3 ntllson 1bs.
por yea¥. or 100,000 lbs. per month, of total ointment;
30,000 1bs. of culomcl jer menth, and 15,000 1bs. of sulfo-~
thiazcle -ov .0 rnih,)

2. Cost: The cost of the kit should not appreciably exceed that
of the cnc now in use,

3. Priorities: Priorities sh.uld nct he too cifficult t. obtein and
the matericls used in the preparaticn of the ointuents sheuld not
be in too growt competition with those used in other protective
or therapoutic ointuents requisitioned by the aray at the present
tinc,

....f......ﬂ...O........................'0.....0...‘...‘...

B. Tube: Type, Charactoriotics und Aweilability

1. MNetal
: (a) Lead; lead with wax c.at; leod with tin ccat; lead with
tin cout und mx coct; lerd-tin alloy; loud-tin 21loy with
vax cost; pure tin; aluuinun; lead with silver eoat; and
load with silver nnd wax cout.
2. Plnstic
3. Gelatin
4o Nozzlo
éu) length and turer
b) Overall size cnd size of cponing
5. Soors, crimp, ccp: leakege and evaporetion of noisture at
these points,
(This.....seemed to become & very inportant problem at the cone
ference in Col. Turner's office. ¥We therefore tuok it upun ocur-
selves to urke the tube end its characteristics a part of our |
tnvestigoticn. Dr. Thompsen did a considerohle an-unt of work |
aleong thic :ine and fortunctely we verc able .. in the Food and ‘
Drug idnin, to get Dr. wiloy und cne o1 uie wosclates s Dre |
Rotondaro of the Drag Division, to aid us cppreciably in these
studies. As a result of the coubined efforts of the two groups,
a lettor ws emnt to Col. Turner on hugust 4 giving the results
of these investigatl.ns, copy of which wus sont t0 YoUeeseeses \
The couplete dotails of Dr. Wiley's recults are being incorpor- |
ated as Section V of our CiR report this uenth. Our inpression, |
from the duta availablo ot prosent, is that nest any kind of |
mutal tube can be used if it haa a govd wax coating., If the |
wax coating is nut properly upplied and loakage through it i
\
l
\
|
|

- .
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should occur to the metal, the indications are that a lead tube
or a lead with cpproximetely 7-1/2% tin will be the best. Although
the silver-lead tube was menticned, nona of ua had had any oxper-
ience with it. The plastic tabes studicd were unsatisfactory and
the gelatin tubes have alrecdy been considered unsatisfactory for
other reasons. There has heen suggested a new plastic ‘ube cclled
a Seran type with which Dr. Sandor of Ortho Products is fopilior
and there hcs :2s: buoon suggested to Col. Turner a plastic tube
made of vinylitc rusin. Tow deta aviilible ceen to indicate that
there will be less loss of noisture cnd less leakage ot scams and
cap, etc., fron the metol typo tube than from any kind of plastic
that may be availuble, but ue stated above, the Scran and vinylite
resin tubes have not been tested.

The consideratisn of the nozzle sn the tube is a problen that
will have to be answered by tuo cliniciens. However, it was the
consensus... thot the nozzlo on the present tube is too short end
not sufficiently tupered. The size is cpproximetely correct for
the base of tho nozzle zud tho size of the opening corteinly
shculd nct be toc small. It was the consecnsus..of the group
that the nozzle should have @ scrow cap cover since the type cap
which just slips on permits tco much breatliing ond loss of nois-
ture, leading tc instebility of the ointment.

C. Physical-chenicsl characteristics
1. Porticle size of the czlomel end sulfa drug
2. Theruostebility
3. Accoeleration tests
4e H
5. Cosmetic charncter
6. Consistency
7. Cclor
8. 0cor
9. 0smosis
10. Buffer
(In the consideration of the purticle size of the calomel and
sulfa drug, the evidonce indicutcs, and we were all agreed, that
these sho 1d be nieronized and the particle size be specified as
not greater ti. . § aicra in dioaneter.....lumps should not be prosent.

Under theraostability we..agreed.... on an ointmont that was stable
over & rango of 0 to 50°C and over this ronge maintained ointment
consistency. ...However, ..an ointment will not be used with tonp-
eratures in this extreme runge, perticularly one at 0° since we
feel thnt a preparation so far awey fron body temperature would

be definitely irritating. Uncor this heading we considercd that
therc should be no 8nlid separution and no phase soparation of

the ointnent.

seesshccelerated tosts.,s. should continue for at least one nonth
befors finrl recormendation be uade, and surveillance over much
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longer periods should e wainteined.....(Ointnents) should be stud-
ied by maintaining them in tubes at constant heat from 50 to 559,
in cold storage 2t about -15%, They should have & 24-hr. altornat—
ing hot end culd treatment rangiug from -15 to +50 to 55°. Some
should be stored &t reom tempurnture,....defined as 25 to 359,

-++.The consensus..wac that efforts should be made to moke an oint-
ment with a ol of betwoen 5.5 2nd 6.5.

With roference tc its cosmetic cneructer, the cintuent should be
sncoth, freoe frou tackiness, uongrecsy vanishing crean type, and
weshable. It should have proper consistency Yor urethral injec~
tion, the color shculd ke white cnd it should be odorless or
have an accepteble perfune.

There wos furthor discussice of the relative osuotic pressure and
buffering capacivy. “nc last two peints were not too sericusly
considered but might be of physiologicel importance and in an at-
tempt to attein perfection certuinly should be considered.)

D. Physiologicel Choracteristics
1. It should be nonirritating,
(es.eThe guestion mturclly arose 2s to what ere the relative ori-
teria of a nonirritcting ointment cnd agiinst whot otanderds eould
its irritation be checked. It ims egreed, of courre, that prep-
arations which huve buon used for urethral injecti n could be used
as standerds of refercnce, but thesc are relutively few und usuelly
are solutions ruther then ointuents. In this leboratory end in
some..others, the rabbit skin, eye ani wucous membrzane have heen
used for orientation purposes. In this laboratory elso we have
compered the relative irritation on the rabbit with that observed
in the use of a patch test on the skin of wan., The corrclation is
not too good and there are at times reversals, that is, something
will be found to be relatively nore irritating to the rabbit than
to man and in other instances the relative irriteticn scens to be
greater for aen than for the rchbit. Censequently in a series of
comparisons we do nut £ind that the order Jf irritetion for the
series remains the sone f£.r uhe rabbit and for ran. However, the
rabbit is excellent fir orientuti m purposes. Le are obtaining
48 nany commurcial preparaticns os possible for relative campari-
sons. In this connection it has breen grotifying to learn...that
ointnent SC-1003, now under test as an experinentzl ointment by
the irmy, has been found acceptuble.  The greup folt that there
was urgent nced for avnilsble clinical autorial for siaple irri-
tation tests.ee..

2. Abscrption

(Absorption of both the celomel and sulfuthiazole should be good.
Our definiticn of good is that it sh.uld b2 equal to or better than
the absorption obtuined from the vresent Navy bese. The absorption
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of calomel frou the Navy base is about 1.3 tines us grect as that
froo the Arny brse. In i series of experinents in this laboratory
we have tried breaking down the Novy base in order to find Jub
vhat the comjonent is which influcnces «s8bsorpticn... hut as yet
we have been unable te answer the problen. There arc acny bases
«o8atisfectory fron the stability criteria, otc.,..fron which cal-
onel is better ~bsorbed then (from) either the Aruy or Navy buse,
and therc are urny wiaich can be prepered fron which sulfathiazole |
would be much b. ttor cbhsarbed than (fren) cither the hrny or Navy
buse, Howev 1, ‘v n lhese wwo substunces are rut in the same bese,
«eothe ghsorption of both is decreascd, tue spceifle recson for
which we do not know. One cculd speculate on several possibil-
ities. Thcre ure, however, few if any beses — in cur expericnce
onl;" one-— which i'ciied to give as good absorption of calomel as
the present .ruy hese. 11 gove better ‘absorption of sulfothia~
zole. The type of btase which is nost satisfactory from this stand-
puint of high-skin cuncentration, which will be discussed below, is
the vanishing crevn typo of cintuent. )

3. Skin concentration,

(It was the consensus.. that an .intuent wiich would give relective-
ly high skin concentraticn is preferred to cne which did not give
80 high 2 skin concentraticn and first in preference should be wne
in which the high skin concentratisn peridleled good absorption.
This again hes been ucst frequently observed in venishing cream
type base).

E. Bactericide

(The question was raised whether a bactericide was nccessery and, if so,
what type....In this connection Dr. Christiunsen and Dr. Jores presented
some data...on the amount of soluble aercury in several ointments..., In
gemeral the ointnents in a buse of tae venishing crean type contained a
concentration f soluble mercury,.of approxinetely 1 in 10,000, In sonme
instances the concentraticn rose higher. In the prease-base ointments,
the concentration wes in gencrzl lew. . ) concentration of soluble mere
cury salts ..(of) 1 to 10,000...is generilly considered “acteriostatic
but not necessarily brctericid~l. In view of the presence of soluble
nercury in these ointacnts, the group deciled that for the present a bac~
tericide was not indicatcd.)

F. Surface-ictive Agent

(The use of a surface-active agent wng left open, depending upon the type
of' venishing creca ointuent selected. lany of the surface-active agents
are quite irriteting and do incrense absorption, dus prinarily, we be-
lieve, to thc fact thnt they are irritants. In seme instences they may
increase abeorption by virtue of their wetting nropertics unly, and not
because of irrit=tion. they sheuld be used when indicated end the indica-
tions for use are insrease in stubility of the ointnent, increese in wet-

ting properties, incresse in sicothness and applicability, end increase
in absorption.)
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II. New Types of Ointuments.

(.e..The group felt that there were not available cither the muterials or
the clinical dota sufficient to justify imacdicte extensive study of ointments
containing arsenicels, soluble mercury cuapounds, or highly bictericidel wet—
ting apents. It wos the untninous cpinion of the group thet thore wes suf-
ficient evidence fur the adopticn of 2 une-tude .iniment und that every ef-
fort should be bent tuward obtaining the nost sauisfectory .ne possitle for
immediate recommendation to the .amy. On the tasis of evidence clready avail-
able, an ointment can v rocumended which possesses nust of the character-
istics desirable s Lutlined 2bove. The group was ..disappeinted to learn
of the results of Dr. Chesncy vhu found thut by the use of a vanishing crean
calomel ointuent he obtained nu protuctiun in 20 animcls after a weiting per-
iod of four hours before inunction. However, they did nct feel thut these
results should condean the vonishing creen tuse for the following roascns:

1. The Army base which Dr. Eaglo had previously used was not used
as a reference for cow,urisor.

2. The waiting period was four hours and the group 4id not have
available the data on percentage protection that could be ex-
pected efter four hours weitin; period.

3. The particle size of the calomel used in the ointment was large,
orly 50% being Jcss then 18 micra end 50% being 18 to 54 micra.
eeeslr. Flenlng, aniting ne h-ur after inoculation before in-
unction, ~nd using & culomel ointnment with o jurticle size
greater than 5 niers, found protectisn in unly 9 out of 40 an-
imels. Even though the perticle sizes were equal and the vwait-
ing tiues were equul, the chonces of Dr. Chesney's getting re-
sults that oucn cifferent from Dr, Wicming Ly chance selection
of aninels is 1 in 25. fTherefore, the Suefficicney of the ven-
ishing crcaa bese is not proved. In var laberutory we have ,
with one excepticn as uenti.ned ansove, found thit calomel ab-
sorption fron the vanishing cream bese is greccer ihnn from the
aTmy buse. In wddition, in @ high percentage { cascs we have
found th2 ckin cencentration from vanishing ereem bases hiher
thon froa the srmy base. Je have used robbits »s dicg Dr.
Chesney and therefore it secus vo us thnt there aust te some
explanation for the lrck of therapeusis other than simply the
use of & vanishing creun base,

The group feels that an ointment 3imilar to one of those listed
below can be seclected as most seticfactory for acceptance at
the mument by the Aruy
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SC-1005 (440) - Calomel - 30 LT
Sulf: thiazole 15 /
" Spe tiancetti 3 .
Beeswax 0.67 /""
Glycerol Monostesrate
10.0
Propy2.Glycol 35
Duponol C 1.0
WRater 4.8. 100
SC-1003 (418) - Calomel 30
Sulfathiazole 15

White Petrolatun - 40
Light Minersl 0il 1

Cetyl Alcohol 1
SC-2020 - Sulfathiazole 15
Calomel 30
Base 55 - coaposition of which is;
Propylene glyccl 26
Sterch glycerite 34
Stearic acid 4
Glycerol monostearate 2
Sparuacetti 2
Water 32

Sincerely yours,

S/ Herbert 0. Calvery
Chief, Division of Pharmacology

ER IR R O R R R

Colonel Turner then reported what a field trial had been urdertaken wi
& 30 per cent calomel - 15 per cent Sulfatbiszolg ointment in a fat base (SC-1003
of Dr. Calvery's letter- sece above). Certain decfects have been apparent in
the large scale application of this ointuent: 1) that the oil terds to scparate
out from the ointment; and (2) thet the tubus have been unsatisfactory in certain
nechanical details. It was felt that these defects in namufacture might be over-
coce if the contracting manufacturer wculd consult with Drs. Calvery and Thomp-
son who developed the ointment for experimental use. Aside from the defects
listed, the ointment has so far proved to be very satisfactory and no examples
of irritati-n nave been reported in several hundred caseg in which it has heen
tiled.

Considerable discussion ensued of the relative nerits of the present Army
petrolatun-lanolin base and & vanishing creem base. The latter is narkedly su-
perior in the major factor of absorption of both calomel and sulfathiazols, The
chief difficulty with a vanishing cream base has to do with the loss of water
which may occur in available tubes. It was felt, however, that this could be
golved by the use of certain plastic tubes (vinylite -see comment in Calvery!'s

NAS_ 0002260
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letter above), or in wax coatod metal tubes.

Col. Turner pointed out that, in view of the present unsatisfactory state
of irmmy prophylaxis, it ie necessary for the army to undertake a large scale field
trial of the best ointaent which con be evolved on the basis of present information;
that the many years* background of uso of colomel ointment ané the experimental
data available concernins it are sucn as t> unke it unjustifieble at present to
drop colomel entirely in favor of ersenic; and that the Amy might be able to con-
cuct soaller experiments with othur vintments than the one selected for large scale
field trial.

On the basis of all of this discussion and of the promising experimental

resulis obtained in the prophylaxis of syphilis and lynphogranuloma, the conference
egreed on the following recomucndations;

THAT AN ARSENIC -TEK PER CENT SULFATHIAZOLE* GINTMENT CONTAINING IN-
CREASING CONCENTRATIONS OF ARSENIC (VARYING BETWEEN 0.05 and 0.5%) BE PRE-~
PAPED IMNEDIATELY IN THO ALTERNATIVE BASES ( ONE VANISHING, ONFE COLD CREAN) ;
THE ARSENIC PREPARATION AND BaSES 10 BE SELECTED BY DRS. EAGLE, CALVERY, AND
THOMPSON; THESE OINTLZENTS TO BE SURTITTED T0O TRIAL FOR I0CAL IFRITMTING EF-
FEOT IN MAN BY TEN OR HORE VOLUNTEERS. IF THE OINTUENTS SELECTSD PROVE TO
BE NONIRRITATING, A FIFID TRIAL OF A REPRESENTATIVE OF THE SERIES SHOULD BE
UNDERTAKEN BY THE U.S. ARMY.

The Conference elsc agreed to the following recornendationg

THAT THE U. S. ARMY OGNTINUE THE FIELD TRIAL OF SINGLE TUBE PROPHYLAC-
TIC OINTMENTS; THAT THE TRIAL OF A THIRTY PER CENT CALOMKI-FIFTEEN PER CENT
SULFATHIAZOLE OINTMENT MADE GP BY THE FOLLOWING FORMULA:

CALOMEL 30 |
SULFATITAZOLE 15
WIITE PETROLATUN 40 |
LIGHT HINER(L OLL 14 f
CETYL A1,COHOL 1

BE EXPANDED; THAT A SIMILAR OINTMEKT IN THE FOLLOWING VANISHING CREAM BASE:

SULFLTHIAZOLE 15

C4LOLEL 30

BuSE 55 ~ Conpositicn of which iss
Prepylene glycol 26
Starch glycerite 3%

Stearic acid A
Glycerol ucnostecr-
to 2
Spernacetti 2
Weter 32

* The concentration of sulfuthinzole is suggested at 105 because of information

vhich has acecuimlated concerning tho officacy of this concentration in the proghy-

laxis of chancroid since the present Arny oxporinental ointment containing 15% sul- |
. fathiazole was evolved in June 1943, Therc is rcason to believe that 104 sulfa- {

thiazolo wiil be as effective ag 15%
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BE GIm SIMULTANFOUS PRELIMINARY TRIAL; AND THAT IN ORDERTO ENSURE °
UNIFORMITY OF TRIAL METHOD AND THE ACCUMULATION OF ACCURATE DATA, THESE
FIELD TRIALS BE PREPARED UNDER THE SUPERVISION OF AN OFFICER SPECIALLY
DETAILED FOR THE PURPOSE BY THE SURGEON GENERAL 7
IN ORDER TO ENSURE A SATISFACTORY AND UNIFORM PRODUCT, THE MANUFAC-
TURERS SELECTED TO PREPARE THESE OINTMENTS ON A COMMERCIAL SCALE SHOULD
UTILIZE THE ADVICE OF DRS. CALVERY AND THOMPSON,

Finally the Conference agreed on the following recommendation:

THAT DR. JOHN F, MAHONEY BE REQUESTED 70 GIVE IMMEDIATE EXPERIMENTAL
TRIAL TO THE TWO OINTMENTS LISTED IN THE PRECEDING RECOMMENDATION IN THE
PROPHYLAXIS OF GONORRHEA.

The Conference then adjourned.

J. Ee Moore, i4.D.,
Chairman,
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INSTITUTE FOR THE CONTROL OF SYPHILIS
UNIVERSITY OF PENNSYLVANIA

PENNEYLVANIA -STATE DEPARTMENT HOBPITAL. OF THE UNIVERSITY OF
OF NEALYH COOPERATING PENNSYLVANIA, PHILADELPHIA

July 26, 1943.

Dr. T. R. Fordes,
: 2101 Constitution Avenue,
- Washington, D.C.

Dear . Forbdbess

Enclosed herewith 1is a rough draft of the minutes of the mest-

ing of the Conferente on Biologic False Positive Serologic Tests which

met in Washington on July 19, 1943. If I underatend it correctly

thies Conference reports to the Subcommittee cn Venereal Diseases, for

approval of its acts and decisions before thw acts and decisions are

transmitted to the National Research Council as VD Subcommittes cecom-

mendations. If I am not in error on this point, I take it that you will

withhold the formal tranmission of the minmutes to any other comittess

of the National Ressarch Council until such time as the Suboxemitee "
‘ cn Venersal Diseases has given its official approval. -

1
In accordance with a request from Dr. Moore in a letter which I J

forgot to mention wvhen I saw you in Washington, I am tranaitting like- |
wise a copy of my romgh-draft minutes to Dr. Moors's secretary, "ho j
1s requested also to refer them to Dr. Esgle in this particular case for l
any suggestions or corrections he me; ieel it advisable tomake. I take |
1t that the coxbinstion of Eagle's and my efforts will be cast into of-~
ficial form by Di*. Noore's secretary if I understand his letter correct-
1y, and that copies will then go to the appropriate persons, dowbtless |
inocluding yourself, and certainly the membership of the Subcommittee on
Venereal Diseases. It hardly seems worth while to me to consider cell- ‘
ing a meeting of the Subcommittee on a matter of tusiness of this sort |
in Dr. Moore's absince, but I should think thet the finally drafted |
copy of the (mferece proceedings could be sent to the individual VD
Subcommittee members, resad and approved by them; and if the majority
approved, they couwld be regarded as accepted and recommended. If It seems
advisable to have the Conferance recommmendations passed on in more de-
tailad fashion, I suggest that the matter hold over until Dr. Mooret's

:

return .
rely 3(’ —
JARYAS
He Stckes, N.De.
JHS s JVK

‘Enclosure {(draft of minutes)

SR W/ ™ Up, * These Yesa Y™ (S (:‘
bl THGE rfrde

I
R

[P
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RESOLUTIONS OF THE CONFERENCE ON BIOLOGIC FALSE PQSITLVE SEROL oIS g P
- FOR SYPHILIS i ;
4 G

CONVENED BY THE DIVISION OF &EDICAL SCIENCES, NATIONAL RECE:RCH

JOHN.H. STOKES, M. D.
TEAMPORARY CHATRiAN
JULY 19, 1943

tain Red Cross bleeding centers, the Conference ras asked to consider th quency

.and importance of this occurrence and its significance in relztion to the program -
of investigation of biologic false positive serologic tests now under way. ,
\ >

IT WAS RESOLVED THAT:

1. The problem o. biologic false positivene.s in syphilis from whatever cause
seens of relatively small significance in the mass of material handled by

the Red Cross. \S’ ,
]

2. Its influence in creating a wave of public reaction against blood donation
can be dealt with most effectively by avoiding extended perticipation on the
- part of the Ked Cross in a study of this problem beyond an inquiry addressed *
Y . to donation centers as to frequency of positives in various donation groups, I ;
information to be transmitted to Lis. Stokes, Temporary Chairman, and Major '
Charles Rein, and a sugge:tion when possible that the person with an wnsaiis-
factory blosd go for further examination to a special consultant.

3+ The study of the donation false positive problem should be set up on a
smaller scale utilizing (a) prison groups, (b) Army Medical Laboratary

participation, (c) Dr. Lund's iaboratary. Further expansion shall be at the
direction of a steering committee.

4+ A steering committee for this study shall consist of Najor Charles Rein,
Chairman, Dr. Herbert Lund, Dr. Harry Eagle, Lieut. Barnard.

5. The Chairmun, pro tem, of this Conference, Dr. Stokes, shail prepare a list
of consultants for Red Cross centers to conduct examinations if desirea, this
list to be submitted to'Dr. Canby Robinson for such use as the Red Cross
organization may consider feasible and to lajor Charles Rein.

: 6. The Red Cross will consider a mechanism for making blood from donors adjudged

by special consultants to have false positive tests immediately available to~ X

A the laboratories investigating the physical, bio-chemical and other prob:.ems\ 7
of the syphilitic reagin. g 5

7. Communications on this matter shall be rated "CONFIDENTIAL."

ins informat.on &{fecting the national )
ot i States within the meaning of the ‘ ‘
age )}ct‘ Uls C 80; tentad 32my
he revolation t
g:x:uzhorizcd persot 1§ prohibited by law.

3 ",wh*.ﬁ:,(»%.“h hiCa s
. L .

‘NAS_0002264




Positive Serologic Tests Leld in Yashington on July 19, 1943, -
~ oopy of the drafi of the rinutes. I umderstund thit you also received
& SRy of he draft which you will refer to Dr. Barry Eagles for oorrectioms and sy~
- gestiane and whieh you =111 then stemcil and adnsogreph, L

48 you will see fxom the enslosed 0oy of my letter of July 29 to Drs 8tokes, 4% .
! mcmumotmmmmummcwuanqmm. Lz
If you will be kiad encugh 1o send me wealy~-five copies of the mimmtes, xe #ill be A
. their sirculatiom from this office, .
14

tie Blintés Do besded SCORPERECE O BIOLOGIC FALSE POSITIVE SO~
LOGIC TZSTS,® The genoral arraugewent of the minies should confora to thet used {a
| he past. Eash pags of the minutes showld be sarked SCONFIDINTIAL.® 4

Ou Page 7 ths second paragreph shonld resds A series of resoluticns wes them
drafisds a sepy is appended, They were passed wanimously.® The remainder of this
paragragh should ¥e Yeleted. )

The toihﬂu Paragraph lists the persons poosents

" Those present werss Dr. Jobm H. Stokes, Chairman; Drs. Josaph beard, P
T Brkuard Davis, wd Kerbect Lumd; for the NRC-GMk, Capt. Cushing, Drs. Andrus,
S "‘m“ Yortes; for the Avwy, Lt. Colonel T B. Turner snd Major Charles .

“Bean) Tor the Mavy, Lieut« (jg) R. D. Turner; for the USPHS, Drs. Harry Ragle,

"~ -dolm Mabomey, and Ad Narris; for the Awerican Rod Cross, Dre Ge Canty Robdmaocks

. "I 'ipmu very mush your sten2iling and alveographing this and ather minutes
7. iR yeu huve takem eare of in the pugie This isalciance is & resl help, Pleuse
- 2 ie% me know AL sy questions arise. ) ’

ot

~ Very truly yours,

T To R. Forbos, for ST
m T e "Divisien of Medical Seiomces J

S R . - . : - v
R T B i -
-l L. - . <
. -~ sy S e - N . .. -
Bre 4o Ni BMiliog - S e
LT s - e -7
R o ! . s
TR, L LD - - O . FR
> . RV : o - CT
o e W o ) - :
", RE e . . . R . B o
o SN i s “ . - .- . N .
X'y e s §‘x‘.4‘ e " e o 2 £z
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Viashington, D.C. July 19, 1943

ol ' NOT FOR PUBLICATION
Under the cheirmenship of WITHOUT PERMISSION OF

‘eaporary
Dr. John H, Stokes, for the SubcosastWATIO
on Venareal Diseuses, Uedical Divisions V- RESEARCH COUNCI

Conforence net at 10 A.if. July 19,1943, in the Reading Room of the

of Sciences Building, 2001 Constitution Avenus, Washington, D.C.; the
conferees present vere: Dr. John H. Stokos, Chairman, Dr, Herbert Lund, Dr., J. 7.
Beard, Dr. Betnard Davis; from NRC-C!R Copt. E. H. Cushing, Dr. £, C. Andrus, Dr.
Sprague, Dr. .T. R. Forbes; from the U.S. Army, Lt. Col. T. B. Turner and Hajox
Charles Rein; fron the U, S. davy Licut. (j.g.) Re D. Turner; from the J.S. Public
Health Service Dr. Harry Eigle, Ix. Jobn F. Ushonoy, and Dr. Ad Harris; from the
Anericon Red Cruse Dr. G, Cunby Robinson.

The meeting ms capvensd by Dr. J. L. iloore {abuent) to consider repcrts
of biologic false positive scrologic tests for syphilis foll repoated blood do-
nations, wther Stems of tusiness concorning the viork of the erence iere sudb-
sequently considered.

The meoting mas openod by a reuding into the record of observations iy
Dr. J. E. Licore on 93 tlood specimens sun wvithin a period of two weeks from multiple
donors at the Aumerican Rod ross cemtor at'Baltimro.

One of these hud given 3 donctions
Ong " n n L 4 "
38 " " " " 6 "
30 ® n " " 7 L
15 » n " " 8 ]
g » " ] " 9 n

0f thess, two wore strongly positive. One wes veakly positive with a
sone reaction in the ‘lassermann; the othor wes doubtful, Toenty-tuo were negative
to ©1l flocculation tosts tut anticomplementary vith the Vassermann, The remoinder
were negative throughout.

This was followed by the roading, with Dr. Devis'

approval, of & letter

from Dr. Davis to Dr. llore on this subjcot, dated July 14,

1943, as followss=

NOT FoR PUBLIC AT,

Flem o povd s !m‘.%
Eep n9 o cobtouis Doeay B
X it b
WITHOUT I‘EHMI'JSW’N IF

NATIONAL REsEARCH COUNCID
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o JuEJlloore July 24, 1943.
Baltimore, larylsnd.

Doaxr Dr. Loore:

Ap miggested in your lotter of June 30, 1943, I have been inquiring dt Joccl

bleeding contors eoncerning the possibility of finding biclogic false positives
amotg miltiple blood donors.

At Presbytorian Hospital, Dr. Scudder inforas oc that they have very fow mul-
tipls donors in their blood benk and have not noted the rhenomencn.

At_the Red Cyoss, Dr. Helss inforns ne thet they have not noted any
incidenon-of posdtive tasts in repeat i ve
countoréd, their procedure has bemn to follog the ususl routine

&
i
i

that the donor consult his phyeicion. Ia this wy, they have no clinicol records
to leud to 8 suspicion that any civon test iz false,

The ‘largest set of data applicablo-to the problon were those found st the Blood
Transfusion Associotion. This is an-organization wvhich furnishes professional
domors. mtmwmmmwmmwwmwumm
s month to hospitals and physi s ang for ‘he last few years they have boen
runuing 150 to 200 & nonth. Thoy heve hed a totadl of perhaps 5000 donors 49 their
15 yoors of servics, most of nhom hove giwn & manber of transfusions et rathor
frequent intorwuls bofore dropping out of sight. I saw the reeords of 115 nen
who had given from 10 to 40 1itors of Lleod awor a course of & nunber of ycars.
Al their donors are given o Kshn tost before deing seat out om any cell, and
the City Board of Hoalth gives thom an awmal Usssernenn test in {ssuing thesr
prolassiomal blood donorts book. ‘hile they bad no roadily awailablc daeta on
the incidence of positive tests among their donors, thoy could hardly remember

thod any of their repeated domors had been dronped
and felt that the incidence was of the order of magnitude of one case & yo
In no case had the qucstion of o foloe positive tost boon reised.

g
3
3
g
E
F
2

I an thus unchle %o confirm your intoresting observation, and while the exper-
jonce of the Hlood Tronafusion association does not rule out ite walidity;-4¢
uokos it seen uniikely that it is a problea of grcat magnitude, 1 also connot
reedily accept the argument linking the phenomonon with the incrodsed synthesis
of G=2, As we know, any of these chemicc) fractions contains innumercble ched
lcal spocies, and while the false positive reactions moy dbe due in gsone vuses to
some atnormal substance found in fraction G~2, it does not follow thet an in-
treass 1n the proportion of normal G-2 in a corun should lesd to u false positive
tost. If such were tho case, the G-2 fractions from nogative sera would dbe ex-
pected to be positive in sufficlently high concentration.

Sincerely,

e g - S/ Bernard Davis
. ’ Neutnlopical Institute, few York."

£
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Comnenting on this letter, Dr. Davis ecmphesized the exporience of the
Blood Tranafusion Association thich he felt rathor strongly confirmed the impres-
sion thot blologic false positivencss £yom maltiple donation as aych, must be an
oxtrenely rere phencnonon if it exists at all.

lajor Charlez Rein then gave a swmuury of some observations on the possi-
bility of a positive sexologic reversal after blood donstion, based on studles of
blood specimens from the fed Crosg Blood Donorxs' Comtor at Columtus, Chio, roferred
to the Division of Serology at the Army iledical School. To the date of repcrting,
14 instances had occurred in which previously serologically negative blood doriors
at the Columbtus Center had shom sowe degrve of serologic pesitivity ufter the with-
dremel of 500 c.ce of blood. In 3 instances in this category there %icd been temp-
orary rejsction frog sorvice in the Armed Forces of individuels vho twete sorologice
ally negative at the time of their donations, and subsequent to these donations were
found to bave positive serclogic reactions. 1In two of those instances there mas
corrodorstive ovidenos of the origimal serologic negutivity and no othor factor or-
dinurily récognized as being conducive to biologic false positives cculd be uncover-
od. The teats turned mepgaiive, in tine, and Induction into the Armed Forces hos
taken place. A third instance in this category is nov being observed. It vas cs-
tinated that of 51,107 originol donors, 0.354 percent had bown serologicslly posi-
tive under all categories. O0f 21,000 re-donors on gecond donation, 0.091 have been
serologically positive. Of 1,689 yepeat re~domors (third donetion) 0.236 percent
had been sepopositive. The cnse of a femele, age 23, was .deserided, & un instance
of apparent false positive serologic test after blocd donation. It was concluded
that the matorial indicated there was soue possibtility that the withdrawd of blood
to the extent that {s practiced for blood donations for blood transfusion mey in-
fluonce subsequent bilood samples to the extent that a prowiously uasked seronegative
lues may revert to a soropositive forn, and clso thet such hleeding may cause the
cppearance in subsequent sauples of o degroe of false blolegic positivity of such
extent as to subjeet the nonsyphilitic individual to congiderable annoymnce and in-
convenicnce. [ujor Rein verbally recited six possible explanations for false posi-
tivo roactions following “l.ood donation, £8 followas-

1) Regencration of globulin fraction (G-2).

2) Technical error; false positive report on first specimen.

3; Reactivation of an old syphilis.

4) Invercurrent nonsyphilitic disease between domatiuns.

5) First blood taken during the primary incubetion stage (seronegative
stage of syphilis).

(6) Develommont or acquisition of syphilis tetween the first and second

donations.

Dr. lund statod that i :ne examination of 500 Red Crose bloods which he
nad conducted by his specinl wethod, using 2 ¢.¢. of serum, first donors guve 43
percent false positives (recall the large amount of serum used); Gecond donors 46
percent; ond third domors, 52 porcent. An apparent, inereese in the propoxtiom of
fclse positives with increasod demations. Dr. Lund stated that the reacting sub-
stonce yesponsible for the false positive seered more common in femaleg, and that
there was a suggesticn that females roturnod mure frequently for multiple donations.
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for smuch studies through the Red Cross, unless after conference cnd considerction,
the Rod Croos felt thut such o contribution was possible without creating embarras-
sing local situations. Since tho problon s estineted as being numericclly of
sa2ll magnitude, tho feeling wus thut the Red Cross orgenization would be wise to
ignobe 1t, at least for the time-being, standing by o positive statemont as to the
harxlesancess of donating blood for transfusion rethor then ony qualifying or in-
ferentially comuitod stotement regarding possille biolrpic fulse positive tests.

In order to set up the amull-sczle study of tho alleged phenonenon under
proper diroction, it was agroed that o Subcomittos of the Confcrence, consisting
of Doctors Esgle, » and Bamnurd vith Dr. Rein as Chuirgen, should assune the
responsibility of organization, utdlizing in all probebility the Colushus Contod
wich kas alreedy shom s decided interest in the probdlem, lieanihile, an sutmis-
sion of the approprinte resolutions {sce below) to the Red Cross, Dr. Robinson e&nd
his associctes would consider checking beck over Red Cross records of mltiple
donors and slso the quostion of furnishing limited supplios of multiple donor blood
for study. Ir. Rodinson emphasised tho decire of the Red Cross %o bo fully caooper«
ative in these gettors.

A series of resolutions wus then drafted; a copy is apponded. They were
passed wnaninously,

The Conference then took up o suggestion ag to further procedure with re-
gard t donation false positives gude by Dre J. E. Lloore in a latter to Dr. sm',
doted July 16th, 1943, ss follonss

"The ideo vhich I suggested to you bricfly over the telephons (s as foll-
owss0

"This is, that in tho event that this phenomenon of positive blood tests
after repeatod donations is obsegvod in other locations thep Baltinore,
"ashington, and Dotroit vhore it has 8o fer appurcatly been observed,
would the Red Cross be willing to consent to setting up in a vumber of
citics dosimoted 'W’ to thom such persona night be roferred
for sn evaluation of the positive test, Offhand I would suggest that
sppropriate places and consultants might be as followe:- (.an incomplete
1list was givon) ...

"It seens to me essential thot an arrangment be mede vhereby 8 coreful
end 50 far as possidle identirsl historical, physicel, and serologic nork-
up of such porscns be carricd out in order to determine mhether vo are
actually dealing with folse positive tosts, with infections of syphilis
ocgurding after the initlal test, vith reactivations of old syphilis, or
vith any other of the several possibilities vhich ocour to one offhend.
It sesns to me algo necessary thot such peraous be exapincd froe of
charge t0 them unloss and until, of courss, it bocomes obvious that they
havo syphilis, in vhich case the patient mey be efthor comtinued vith
the consultant to vhom the Red Cross referred hinm, or report to his om
phyedcien and pay for his medical care.
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"I§ the exporience of other cities is 1likely to purallel that of Belti- .
T in vhich me have seen perhupe 6 or 8 such cuses a month, the qucs-
on night also be discussed cs to vhethor these dotajled examinctioms

should be paid for on a resesrch busis either by the American Ked Cross,

OSRD, or the United States Public Health Service.

*Finally, if Dr. Robinson is willing to agree to such a procedure as
this, it seens to me perhaps desiredle that a comnittee of three con-
sisting of you (Stokes), Robinson end myself, or in my absence, Cherles
iein, be set up in order to outline the detailed study to vhich such
patients should be subjocted by a consultant.”

Aftor-discussion it wms cgreed that the temporary chuirman, Dr. Stokes,
should supply a list of possible consultents on the owuluztion of individusl cases
at the cities 1istod in the officinl enumcration of Red Cross Donor Centers through-
out the United States. After this list is suppliocd to Dr. Robinson, he will %ake
up ith his executive colleagues at the Red Cross the question of dewveloping such
a mechanism as Dr. licore has suggested.

lcanvhile, the subcomaiitee of the Conferonce chairmanned by Dr. Rein,
vhich 9111 set up the direct investigntion of the blologic felse positive cuestion
in aultiple donations, will select a locel consultant to control the clinical side
of the special investigations as and vherever thoy are conductod.

The Confcrence then took up the question of obtaining more, and more sate
isfactory blood specimons for the study of biologlic false positivoness in general.
Doctors Beard und Devis recited the difficultios which they have had in obtuining
spocimens and cooperation from sources which thoy have approached. In a general
discussion it vas agreed that blood donations from inoculation malaris volunteers
vould constituto the ideal uaterizl for a study of the mochanism of biologic false
positivoness due to other diseases thun syphilis, It vas indicated that such vol~
untary donors could be selected with & view to the thorough-going exclusion of a
previous syphilitic infeetion in tho donor before e uncerwest melariel inoculation;
thet he could, 1f under satisfactory comtrol, huve & blood specimen exinined sero-
logically daily in the luboratory until such time (expected incidence 100 porcent)
a8 he bocome fulsely positive under the influcnce of his inoculation malarin. Then
& lorger specimen amounting to o donction of 300 to /30 c.c. could be dravm, shipped
to the special invostigating centers under controlled conditions, and studied for
the glotulin fraction and so forth.

At this point Dr. Forbes suggested that Dr. Andrus be called, und Dr.
Andrus was given a review of the problem in order that he might consider the feasi-
bility of inviting the participotion of consciontious objectors under the direce
tion of Selective Servics in the wolunteer work, Dr. Andrus wes unable to con-
tact the epproprinte officicls of Selective Service during the meceting,

Dr. Davis stated thaot if a group of chosen donors could be cgsombled at
any point within reagsoncble distoince of his base of operations, he would be glad
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to cssume entire mediced cuw o o, W20 problem, ctring far the patients ag such, s
well as directing thc lihorztory studies.

Dr. Andrus steixl “hui h2 would regort to Dr. Stokes s soon as posslble
the attitude of Selcctive Cexvice on ihe cuestion of the participation of con-
scientious objectors in this vork.

There being no further bueiness to coiae before the Confcrence, the acet-
ing adjourned.

John H. stOkCS, “VeDe

Acting Cheirmen
Subcomaittee on Vencrcel Diseases N
Ltional Rescarch Cowncil.

\
\
J
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RESOLUTIONS OF THE CCHFREINCE ON BIOLOGIC FxLSE POSITIVE
SLROLOGIC TELTS FOR SYPHILIS
COXVIUED BY THL SUBCOIL ITTZE ON VIEIZREAL DISEASLS

JOllN H. STOKES, i5.D.
THPORARY CHATREUAN
JULY 19, 1943.

INASIIUCH AS a guestion has been raised os to the occurrence of biologic
false positive tests for syphilis folloving repeated donutions of blood ot certain
Bed Cross bleeding centers, the Conference is usked to consider the frecuency and
iaportence of this ocecurrence and its significence in reletion to the program of

jnvestigution of biologzic false positive tests now under vay.

© IT VAS RESOLVLD THAT:

l. The problen of biologic false nositiveness in syphilis fron vhat~
ever ctuse scems of reluitively smell sigmificance in the mass of
natcrizl hcndled by the Red Cross.

2. Its influcence in crcating o wave of public reaction ageinst blood
donuation cun be dealt -iith aost effectively by avoiding extended
perticipation on the pirt of the Red Cross in a study of this
problemn bteyond an inguiry addressed to donution centers as to
frequency of pocitives in various donations groups; informution
to be trausniived 1o Ur. Stokes, Temporary Chairmen, and ilajor
Chailes Rein; and a suggestion vhen rossible that the person
vith an unsetisfuctory bleood co for further exomination to a
special consultant.

3. The study of the donetion false positive problem should be set up
on a smcller scnle utilizing (a) prison groups, (b) Army .iedical
Laboratory purticip:tion, (c¢) Dr. Lund's laboratory. Murther ex-
pansion shull be et the direction of a stoering conmittee.

4. A cteering comnittee for this study shall consist of iiajor Charles
flein, Chairman, Dr. Herbert Lund, Dr. Harry lagle, nd Licut. Barnard.

5. The Cheirmun, pro tem, of this Confcerence, Dr. Stokes, shall pre-
pere a 1list of consultents for Red Cross centers to conduct cxan-
inations if desired; this 1list to be submitted to Dr. C nby
Robinson for such use as thc Red Cross organization mey consid.r
feasible, snd to iizjor Charlos Rein.

6. The Red Cross will consider a wcchanisn for ncking blood fron
donors cdjudged by speciul consultents to hove fulse positive
tests, limediately availeble to the laborotories investigating
the physical, bilo~cheuicel and other probleus of the syphilitic
reagin,

7. Coamunications on this matter shull be rated "COUFIDENTIAL®.
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SR MINUYES OF A CONFERENCE ON THE .
e INTENSIVE ARSENOTHERAPY OF EARLY SYPHILIS UNTTOR |

Held under the auspices of

the
Subcommittee on Venereal Diseases of the
National Research Counsil NCT FOR PUBLICATION
. in WITHOUT PERMISSION OF

Washington, D. C,  May 19, 1943 NATIONAL RESEARCH COUNCIL

On May 19, 1943, there was held at the National Academy of Sciencss
under the auspioces o!' the Suboommittees on Venereal Diseases a conferencs on
intensive ursenotherwy of early syphilis.

Present wers the following s ;
From the Suboommittes on Venereal Diseases Doctors J. E. Moore, |
John H. Stokes, and Walter Clarke. . |
From the Committee on Medicine Dr. O. H. Perry Pepper, . |
Fron the National Research Council Dootors Lewis Weed, T. R. Forbes,
. G+ K. Anderscn, and Owsei Temkin.
From the Committee on Medival Research Dr. Goorge Gueat. .
Fron the U, §. Army Col. Alden Freer, Li, Col. R, G. Prentiss, Lt.
Col. F. R, Diewside, it., Col. T. S. Turner, Mej: Rovert Dyar,
Maj. Thomas L. Starnbsrg, Maj. Donald L. Rose, and Capt.
Williem Leifer,
From the U, S. Nawy Capt. W, W, 2all, Lt, Comdr, W. H, Schwartz,
and Lt. Howard Ennes,
From the U, S, Publio Health Service Dootors Otis. L. Anderson, W, G.
Workman, end Harry Eagle,
From tho Royal Canadian Air Force Flight Lieutenant B, Leibel,

and the following intorested psrsons: Dootors H. T. Hyman, Arthur Schoch, Georgs
W. Bowman, Evan ¥, Thomas, and L. W. Shaffor.

The Chairman oponed ths mesting with a brief disoussion of the prasent
status of intsnsive arsenotharapy, pointing out that complote and incomplete data
warc now availuble on som2 10,000 porsons with early syphilis treated by one or
snother modification, in which tho duration of treatment rsnged from one doy to 12
wooks, The available mothods are brosdly divisible into two goneral groups: onse,
thoss which sook to comprass chemotherapeutic treatment into two weeks or less,
with or without the addition of fovar therepy; and those which, rolying on chemoe

. thorapy elons, ocoupy a pariod of 6to 12 weeks. Tha mortality rates of the two
broad gensral systoms aro now fairly dofinite on the basis of large series of
pationts, In the short troatment systoms the mortality rato rangis consistently
around 1 in 200 to 1 in 300 porsons troated, In the longor intonsive systoms tho

ortality rate is of tho gsnaral ordcr of 1 in 1600 t6 1 in 2000 piarsons troatad.
Innoi‘ar as now ocan ba dotormined from availeblo informetion, which is admittodly
inoomplate with rogard to the longar systoms, the tharapoutie results in t3rms of
"ouroe™ and "unsatisfactory tasults," the latter inecluding clinical and sarologio
ralapse and serorcsistancs, ajpear to be osssntially idontiocnl.

The Chairman furthar pointad out thut on tho basis of this information
tho Subcommittoec on Vonaroal Dissases has alroandy exprissad itsalf as belioving
in principle that information concerning the intonsivo arsanothorapy of aarly
syphilis is now sufficiontly adequats to Justify rocommonding its adoption by the
Armoed Foroes undor cortain sclestod cirocumstancoes,

: NOT FOR PUBLICATION
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Aftor full disoussion the Conferonco approvod tho following rocommandc-
tions: - . )

. I, OWING 7O THE REIATIVELY HIGH MORTALITY RATS, NO SYSTEX OF INTEN«
"SIVE ARBWO‘BERA:PY COMPRESSED INTC A PERIOD OF TWO WEEES OR LESS IS AS YE?
SUITABLE FOR ROUTINE ADOPTION BY THE ARMED FORCES, .

II, FOR HE ROUTINE TREATMENT OF EARLY SYPHILIS IN THE ARMED FORCZES
THE TWENTY-SIX WEEKS' SYSTEM NO¥ IN USE IN THE U. S, ARMY SHOULD BE CONTINUED
PENDING FURTHER INFOR)IATION CONCERNING 'INTEEISIVB TREATMENT SYSTRMS.

IXI, IT 18 HOPED THAT.THE U, 'S. PUBLIC HEALTH SERVICE WILL AMPLIFY A
STATISTICAL EVALUATION OF THE SEVERAL KETHODS OF INTENSIVE ARSENOTHERAPY OF
BARLY SYPHILIS (RANGING FROM ONE DAY 70 “IWENTY-SIX WEEKS' SYSTRMS); THIS
STUDY 70 INCLUDE ESFECIALLY DATA AS T9 MORTALITY AND MORBIDITY RATES AND
CLINICAL AND SEROLOGIC RESULTS; AND 70 BE BASED INSOFAR 4S POSSIBLE NOT
ONLY O CASES CURRENTLY UNDER TREAYMENT UNDER U, 8. PUBLIC HEALTH SERVICE
AUSPICES, BUT ALSO ON CASES ALREADY TREATED BY VARIOUS INDEPENDENT INVESTIs
GATORS. AN EARLY EVALUATION OF MORBIDITY AND MORTALITY IS PARTICULARLY DE.
SIRED. IT IS REQUESTED THAT THE DATA SO GATHERED BY THE U, S, PUBLIC HEALTH
SERVICES BEMADE CURRENTLY AVAILABLE 10 THE. SUBCOMIEIT!EE ON VENEREAL DISEASES,
NATIONAL RESEARCH COUNCIL.

IV, IN OVERSEAS AREAS, WHETHER ADVANCED TRAINING OR.COMBAT ZONES, TW0
ALTERNATIVE NETHODS OF INTENSIVE ARSENOTHERAPY OF EARLY SYPHILIS, TREATMENT
COMPRESSED WITIN' 4 PERIOD OF TNO WEEKS OR LESS, MAY BE UTILIZED PROVIDED:

a) THAT PATIENTS BE TREATED UNDER HOSPITALIZED CONDITIONS RATHER
THAN ON AN AMBULATORY BASIS: KD’

b) THAT TREATMENT B% ADKINISTERED UNDER THE DIRECTION OF SPECIALLY
QUALIFIED PERSONNEL,

THESE 8\ME INTENSIVE TREATMENT SYSTEXS MAY ALSO BE UTILIZED IN CONTIN=
ENTAL UNITED $TATES IN SELECTED PERSONNEL, SUBJECT 70 THE SANE QUALIFICATIONS
AS (a) AWD (b) ABOVE.

IT IS DESIRABLE THAT THE 'RELATIVE RISKS OF INTENSIVE VERSUS PROLONGED
WETHODS OF TREAMEHT BE EXPLAINED TO THE PATIENT,

ATIENTION IS CALLED T0 THE FACT THAT T0 ECOPITAL CENTERS IN- WHICH INe
TENSIVE ARSENOTHERAPY IS AIKINISTERED THERE IS, OR WILL SHORTLY BE, AVAILIBLE
A COMPOUND, THE CODE NAME OF WHICH IS ", WHICH ¥AY PROVE 70 BE OF
VALUE IN THE TREATHENT OF ARSENIC POI

. THE TWO ¥ETHODS OF INTENSIVE ARSENOTHERAPY RECOM:IENDED FOR EGSPI TAL
USE IN ACCORDANCE WITH THE PARAGRAPHS ABOVE ARE:

1, THE FIVE DAY INTRAVENOUS DRIP oL '
2, A TEN DAY MULTIPLE SYRING® TECHNIQUE, .
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TER EXACT DETAILS OF THESE TECHNIQUES PREPARED BY A SUBGROUP CONSIST-
ING OF DRS, EVAN THOMAS, ARTHUR SCHOCH, GEORGE ™, BOTMAN, AND CAPTAIN WILLIAM
LEIFER, ARE APPENDED HEREWVITH A4S EXHIBIT "a",

V. IX THE EVENT THAT HOSPITALIZATION IS NOT PRACTICABLE FOR PATIENTS
VITH EBARLY SYPHILIS IN OVERSEAS ARZAS OR IN THIS COUNTRY, A MODIFIED INTENSIVE
TREATMENT SCHEME OCCUPYING A TYELVE WEEKS' PERIOD MAY, IN SELECTED CASES, BE
SUBSTITUTED FOR THE ENTY-SIX WEEKS' SCHEME WHICH IS NO7 S8TuNDARD INl THE U, 8,

KRMY, WITH THE IWELVE YEEKS® SYSTEM PATIENTS MAY BE TRELTED ON Al AMBULATORY

BASIS 4ND WITH THEIR UNITS.

4N EXACT DRSCRIPTION OF THE TWELVE YEEKS* SYSTEM PREPARED BY DR, EARRY
EAGLE IS APPENDRD HERETITH AS EXHIBIT "B",

V1. THE ABOVE RECOMMENDATIONS 4S TO INTENSIVE ARSENOTHERAPY APPLY OILY
70 PATIENTS WITH BARLY SYPHILIS THO HAVE RECEIVED KO PREVIOUS TRELTMENT, OR
PRACTICALLY NONE; AND DO NOT APPLY 70 PATIENTS WITH LalE LATENT OR VARIOUS
FORMS OF LATE SYPHILIS,

At 3:00 P}k, the meeting adjoured.

NAS 0002276



2000 oc vaoyum packed
(standard) flask of
54 dextrose in normal
saline sclution

21«3 feet above level
of arm,

SITE OF INJECTION
Needle inserted to hub
between elbow and wrist

\‘3\
(O

~—___

\

) ARPANGEIMENT OF DRIP
after insertion )
of needle
“ gluze
BN /
N
' FEEDLE HUB-TUBINGeGLASS
ADAPIER TAPED FIRMLY with
adhesive 80 ¢+ t ese beoome
A PART OF
FOREARM \
Hurphy
Clamp §
| fine
adjustment  ARM BOARD (padded) /
' of or pillow ———
Plow Q\\
bottle
\.{
Spring Clamp (optional)
to quickly
L shut off
flovwr
adapter
\ e
\ 4 Y- s @i Nl
/7
Finer 20 gauge
rubber lg"
tubing neodle

NAS 0002277



THE INTINSIVE ARSENOTHERAPY OF EARLY SYPHILIS :-

DESCRIPTION OF METHODS.

INDICATIONS

411 methods of intensive arsenothexrapy described helow are limited to the
treatment of petients with early syphilis, i.e., primary and secondary syphilis,
relapsing secondary syphilis, snd early latent syphilis (i.e., latent syphilis
of not more than one yeart's duration), who have received no previous treatment
or practically none.

CONTRAINDICATIONS - 'I‘O ALL ME'IHOIB

In patients with serious viscerel diause, such as hepatitis, myocarditis,
severe hypertension, nephritis, excessive alcoholimm, blood dyscrasiss, active
pulmonary tuberculosis, history of previous serious arsenical idiosyncresy,
etc., intensive arsenotherapy should not be employed.

Sulfonamide therepy for gonorrhea or other conditions and 5-10 day inten-
sive arsenotherapy should not be given similtaneously. There is, however, no
objection to the combination of sulfonamides with the 12 week treatument system
(see below).

THE MORTALITY RATE FROM INTENSIVE ARSENOTHERAPY

Death from intensive arsenotherapy is usually duc to the serious reaction
of toxic encephalopathy (see below). Excluding the pos3aidility of the success-
ful treatment of this and cther aerious reactions by & new secret compound
{sce below), the risk of death is directly proportionsl to the duration of
treatment, i,e., the shoxrter the period in which the average total dose of
1200 mgm. mapharsen: is given, the higher the mortality.

With either the S-day ‘intravenous drip or the 10~day multiple syxringe
injection methods herein descridbed, the incidence of toxic encephalcopa thy is
about 1 in 100 petients treated, and the mortality mte about 1 in 200 to 1 in
300 patients treated.

With the modified intensive 12-week schedule described below, the incidence
of toxie encephalopathy is about 1 in 1500 petients treated, and the death rate
about 1 in 1500 to 1 in 2000.

With the standard Army 26-weék traament‘ aystbm, tbxic encephalope thioe
practically disappear, and the death rato from treatment 1s 'Less than 1 in 5000
patients treated. .

Theso mortality rates for 1ntonsive arsonothempy are, howevor, qualified
somewhut for Ammy practice by the fact that in civilian life, tho majority of
serious rocactions and of deatha hawe occurred in wcmen. .
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PRE-TREATMNT RWUTINE (ALL METHODS OF INTENSIVE ARSENOTHERAPY)

1. Complete physical ex=mination.

2. Iadoratory studies. .
8. Diagmostic (darkfield and STS", quantiutively titered, it
possidlc).
b. Urine analysis (specific gravity, acidity, albumin, sugar,
' microscopic).
Cmplete blood count (hemoglabin, red dlood cell, white btlood
cell and differentiel count).
. d. Othor laboratory procedures are done only on indication.

W
meratus Reguired := ls Vacuum-packed flasks containing 2000 cc. of 5%
dextrose preferably in nomal saline .solution (or 5% dextrose in sterile dis-

tilled water), accampanied by the usual _tubing, drip chamber, clamps, obdbserve-
tion window and adapter for needle. .

2. Intrever.us needle of approximtely 20 gauge and 1-1/2 inch length.
3e Adhesiver tape or scotch electric tape (1/2 1nch width).
4. Ampoules mipharsen**, of O. 04 @ne, 0.06 gne, and 0.6 gm. capacity

Dbsage of Mapharsen :- 1. Total dosage for the five day treatment period
is detertmined by the stripped weight of the patient, in patients weighing less
than 70 kg. (155 1bs.), the total dose is 1000 mgn. (1.0 gms.); in thomse
weighing 70 kg. (155 1bs.) or more, the total dose is 1200 mgm. (1.2 gnms.).

2, The daily dose 18,260 mgm. (0.2 gm.) £or patients receiving a total
of 1000 ngne. (l.O @lc)o

3. The daily dose is 240 mgm. {0.24 gm.) for patients réceiving a total
of 1200 ngMme (1.2 gn.). o, T .

4. If a patient receives less than the intended daily dose (this will most
often occur on the tirst day of therapy), the deficiency in dosage may then be
spread over the remaining deys of treatment. Thus, if the patient receives
120 mgne (0.12 gm.) the first day instead of the intended total daily "dosage of
240 mgm. (0.24 gm.), ho may be given 30 mgm. (0.03 gn.) additional on each of the
succeeding 4 days of treatment.

Procedurc of Intravenous Drips~ 1l. Dissolve the total daily dose of
mapharsen in 10 ¢cc. of aterile distilled wator and insert this solution underx
storile precsutions into the dextrose solution contained in the wvacuum-packed
tlask,

:g‘I‘S % Serologic test for syphilis. ’ '

o The mapharsen brand of phenarsine hydrochloride (other phenarsine hydrochlorides
are availabdle on the open maxket).’

—
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2. The needle s wttuched ¢ « % cc. Luer-type syringe for ease of
handling and recognition of succesi.ul venepuncture.

3, Select « vein on ths foreurm, preferably between tne wrist wid tae
elbow; any aspecl auy be used but the volur aspect 16 wost coafortable. The in-
troduction of the neecle in tnis situwtion permits frev moveaent of tae petient's
joints &nd obviutes the need for lmsobillzution of the foreurw. Wnen & desiruble
vein is not present in “hic rocomnended site, tac dors.i veins of tne tund or the
veine of the antecubitzl fosse. amuy ve used.

L. The skin should be properly cleunsed wnd sterilized before needle is
inserted.

5. & tourniguet should be up lied wbove tac elbow to aistend tie veins
and fecilitete venepuncture.

6. The ncedlc is inserted into the lumen of tae vein well up tow.rd
tac hub, & gauze spongs pluced bence tn the needle aub, .nd tue needle fiked in
place with adnesive (or scotcn clectric tape).

7. sttuch cdepter of intrcviaous sct to needle (first rid udupter of uir
bubbles) after removel of touraiquet, .nd wliow solution to flow in rupidliy until
10 to 15 cc. buve entercd. fote eny sivelling or iafiltrution wbout neudle Joint;
and if present, stop flow, reuove ncedlc wnd re-introduce in differcat vein
in the same or opposite foreurm.

8. Refer to attuched diugrum znd note munner in w.ich tubing is looped
on foreurn wnd taped so th.t these becowe "u purt of the foreuri."

9. The rate of flow is regulcted by tue fine udjustueat cluwmp so taut
solution enters at ¢ speed of about 53-60 drops per aminute; thus, tae entire
quantity of 2000 cc. will reyuire 8-10 hours for introduction.

General uedical Care During 5-Duy Intruveuous Drips- 1. Routine soup-
suds eaemu snould be given tie night before trewtment is begun, .nd whencver
indicated thereufter.

2. Dict may be of the routine werd variety, except on the first duy vaen
it should be liquid.

3, Patient should receive fluids between mesls, purticularly of the nigh
carbohydrate variety.

4. Patients should b confined to bed during tne entire treatuent course
and for 3 days post-treatment.

Dossge of Bismutn dth Intravenous Drip methods- L. & suspunsion of bis-
muth subsulicylate in oll is umployed.

2 Patécnt should receive 0.2 gm. bismuth cubsalicyle.te (pot 0.2 gm, of
bismuth metal™) iatrumusculerly as soon as the disg nosis of warly sypniiis is

. #* 0.2 gm, bissuth subsalicylute = 0.13 gm. bismuth metal,

-
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confirmed.
3. The second dose of 0.2 gm. shouid be given on the third duy of treat-

ment, the third dose of 0.2 gm. on the sixtn duy and 4 fourth dose of 0.2 gm. on
the ninth day before finel discharge.

TECHNIQUE OF 10-DAY wmULTIPLy InJECTION INTENSIVE ARSENOTHERAPY FOR

SYPHILIS

The recommended period of days of treatment for tie multiple injection
systen is ten, With this treataecnt system putieals need .ot be confined to bed;
but they must be treated in the nospitul and observed for ut least two dsys
after the last irijection of mapharsen. Routine ward diet muy be employed.

Two injections of mapharsen are given deily over a ten day period. Tae
injections are given in tae moraing and evening of eacn day seven to 1< hours
apart (preferably 12 hours). TDosage is governed roughly by weignt. Patients
weighing 50 to 70 kg. (110 to 154 pounds) should receive 0.05 gn. of mapnarsen
tvice daily for ten days., Patients weigaing, between 70 and 90 kgs (155 to 200
pounds should redeive 0.06 gm. of maphersen twice duily for ten days. The dosage
may be increased to 0.070 gm. in each injection for patients weighing over
90 kg. (200 pounds). Each dJose of mapharsen should be dissolved in from 8 to
10 cc, of distilled wuter. The solution snou.d be aerated and rupidly injected
promptly after preperation. In cuses where solutions are audc in bulk, iandi-
viduel doses shouid be given within at teast a two hour pr -iod ufter prepuration.
The intravenous route is used for injections. Thc need  should be inserted
vell into the lumen of & vein so that blood can be wit.urawn freely into tne
syringe.

On_the first, fourtn, eignth and twelfth days, 0.2 pm. of bismuth subga?i-

cylate in oil should be injected dee ly into alternate gluteul muscles.

REACTIONS FROM 5-10 DAY INTEWSIVE ARSENOTHERAPY 48D THEIR MaHAGE.qT

A. finor Reactions:- 1. Pain in the arm:— cold wet dressings, ice-bug,
aspirin; codeine if severec,

2. Nauses and vomiting:- give only fluids by mouth, and seda-
tion if necessary. 1f persistent, discontinue treatment temporarily, .y pive
57 or 107 dextrose solution alone intravenously.

.

#ild headache:~ aspirin or codeine usually pives prompt
relief. 1f heudache is severe, increusing and persistent, coasider this ag
possible prodrome of toxic encephaiopathy (see below).

4« Primary fever:- occurs on the first duy of treutment espec-

ially with intruvenous drip; if temperature goes above 101.4°F. discontinue
drip for the day. Next day drip may be reinsti tuted, practically always witaout
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recurrence of fever. Tois eurly [ever need not czuse omission of tne secoad
duily dose when multiple syringe aetanod is used,

Primury fever :is usually accompunied by intensification of tae sypnilitic
lesions (Herxheimer reuction), Syaptomtic treutmeut wuy be used, if necessury.

5. Secondury fever:i- Secondury rises of tegperature in excess
of 101%F, &t any time after the first duy of trestament arc en indice.tion for
intsrrupting therspy. tophurson should not be given pein until the temperu-
ture is normul. 1f fever recurs vaen treatammt is reinstituted, efforts at
intensivo arsenotherapy should be sbundoned entirely.

Secondary fever is occasionully associated with a nild toxi-
coderms, but not aecessarily so.

I7 the putient hus received at leust u total of 800 milligrams
(0.8 gms.) of mupharsen before the appearance of fever, inteasive arse.otnerapy
by any system should not be reinstituted. In tais cusc ail furtner argeaical
therapy may be anitted, but tae putient should receive a total of at leust 12
weekly intramuscular injections of bismmitha subsulicylate before all treatmeat
is stopped.

Symptomatic treatment for tnis re.ction muy be used, if necessary.

6. Toxicoders:i— usnally upocars ia the post-treatuent period,
on the seventh day, and is often accompenied by fever. Tue type is most cou-
monly morbilliform, scarlatiniforu, or urticarial, .nd there is no exfoliation.
Tois is not arsenical exfoliutive dersatitis, &ad is not u serious sensitizing
reaction. The rash usually fades ia 1-1/2 to 4 duss without therapy. Syapto-
matic treatument may be used, vhen ind*cated.

Since tais rewction does uct usually occur witn the intravenous
drip metnod until all treatment hus been comoleted, it nus no beuring on inter-
ruption of such treutment, When tae 10-duy multiple injection system is used,
the occurrence of tnis "ninth duy crytneas” is un indication for iaterrupting
treatment. This reaction may be ussociated (rurely) witn toxic encephulopatny
(see below), and continued tru.tment muy increuse this risk.

7. Rentl danuge:~ ususlly insignificuat, consisting of minor
traces of ulbumin, occusicnal red wnd wanite blood cclls. no trettuent io aceded.

Merked slbuminuriu or hem.turiu is o sigaul for discontinuing
treatment,

8. Periphorsl neuritis:- rarely encountered, wnd only in tae
post-treatument period. Usually munifested only by subjective syaptows s Dost

often puraestiesiass, Objective changes ure rare wad only sensory in type, never
motor.

9. Nitritoid remction:— rasely observed wata multiple injections
or witn the intravenous drip procedure, unless the rate of flow of the latter is
inordinately fast.
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B. Major Reactions:~ L. Severe headache:- especiully towards tine
4th or 5th day of treatment, the occurrence of severe, persistent and increasing
headache, not readily relieved by aspirin or codeine, shouid be viewed as of

therapy of at least 4 weeks (this rest period to be occupied with weekly bis-

muth injections), to place the patient on the standard 26 week treutment 1
schedule, the duration of which may be shortened to tne extent of the mapharsen

dosage before the reaction occurred (e.g., if the patient received a total

of 400 mgm, mapharsen before the reaction, 2000mgm. udditional should be given

by injections twice weekly with bismuth added as in the standard schedule).

2. Jaundice:- this is an wacommon complication and calls for
discontinuance of intensive arsenotherapy.

For treatment of the reaction, the patient muy be given intra-
venous 10% dextrose solution, higin carbohydrate-low fat diet, wnd injections
of liver extract therapeutically. Intestinal elimination should be encouraged
with saline cathartics,

3. Blood dyscrasias (especia urpura or bleeding from an
rt of the body):- rerely encountercd, but necessitate permanent discontinu-
ance of sall arsenotnerapy. Treatment usuully consists of blood transfusions.

4o Exfoliutive dermatitiss- rarely, if over, encountercd., Re-
quires permanent discontinuance of arsenotherapy. Symptomatic treatment, dextrose
solution intruvenously and injections of liver extract mnuy de uged.

5. Enccphaiops thy:~ may be manifested by severe heuducne, vertigo,
tremor, fever, unusually severe nausea and vomiting, sental confusion, disorien-
tation, and apatny; by single or repeated convulsive seizures, «nd by prolonged
chorea. 1In serious instunces hyperthermia usually supervenes and death meay
result. May occur on the 3rd to 5th day of treutment, or not until tne 6tha or
7th day, ravely thereafter. Often preceded by hewdache of increwsing scverity
{see above),

In mild cuses, the sugspicion of toxic encepinlopathy should be
checked by examivation of the spinal fluid for globulin or increagsed protuin,
If such tests arc positive, further treatment with arscnicul druge shouid be
abandoned. If the spinal flid is normul, treutment may be resumed if the
symntoms huve completely disappesred and thae temperature is normal.

Treatuent of tnis serious reaction is of uncertain value, Sug-
gested procedures include drainage of cerebrospinal fluid (20 to 40 ce.) in re-
peated taps daily; dehydration by use of intravenous 504 sucrose solution,
50 to 200 cc, Sedation is of value in all cases, lthere Syuptoms are mild, any
of the bartiturates may be used by mouth. 1f convulsions occur, sodium amytal
0.24 gm. (3-3/4 grains) may be given intravenously or intramusculurly (this dose
may be repeated every 2-3 hours for several doses if convulsions occur or tne
patient is restless) or 1 to 2 cc. of paraldehyde muy be slowly given intra- ‘
venously. Oxygen inhulations shourd also be given,
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N. Be- A new, secret coupound (code name Bal) may soon be
available for the treutment of serious urscuical poisoning., If the compouna
can be obtained, it should bewed accordin, to directions to be supplied in
every instance of encephulopatny, jaundic., exfoliative dermatitis, or otner
serious reaction.

POST-TREATMENT ROUTINE AFTAR 5-10 DaY INTENSIVE ARSENOTHRRAPY

(T0_BE CiLRRIED OUT BLFORi DISCHARGE FROm HOSPITAL)

1. Complete piysicul examin<tion.
2. Laboratory studies:--

a. STS, titered if possible.

b. Urine analysis (complete).

c. Complete blood count (hemoglobin, red blood cell and wnite
blood :ell count znd differential).

d. Other leboratory procedures (icteric index, serum bilirubin,
urobilinogen,NPN), wherc indicated.

QUTLINE OF PROPOSED 12-WEEK SCHMDULE OF MODIFIwD INTLHSIVE TRusTAENT

1. Patients to be treated with mepaursen three times weekly (sionday,
Rednesday and Friday; or Tuesduy, Trursde, znd Saturduy) at the following
dosage scales-

Less thaa 120 lbs. (55 kg.) 50 mg.
120-155 lbs. (55-70 kg.) 60 mg.
Greater then 155 ibs., 70 mg.

Treatment is to continue for 12 wecks or « total of 36 injectioas. Hospiteli-
zation is not necessury, and puticnts ar. to be treuted on "Guty stutus.®

2. Paticabs to recuive intruwusculur injections of vismutn subsulicylute

(0.2 gms., equivalunt to 0.13 g ool metullic bismuth) oncu wedlkly tarougnout
the course of mupnzrsen treatuent, to a totul of 12 injcctions.

FOLLOW-UP OBSERVATION afTEI ALL @ETHODS OF INTENSIVE aRSEJOTHERAPY

1. Patient should h. re-caemined st montuly intervels for .. period of
six months, or longer if possible.

2+ PRe-exaninution should include o compl.te paysical eatuinetion with
speciul attecation to the mucous wmembrenes of the mouth wnd thro.t, tac genituls
and the peri-snul region for vusily overlooked .vidunces of infuctious Trelupsu,

3. an ST53, prefcrubly titer.d, should b. p.rform.d mon tnly for six amontns,
and taen at the 9th and L2th monta. (The STS usuLliy bucomes negibive Gt tne

L
NAS 0002284



- ¢

12th - 16th weck ¢ fter toe stort of trestmont),

Lo  Exuminelion of tue opin.l fluid ¢ nound bu donc, if feusible, sometime
between the 6th and IZtn nontn; the Sypaitic Register shourd wot be closed
vithout at least one complete necutive criuainction of the spinul fluid,

5. Patient snould not reccive any furtbher aatisyoaititic taerapy, uxcupt
as specifically sct Sorth under Manacgeneat of the unge bigtuc Ltory cuse.

adaGhiabsT OF THi UNSLTISYACTORY CLSE

1. & cusc aust be considerdd uo unsatisfactory, i.c., « treutacut failur.,
if
. There is wfinite objective uvvidence of infectious relupse,
corrovorated by « positive STS wnd if Josoible by positive durkficld examainetion.

b. There is incontrovertible evidence of gerologic rolupse
without clinical relepse, iece, tae puticat's 8T nus dro o b0 negative or
near negutive wnd taen to pursistently strongly positive ztnis is best inter-
pretud by titered STS).

Ce Ouroresivtence, i.oc., vaere bie 5T aws n.v.r reverted to
negative but reacias persis tentiy positive ( peeferubly determined by a constunt
titer of quantitutive tests) for a 6 aontns! perioG Wfter tres tment,

i Y

2. & puticat who ans become clinicully cured wad seroloidcully neputive
and remeined so until the L2 moath of obscrvatian, :ad in waom Lae eplnel fluid
ic negutive, muy be discacrged froam opscrvibion ws "satisfuctory rosutt,®
und the Sypnilis Register closed. Should such o pernca roturn ot o liter dute |
with « new durkficld positive perile lesion, tais wuy be consiuercd s . xoew relapse |
inbectioe und tne pitient may be rebrected in tie originel menncer, |

3. Tae unsatisfuctory cuve (infectiougs relupss, nerologic relupse, sero- |
resistance), -wad tn: aew infection (us sel fortn in raprupn 2 Lbove) muy ve
retreuted by intensive arseno theripy ot tae discretion of the medical officer,
except in tne event of serious rewction from the ovigin.l tru:tment.

4« The results of intensive retrectament of th. unsutisfi.ctory cuse hove
not been fully eve lu. tud, but wppeur to be lusy s.tisfue tory Lnca origiual
troutment.,
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NATIONAL RESEARCH COUNCIL TF
/' Division of iiedical Sciences

4 Acting for the V@ 17(/3 e

— COMMITTEE ON MEDICAL RESEARCH/IA

— of the —
0ffice of Scientific Research and Development

NOT FUR PURLICATION SUBCOMI{ITTEE ON VENEREAL DISEASES

SiThui PERZISSION OF of the ,‘
“ATIINAL RESEARCH COUNCED COIZMITTEE ON MEDICINE

Mimtes of a Conforence on Human Experimentation in Gonokrhes ey,
Held under the Auspices of thc Subcommittce on Vencreal Digeams6sd.; 195,00
Harch 12, 1943. G 4D
INQDY .~
On March 12, 1943, therc was held et the National Rescarch Council,

Washington, D.C., undcr the auspices of the Subcomnittcc on Venorcal Discascs, a
conforenco on the subjuct of the chemical prophylaxis of gonorrhca in humon vol-
unteers. Present were the following:-

From the Subcomnittee on Vencrcal Disvasess Dr. J. E. uoore, Chairman,
and Dr. Oscar Cox.

From the Nationcl Roscarch Council - Comaittee on iiedical Researchs:-
Doctors Lewis H. Weod, 4. N, Richards, E. C. kndrus, W. C. Davison, T. R. Forbes,
R. G, Harrison, G, II. Gucst, uwnd Joseph Ferrebee.

From tho U. S. Army: Lt. Cols. T. B. Turner end R. G. Prentiss, Jr.;
ajs We 4o Brumficld.

From the U. S. Navy: Cupt. W, V/. Hell, Lt, Cudr. W. H. Schwartz, Lt.
J. F. &ronts.

Fron the U. S, Public Health Survice: Drs. R. . Vonderlehr and Horry
Engle.

From the Office of Scientific Reseerch and Developacnts ilr. J. B,
Donovan.

Fron the Federal Bureru of Prisons: ur. J. B. Bunnett, Dircctor, cnd
Dr, ilarion R. King (U.S.PH.S.)
Investigrtorss Drs. C. il. Curpenter, :1fred Cohn, «nd C.Phillip Hiller.
From the New York City Herlth Depertament: Dr. E. L. Stebbins s Coumission-
cr.
Froa the Roycl iuwny iledicel Corps: Lt, Col. i. J. King (London)
From the Food and Drug ndainistration: br. H. O, Calvery.

The Cheirunn briefly reviewed the progress of negotictions with CuiR- |
OSRD looking toward hwann exp.riumentction in the chenic:.l prophylixis of ginorrhea, |

|,l,y¢ MB_/Q’
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He reported that he had been direeted by Dr. Vonnever Bush wnd Dr. A. N. Richcrds .
to investigate the feasibility of corrying out such cxkpurimentition in Federsl

prisons rcth.r thun in Stote institutions; :nd thit cecordingly he, the Che.irnwn,

hod discussed the situation with .ir. Jaaes V. Bunnctt, Dircetor of th. Federcl Bu-
recu of Prisons. This discussion rusulted in a lotter from [ir. Bunnctt to the
Cheirmen, w8 followss--

Fobruery 26, 1943. ‘
"Dr. J. E. sloore, Chiiracn

Subcomnittee on Vencredl Discis.s
804 tiedicel Arts Building
Bultimore, litryloend.
|
\
|
\

1ly dear Dr. iloorc:

Following thc discussion we hied in this office reletive
to the fuasibility of undertuking :. proposcd ruscerch projuct pert:ining
to the use of Federcd prisoncrs on a voluntury busis as subjucts in &
study of prevention, .iode of infuction, «nd cure of gonorrhen, I discussed
the plen with the attorney Generzl.

The Dupartuent is sympothetic touward the project, especial-
1y since it is understood that studius of this nature will be of greet help
in promoting the eff.ctivencss of the arued scrvices. e shcll, thercefore,
be glad to discuss the fcasibility of this projcet with you or your coumi:tittee
further on the understonding that we do not fuel we should, in s.curing vol-
untcers, indicuto that cowautation of scntence or « pardon for any Federcl
prisoncr will bc given as a rewerd for participating in the projuct. v
cannot obligate the Govermient in any iinner insofar as reduction of sen-
tence for thosc who volunteer is concernud. It is believed, houever, that
the U. 8. Bowurd of Porole would be willing to give cich subjuct vho parti-
ciprtvs in the projuct due credit «nd consider:tion for his willingness to
surve his country in this .v.nur when he becones eligible for p:.role con-
sidcration in the usucl .vnner.

It is n1lso uy understinding th' t it will be possible to
grrnt cach prisoncr who purticipates in the project sc.ue wonetary consid-
vrotion to coupenscte hin for loss of his uirning cepneity vhile engo.ged
on the project. ‘ly understinding is th: t gr-nting cech subject an :uicunt
of approxinctely 13100 +nd providing hia with tdequite insurence for any
possible periinent disibility ¢re wlso funsible.

I think, too, that in order to protcct the gercrel ..oralc
of the scveral institutions, it would be well to curry out the study on o
strictly scer.t - nd nilitary bsis for ot lewst the tiuac being.,

I h ve been governed in ay fovorible representotion of the
plen to the Attornuy Gener:1 by the fret thet the proj.ct scuus genuinely
prouising t. the Surge ns Genersl of the Ary, Novy, 'nd Public Ho 1tih Lor-
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"vice, I cn cdvised thot the tuchnicecl capects .f the problon do not tppoor
too difficult and thet the acjor problun eppucrs to invelve adainistretive
uctiers roleting to the sclucticn of the subjects wnd the orgonization of
the staff. It wight by, therefire, thet we shill need o crll upon the
OSRD for supplouentory persomnsl to cssist us in this uctter.

I sh uld be very glod +. discuss the whole uattor with your o u-
uittee further if y u think the projcct sh uld be undertcken in vicw of
the prineiples I hove .utlined ©s governing ur part in the Prugriiie

With kind pursoncl regords,
Sincercly y urs,

S/ J:ues V. Bunnett, Dirccter,
Federsl Burcou f Pris ns ®

The Choiracn then brought 4. the cttention of the ¢ nforcnce the .en-
srendun of & conversati h of ilerch 5, 1943, between hiuself cnd Dr. a. No Richords,
the )8t juportcnt peint of which was thot Dr. Bush desired that, if possible,
"orrengenents for these expuriuents sh uld be ide between the Office ,f Scientif-
ic Resenrch and Developmont ond the Deprrtucnt of Justice rathor thin with univer-
sities," ond suggested thot the Public Heclth Service cssuue resp nsibility for the
cntire investigation. This wecuorandun led t  further currespundence  betwesn
the Cheirman and Dr. Th:ucs Parran, s followss-

"Surgecn General Th-uss Porran
U. 5, Public Henlth Scrvice
Bethesda Stuti.n, .id. li.rch 8,1943.

Thr ugh assistont Surgem Generzl K. o. V nderlehr

Sir:

after detailed diplountic negoti:sticons with aeny gevernacntal
ngencics, the pr.pssels for c atroet for huuen experiuientiti n in the
chaeaicel prophylixis of ¢ norrhea huve been approved in principle by Dr.
V-nnevar Bush, Dirvctor of the Office of Secientific Rusenrch :nd Develop-
nente  In conversati.n with Dr. Richords, Cheirram, Couadtice n idedical
Resenrch, Dr. Bush had cxpressed the wish thet the arrongoaents for these
oxperiients vhich, incidentelly, wre prebobly to be liaited to inntes . £
Federal pris ns, sh uld be aade directly butwecn OSRD tnd the Departucnt
f Justice ruther then with universitics as c nirceting agencics. then
Dr. Richerds uenti ned this peint t. .e » I ande the suggesti n thet pur-
haps it i/.uld be p ssiblc £.r OSRD t .<cke the errengeuents for the cnrry-
ing out of theso experinents direetly with the U. S. Public HJeldth Scervice,
since this is the sgency responsible for the .edicil eire «f insvtes of
Federel pris ns.

Prelisinary c.nverscti.ns with Dr, V. nderlehr had indicited the
probable iiapossibility »f :ssigning + these studies . fficers clready con-

.
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"nissloned in the U, S. Public Health Scurvice, for the double r.ascn that
it might bo difficult to obtcin wedicel and beetericlogic personnel suf-
ficicntly exporicnced, or if such persons were alruedy cvailcble, it might .
bo difficult to detoch thum fron their present cssignmonts to such studies.
I thon suggested to Dr. Richards that perhops the Putlic Heolth Service
might bo willing teaporarily to comaission curtain physicicns drawn from
the responsible investigetors who huve made propostls for cuntroct, or
from their staffs, and to employ on a tewporary cxcepted Civil Service
status tho necesscry technicol cssistonce. Dr, Richords replied that if ‘e
this ¢ uld bu dvne tho funds whorowith to fincnece it would probebly be
trensferred from OSRD to the Public Heclth Survice diroct.

Yesterdny, Sundey Merch 7, I discussed this untter briefly sver
the teleph ‘ne with Dr. Porrcn whose initicl rercti n wos unfavorable.
It is bolieved, however, thet this suggesti n will crme up for further
discussin at o c.nference vhich, in view of Dr. Bush's epproval in
principle »f the experiment, will be crranged zt the Nati.ncl Reseurch
C uncil et 10200 sLal. :n Friduy, Uarch 19. The purpose of this ¢ nfer-
ence will be t. draw up the exact .utlines of the uxperiuent, both from
odninistrative and aedical puints of view, and to deteraine cos cccurately
s possible its cist. The c.nfercnce will include ruprescntetives of the
Comaitteo on iledicel Ruescarch, the U. S, Aruy, Nevy, and Public Heelth Sor-
vice, the Fedural Bureau of Pris ns, the Subcoiniittee .n Venereel Diseasus,
Neti ncl Research Cuncil; and the urigintl proposcrs ..f contracts, Dr.
C. Pnillip iiille.r, University »f Chicogi, Dr. C. . Cerpenter, University
f Rochester, wnd Dr. .lfred C.hn, Hew York City Health Deportment. Both
Dr. Parran cnd Dr. V'nderlehr will rcceive £.raal invitations t. this ¢ n-
ference fr.a Dr. tlued, Chairacn of the Divisin of iedicel Sciences, Na-
timul Rescorch C uncil. It is .arnestly hoped thet both Dre Parren wnd
Dr. Vondorlehr will be cble te attond, «nd that the suggesti n for teking
Jver the experiaent by the Public Heolth Scrvice, perhaps in the 1armner
briefly cutlined above, .icy be further explored.
4

Roespuctfully,

S/ J. E. Hoore, 1i.D., Chuiman,
Subcvaaittee n Vonercel Disewses.'

UNITED STATES
PUBLIC HELLTH SERVICE

Weshington

werch 11, 1943
"Docr Ductor ilorres

) Reforence is atde t y ur Lutt r .f jierch 8 ¢ neerning the f.rth-
c-iing ¢ nferecnce at the Netionnl Rescarch Couneil -n lureh 19th.
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" I hovo attenpted to stote the positi n of the Public Huclth Sor—
. vice in rospcet to aduinistreti- n of the pr.p:sed studies in a uwaor-
andun t> Dr. R. L. Vondorlchr, which is attiched."

Sincerciy y urs,

S/ Th azs Purron
Surgeon Genersl

lfexrch 11, 1943
WIEMORANDUN
Tus Dr. Re hoe, V:nderlchr
Fr a: Dr. Th-us Parran

Subjuct: Lottur .£ Uarch 8 from Dr. -J. E. kicore

It is the genersl pulicy of the Public Honlth Scrvice not to seck
funds froa the Couxaittee n liodiccl Regetrch 0SRD for the support of rc-
secrch activities of the’ Public Heclth Service. liiner ‘excepti ns .y
heve buon lede t: the generid rule but in « nuwber .f discussi ns with
the Burcea »f the Budget the genercl plicy steted hos beenm cgreed upon.

If 1t is nucessary for the Public Heeclth Service to undertake
added rescerch activitios related ¢, the wor, cither .n its own in-
itiative or .n roquest of the iray >r Navy, supplouentel or deficicncy
eppropricti ns cre requested, -if such studios connot be earricd out
with oveilable funds.

In vicw of the substonticl funds being expended by y ur divi-
sivn for rescarch in the vencrecl disecses, we w.uld n.t ho Justified
in csking for o gront for the preposed studlies fr.a the OSRD.

It w.uld scen iore desirable for the OSRD tu entcr into & con-
trcet with the Dopertuent of Justice. Dr. ldvore's stoteucnt is not
technically corroct when he says that the Public Huclth Service "is
the agoncy respensible for the uedicol care of imantes of Fuderal
Prisons, " Uodical officers of the Public Hurlth Service aro assigned
for duty with tho Bureau of Prisums, are cdainistratively under the
Jurisdiction and ¢ ntrol of that Burcau ond the cost of their salaries
is pcid by reiubursenrent of Public Hezolth Service funds. The Publie
Health Survice ¢ ntinues t. hove the responsibility wnly for the pro-
fossicnnl coupotonce of the persomnel znd the stonderds of profos- |
si.nal core in ths pris.ns.” |

A genercl discussi.m ensued.,
dr, Bunnett, Direct r of tho Federzl Burowu f Pris ns, stotod that

froa the stondpuint of his Burcou 1% w uld be perticulerly dusircble t c.ncontrate
all of this exporducntati n at no institutin in Torre Hecute, Indicna, t. which

-
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volunteors obtained fr.a other institutions c¢.uld be teaporarily trensferred for the
duratisn of the cxporiuent. The trevel uxpense invelved in this trensfor vould ho
borne by the Fodercl Burocu ..f Pris.ns. It wes t.greed that the prelicinery screen-
ing of v-luntcors froa buth cdninistrative enc aediced stondjyoints w uld be earricd
b by the Federzl Burecu of Pris.ns; thut t.eceptible voluntoers should full with-
in the cge group 21 to 45; =nd that oxcluded frow the cxperiacnt should be those
pris.nors eligible for purole within six - nths, th.se surving very long toras, cnd
certein seri-us <ffenders, and those sufforing frea sexri us ciscrse, physicel or
acntal, including h usscxuels.

Tho quusti.n wos discussed of reward to voluntcers. .r< Bunnott folt
thct o cosh crodit, probebly of $100. por vclunteer, shiuld be given, in ot to
stlimleto voluntcers, and im port retuzlly to coupunszte the veluntuer for loss of
inc.ue for tine spent wway frou work. ilr. Bumnett further stcted that the Federsl
Burctu of Prisons wes propered te restore for v luntoers' l.st "go.d tiem, i.c.,

a pris nor vhose beheviir is cxeellent thr.ughout the peried of his incarcurction,
is dischorged at tho expirctiun of two-thirds f his sentuvnce. Infroctions of
pris'm ciscipline, however, ~re Lunished by o 1luss -f this "go.C tise", .nd repected
infractions .oy result in the Liss £ all of it, requiring o pris.ucr te serve wt
the entire sentonece iii)-sed by the Curt. It is this lust "g..¢ tise" which will |
be restored t. volunteers. In additi.n, v:luntvers will o favorsbly recuuionded
t. the Federal Porole Boord.

H

lire Bonnett pointed .ut tact the ¢ Lperati n of the rusp.nsible investi-
getor in bteining ond screening voluantoors at the suversl Fedorel institutions
will be essential. The uppeul t. pris nurs 4. v.lunteor will be ..ade proaptly by }
the resp nsible investigotor or his representitive, ond by the officicls of the
Federcl Burezu of Pris ns, inclucing ;x.rticularly the woerdens :nd the :ediccl of-
ficors of tho U. S. Public Hezlth Sorvice «ssigned t., these vris ns. .8 o result
of this phose of the Jiscussicn it weg Jecided thet o teea viiuld be nocessory, |
¢ aposed £ a full tiae whysiciin, o full tine bheetericlogist, -nd o clerk, to |
travel iong the verious Federal institutions to c. wpert.te with the Federal Burenu |
£ Prisons in the obtaining and .edicul screcning of v luntours who, after selee~ |
tion at tho sev.ral Fediral instituti.ns, will then be trensferred . Turre Heute
f~r the finel experiizient. It wes ngroud Wt frou the stend, . int of the resp nsible
investigator this preliuinsry screoning oh uld follow the ;r.cedure - utlined in
Secti n I, of Exhibit "B" .f the "Pr. posud Plan £ Pr.cecure" in the study of
choadeel prophylexis aw ng hunan v.luntoers o ng ;risvn inictes, vhich was o)yonded
to the ilinutos of the Deccabor 29,1942, Cinfur.nce on Huann Experincentation, held
uncor the auspices of tho Subcv.tittee on Venercal Discases. One auunduent wes
ide in this outline .f vrvcedure, this auenduent being in peragra;h I3e, vhich
was tilended to read as followss-

"That at letet two nogetive cultures of urine scdiliont obteined by void-
ing oftor uassage of the urethra ond vrostote, thuse culturcs t. bu obirined ot
throo-deoy intorvels.®

Tho quusti.n w.s redsed o8 t. tho aveiiebility of fever thorany in the evont
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+f sulfon:ulde resistent subjucts. Dr. King reported thet fover cobinets wore aveil-
able at tho Fodural pris.n at Springficld tnc, if nccessary, .ne of thosc cabincts
c.uld be .i.ved tv Torre Haute.

The discussi.n then turned on tho .znner in which the experiuonts wore
t: be carried wut, in view of Dr. Bush's wish thot the ontire experinent be hand-
led, if ;.0ssible, through tho U. S. Puhlic Hoolth Service. Dr. Vunderlohr reported
that this wus entirely foasible; that the Pubilic Health Service wes preperod to
dovote fron $50,000 to $75,000 of its own funds to this wrpose, Ho 2lso ruported
thr.t ersomnel drawn frou the reguler Corps of the U. S. Public Heclth Service
wis not availeble, since all of those with adequete training were @11 engnged on
vqually inportent work. He stated, however, thet it would be jjossible for the U.S.
Public Haalth Service to oppoint rospynsible investigators as cunsultunts to the
U. S. Public Henlth Sorvice and to cowaission with teny,.rery renk one or more full
tine uedical officers for the actuul prosccution of this work. It w.uld also be
2ossible with Public Heclth Service funds to aiploy «m o teuporary cccepted Civil
Service status bucteriologists and clerks.

This arrcngenent apnoors teuporarily to remove the necessity for OSRD
funds on contracts, There reusins the possibility that if the funds at the dis-
posal of the Public Hezlth Scrvice ere not adequate for the cinpleti n of the ex-
verduent, particularly with regpect to coaxpensation of v.lunteers » OSRD funds nay
e obtained for this jurpese, end this questli.n will Le subsequently raised if neces-
sary. :

In view of the willingness of the Public Health Scrvice to assuue resy.on-
8ibility for the entire experinent, the roletionshi; to the experiient of those
vhysicions who have already imde eyplicaticn f£ur OSRD c.ontrcet for this ourpose,
noely Doctors iiiller, Carpenter, and Cohn, is saucwhat altored by virtue of the
geogra,hicel necessitics of the situation, It scons desiruble that the work at
Terre Houte be carefully supcrvised froa clinical and bacteriologic. stundpoints by
coapetent porsons who can ke frequent visits to the instituticns, Those investi-
gators nost closuly geogra;hically situsted to Terre Houte cre Drs.C. Phillip ifiller
and Russell Herrold, hoth' of Chicugo. Dr. liiller felt that it would be 1ossible
for hin to go to Terre Houte for one or twe duys o week, and Dr. Herrald, who wase
not present ot the neeting tut who was couunicated with by lung distance telephone,
also expressed his willingness to serve as o consultzat as often as once weekly, if
necessory.

In order to retain the coupurzti n of those previ.usly intercsted in the
problen and to Lroaden the seientific responsibility for the work, Dr. Vonderlehr
suggestod and the c.nference agroed that con aGvisopy Cuiriittee t . the Public Hoalth
Survice bo appeinted, ¢ uposed £ J. E. .iorc 8 Cheiruun, tnd the following hysi-
ciansgy ‘Dr. C. Philll; ililler, Dr. Russcll Herrolc, Dr, Oscar C.x, Dr, C. Li. Car—
isnter, un Dr. Harry Ecgle. Suggestions were then uade for ¥y ung hysicions vwho
uight be givon tenpurary cuuissi.ns in the Public Health Service for the actual
corrying out of the detailod work. Dr. «1124t0 G. Beadenkopf, now resicent phy-
sicizn in iicdicine ot the University of Chicago » 1is luiediately aveilable, It
ves agreed thet Dre Vondorlehr would forwerd t, Dr. liller the ¢plienti n blenks for
Dr. Bendenkopf to cuply for o touporary c.miission vhich cin yrobubly %o arranged
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within the next two wecks. It was furthor cgrced that, as socn as cuuiissi.ned,
Dr. Boadenkopf would bu ordered t» active Jduty and, pending the orgenizaticn of
the oxporlaent ot Terre Haute, would be stationed for clinicel cxpurionce in the
clinics of Doctors Russell Herrold or Oscar Cox, or both, It was then tentotive-
1y agreed that Dr. Beadenkopf wiuld be assigned to the cxperiuont at Torre Houte.

In view of the necessity for nedicel screening of volunteers ot insti-
tutions othor than Turre Haute, it was clso agreed that a second full tine physi-
cian w uld bo desirable. Fen this josition wos suggested the neue of Dr. Robert
Hestphal, now euployed in the New Y.rk Stote Departacnt of Health, Dr, Westphal
is can W.P.H. fria the J.hns Hopkins School of Hygicne, has hod pris n exporicnce
in New Y. rk Stcote, and has had two years! experience in the field .f g norrhea.
Dre V nderlchr agreed t. approcch Dr. E. S. Godfrey, Couuissi nor of Health of
New Y rk State, to ask for the teuporary loca of Dr. Westihel to this yraoject. If
Dr. Godfroy is willing to rolcase Dr. liostphel, Dr. li:.re is to cyprouch hin with
the definite offer of the ,.08iti.n.

In the cvent of the unavoilability .f Dr. Westphel, Dre Cerpunter sug-
gosted the naie of Dr. J hn iicaver, now ¢iipl yud in the Glyn C unty Guorgia Health
Departacnt. Sh uld meithor Ur, Hestphal nur Dr. Weaver b available, Drs. iivire
anc. Engle agrced t: survey the noics of vers ns wh. have ¢.i.loted the U.P.H. course
in venereal discase c.ntrul ct the J. hns H 2kins Schovl f Hygicvne to sse if other
sultable candidates c.uld le obtained therofroa,

a8 to bacterislogic technicions it .cs agreed thet a.'ng the several
vorsons present Drs. Carponter, Cox, ililler, ond il.ore w.uld survey the possibil-
itios of relensing tw: tochniciuns frou their owm laboratories or of obteining
cdditi nal tochnicians wh.: ight bu treined in Dr. idller's leboratory.

It wos finnlly z2greed that the tentative set up would consist of 2 tean
&t Torre Heute tu Lo ¢ uposed of Dr. Beadenkopf, a hectoriologist, wnd o clerk; and
that the itincront tecs to  travel wang Federal institutiing for the seloction
and scroening of v.lunteers  w-uld likowise c nsist of a ;hysicicn, if ;ossible
Dr. Vostphel, c bacteriolugist, ond a clerk.

It was greed thot 1t weuld be dosirable at tho cutset of the «f the
actusl inoculatism exj.riionts in Toerre Haute for a scnior ¢ nsultant t. he in
residence for a miniaw: of 10 to 14 days in order to get the exiurinent woll started,
Either Dr. Cox or Dr. Carpuntor caulc go t: Toerre Houto for this jurpose, o8 clso
could probably Dr, Liller.

It wus £inclly agreoed that at the oarlicst »288ible . uent ond as s.on
a8 the two rosicent Lhysiciens c.uld b Gefinitely sccurcd, a conferonce w uld ho
hold in Torre Haute undor the Joint cuspicos of tho Public Heelth Survice end the
Fedoral Burcau :f Prisins tu which would be invited the idvisory Cuii.ittee to the
Public Health Scrvice namied above, the twe resicont Jhysicicns, Drs. V nderlohr ond
King of tho Public H.clth Sorvice, &nd ropresentitives .f the U. S, aray end Nevy.
This ¢ 'nfurvnce will arrcnge the final proctical cetuils of the work.
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at vari us points during the goncral cunversations thoere was held o

Jrolonged discussi n of insurance. Dr. V.nderlehr reported thot the Public Holth
Service ¢ uld pr:bably not obtain liability insurance for itself or fur the per-
£ 48 vctually ongiged in perforuing tho experinents. Dr. Richurds cgreed to ox-
»lore furthor with OSRD othor avenuos through which such insurcnce .ight be ob-
tained. The questi.m clso arise of insurince for the viluntoers and Dr. i.sre
wes directed to consult with Lloyds of London and with the U, S, Veturcns' Aduin-
istratin in order t. detoruine if such insurcnce could be obtained.

Finnlly there ensued a discussi n as t. the type of exporiients t: be
underteken.  Since the .enoranda of Deceuber 29 were prepored, it cppuars loss de-
sirable tu invostigote the prophyluctic offect of the oral sulf.ncuices than wes
then the case; ond .ore desirable to invustigote the efficacy of luenl yrophylactic
agonts. It was br.ught out that the iost rouising single ngont wes ct the i uent
on arsenical drug. Dr. Eagle re,orted un the studies s, for avzileble cn such ar—
seniczl drugs to the offoct thet a reprosentative cuide-substituted crsenoxide in
o ¢'ncentrotl noof 13500 in propylene glycol will prevent sy hilis in exporiental
aniuals locelly applicd four h urs after inoculatisn; that this rarticular pro-
cuct had o .derately good in vitro g nocoaidel activity, cnd thot its activity
against the virus of 1yi hogramuloua, while under study, is not os yet definitely
knom. So far there is apparently n. corelation auong arscnicels butween spiro-
cheticidal, gomococeidal, and viricidal activity. Dr, Eagle alsy ruported that at
the .: uont o jhensxy-ocotanide derivative has aperontly the bust over-cll activity
ogrinst those three infections, and thet ultiuctely it ey vrove t. be the drug
f choice. Unfurtunctely, relininary exporiucnts indiccte thet an arsenicol crug
hes n activity egeinst chaneroid.

Dr. Ecgle clso reported thet further w.ay swrried .ut by hiuself cmd
Ly Dr. Carpenter had shown that certuin penetrints ~ 3e88 buth spirocheticidal
end gonococeidal activity, but that unfortunately Dr. Celvery hud detcrained thet
those with the grentest activity in these two respects werc also the uost toxic
locally.

In suiiery of the work at jresont cveilable, Dr. Enrle stuted that the
preperciion for ultisate clinicel trial sh uld probebly be o steble arsenicel
crug in an esthetically pleasing ointaunt hase which will not reduce its cctivity,
with or without « sulfonondde ( if arsenmic jroves t. e of n wilue cgainst chone
creid) and with or with ut o detergent, depending on the over-ell activity of the
detergent itself ur the acti.n of the detergent in ,rouvting ur decrocsing the ce-
tivity of the Crugs., In viuw of the work in progress Ly acny other investigators,
along these severcl 1lines, it wos wlso indiceted that it w uld Jrobubly be five ur
8ix .1 nths bufors such final prepurction w.uld be aveilable for clinical trial.

In spite of this, hewever, ond t :id in the develojuent of such a final
vreperation, it wes ngreed that huaen experiuenteti n sh ulc begin ii.cdiately olong
three lines:-
First, t. deteruine the pro hylectic activity of a sulf ncaide ointuent; |
Second, t deteruine the [ r. hylretic activity of an arsenicel ointuont
(studios un the local toxleity of wvhich rro now uncder way);
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Third, t, dotueruine the jro hylectic cetivity of o representetive de-
torgont. 4 ’
then these three studics have Yeen cuigleted in an, togother with the
siultoncous leborctory investigotiong now under way on 21l of thea, it will be
pussible to develup the fiurth éné finel experiient, in vhich the c.ubinatiovn of
these sevural fuet.rs cun be studied.

An ostiunte wus .nde of the totel nuaber of v. lunteers, c.nsidering the
nocossity for prelininery study of the aintixl infoctive duse. It ves felt that
probebly o total of 250 - 300 volunteers w.uld be ussontiul.

4t 5300 P.ll, the ¢ nfercnce adjurned.

NOT ¥OR PUBLICATION
WITHOUT PERMISSION OF
HATIONAL RESEARCH COUNCIL
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r
NAS 0002295



v i R
NOT FOR PUBLICATION -
WITHOUT PERNISSION OF M@J
NATIONAL RESEARCH COUNCID

‘ 1L NUTES .OF A CONFERERCE ON BIOLOGIC FALSE POSITIVE
SEROLOGIC TESTS FOR SYPHILIS
Held under the auspices of
the
SUBCOMMITTEE ON VENEREAL DISEASES- NATIONAL RESEARCH COUNCIL
in
Washington, D.C. January 26, 1943.

Present:

From the Subcommittee on Venereal Diseases, Dr. J. E. Moore, Chairman,
and Dr. J. F. Muhonsy;

From the U. S. Public Heulth Service, Dr. Harry Eagle;

The following OSRD contract holders: Doctors Dan Moore, Columbia
University, Elvin A. Kabat, Columbia University, Bernard Davis,
Neurological Institute, Doctors Hans Neurath and Joseph W.
Beard, Duke University; and Dr. Herbert Lund, Cleveland City Hosp.

The following interested persons: Major Charles Rein, U. S. Amy,

Mr. Ad Harris, Venereal Disease Research Laboratory, Stapleton,
N.f., Dr. W. C. Davison, National Research Council

Report by Major Rein:

Of 100 patients inoculated with wvaccinia, 35 per cent were found to give biolog-

ic false positive tests for syphilis. MNost of the false results fell into the doubt~-

ful category, the highest titer observed being a serum titer of 4 (16 Xahn units).

Without exception, the tests became positive within 12 to 15 days after inoculation,

and the time required for eventual reversal to negative depended on the height of

the faloe reactivity. The Wassermann in this group was the least affected of the six |

tests used ( Kline diagnostic, Kline exclusion, Kolmer flocculation, Kolmer Wasser- |

mann, Maszini, and Boerner); and the Mazzini and Kline exclusion tests gave the °

highest incidence of false reactions.
|
|
|

Of 50 casea of virus pneumonia, 25 per cent gave a false positive or doubtful
test for syphilis, most frequently in the doubtful category. As in the case of vac-
cinia, these false reactions appeared 12 to 1, days after the onset, and were accom-
panied by a reversal in the A/G ratio. The virus complement fixation reaction
was also positive in every case giving a false positive test for syphilis.

Of 85 patients with Weil's disease, 45 per cent gave false positive tests for
syphilis,

I
Major Rein also made a preliminary report on a method which may possibly permit ‘
the differentiation of syphilitic sera from those giving biologic false positive re-
actions. That method is based on the observation that syphilitic sera which give
a negative flocculation test, if tested us fresh unheated sarum, gradually become
positive on aging. Moreover, if fresh human serum is added to syphilitic sera pre-
viously "activated" ky heating at 56° for ten mimites, the flocculation tests again
become negative. This inhibition apparently does not affect tge reactivity of sera
giving biologic false positive tosts. In the actual procedure90.3 c.c. of the
gerur in question are added 0.15 c.c. of (a) fresh normal serim, and (b) heated
l
l

: .nomnl serum. Syphilitic sera give a negutive reaction in tube "A" and & positive

NCT FOR PUBLICATION
WITHOUT PZR*15510N OF
MATIONAL RESEARCH COUNCIL J
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reaction in tube "b"; while hiologic fal ‘e positive uera resct rositively in both.
Report of Doctor Beard (Electrcphoretic Svudies):-

Syphilitic sera con%ain on the averuge smuller waounts of the alpha globulin
and elbunin fractions, mors <f ! 2ama ylobulin irTaction, and give a lower A/G
ratio than do normal sera. frticyouililta: ires . ment had no demonstrable effect on
these serum changes. Scra givine "ao'uZic fulse vositive tests were intermediate |
batween syphilitic and normal sors with verp:ct to clhanges in the electrophoretic |
pattern. Finally, in ceses of knein 373415115 there was no correlation between the |
amount of gamaa globulin in the scrum und the tiler of the serologic test for syph-
ilis (Wassermann, Kuhn, Kljine).

Report of Doctor Neurath:

Doctor Neurath has found thut syphilis reagin is precipitated by 1.9 molar am-
monium sulfate at 4%, In one of iwo sera presumably giving biologic false positive
teats for syphilis, all the reactive meterial was precipituted at 1.3 molar concen-
tration. Further work will be necessary to establish whether this is a regular phe- |
nomenon, permitting differentiation. |

feport of Doctor Davis: 4

On electrophoretic fractionation of syphilitic serum the serologically most
active fraction of the serum protein was found to lie between the beta und gamna
gloulin fractions, with some slight activity in the beta, and with the "slow"
gampe fraction more active then the "fast® gamma. The geuma globulin was more anti-
complementary than the other fractions, und that anticouplementary activity was in-
hibited by the addition of beta globulin or albumin. In the ultracentrifuge the
reagin, in solutions of gumus globulin or of whole serum, sedimented faster than the
rest of the serun protein, suggesting a molecular welght, perhups as high as 900,000.
Per unit solid, euglobulin contained more reagin then pseudoglobulin.,

ieport of Doctor Lund:-

The serum of normul, and presumably nonsyphilitic, Negroes contains larger
amounts of & normal reagin-like factor than does the rerum of white individuals;
but even in the latter group approximately 50 per cent of the sera tested gave pos-
itive tests in high Serumsantigen ratios, using Kline exclusion antigen.

Outdine of Future Work

The consensus of those precent wus that:

(1) It must be demonstrated that the Lund technic actually demonstrates
a reagin-like factor affecting all the antigens used in flocculation tests for syph-
ilis, and not a factor which uniquely flocculates Kiine exclusion antigen. In the
former case, Dr. Lund's observations are of obvious significance with respect to
biologic false positive tests for syphilis; in the latter case they reflect only .
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on the diagnostic utility of the Kline exclusion test.

(2) The studies previously carricd out on syphilitic serum in the lab-
oratories of Duke and Columbia should now be extended to include sera giving bio-
logic false positive tests for syphilis. Since most of these sera contain small
amounts of reagin, Lund's technic will necessarily have to be used for the tiira-
vion of the fractions obtained. For the time being, Kline exclusion antigen will
be used for those titrations; btut it is understood that simultaneously an attempt
will be made to develop this same technic with other antigens.

(3) Doctor Mahoney's laboratory will apply the Lund technic to the
protein fractions obtained by the group at Columbia. The fractions obteined by
the group at Duke will probably be sent to Doctor Lund for titration, unless that
technic can be developed at the Duke laboratories. Doctor Beard will investigate
the latter possibility.

(4) Doctor Moore and Doctor Eagle will arrange to have a group of
patients giving presumably biologic false positive tests for syphilis bled on one
day for 400 - 500 c.c. The serum will be centrifuged the following day, and mes-
sengers from Duke and Columbia will pick up that serum at the Johns Hopkins Hos-
pital and transport it immediately to the respective laboratories. A small amount
of each serum will be sent to Major Rein for study by his procedure.

(5) Until those sera are made available, fractions of normal serum
protein will be titrated for reagin content by the Lund procedure. If possible,
those fractions should be supplied in somewhat more concentrated solution than
they occur in normal esrum.
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| iinutes of a Conference on the Chemical and Chemotherapeutic
Prophylaxis of Venereal Disease
Held at Rochester, New York, Jamuary 20 - 21, 1943.
Present at the Conference were the following personsi-
Chairman, Dr. J. E. Moore, Chairman Subcommitiee on Venereal Diseases.

From the Subcommittee on Vegereal Diseasgs, Doctors John H, Stokes, Oscar
Cox, Russell Herrold, and John F. Mahoney. '

‘The following OSRD contract hclders: Dr. Herbert 0. Celvery, Food and
Drug Administration, Dr. Charles M. Carpenter, University of Rechester, Dr. Frank
C. Combes and Dr. Orlando Canizares, New York University, Dr., Harry Eagle, U.S.
Public Health Service and Johns Hopkins University, Dr. Robert B. Greemblatt, Uni-~
versity of Georgia, Dr. Justina H. Hill, Johns Hopkins University, Dr. G. W. Reke,
Squibb Institute for Medical Research, Dr. Marvin R. Thompson, Warner Institute,
Dr. Stafford L. Warren, University of Rochester. Utr. Alfred Cobn of the New York
.City Health Department was unable to attend becnuse of illness, but submitted his
written report which appears hereafter.

From the U. S. Army, Major Robert Dyar (iiC), U.S.A.ACF.

From the U.S. Navy, L:’Leut. J. F. Shronts (MC), Bureau of Mdedicine and Sur-
gery, and Lieut. Comdr. A, J. Pereyra (liC), stationed at the U.S. iarine Hospitel,
Stapleton, New York.

From the U.S.Public Health Service, Dr. R. C. Arnold, Venereal Disease Re-
search Laboratory, Stapleton, Dr. Austin Deibert, U.S.Public Health Service Venereal
Disease Center, Hot Springs, Ark.

From the Canadian Army, Capt. Donald H. Williams, Canadian Army Medical
College, Ottawa. )

From the University of Rochester, Doctors Helen Ackerman, George P. Berry,
Ruth A. Boak, and Herbert E. Stokinger.

The following interested persons and potential OSRD contract holders:
Dr., William L. Flening, University of North Cerolina School of Public Health, Chapel
Hii')l, Dr. C. Phillip Miller, University of Chicago,.Dr. A. L. Tatum, University of
Wiiaconsin.
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Representing phurauceutical houses cooperating with the fubcommittee on’ 0

Veneresl Diseuses, Dr. #. V. Lunder, Orcho Prowets Co. New Brunswick, N.J., and

Dr. L. A. Oweet, Parke Davis & Company, Detroit.

From the Comnittee on iedicsl Zeseirch, Dr. deorge i, luesi.
tion of the results accomplished to date by tiie severzl OSED contruct Folders in

the field of chemical and chesmothercpeutic prophylaxis. These follow herewith in

|
|
|
After an introductory stotouent by ihe (huirman there folioved a precentu~
the order presented.
\
|
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THE PROPHYLACTIC EFFICACY Ub C:.LU.LL OINTMENT IN EXPERIMENTAL SYPHILIS

1. Toxicity (cf. Table enclosed), Calomel ointment (USP) applied by in~
unction over an mrea epproximately ¢ to 5 inches square, was approximately one-fifth
as toxic as the same ointment injected intramuscularly. This suggests that, under
the oconditions of the experiment, approximetely twenty per cent of the ointment was
absorbede This result will be verified by studizs ot actual mercury oxcretion in
urine end stool (Dr. Calvery).

2. Prophylactic Efficacy efter Intracutaneous Inoculation (cf. Table).

Rabbits were inoculated by the intracutaneous injection of 0.1 ce. of a
suspension of 8. pallida conteining 10° organisms cce One hour later, an area ap~
proximately 4 to § inches square, imrediately over and around the inoculated arsa,

was rubbed for 5 minutes with varying amounts of calomel ointment e&s indicated in tne
Table o Other rabbits, similarly inoculated, were givun colomsl ointment on the

opposite side of tho back es a tost of systemic officacy. although there wus an in-
dication that the ointment wus som.what mors affuctivs when upplied over the inoculate-
ed area, the differences wore slight, end may have bum within tho limits of expori-
montal error. By intarpolation, approximately 30 to 40 mg. per kg. of HgCL were re-
quired to prevent infaection in fifty por ceat of tho unimals; and the dosage usad in
mon ( 4 gms. of a 33 por cent ointment, or 1,3 gns. of HgCL, or approximstely 20 to

25 mg. per kg. in a man weighing 60 kg.), had & definito prophylactic effoct, pravent-
ing infoction in spproximately 30 per cont of the casos,

The mothod of inoculetion usod in tho ebove exporiment is cbvioualy a
rigorous test of any prophylactic agonte The oxporimont deserib.d in the following
paragraph, using & somcwhat morc subtlu method of inoculation, approximaies morc
oclosoly the conditions which obtein in the human infaction.

#lthough lymph node transfers heve bewm performod in «ll surviving sanimals
apparently protacted by calomel, thosc trensfors (6 months «ft.r the original experi=
ment) werv usuelly negative. In the scrics of 30 :nimals so studied, only 2 which
failed to devnlop & chancr were found to have hed o symptomloss infuction; and one
of those wes an untreated centrol. Tho fuilure of tho rubbit to dsvelop & chancrs
may thus prove to be a velid criterion of succossful prophylexis.

3+ The Prophylactic Efficecy of Culomeol applicd by Inunction Into a Super-
ficiel Cut, Inooulutsd with Spirochete Prllids,
Rebbits wery inoculated by pontly mas:aging (3 minutes) & susponsion con-
teining 10" organisms por cc. into & suporficiel incision 1 cm. long on the skin of
the robbit's back. At varying inturvrls aftor thet inoculation, ctlomol ointmont

. (USP) wes spplied in vurying wmounts ovor an aroa upproximately 2 inches squaro im-

.mediately ovor and around the inoculated srue. In & sccond group of animels, the

ointmont wes given on the opposits sids of the beek ws a control of systemic officacy.
48 shown in the Table » with this mothod of inoculution, which epproximatos morc
closcly the human infection than dous ths intracutanious inoculection diseuzsed in tho
previous prragraph, calomsl wes fur more effeotiva., Twonty-five nge. var kg., the
approximato dosage now used in !umen prophylixis, pr.ventod th: infection in 29 out

of 30 rabbitse Moreover, this protoctive action of ctlomel wus spparent even if

|
|
|
3
o
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applied 4 hours after inoculation, end as little es 10 mg. per kg. had e definite ot’
feot. On the othor hand, when the enimsls wore given calomel by inunction on the
opposite side of the back, lass than half the snimnls ware protected by 25 mge per

kgs In this experiment, unlike that desoribed in its preceding paragraph, the re-
sults have not as yet been chockoed by lymph node trunsfers.

\ 4, Turther study:~ Contrary to originel expootetions, calomel in the
dosage .used in man has proved surprisingly offective when given prophylactically in
rabbits by the method describod abovo., Under such circumetances, wo must retain
calomel as the baeis of our prophylaxis egeinst syphilis, at least until such time
as e more officient agmt or an esthetically more plessing preparation has been de-
voloped. Although the phssiblo prophylaxis of syphilis with arsenicals holds promise,
attompts should be made to inorense the efficcoy and to improve the esthetic proper-
tiec of colomel ointment, should tho arsenicels prove to be ineffestive, excossive-
1y toxic, or buth, To save time, thoso studios should bo ourried out conourrently
with thcse on tho arseniocals, The following linas of ettack are suggesteds

. 1) The offect of the particle size of calomel on its prophylactic officacy. 1t

" ‘ is conceivadblc that smaller particles may prove mors effective,

5 2) ‘'Mhe effect of the ointmont bese on the prophylactic efficucy of calomol. Pro~
vious studies have boen limited to the USP potrolatum~lenolin btase. It 1is
possible thut o mors cumplex oil-in-water, or water-in=oil emulsion might
prove more offoctive.

8) The addition of wetting agents may fevorably affuct ponetration and thus Rhe ,
efficacy of calomel ointment.

4) Ointment bases may be developed which may permit tho inoorporation of oalomel
in o vanishing orean, esthetically more pleasing than present preparations,

§) 8ince it is.possible that ultimetely wa may have to use a mixture of several
pharmaceutioal egents, a.gs, calomel and a sulfonamide, tho effect of the
sulfonsmidos as a group on the prophylactic efficacy of calomel should be in-
vastigeted.

e @ ¢ &6 0 0 0 o

Chairmants Commenti~ Discussion brought out the fact that for the first

time, this study definss the officecy of calomel ointment in roleation to doaage/body
woight. The results aro such as to indicate that the further studies outlined for

oalomel are essential in the ayent that the experiments en arsenical prophylaxis do

not pan out as well us preliminary s‘:hudies augge‘ct:

o'

|
: |
4
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' . THE T0XICITY OF CALOMEL OINTMENT

LT T T ' )

Given by Inunotionl into skin of back F Givon Intrmmouhrlyz

- - 2 PN : * %‘ - Il :

I ; Rosults recaloulated I KgCL, | = . i g, [Results recaloulated

MM rurvived.a:t‘er reed and Muonclne/ep, | P07 1 TUT aftor Reed and Maonoh
- et gurvivel £ doed! | Doed jSurvived % doad
l‘ ’ ;O :
! ; | .

260 ! o | w | 1 1| e l 2601 20 ] ol 8 o | 100

i I | - o160 4 i 2| 25 | 2 92
‘ L} .

; ; 80 S | 2 19 4 83
! ; i !

50 4 ¢ i 9| 17 | 36 4 0! 5 i 5. 16 e | 64
~ ! : TR | ; ! : )
* S } : ’ i 1l a4l m ]z i o4e

T 1 - i

25 S - &% , 6 50 9 25, 3 5 10 18 36
: f ; i P20 s e 7|22 | 2
; 0 » | 1o B ) L8 1| e m b ow
1 ) | J ! ! i . '
251_19!1)-9s§1g;zi1 9 1% 03
. \ ! ’: ' ' {
R s ~ N ___..J..... PR SN L s A { 1
10ver. aron of approximately 20 sqe ine; rubbing time S winutes; 30% ointment
used for largo doses, 1 for smell dosus, both ina ‘Lenolin-petrolatum basos
28u3pension in olive oil,

Spiod within 2 months., Most of toxic deaths ocourrod within first month; and
those dying more than 60 days aftor troatment wore arbitrarily considered
adventitious doathse
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THE PROPEYL(.CTIC LFFISACY CF CALCMEL OINTMENT .

(Administored ome hour afior incouletion unless otherwise indicated)

otlon ooy -n‘w __u*gg.,___,} Given by inunction] Givon by intrae
chg after intracutan-, Lftor eoratob. !but no over 2 rmecular o
nge/Kge o0us inooulation' inooulution i inooulated aree injection
_____ P ortected Byphilﬁ?a P*oteotedSyphilltﬁ Protectedwtic, Protected Byphilitie
t ¢ l
1 T ! o ) 4 | 1
o ¢ 7T | 1| : ! B 0
§ . 62 8 | O st 5, 8
26 i .60t 13 1 | '240' 4 '
! ; 240t 8 ' 0
° , 1 1 8 s & 2z i 0 o T 0
? : 249 1 - 08
2. 0o , 8 - S T D | 8
| i ' ' : !
-..v—--_l'............- s G4 Smmm G NP me e me ~mes @ tm o . . —-— { .
p

Ovor aroa of epproximately 20 8q, in,; rubbing time & minutes; 30%
ointment used for large dosos, 1% for small doses, both in a lanoline
petrolatum base,

2By this mothod of treatment, no significant difference botween animals
inoculated intracsutaneously or into superfiocicl seratch; and those 2
groups not distinguishad in this aootion of table,

sSuspensmn in olive oil.
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Prophylectioc aetivity of Calomol Ointment Administered 1 hour After Intracutaneous
Inoculation with 106 Spe Pallida

- - e - ow o sim cmmm— o ——
'

' Calomel Ointment Givang

mge fkgfOver Inooulated Aron, by - ' iz Ekin on Opposito Side, By Intramusoular Ine
HgCL 3 Inunction ‘8 of Back by Inunection Jootion, Right Leg
JPend_Protostod” Syphilitie} Dead _Protooted Syphilitle Dosd Protosted Syphe
250 : 4 8 (6) o 8 4 (2) 1 10 0 o
b e - s 1 A
: s )
60 2 7 (8) 1 2 5 (8) 3 5 5 0
o --._—':. P comet momm—" 4 WGe e 8 v e S —— S mA fme e - e ie dm e s A Rm e AB St Lee W e Set m e ASEel T ¢ WE e e S S e ———
10 1. 1Q) 8 s o0 10 8 7(8) o
: 0 8 0 2 (2) & 1 1() s

v e 4 e tm o e e e - et - m e e cceses. m e o G——— . 38 P .

20 0OFTROLS (NO CALOMBL)y 3 deaths, 15 Jﬁunores, 1 syaptomless infoetion®,
e e . .Y von-syphilitie,

1pied within first 2 months aftor inooulation.

2No ohenero formation, The numbers in parenthesis ropresent the number cf

rabbits giving negativo lymph node trensfors 6 monshs after inoculation.

s1‘ypi.ctrdl. derkfield-positive losion at sits of inooculation, The astorieks
roprosent 2 animals who folled to develop chanors, but did have a symptomless

infection as administeraod by positive lymph node transfors 6 months after ine
oculation,
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HARRY RAGLH
s+ "7 © T7HE PROPHYLACTIC EFFICALCY OF ARSENICALS -
m—_m

Over the past six yoars, o large sories of substituted phenylarsine oxides
have boen studied with respect to their troponanicidal activity in vitre and toxicity
in white mice, 4 lurge number of theso heve further baon studiod with respsoct b8
their toxieity in therapoutic officacy in tho trootment of rabbit syphilis.

Wo have praviously found thet strongly acidic substituont groups introddeed
into phenylarsine oxido rogularly cuused a striking decrease in direct treponemiocidal
activity .against T, pallidum, without a commonsurate decreasc in toxioity. The po-
tontiel therapoutic utility of theso compounds wos therofore sven less than that of
tha simple unsubstitutod phenylursins oxide, Howovor, whon the acidic group was
blooked, as in ethyl or nothyl vstors, or as in tho sulfono end phenone compounds,
the traponemicidal eotivity was largoly rostorod, and tho rutio of treponemicidael
activitys taxieity was incroased as much us fourtaan=fold, in sovoral cusos signifi-
cantly exceoding thet of the parent compound. .

In tho light of thet finding, o soriss of phenylursino oxides was prepared
in which an acidic substituont group had bsan blooked by amide formation. The ma=
Jority of these emides have proved to bo cotivoly traponumicdel and rolutively low in
tokicity (lst sostion of Tablo )¢ Tho rctio of troponemioidal eotivitys toxicity,
which may be taken as o rough measurs of potuential therapoutic utilit » W&s usually
2 to € times as favorablo as that of tho parent phenylarsine oxide, duc primarily to
the uriformly low toxicity of theso compounds. Somo of thess compounds have shown a
chemotherapeutic index in the troatmont of rabbit syphilis oqual to or, excceding that
of mapharsen, and on that basis are of potential velue in the treatment and prophy=
laxis of syphilis, Tha favorsble offect of mmido-substituted hes been so regular as
to sugsest that furthor study may disclose other related compounds of greater thera=
peutio utllity than any of thosu hors dosoribed,

The favoreble offoct of umide substituonts on tho toxicity of phanylarsine
oxide was observod whother thut amido group wes ctteched direotly to tho bongone
ring, ns in the case of S-and 4-CONH, and =-802MHp compounds, or through some intor-
mediate linkagess Moreover, the integrity of the emide group was usuelly ossentisl
for tho fuvoreble anotivitys toxicity ratio, When either or both of tho emide hydro-
gens wore substitutod, the compound usuelly developed proportios apparontly deterw
mined by tho new terminal substituont, 4lthough treponamicidal uctivity was usually
inoroased by such substitution, toxicity was fucroesed to wun even greator degreo,
giving & less favoradleo rutio. In this group of compounds, th. mctivity and toxicity

of the compound had thus reverted toward that of the simplo unsubstituted phenylarsine

oxide, or of phunylarsine oxidos with such indifforont subetituents as «CHy, =Cl, or
«C0CHy groups,

Exouptions to this unfavorable offact of blocking tho amido group wore the

aogtunilide (p=CONHC Hy NHCOCHg ) end alcohol (p-comiCONchﬁ‘OH, p=CONHCHaCHOHCHOH,
NHCpH OH, und p»SOZNH%I{‘OH) durivetivos, wi%h indices ossontially tho same as
1that of the parsnt amidos,

Tho possidility at onco sugpests itsolf thet these relatively nonetoxic
and effeotive amids substituted phonylarsino oxidos, may find e diroot application
iu tho prophylaxis of syphilis, Experimonts us yot incomplete, indicato that this
may prove ta be tho cases The 4=CONH, compounds has proved ty be complotaly offeow
$¥vo in proventing infsetion when appliod as lato as four hours after the inoeulation

\
\
‘
1
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of & suporfioial incision with an cmout of' spirochites which roprosents approximates
ly 10,000 infeotive dosoas, Tho tim Jimifs ovor vhich this prophyleotic offeoct are
observed, the minimum offectiva coneon futiofs, rud the possibility thut this pro=-
phylexis may be effeotivo even Lu thy 4vvg is <pplicd bofore inoculetion, are now
being studieds Tho local Tuxicity ¢ thoss druzs vhen applied to mucous mombranes
will_ be studied by Dr. Crlvery ond tihosc lorodianer +ith hime Our ovm work indicatos
that their toxicity on intrad.rm i inj~crion ptreliolc thoir systomic toxielty in
mice and rabbitse On instillction for feur sonsscutivs days into the rabbit's con-
junctiva, 2 per cont solutions of Tuo 4 OCNE, pharylursine oxide in propylenme glycol
had no local irritating cfi'act.

The gonoooccidel aotivity of th smido-rubstituted arsino oxide is now be=
ing studied by Justina Hill, and will be faurthor studiod by Miller. The former is
using a technique which ir-olves thy eddition of cysteire to stop the ection of the
drug prior to plating as a criterion of survival, 7Thc tochnique of Miller will em-
teil ropestoed weshings of the organisms to romove 8ll oxcoss trscnical bofore the
drug is plateds The rasulis cbtained by Hill already indiceto that daspite the uni-
form activity of thesc anidr-substituted arsine oxides against spirochetss, thaey
differ widely in their 7onococcidul tetivitys &« signific.nt proportion of these come
pounds are sufficiontly uetviva eguinst gonococei to sugpast thet thoy may be of
prophylactic utility ageinst thet discasc as wolle

The virucidal sctivity of thos. compounds sgainst lymphogrenuloma venoreun
is being studied by Rrke. Lpproxinmetely fi.ftoon of thosu compounds arc no longar
cvailable, inasmuch as the small imount pr sjpared in our laboratory hes bien used for
the assay of thoir toxioity and trepon micidal activity. With the sssistance of
various pharmaceutical firms, tdequate erounts of theoso compounds will be propared
to permit the essay of thoir gonococeidal end virucidal activity. In tddition, those
compounds will be submitted to Dootors Combes und Groenblatt for the duterminetion
of their effiocacy in the provention of infaetion in humen skin inooculatod with chan~
oroid (culturss of H., ducreyi).

Given 8o large o seriss of compounds of potaontiel utility, it will obvious~-
1y be impossible to study the offvot of various ointment brsos and various wotting
agents on the prophylactic officacy of- cach compound. Indued, it will bo a pro-
hibitive choro to assay tho prophylictic offistcy of this ontire seriejs oven in rabe
bits. It is thoreforo plenned to doternine fir . fow solicted compounds whothor the
treponemicidel cotivity in vitro is ¢ raoasoncble me:sure of prophylactic activity
in vivo, That heving beun detormined, tha offoet of varying the ointment base, and
of various wetting agonts on tho prophyluctic retivity of « few represcntative com-
pounds will be studiod. In addition, Calvery has undertekon to determine tho local
toxicity of thuse ocompounds, ond tho dugrae to which thoy uro sbsorbed from the
skin or mcous mombrana, ts effeoted by thy solvont, ointment base end wotting
agente The systamic toxicity of tho corpounds inocludod in our serics hes elready
been detormined in mice, end in the 3usé of some ropresontative compounds, in rab-
bits as well,

Cheirmen's Comientg= Dre Mchoney roports that in his laboratory, prophy=

laotic exporimonts have boon ourriod orn with nepharson, which is offectivo ina

dtlution of 1-1000; and is more offootivo than eny othur substance with which he has
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worked, Attention was drawn to tho la.relilltv of mapharsen, and tho desirability .
of concentrating furthor off.rt »m more 3ucdie c0MpsNCBe

It was egroed ih¢t the er:cndoal ccapounds, or cne or two of the more
promising representatives .& thew.; sheald be furthor studied as rapidly as possible
as to their prophylactic effuvot in rebbis syphilis, utilizging these drugs both in
solution and in ointments (to bo prepared under the direction of Calvery), end that
in viow of the indications as to their possible over-all activity against syphilis,

gonorrhea and lymphogrunuloma, thoy should be tested promptly against chencroid,

N
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' JUSTINA H, HILL

(a) The production of gonocococsl infection in experimental enimalss

1» The previously roported method of testioular inooculation of mice has been

* furthar studiod. It has not beon possible in 19 mouse passages to increase
the virulence of tho gonococcus for mice by this methods It'is of value for
the animel passage of cultures intended for experimentsl use, such cultures
being obteined from the heart blood of mice dying from 6 to 8 hours after
testicular inoouletion.

2. Furthor study of ,this method has soemod less important then continued attompts
to obtain oither & true genital infaotion or a prolonged survival of gonococel
on genital mucosa. The following groups of experiments have therefore been
undertakens

A. Pathologic Studies

(1) studies of tho normal genitalia in order to obtain oxact information
for corrolation with the instrumental methods of inoculation being
usod,

(2) studies of tho genitalia, mnle and female, after inooulation. This is
importent becnuse smear ond culturoe methods reveal information concesn
ing only the surface flora of tho mucosue

Be It has been found repeatedly that diroot inoculation of the mouse vegina

or male urethra is followed by disappearance of the gonococoi within 2

hours. With this as a baso line,” axperimonts have becn made to inorease

this survival time. Four methods are being used, as follows:
SIE Inoculation of the preputisl glands of tho mouse, This is oasily done
elther after a simple incision or inoculation through the skin, Gono=-
cocol have been recovered 3 days aftor inoculation. This method is being
intensively studied, with various modifications of the modium of suspen~
sion and of the rosistance of the host (x-ray or vitamin A doficiency).
:22 Cystostomy, The offact of the diversion of the urine from passage
roug 1o urothra is being studied aftsr cystostomy in the mouse. Aside

from shock whon the incision into the bladder is made, mice tolerate this
operation well, Broth suspensions of gonococel have failed to survive 24
hours after urothral inoculations made 3 days after operation, but these
exporinents ars boing continuod, with the modifications sugvested under

(lg abovo,

(3) Variction of the wvohicle used for susponsion of the inooculum.

On tho bosis of in vitro tests made by Mary L. lurner by Method &, as
duscribed under (b), but without cysteine, tho followiny substences have
beon added in various concentravions to tho susponsion of gonococei used
for the inoculation of the male urethra or vaginas

e, propylone glysgls (in vitro, slight action 134, none 118)

E. vaginal ﬁ%cufation, full strength of 138 dilution of the drug,
all mice positive oultures until 1lith to
14th daysg.

2. urethral inoculation, full strength, no prolongation,
4 138 prolongation of positive sultures to
18tk day.
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». dimothylemines (in vitro, no esction 15400)
1. veginal iroouletion 1 300, no prolongation, 131000 of drug,

cultures positive 7 days, negative 9th day.
2, urethral inooculation 13500 and 141090, no prolongation.

0. Tergitol-4s (in vitro, mo action 1320,600) (killing 1410,000)
l. vaginel inoculction,
1410, 3 of & mi:o, prolongetion of positive sultures to 7th dey
L ] "

1s100, " " ¥ , J to 4th day,
all negative 7th day.

2, urethral inooculation, 1310 end 13100, no prolongation.
/
d, Torgitol~7: (in vitro, no action 1340,00w, killing 1320,000)
l, vaginal inoculation
1110, & of 4 mico, prolongation of positive oultures to 4th day, )
negative Tth day,
15100, no prolongation.
2. urcthral inoculction
1310, no prolongation.
13100, 2 of 4 mice, prolongation of positive cultures to 2nd
day, 1 # 6th day, .

@. Duponol 1S (in vitro, no action 1:40,000, killing 1320,000)
1, vaginel incculstion 1:10 and 13100, no prolongation
7. urothral inooulation 1310, 2 of 4 micw prolongation of positive
dultures to 6th day. (1 doath)
1:10€, no prolongation,

(4) application of drugs to the mucose 6 hours bofore inoculstions

ae Torgitol-4, 1410
1, veginal inooulation, prolongation 1 day, 1 mouse only

. urothral inooulation, 3 of 4 mico, no organisms after 1 day,
3 of 4 positive oulturcs in 6 days.

b, Tergitol=7, 1310
1, veginal inoculation, no prolongation
2. Urothral imooulstinn, 1 positivo after 24 hours, 4 positive at
6th day

V4

o, Duponol 18 1:10

1, vaginal inoculetion, prolongation 1 day, oll nogative 6 days
. urethral inoculction, no prolongstion

de Sodium taurocholets, 1310 (not yet tostod in vitro)
Y. veginel inooculetion, prolongstion allmico, 1 day, all'6th day.
Z. urothral inoouletion slight prolongetion, 1 mouse only.

It is obvious that whilo the Irugs tested aro loess effuctive in killing
gonococel aucous surfaces than in vitro, othur dilutions can bo studied and other
dﬁagl testeu, 4t this time propylenc glyc_?l scems to be the most suitable drug for
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further oxpoerimentation, The fact thet bettor survival was gonerally obtained in
the vagina may well be due to tho groater case with which tho chumicel agont can bo
epplied to its mucosa then to thut of the urothra, . .

: It is soon from thosc vxpoerimonts thet prolongation of the survival of
gonococel can be obtained by inoculation of the preputial glands, or, more markedly,
by the use of propylaene glycol or tho oth:r chomicals tested, It seems possible at
this date to hope that by the uss of ono or anothor of these methods, or possibly by
a oombination of thom, a mithHod oan be ostablishsed by which vulid tests of chemiocal
prophylaxis cen bo studiod on tho gonital mucosa of the mouso. Further sxperiments
are~ being carried out as rapidly ¢.s possible, :

.

(b) In vitro and in vivo tests of gonococcidal substances,

Three methods ers being compared for use us a rapid sorconing tests
1, Method Ay ntiroly in Vitroe
This was evoivod primerily to tost as repidly as possible & number of arseni-
cals being studiod by Dr. Begle. Tho test is as foll wwss
Ae Drug dilutions. Thoso ure mado usually from a stock dilution of 132,000
The medfum of dilution is beef-hoart infusion broth pH 7.2. The dilution
series, besinning with 115,000, progresses by doubling, 111,280,000 usually
boing & satisfuctory final dilution., ‘o mle emounts of the dilutions are
pipetted into sterile test tubes, triplicato tests boing used for overy dilu-
- tion. .
Bo Iroculumc This is Osl nle of & beef heart infusion broth suspension of 18
hour oulfures uf gonscocoi on beof heart infusion chocolate agar -slents, The-
turbidity of tha suspension is stondordizod by Jdilution to & rerding of 95 on
the gresn (No. §4) faltor in a Klett-Surmorson colorimotur, Tho susponsion
- 1s made imrediatoly befors inoeuletion. In spito of this attempt to standard-
ize the inocule, tho rosistencs of the gonococei to thu refarence drug, phenye
‘larsons oxide, vurled from test to test. This is belisved to bu due in pert
to the clumping of tho urgenisms, elthiugh thoe suspension is filtered throush
glass wnol cnd thuroughly shaken with bwads; rnd in part to fluctuations in
tha resistnnes of tho orgwisme from day to dey. Thus tests made on & given
* date ara comprrable, thoss medo on difforent datos cre not nocessarily so,
but in satisfuctory ropocted aexperiments tho proportions batweon the uction
of the unknown and of the refarence drug remain tho samo.
Cs Tosts The inuculatod tubes are kept in an incubator at 36° C. for 2
hours. &4t the ond »f this time drug uxtion is wrrusted by tho eddition of 0.1 |
mls of a sgnlution of cystiine hydroshl .ride, proparcd cs folluwss
250 mgs. of cystoin: hydrachlorido, to which 3 drops of 0.1 % aqueous
solution of brom~thymol-blue have tion added, are dissolvod slowly and
with shaking, in about 10 mle of N/? NaOH, or until the first appearance
) of & hluo color in the solution,
8ince often more than 100 tubus ars involved in a givan oxperimont, 2 lots
of 250 mgs. of oystoine hyirochloride are proaparod and tho aocond is dissolve
ed half way through ths edidition of the oysteine hydrochloride, in order that
’ it may be frosh, .
Imnodiatoly after additipn of tho oysteine hydrochloride one 2 mm,
loopful is spread up.n ono half »f ¢ baef heart infusion chocolate agar plate,
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These plates are incubated at 36® C. for 48 hours (the lst 24 hours in a car-
bon dioxide jar) and remd., The end=-psint is taken as tho highest dilution which pred
vonts a # growth of the gonosoccus. Thu ¢ igreos of growth are caloulsted by oomp#
son with the 3 drug-freo ocontrole included for ovory drug, Those should read as
It was decided that because of tho complications of tho techniocal method, which ine
volves oconsiderable manipulation of tha tubes, a roading of positive would inoclude
growth of more then 16 isolated coloniea, *

While the limitutions of this test are fully rocognized, it has provided a
soreening technique by which drugs can be comparod, The technical difficulties of
washing and contrifugalizatiun mothods nocessitate tho testing of a smaller number of
drugs or dilutions than can be dons by this methods To date more than 30 drvgs have
been givon repeated testing, by this method.

2. Mothod B, Intirely in Vivo (Modifiod Bang Mothod)e

12 day ohlok embryos are openod and inoculatod with 1 drop of the suspension
propared as in Metiod &Le Two hours later 0.5 ml. of the drug is added per ogg,
at least 4 opps por dilution: Two hours later Vel mle of cysteine hydrochlorw
ide prepared as in lethod A is added end the embryo is then washed 4 times with
beef'=hoart infusion cysteine broth, by means of ¢ pipotto attached to gontle
suction, The ogzs are then imcubated for 24 hours, the membrenc is smoared and
ocultures for gonococel and the condition of the embryo is notsds

3¢ Mothod Co In vitro-in vivo Method.._

The tests as in Mothod 4 aro sat up in centrifuge tubes, After 2 hours of in-
cubation Oe1 ml. of oystoine hydrochlorido is added, the tubes ars contri-
fugaliged and the supornatants decentnd, Two washings are then used, both

in 10 ml. of beef-hoart infusion cystoinoe broth. &fter the decantation of

the second washing, one 2 ml. loopful of thu sediment is stresked on % of a
chocolate agar plate, the rest is suspended in 0.5 of tho cystelns broth and
placed on the mambrane of the chick ambryo., This is smearod and cultured after
24 hours and ths oconditior of the embryo noted,

|

|

|

|

To dato most of our experiments have been made with Method A, Within a
short time it should be possible to evaluato the three methods and to desids
which of them gives us tho most satisfaotory end-points for the ocomparison of

arsenioals, If those methods are to be used for othar typos of drugs, elither
washing ailone or the substitution of an eppropriatec chemical for the cysteine
will huve to be used,

Chairmen's Commentg~ DIscussion emphasized the point that in these ex~

,perimeuta, and so far as is mown for the first time, persistent gonocooccal infee-
.tion has been produced on the genital mucosa of animals, It is not yet oclear whether
thiz is accompaniod by actual evidenae of gonoooooal discase. The results are pro-
lininary only dut are sufficlently promising to Justify further vigorous scudy by

Dr. Hill gnd for oonfirmation, in the laboratory of an independent observer {Dr,
Bnller).
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Various suggestions wore mude to Dr, Hill for furthor study.
iimphasis wns laid in Ciscussion on tho fact that cortain arsunical come
pounds were found to bu foaccsueeldal by in vitro tosts; ond thet work in this direc-
tion should be pushed in the effort tH «ovelup tho nver-all prophylectic agent,
" Tho use of oyctoine in thu chick :mbryo tost appuers to afford a more
accurate mothod of in vivo assey thun the weshin: tichnic employed by Bang (sce be-
low); and within a few wecks tho parallel usa of in vitro tests with this in vivo

technic should afford cn inuisation of tho drsirability of continuing with the latter,
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C. PHTLLIP I'ILLER, JNIVERSITY OF CHICAGO .

C
MEMORANDUM ON TESTINC OF CilTHICTAL PROPHYLAEICB AGAINST GONORRHEA

We have under consideracion two types of chemical prophylaxis against gono~
coccal infeotions

I+ The oral administration of a chemo-therepeutic agent such as sulfa-
thiazole which acts by its presence in the body fluids of the host, to destroy the
gonococei which have already penetrated the oxternal layer of the mucosa (and possi-
bly also those gonococci vnich are still on the surface and availsble to the action
of the drug secreted in tho urine). Tho laboratory tosts on such a drug seem to me
bast carried out in vivo. Thoy can be deosigned to determine the ability of a drug
to prevont experimental gonococcal infection from developing into a generalized and
fatal sepsis and to that extant simulate the action of the drug in men. The test
animal should be small, cheap, easily handled and available in adequate numbers., The
white mouse is the animal of choice since it can bs infocted with gonococeci by two
meth:ds; the intratusticular inoculation described by Hill, and the intraperitoneal

infection by means of mucin workod out in my laboratory. I am naturally partial to
the latter method becauso I am familiar with it. It requires care and attention to

detail but is r.ally quite =asy to carry out. Gonococeci from a young, actively grow-
ing culturc are suspended in 4 porcent mucin and injested in 1 ec. quantitiocs into
the peritoneal cavity of whits mice. A genoralized poritonitis deveclops and is fol-
lowod by sepsis end doath. Gonococcl can be resovorad from tho hoart's blood; in
fact, it is & culture of hoart's blood which is us:d for sach succoeding mouse pas=-
sago. By parsistent mouse passago for meny months the virulonee of sevorel strains
has bzon enhanced, onu of them to a point shaers a fuw hundrod gonococci now suffice
to initiacte & lothal infuction--of'ton less than ono hundred,

This mothod cun bo >xploitoed for th: tosting of immune sera or of chemo-
thorapoutic agonts, Drugs cen ba given dircctly into the stomach by cathotor or ine

gsctad under the skin or into a tail vein, or, if not too irritating, diroctly into
hs psritoncel cevity., For instancoe, 15 mgn. of sulfathiazol: edmind storad subcu=

tanously in $ doscs will save ths lives of mice infocted with 100,000 M.L.D. It
doos this by pr.vonting tho infsction from bocoring genurelizad <nd essisting the
host in bringing it under controls

II. Tho other type of chomical prophylaxis is tho loceal application of an
antisoptic whos: purposs is to dastroy the gonncocei on tha surface before th:iy aro
eblo to penstruic it and invede ths tissues of the host. This is roal.iy a spuciul
casu of the gonorel problum of skin disiufoction, ¢ subjoct on which much has boen
writton, Our problem is simplifiid bucauso w3 !mow just whet puthogen we went to
dostroy and the surfaces on which it is locateds It narrows down to tha solsction
of & msthod for determining tho rolctive gonococcidal activity of non-irriteting
germicidose

Tho ideal mothod would bz an exporimontal gonococcal infoction of some
nsily scessibly mucous rimbrenu to which the chunieel could b appliod. Unfortun-
ttudy no luborstory enim'l hus bLuun found to bs suscoptible to that kind of inocula-
tionte I mys3lf heve meds innumrabls cttompts ovor the eourss of many years.

I still hevy in mind threc possibilities which doserv, triels

(z) 'Tho conjunctiva of micc sufforing from Vitarin A deficioney. I
heva a colony of mice on such a diet now,
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(b) Conjunctivae damt.ged by ultre-violot radiation,

(¢) Labbits infictod with myxoms virus which giv:s thom ¢ mild con-
Junetivitis, rraliminary axporiments on such robbits whos: tours huve boen sup-
prassoa by wtropine suggest tnut this muthod mey huve possibilitics, but uxp:risence
hos tnugat me to forepe optimism «t this stego,

III., Of the yany mothods dovis:d for th: toesting of germicid:s in vitro,
most hav. usud «s toest orgunisms becturic which urs hardy wnd cesy to cultivete
on crtificicl madic, such us the st:ihylecoccus or colon b cilluse In the cuse of
ths .onococcus, however, spuciel difficultd ss wrisc from its grovth ruquirom.nts
and the fuct thet it eesily dies out if thes~e cre not sutisfactorily muts  The
mavhod I profer wis oricinilly worked out for tusting thy «ction of germicid:is on
meningococcus, an orgrnism almost «s frstidious, REquul nunbers of gonococci are
suspanded in vurying conceatrations of “hne ciavmicnl tnd at stutad int rvels ere ro-
moved by contrifugation, wushed fud sodimmnted vguin, approxinat:ly squal quuntities
of 2ach sediment ure str.aked onto th: surfeco of « froshly pourcd blood plates Tho
numbar of colonies duv:loping indieet. th: number of ronococei still alive end therc-
by gives o rough estinute of the proportion of vicbla remburs of tho originel bace
toricl populstion vhich hevs survivid osxposurc to the gormicid: .t thot temporature
for thet longth of tine,

This method s.:ms to m3> to 2liminote any hectzriostatic action of the
chendeal and, by giviug crch surviving gomnococcus its optimum .avironment for multi-
plication, to tust most rigialy the weturl killing power of tho germicides Attompts
hevo baen mrd= to inceretss th: uccursey by various muwns te p.rmit mor. precise
snumaretion of colony counts, ctee., but it wos found thut vory littlce improvement
resultad from & gront dorl of odditionet.l :fort.

o 0 6 © ¢

Chairmants Commont: Gonerel discussion indicated thats

le Dr, liillor's rugpostions for cxporimsntel gonococcal infection in
gnimals should be pursucd, plus cn cttompt to establish conjunctival infection in
suiteble snimsls whose lacrimal glends huv: boon surgicrlly r:rovede

2+ Dr, Nilier should :tvompt to verify Dr. Hill's ‘ppnr.nt sucenss in
csteblishing gonococeel intuction on the g aitrl nucost of nico.

3¢ Dre Millourt's in vitro t-.chnic should bt further cmployed in &n of«

fort to screen out potentially gomococcidal substances (asjecially arsonicals) suit-

able for further study.
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i_ ALCTION OF S8ODIUM SULFAIEIAZO.E v. X ZRIMENTLL GONOCOCCAL INFECTION IN NICE
‘ administerod subcutancously bafora, 3 and 6 hrs. aftor inocuiation,

4 T
{
’ . o Nono
. (o] (o]
Approximato Moo 8y 8 S 8 § 2 - Muodn
Y (Y a
Gonococsi injootod g 3 S -t Controls
S ~ 1
~ !
0 cc§ 1.5 co
1
126® | § s |
Total dose 15 mgme s s S i
8 § s !
i
Total dose 30 mgnm, S S S !
§ | S S | !
s S 8 | i
' 3
Controls <20 <20 23 §2 |’ 62 8 8 } 20
<20 26 62 8 8 : ‘8 S 8
t
— :
T L
! ! !
Total dose 15 mgm. 8 { 45 . S 1 { i
8 $ 8 ! - ]
s , 8 {8 : '
Controls ' g2 ' <22 'c22 | 28 | 26 | 45 ! 8 | 8 8
l 22 @ 2 26 . 23 ¢ 4 | 8 - 8 8§ '8

9 ‘hmbers indicets time of death in hours aftor inoculetion,
8 Survi vad,
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ALFRED COHN, DEPARTMENT OF HEALTH, CITY OF NEW YORK

JMEMORANDUM ON LOCAL SULFONAMIDE TRTATMENT OF ACUTE GONOCOCCLL, URBTHRITIS

A limited clinical investigation on the local effect of sulfonamides in
acute gonorrhoea in the mele was initisted in 1942 by the Gonoscoccus Research Unit
of the Department of Health, City of New York., The patients sclacted for this
study were all males with uatroated gonococcal infasctions, usuelly of not ionger than
3 days*duration. Sm3ars and culturas of the uruthral discharge wira taken before
treatmant and at frequont intervals throughout the psriod of obsorvation, it oach
examination the amount and eppeurance of' tho discherge and the rasults of the two-
glass urino tost wurc racordad., Datsrminations of the sulfathiazole lavel in the
blood, takon 12 or 24 hours cftar tho intre-urcthral instilletion of tha sulfonamide,
wors performad in some casos. Howuvar, ths emount of thu drug in tho blood was so
low as to prohibit vcourate dot.rmim tion, and this procodurc wes soon discontinued,

Ths first compound to bs tastod was en ointrent contnining 20¥ sodium sulfa~-
thiczola. It was obtainod from Dre. Thompson, of the tarnaor Instituto, lew York and
was disponsed in tubis each contuining 5 cce s'roliminery oxporimints conductad by
Dr. 8endors at the Latohworth Village Institution showed thet tho instilletion of
S co. of this ointmont did not produco a«ny locel irritation of tho normel maloe
urathra or any systomic toxic by-uf“acts,

Fourtaon tmbulatory malo patients wors trected by tha intra-urcthrel ine
stillation of this 203 sodium sulfcthiazolsc ointmont, Tho tvurcgs course of traate
ment consisted of 10 instillctions ovur u poriod of g deys.

The procadurc in ecch cesu was s followsy FPotionts wore instructad to
urineto prior to cach inastillation end wors edvisad to rofrein fron voiding for as
long as possible thorsaftur, Th: compound wes instilled und th: urothre mussaged
<ftir sach injoction. Ths mon racoived ono trietnont at thy olinie rnd were told to
repact it at home t to 12 hourz latsre Instructions ns to looctl end genersl hygeine
were givon; the tho prtionts wory rdvicad to rastrict fluid intako us fir as possible,

Eight of tho 14 cascs showud clinioul end hucteriologic improvement,
Dofinito olinical improvanont wis froequently obs.rved. 4ftar thi 3rd or 4th instil-
lction, tho original profuso urithrel dischr rp> diminished cnd chengad to o thin
watory or sarous dischergs, Tho first urine usuelly clsured up durlng the samo in-
torvel. Bactiriologic improvenunt, howavur, showid no regularity in ragard to the
time ¢t which tho culture bocame gonococous napgetivi, Som: rovirscls from positive
to nigutive occurrsd as anrly us cftor tho 2nd or 3rd instill«tion, but most ceses
wors not ultorad boforo the G6th or 7th iastillction,

If a follow=up puriod of 3 or 4 winks with negrtive brcteriologic and
clinicel findings is acouptod ne cdequets, 7 p: tints ruy br considarad ocurcd. Two
of thisu, howovar, wore originully di:gnos:1 68 gonococeus positivu fron tho smear
clons, sinca the corrusponding culiures wor. nurrtive due to u defoet in tho eire
tight box wo usod for meintcining ¢ COp atmospharc.

In 6 ccsaos, the instilliution of tho 20% sodium sulfathiazole ointmaont hed
no off'sct, Cultures remsinad positiva, but ths originclly profus. puruleat discherge
of somo pationts chungad to u slight mucoid ono,

Tho mejority of pationts complained of slisht and temporary burning or
stinging sonsation during the actual iatri-ursthrel instilletion of tho ointmunt,
This sinsation coased shortly aftur th: instillietion wnd wus lees froquent during
tho progrese of troutmonts, It wis cssumnd thit this sympton wue dus to distontion
of the inflamod ursthrn, uspascitlly sincus the s.unsction nuver voourrod during ine
stillution inte u normal urothro.
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Throe edditional cuses of acute gonocoocal infection wero used as controln.‘
They roceived instillation of tho samo ointmont basc without sulfothiasole, No of-
fect on the course of thi infootion could be obsorvad,

The rosults obteined thus far indicate a fewsrable offoct of the local ap-
plication of & sulfonumido compound in gonococoal infoction.

In e fow male pationts with acute gonococenl infections tho offoct of
sulfonamides edministered by inunctisn wus studicd, & certain amount of 20% sodium
sulfathiagole finely dissolved in u somi-solid ointment vehiclo was gontly massagod
into the skin, until all or most Jf thy matorisl wpporred to bo absorbed into the
skin, Ropeated inu.ctions wor) without any bnotariolagio or thorapeutic offect.

Threo ndditional pationts wers tranted by imumnction of sulfathiazole oint-
ments prepared by the Wallace Laborstories Inc., Now Brunswick, N. J. In those ointe
nents, & surfaco action agent was incorporated, in ordar to onhencoe penotration.
Thors wes no thorapoutic offoct, and sulfathiagole could not be dotacted in the blood
2f theso throeo casos.

Kocont studios of tho Gomnsoccus Resoerch Unit hawe egain focussed upon
the loocal application of homogencous collvidal dispersions of sulfathiagolo, Thase
compounds, uccording to tho Wallece Laburutorics, contain 0.12% of a parcentage of
e wotting sgont (sndium lauryl sulfato) which mukes the dispersions more homogenesus
and stoble. MNo results cen thus far be rop-rted,

Tho obsorvations hure ropurted ere tio incamplote to allow any conolusions
to bo drown., It cppears safs to state, howaver, that tho local opplication of sul-
fonamides is followed in a considoruble percentags of cases, by definite ciinical
and bectariologic improvement, tnd by appercnt cure in thosc cascs where an adequate
follow-up was possidble. lasseging into tho skin ointmonts containing up to 20% sul-
fonsmides had no apparent effooct on thu course of the infection.

o © 00 0 00

Chairman's Comments Thore onsuod & discussion of the relationship of

this group to phermacoutical h>uses. It was agreud thet investigetors collaborating
with the group should confine thair studios to substances supplied through the groupe
The quostion was raisad &8 to Dossible scnsitization aguinst the sulfone-
mides from their local uss. Ure Stokos rofurrud to an unpublishod papor by Pills-
bury and Livingood shartly to apparr in the Juliedne, which citos o dozon exemplos
»f sulfonamido semsitisotion throuch inunotion with sulfunemid- >intments. No other
information apparently exists. Thu Chairman romarkod thet it wes hoped to organise
studiios on sulfmamido sonsitigzation through tho Surgeon Gonoral, U. 8. Army, in
cortein Lrmy Cemps.

It was egrood thet studios sinilar t this ons of Ure Cohn's should be

purauod >n a much largor gsoals. Arrangen.nts to study 4 -intmonts preparsd by Dre ‘
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. Thompson, {,0., 6 and 20 X sulfanilamide end § and 20% sulfathinzole ars already
planned in the clinics of Drs, Cohn, Cox and Diobort, Qthors should follow,

|
1
|
|
1
1
1
{
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FREIERIK B, BuNG, M.-D,, FRINCETON;, N, J¢ =~ -« «i .o "7

+° +  RXPERIMENTAL PROPHYL.XIS' OF GOHOCOCCAL TNFECTIONS®

Gonorrhoos, from the paint LHf view »f tho pathologist, should be consider-
ad as o evperficiel infectim »f cortsin muocous surfaces, rothor than as a spocific
infootion of any one struosturv. &s such it usunlly ramains in thy superficial layers
>f thd mucous mombrene, provokas a modornte luucocytio responso, tnd is oventually
ovoroome unloss chancs or menipulation introduces tha infaction into naw croms,

Infoetion of ths choriocllantoic mambreno is just such an infaction, It
may racdily bo transforrad fronm ono enimel t> enather, it priducas a suporficial ine
faction in which tho rgonisms fell t- puastreto tho tissues, «nd finelly s madorate
loucocytioc risponso with phagocytosis f the gmococei. Dopending n the number and
virulonecs »f ths orgenisns usod, tho infootisn may bo trunsiont &nd self-limitod,
or may progross to kill tho cmbryo through tho sleboration »f toxins. Cortain
strains which through cuntinuond pnssago hava bocomoe highly adaptad t» tho chiok om-
bry> will als> produce sopticomie and o rers mmingitis, egain roproducing tho story
of tho netural infiction.

In >rdar to use tho gonierccus infaction ~f the chorioanllantoic mambdrane
in tho study of prophylactics ssvorul roquiromants should bo fulfilleds (1) The
procodure must in gonorsl resemble actuul prophylaxis. (2) Kuown officiont pro-
phyluctic sgents (protergel, argyr-l1) shmld ba sffootive by this tochniqua, (3)
The mejority o»f control anbry~s must romein infactod ¢ftor the sune gentlo weshing
with scline that is nicessery t) cliun ocwey the drug tasted in the experimental
seriss, (4) The mejority of :mbry>s which aro sured .f their infstion should re-
main alivae It hus buon p—.-ssibla to c mply with thoso stenderds,

Prophylexis in tho hunen is reclly a locul trantmont »f en infoctiosn in
which tha goniercei have just begun t)H multiply wnd sprond. It is not knywn what
hoppens to the ponocicci within thuy {irst fuw hours uf intaction, and our juass must
bs basad >n studios of the oxporimental infoetin »f conviets 33, 38 cnd 72 hours
before exacutisn., Sinco thsso studioe dimonstreta only o slight penatratiim of the
creei intu the intursticos brtwwroen tho crlunmner spithuliel colls in the last case,
we ney assume thet rn infooction ~f o fow hours' duretion is limitod te the surfaco,
Thus 1,cel troatment f both ombry» and humun ingscti-ns would prasont the same
problms,

Proocdurc
. Enbryos or wpomnod by cutting «. \v}lnd #.in- the side .f:the sholl and ullowe
inz the mombrino ¢o sattlo.. Th. ch~ri selltutoie nombrian . of 12 dzy old embyyn is
infeoted with >nc drop of a snlino susponsi.n .f ‘gonocucei nude by cdding ebout 8 oc,
'f selino to & hoated bliod agar sleuat insculuted 18 to 24 hhurs previously. Embryos
12 instead »f 10 dcys 51d are usad bocouss thy trughor membruno withstunds menipulas «
tion and becausn the vldor mbrys is lase likoly ¢> din tHllowing infeootisn. Tho

ertificial windww is cuov:rod with « pioses f Se-teh tepo and tho wmbrys is reincubat-

In Ur. Bang's absonco, this rop rt wus roed by tho Chairmune Thu rapoart as or-
iginully submitted is shortoried horo by ths inissisn »f unimp 'rtant r rspotitious
paragraphs and »f the toxt figuros end bibliography,
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sd et 35° Ce for 2 t> 3 huurs, Tho Scotch taps is thon turned buck, exposing tho
rrtificiel air sac, and tho drug to bo tusteod is oithur dropped on the mombrane or,
if tno viscous, is sprord uvor tho mambrons by plicing tho tip of the pipotte on the
mombreane end moving it all ,vor tho oxp:ssad surficc. Tw.s minutes lator ths drug is
sucks=d Hff tho mombranc us £111:wss & pockot is farmod in tha middle >f the membrane
by prssing dmwn gently with ¢ lar:s pipotto, snd tha fluid which osllocts eround
the pipette tip is suckud off with n capillary pipstte attachod to gintlo suction
(Toxt-fige 1)s Ths mombrano is thun weshed twics with storile suline. Cors must be
token ts oxcludo mombrenos with hylose Thae ombry» is roincubated, and is tested the
noxt doy for infection both by smoar (Gr:m stain) end by culture -n heated blood
agexr pletes, Tho culturss ors roed on ths 1lst wnd 2nd doys end uro thon tested for
ths oxydase roectisn with p-cninsdinathylerilins nonshydrochliride. In osach test
tn oqurl numbor Hf contrils is troctad by wishing with seline slma, Thoss must bo
positive or tha exparimoent is discurdeds uf o ttrl f 1050 control ombryss used,

67, or 6 per cent, failod t. show infocti.n with conse.cei. The martolity of tha
ombryss duo to ths m2chonierl procodures muy bo judgod by n:ting that £ 383 smbryos
traatad with 0l por cont of vithir sulf-namidos r arsonicals .nly 58 (15 par cent)
diod, 3.8 par cont (198 ~f 4980) f the embry's wors discrrd:d bscuuso of contamina-
tion aocquired during manipulation,

Strains »f zonococel usoed in thase exparinaonts woroe issluted from ccsos of
coute gonorrhoal urethritis ct Fort Dix. Thoy woro idontifiod by typiecl translucent
o>l »nies on haated blood cger, by thoir frilure €y grow on plein cgar and ut room
tomporature, and by ths usucl fornantctim ricetisns and morpholiy with Gram stein-
inge M st of tho work huro rop rtod wrs doue with Hne stzrrin, which wes used et first
eftar 25 passegos n tha2 onmbry:, letsr without ambryo pussapgs. The uss of sther
struins will bo spacificnlly ruofurred €5 in tha pupar.

In sovaral ways this tust fur tho prophyloactic veluc »f u drug is more
rignorius thon thet imposud by netual praotices (1) 4 lergor d.se of gonocrcel is
usad then that which probebly infoets tho usucl urothrse (2) Tho infectisn »f the 1
mbryo is nllowod to dewslop far 2 tu 3 hours, whilu nmany prophylactics wro givan
much s2oner aftor cxposurce (3) Tho drug is allowad to rerwin on tho mumbranc for

uly 2 minutos, while in ths standard prophyluctic pr.csdurc argyrsl is kopt in the
urethre far 5 minutos. (4) Tho drug ie wushod ff tho mombrens irmediately, while
in ©hs humon thore is no e nmprrebdble wicshing .ffoct until tho noxt urinatine. Those
difforoncee oxplein tho feet thut crgyr-l wnd proter;sl waors mly 50 to 60 por ocent
offcotive in sur oxperiments, whils actucl practice indicat:s a much highor (100 por
cont ?) >ffoctivonoss,

RESULTS

Tabls I showas the offoct »f troctnent f tho mombrens infoetisn with 2
pareont argyrol and protarg.l solutinse. 8:th . f these drugs wors cunsistontly of-
foetivo in proventing ths devslopnunt »f infectin in abrut 50 t» 60 por cent ~f the
casas, N, significent diff.srence wi.s dononstritod botwoon 2, 5 and 10 minutas of
trootmont, It wus «ls: denimstrrtod that trontmont f tho munbrans sevoral hours
bof >re¢ attempting infiotin prav.nted such infuetisne  This weuld indicets thet even
thoush ths drug is cll.wod t) roruin in c ntect with ths msubrene £or nly 2 minutes
and is thon washod ff, moush drug is fixad t» tho tissuu t. ftin provent rultipli-
csuti n .f£ tho gmrcoccds Thu fuiluro t) domnstruts an offoet .f timo w-uld indicate

‘thut tho silver comprunds woro fixed by thy tissuo ruthor rupidly,

NAS 0002321



S T T PR ETERETAEE AT TR M AN T SR AT

w24 =

It was soon clear that moro wator solutions f the sulfonamidos would not
oure as high ¢ porcontage of ombryss as did tha ergyrol, nor did the uddition of ‘
golutions o-ntaining both sulfenilurida enc agochl ramide sufficiently inoronso the
effoctivonoss (svo Tebla VII).

Sinco the limiting factur gomad to be tha concentretion f tha drug used,
we naxt triod concontratod (10-30 par cont) s lutions »f sulfenilemicde and sulfa-
thingole. Those woro meGo by Wnlleco Loborutsriae by adding tho drug to & bese
(propylene glyool), tho high ¢ ynoontrati n being cttained bv tho aduition of a solu=
bilizgor of epproxinctoly twica tho woipht of tho drug. Thoso snlutions consistantly
curad 90 to 100 por cent f ths axprinuatel infoctions,

Such svlutions ereo highly viscous, ubsurb wator from tissuos repidly, and
muoh of th) drug is procipitatod -n cuntact with wutor, Oincs solutions of lower
conoontration lack much of this camaging vffect, wo heve determinad tha 60 per cont
offective ondpoint for sech »f  number of drugs. This is dono by tho accepted
statistical procedure of accummleting prsitive and nosntive rosults ixn ordsr to
smosth tho eurve, It mey bu illustruted by the data obteined in 4osting different
concentretions of 434K, Tublo II shows in column ¢ thu actual nunbar of ambryos
ourod st tho different concentrations, Columns o end £ shuw thi figuros obteined if
we sssume that embryvs curad at lowor uilutions of thy trug would hava beon oured
at the next higher concentrution, and thit infocted smbryos which resistsd higher
concentrations would huve rosisted thy low concontrutions, Tha effect of this pro-
csdure is to smooth tho curve obtulned (Chart 1) and nmeke the dcte more acourate.

It cen of course bo practicsd nnly if ths data in thorselvos ectuelly demonstrate
thet inerseasing concentrations sre more sffoctiva,

Bffsct of Solvont

Propylena glyc:l w:s used s the stendard s)lvant bocause it carries higher
concentrations >f drug than dous waver. It wes usod in the comperison »f all the
drugs hors tostod. Uthor workers using ¢iffarent tochniguos frund prapylene glyeol
t35 toxic whon injsctod int» tho .age e’ tharafHra chose triethylene glyenl. & cm=
parison of tho offcet of the two golvants o ths afficucy ~»f ¢ifforent ¢rugs is pre-
sontad in Peble ITX, wnich Incluces ¢ numbur f sopurats uvxperinencs.,

Tho t.ocurmletod rosults for 434 ure shown in Chart 1. It will be noted
the.t tho use ~f triethylonu glyesl causistantly lawarod the officacy ~f 434, neo-
arsphoncmino ont sulfrthiazolos

The Subcommittos -n Vonosarl Disuvesas, of tho Ne.tionel Rosearch Council,
hopas t» develop nns prophylactic agont vhich will bo retive ageinat ell four of tho
cormon vonsroal disursis. Sinco thy silf nenidas have no known effoect ageinst the
troponamas of syphilis, it seomod yoorth while t) tost drugs which might be oxpaected
t» not egainst hoth troponemas and pon eaceds Two compounds which combine sn arseni-
cal end & sulfonamide ring, 494 wnd 524%, worc furnishod by Dr. G, ¥. Rhoaks »f the
Squibb Institute. Thoy huu boon synthusiz il by lre We ne Lott of ths sameo »rganisa-
tirn. Bath of thes) corpunis wara fount to to hichly affactive ugainst gonocrccd on
tho chorisnllentoic membrune (Tuble IV, Charts X and 2).

¢ 434 = 4, 4'=disulfanilanido-ersonabunzine,
s 524 = 4, 4'-disulfanilamido-orsine- xida.
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Tho efficacy of thoss compounds ncde a comparison with othur arsaenioanls
necossury, Tho rasults »f thoso compurisons arc presonted in Table IV end Chart 2,
In goneral arsonicals hore testod urc moro offoctive than the throo sulfunamidos,
Cortein procautions must bs sbssrved in intorpreting thosc ourves, First, tho point
>f cloarost difforontiation is ths 60 por cant ondpoint, end little »r no attontion
mey bo paid to tho curvos at vithor the lowar r tho upper ond, f.r hars chance plays
too large a parts 8ocond, if two curves or>ss anywhoro neer tho middlo, the number
>f ombryos testod has boon insdoqueto t) difforentiete these .irugs. Thus, mapharsen
434, nooarsphenarmine anc chlorarsine cvnnot bo difforintiatod, Sulpharsphonemine,
which is mro slowly oxidiged into the form active against treponomas, is herc the
loast offactive »f the arsonicalsy tho fact thet it is at «ll activo incicataes that
it is broken down by the ambryo tissucs.

Effoct of 8trein Used

It is pussible to domonstratc thet sulfanilamide-resistant strains of
gomosocel rotain thoir rosistance -n tho ombryo. Tsble V prosonts the rasults of a
number of tosts using twc different streins, both racomtly isolatod, MoV wes iso-~
latol from a patient who had failod t» rispond to § days of sulfathisgolo, while 8e
was taken from an untruatod case of couts urothritis, No striking differonco is
domonstratod betwoon thoes two strains.

DISCUBSION

The walidity of comparing tho results of exporiments on one drug one day
with thosa of enothor drug on anothor ey riey rightly be quistinoed, Huwover, it
was always our prectics t» cmpare 2ach duy tho offoot of differont concantrations
of the drug tisted with a standard proparitin »f a bittor kmown »ne, During tho
"prelininary experiments this stanlard wus ergyr.le Lator, when testing arsonicals
and sulfonumides, wo uss! 0,2 per cont .f 434 in propylane glyeol, Kosults >f these
individucl cay by day oxparimonts all agrec with tho »var:ll rosults presentol in
Twble IV, 8pacs cnd tho nced for clerity make publiocutisn »f those data inadvisable.

Tho purpsso of thos: experiments wrs, of oourss, t» furnish deta for new
1scel prophylactic agonts to bo usal in provonting tha covelopnont of gonsrrhons It
is elways irpossiblo t, tronsposo the 1.sults .f uninrl exporinontetion dirsotly to
humang without a ecroful ro-oveluation, This will be true »f tho rssults here report-
od, It is dosirudlo t> oxamino tho diffor:ncis in tho tochniques usad in the treate
mont of tho oxporimentul and humon infeti»ns, Tho diniluarity f approach was em-
phesized in tho introducstion, tut 'no groet lifforence romeins, The infeotion of
the churivcallantoic mombrane is vary oxtensive c.omparod to tho size of tho host,
8overal squaro contimeturs cro affoetad, und tho volune of the average ogg is about
50 cc. On the other hand, the human infeetion usually does not cover a mush larger
absolute area than tho ombrys infuction, but ths volumo of mun is inconperebly groate
er. This immodiately introducos the pridblom of l.cul vorsus systomio troatment, for
it would bo possiblo to trout infietad ombryrs loeally with enough drug to bo abdb-
eordod in sufficlont quantitiovs ¢to not systenmicelly rathor thun 13ce.nz. This is
1ikely in the human whoro tho rolctivoly snmcll cnunt absorbod would be diluted in
tha grsator body volumoe duch considcratisns would hold for way cnimal in which the
body surface infooted by g.onocucel wis rolutivoly lurga.

"TNAS 0002323 |




-26-

|

l The evidonce on tho quostion of the locel versus tho systemic action of
sovarel of those drugs is prosontud by thrase difforont typos of exporimont. First,

} both protargsl ené argyr.l, which arc vory porrly absnrbod, huve a dofinite ourative
offact on theso oecrly infoctions, This actiun is pribebly entirsly lscal. Socond,

| wo mey oompere the affoct f truating similarly infectod embryss l.ocelly and by in-

| Joetion into tho embry~e Tho rosults »f thoso troatments with four different drugs

; are prasonted in Teble VI and plottod for 434 in Chert 8. It vill bo nirted that

| troatmont by injoctisn is twico as sffactiva as loonl troatmont. If helf tho drug

| is romoved by suction end washing, in thosa givon l.ucal treatmont the curves would

| correspond; if much mors is uctually romsved, it would indicut.y thet membranal trsote
mont is more affoective. This cecn Hnly be sattlud by studias on the abssrption end
distributisn >f the drugs. Table VI indicates thut thoso results mey bo different
for differont drugs,

& third line of ovidenco is furnished by tho rosults of compering the
lmown synorgistic actin -f sulfenilamido and azsch-ranide with tho rosults of the
lscal treatmont of mumbranul infiotisns (Tebls VII). This tablo shiws thet littls
incroasad effeotivonose is contributed by the cacition »f azachlaramide. This meens
that the synsrgistic »ffiet found” in vitrsé 'for thoss-compourids is not reproducsd by
1scal trostment,

Finelly, it is worth noting that in vitro tests on a 'numbar of beoteria
heve dsmonstrated tho high dogrov of offoctivenoss of cortain nrsanicels,

Thase difforont points sug;.ost that pert of tho results obteined by tha
local troatment of tho mombrancl infootion is sctuslly due to tho loesl action of
the druge Om ths othor hand, the feot thit thuss arsenicals and sulfonamidas do ‘
act systomically in tho enbryo when injocted into tho ogg, and the long slopo of the
ourves abtainad (Charts 1 enc 2) suggust thet ot 1liest & part »f it is dus to a later
systemic affocts Unly thor.ugh study of the absorpti.n of the different drugs in-
eulatad by different routus will s.ttlo th: questin »f tho roletivo importence of
cach of thosc,

SUMMARY

The exporimantel infocti m Hf ths chorisallentoic mombrone of 12 doy eme
bryos with gonococel hus besn usad t> study ths prophylaetic velus of ergyrol, pro-
tarzol, solutions of sulfonamides und trsinicals, This ie tecomplished by placing
ths drug dirsetly on the 2 t» 3 hour »ld nombrinel infoctiosn, remiving it 2 minutes
letor by suction cnl washing with scline. Cntrols triated with saline elone remain
infacto! 94 per cent »f tho timo,

wrgyral and protarg)l ars offective in 50 to 60 pur cont »f tho infections,
Highly concentrated (10 por cent +) silutins f =1l tho sulfinemicos and arsonicals
in propylenc glycol arc sffactive in mors then 90 pour cont f tho infections, The
rolativo valuc »f theso drugs dut.rminad by tho 80 par cont ondpaint in rilar f in-
crocsing cfficioncy is: sulfanilemida, sulfeguuni ini, sulfathiazols, sulphersphsna=
mino, 434, maphurssn, nsonrsphanamine, chl.rersino end 524, Sulpharsphensmine and
sulfothiazole wsra not elaerly differontietrds Thu fiur arsenicals - maphersen, 434,
nosarsphenamine and ohlorsrsine = cls) hac. the same 'rder of Jfficacy. Ths effsot
of the drug is influenced by tho type »f solwvont usod,

Th> evailnble ovidones indicttos that part ..f the ourutive offost is
locul,
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Chairman's Comments--Ceneral discussion threw doubt on whether effect of

medicements in the chiok embryo could be regarded as in vitro or in vivo effect,

Attention was drawn to tho fact that no mention is made on the effect of

solvents alone (es g., propylens glycol),

The question was raised of tho rolative merits c¢f pursly in vitro experi-
ments with the chick ombryo technic, Dr. Hill roports that parallal chick and in
vitro plating experimonts are being cerriad out in hor laboratory and that an snswer

should be available in e fuw woeks &8s to whether one mathod holds any advantage over

the othor.
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TAELE II
THE EFFECT OF 434 ON THE LOCAL TREATMUHT OF GONOCOCCAL IIIFECTION

OF THE CHORIOALLANTOIC MEMZRANE

Srere e o e -+
]
a by | oo a i e LI i
| % — i N
! !
CONCENTRATION | aCTUAL NO. PER CENT | ADJUSTED
OF DRUG | OF posITIvE! HCCUMULATED © ppp cENT
(PER CENT) ' _EMRRYOS | eves memeeoe | POSITIVE
P [ N P ' N i
- —
10 P 1 33 8 . 1 260 0.4
2 0 &8 0 1 227 ., 0.
1 2 1 15 . 3 169 1.8
044 0 10 o | 8 188 : 1.9
0.2 14 99 12 ; 17 148 10,3
0.1 ; 7 19 28 . 24 49 ' 32,9
0,02 48 27 64 72 0, 70,8
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040002 7 0 100  :104 0 10050

NAS_ 0002327



=~ 3u ~

T4LBIE  III

THE EFFECT OF TWO SCL /i.ii™3 Oli THE RFFICACY OF DRUGS
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A COMPARISON OF THL CFFECT OF DRUGS ON THO STRAINS OF GONOCOCCI
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nNs VI
A COMPARIBON OF LOCAJ, AND SYSTEMIC TREATMENT

. s meemm e te v

. s wmescseeb

. ' NBEFR OF EMBRYOS

'CONCEWTRATION OF DRUG _ (PER CENT) ®

. cm— -
.

m ‘ mm - 9'9’3""’—9‘.'2""‘ '~°91.r93' ; ‘lo.oz -
- - PN P_WiP|WiP,| W
| ; : : ' . |
i . ce | H
Sulfaguanidine ;Nmbrml : :.u.! 2 :u E 2
: ti i . 82 ;2 &
__ Togestion ;. 82 J .°,g__. e
‘Nembranal Do ’25; 5
Sulpharsphenamine 1, jection | 28 ‘ 1
" e se : . > smusadh comas o -t veame § - ....1 ——y e — et e Mo e s e e
Neoarsphenamine :!(embranal ; 10 H 113 i
iInjection 4 17 $S: 0 i

- ome .

-- —

—

- ems @ s eesmemmer e

9 These figures refer to 0.5 cc. of the solution placed on the membrane,
¥hen injected, 0,05 c3. of & solution 10 tines as concentrated was

uled.

THE EFFECT OF INJECTING 005 co. OF 434 INTO EMERYOS

v e e evme e -

e S mems e - ST

NUMBEER OF RMWRYOS *

CONCENTRATION
( PER CBNT) P N
5 2 13
1 2 11
0.6 ]
0e2 2) 11
Ol 17 12
0402 8 0

@ Thosc figures are prosonted in Chart 3 and should be compared
with Teble II whers 0,5 co. of the sumo drug is put on the
membrane, then removed,
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THBLE VII
TEEK BFPFRCT OF A COMBINATIOH OF SULFANILANIDY, AZOCHLOWAIMIDE, aiD A DSTERCENT

OK CUNCCOCCAL IANFTCTIONS OF TIL CHORIOALLANTOIC 1T IRANE®

: NULIBR OF LBRYOS TRUATDD 70
i i SULFAUILAKIDE,
COUTROLS , SUFACLANIS | WOCHLOWITIE, ;  ABILOLMIDE
{ oo ! ARD .
inmmnsuwm:mmwm, TETRADEC YLSULFATE
e, e
p iwi P Low o r boowoop N
1T R ‘: |
127 ol 9 ¢ ;8 | s 12 1
¢ H : ! .
13 0:i 12 : 2 ! 12 : 5 15 | 0
: i i ‘ {
14 o' 0 : 5 . 12 § 14 1
: |
12 . 0- 10 3 6 - 8 12 3
s ‘o 16 : 8 u o i1 i3
e e e v —n e g—————— -.2... .- :. [ SN i - l
Totalesee-e 69 o' 57 : 19 4 . ®n . 72 8
' ! . . a— oo
, B
Per coent surede<<0 ) 25 ‘ 3847 10

¢ Used locally, Sulfanilamide, 13145; azochloramide, 1:10,000s
sodium tetradecylsulfate, 13800,

\
i
odee . @mt me v s =i s e am e ke " - . sou . N comme sa ik ommw mar o x - o

Notes Since the per cent of embryos cured by azochloramide and by
sulfanilumide alone shen added togathor equals the per cent
oured whon these urugs are ussd togethor, we huve no evidence
of synergisan,

@
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' REPORT OF PROGRRSS 1IN iifiAx SOCERIMENTATION N CONORRHOBA

The Chairman read extracts frem the Mirutes of & Cenforence on Chemioal

and Chemotherspeutic Prophylexis in Humen Voluztce+s “2'd in Washington on December

1942, These Minutes have airoady been ~irculeted and are not herswith repro-
duced. Proposals for 0.§.R.D. countrsct have been submitted by Hiller, Cohn and
Carpenter for work in th:"e prisons of Illinois, New York and Georgias, respactively,
These proposals have becn apriovod by the suboommnittee on Vanoreal Diseases and the
Committee on Medicine an¢ are now under consideration by C ¥R - 0. 8. R. D. Final
decision will probably hirge first on the public interest (political expediency) and
subsequently on the legality of such experimentation. Pendix'xg decision by Oe 8. Re Do
formal negotiations with Stato authorities aro in obeysnce.

The sense of the prosont Confersnce was that such sxperimontation was ur-

- g,
gently desirable and should bo oarried out us promptly as possibles
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GEOFFREY RAKE AUD HELEN P. JONES

THE TESTING OF VIRUCIDAL SUBSTANCES

Earlier studies from this and other laborstories had indicated that the
sulfonarides, and particularly sulfadiazine and sulfathiazolas, are highly offective
against th, agent of lympliogranuloma venersum in vivo, Despite the stataments of
other investigators that the drugs were mot virucidal, our own investigations, care
ried out in mice, indicated that if suffi-iently high blood levols ware attained and
maintained, virucidal action did ococur. Theso sxpsarimontal results in animals, par-
ticularly in mice and guinoa pigs, confirm.d the clinical succassss obtuined with the
sulfonamides in the treatment of lymphogranuloma vanercum in man,

In the studies to bo roported hors use has bien nmade of ths yolk-sac route
of inoculation in the chick smbryo, a tochniguc of graut dalicacy in dotucting small
numbars of the infactive agant of lymphogranulona venorecum. Thus: studics can be
divided into throo groups, namoly, those dealing with (a) sulfonemides (b) arsenicals,
and (e¢) othor antibiotic substances,

Suifonamidoss 1In one group of »xp:rinints diff :rent concntrations of drugs have
buon incubated with approxinmatsly 500,000 infuctivs units of th. agont in bsef heart
broth usually for a period of onc hour at 37° C, Thc drug-aront mixturoes wer: then
inoculatod into the yolk-sucs of cmbryos without further menipulation. Under these
conditions daofinite virucidel ectivity wes obtuined (Tuble I).

TABLE I

Concentration

of drug in mg 0eb mge 2,5 mg 5 mg 25 mg 50 mg 75mg 100 mg 250 mg
per 100 m}

Sulfedingine ¢ 14/14 - 20/28 12/23 - /A7 - -
Sulfathiagole 1010  s/5 22/27 17/28 3/5 - 6/17
Sulfenilamide - - 5/6  14/14 5/5 - - 16/10
Sul fzpyridino - - 5/5  13/13 5/5 - 4/ -
Sulfeguenidine - - 5/5  10/10 4/5 - 7/9 -

— ——

—— as on d—_——

& 14/14 = 14 a¢gs infocted out of 14 inoculated.

Thos. rasults sumnarize syverul uxparinonts, |

e e - -

It will bo suen thut both sulfadiazine end sulfuthinzols woro virucidal -
29% end 187 w.spoctivaly- ut 5 mg pur 100 nl (or .05 mg par 500,000 infostivo units)
whil~ sulfeupyridine showud virucidal activity (43%) at 100 mg p.r 100 ml (or 1.0 ng
por 00,000 infsctive units), culfozvenidin. snowsd virucidal wetivity (22%) at 100
mg per 200 ml (or 1 mg por 500,000 infictiv: units) ond sulfanilumid: showud no

" NAS_0002334



. 6” (3}

viruoidal activity at 250 mg por 100 :l (or 2.5 mg par 500,000 imfootivo unita)e Tho
50 per cont end-point was epproximatoiy Zf umg por )00 ml for sulfadiasine and 33 mg
per 100 nl for sulfathiasolo. Lvon with iho lovost concontrations tosted thers was
some virustatio aotion us shown by doley in doath of tho eggs rocoiving drug-egenmt
mixtures as comparoed to tho controls rucuiving agont alono. In tho above casas yolke
scos of oggs which diod wory smosrod, steinad and axamined for virus, Kggs which
survived wors opened on tho 2ist duy and similarly oxamined for virus, In subsequent
axparimants, doseribod below, the cruv virucidal uctivity wus furthor demonstrated by
pessing negativo yolk-sacs through two pessagos in normal ambryos by the yolk-sac
technique,

In tho above axporimants it is cloar that although only small emounts of
drug urc imvolved, tho tost canuot be rogurdod as nn index of in vitro activity since
no attompt has boen mndo to seperate drug from agont bofere inoculation. In subse-
quent oxporiments, therofors, a tochniquo was svolved in which «s much as possible
of £ha drug wus ramoved from tho cgont bafore inoculation.

' In these oxparimants high concontritions of sulfonomides wero atteined by
primery dilution in 80% triothylene glycol and 20% torgitol penstrant 'T* 1/1000 in
watere Dilutions of tho drugs woro mude es rsquirod in distiilod wotsr. Bqual parts
of a given drug concontration wore mixod with ocquel parts of a 10~2 susponsion of &
heavily infeetod yolk-sac from o moribund ambryo (approximatoly 1,000,0C0 infootive
units per mi). As a control, distillod wetor ropleced tho dilution of drug. In other
sontrols oquivelent or ovon largor amounts of the solvent in distilled wnter wore
mixed with equal parts of tho virus susponsion. Theso mixturus wore incubated at
S7IC for 1, 2}, or 3 hours. Three ml emounts of tho mixturcs wore thon coatrifuged
at 18,000 repems for 1 hour in the coelde Tho supernatent was discarded end tho sodi-
ment rosusponded in 3 ml broth. Tho centrifugation and wushing werc ropeatod twice
more and tho finel gr third rosusponsion medo in 8 ml of broth., Dach ml of this then
containod 1/4 x 10™¢ of the original yolk-sac suspension or approximately 260,000 ine
factive units, Six-day omdbryos wera inosulated by the yolk-sac route with 1 m) esch
of the final suspension,

Estimtions of thy amounts of suifinamide romaining aft>r such manipule-
tions wore made. In throc casos in which tho oripinel mixture containod 2 gm 8T per
100 ml tho final rosuspendod sodimont as used for inoculetion wes found to contain
o115 mg, 4068 mg and o062 mg. par 100 mls In another caso in which tho original mix-
turs ocontained 4 gm 8T por 100 ml, th: finel rosusponded sodimont as used for inoocula-
tion contnined 071 mg 8T por 100 mle The supornatant from the sccond socdiment con-
tained 38,8 mg 8T and from the final sodimont 0,78 ng ST per 100 ml. Tho amount of
sulfathiazole romaining in tho final inoculun is vory smell (especially in relation
to tho hoavy inooulum of agont), and it appoars to be constunt in emount. This may
indicato that it is bound to tha eagont and othor components of the final sadiment,

With inoubation for only 1 hour, no virucidal action could bs demonstruted
although thors was eomo virustasis (Tadble II). Such virustasis ococurred with vory
largo nmounts of sulfathiazole=-l or 2 g por 100 ml or with 50 ng of sulfamethazine
por 100 nl, Thos: quantitiss of sulfathinzole aro much largor than thoss used in the
form>r in vivo tnst und show thct tho formor acotivity must hava boon duc to tho small
«mounts of arug cotually inoculetod into tho yolk-sac

It was thought that, if ths agat of lymphogranuloma vanareum were capable
of any notabolism outsido tho host colls, such might ocour only very slowly, For
this roanson sulfuthiazolo in high cuncontration wus aguin usad and inoudation carried

Qut for 2% or 3 hours nt 37°C. Soivant controls showod that concontrations of sole
oent equcl to thoso in ths concontrition: of sulfuthiazolo used had no virucidal aes |
tion and wero ut bost only slightly virustotio, as a further oontrol the usual
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infgnted time  # of oggs OSurviwval dosos used
infcoted time

9/26/42 8T 50 mg/100 ml, §/5 4.3 d, 4/s 4,0 d, 5,000
9/30/42 8D 60 mg/100 nl. 4/ 5.0 do 5/5 4,9 d. 50,000
10/7/42 8M 60 mg/100 ml. 5/ 5.9 d. 4/a 5.1 d. 50,000
10/19/42 SD 125 mg/100 ml. 5/5 349 d-l

10/19/42 ST 0.6 g/100 ml.  4/4 4.1 d.

10/19/42 ST 1 g/100 ml. /5 507 do S 5/6 4,3 d. 500,000
10/19/42 ®T 2 g/100 ml. 4/4 Gel do /

emsunt of infectod yolk-sac is0., 500,000 infestive units was incubatod with 0.4 mg.
per 100 ml of sulfathiazolo. This mixbturo was centrifugad end washed as usual, but
tho washing was carriad out with broth containing Oe4 ng por 100 m1 ST and this was
used for final resuspension., This inoculum, thirefors, contained 6 times tho amount
of sulf-thiazole left in the final jncculum after tho manipuletion of tho 1 or 2 g
per 100 ml sulfathiazole concontrations (Sca nbove). This lettur control at O.4 mg
por 100 ml was virustatic, but wae not virucidal, On the othar hand, in repcated
tosts one solution of sulfathiazolo was dofinitoly virucidal at 2 g por 100 ml and
virustatic at 1 g por 100 ml (Tadle III).

Theso results would indicato thet sulfathiazolo in suffieiontly high con-
contration has a dofinite virucidal action. Howover, e scoond solution of sulfa-
thiazole has feiled to show auy such activity in duplicato tosts, and it remains to
dotirmine whother the originnl vesults aro dus to somo chomical sontemination of the
ST solution. In & now exporimont at prosent in progroes with yet a third ST solution
no doaths have occurrod in 6 days with 2 g 8T por 100 ml. All of tho solvent 50%
xnd ST 0.4 mg/100 ml controls ero infectod and dead.,

Aragnicelsy Using the ia vitro techniquo outlined above undor the section on sulfona-
. midos, but with only 1 nour of incubation, many trivalunt arsenicel drugs have been
toctod for virucidul os virustatic activity. Chomical estimations of drug remaining
after tho throe countrifugations show that this is significently groator than in the
cass of tho sulfonamide drugs end mey tmount %o betwoeen 1% and 3%, This means that
from 0.5% to 1,6% of the originml drug conc:intration mcy e introducod with the agent
.into tho yolk-sace. Thore again, howuvor, it would nppeer thit this emount of drug
m y become actually fixed to tho components of ths sodimont.

Arsonicals tested includo Clorarson end Maphursen, as wall us cortain odhers
prepared by Dr, Begle and Dr. Donk of Baltirore, by Mr. Lott at New Brunswisk, cnd |
by,Dr. Christieason of Brooklyn. In all, ¥4 compounds have boen tosztod, Of these, |
9 have only bosn tested once. Of the othor, 26, 17 are of vory low aetivity with ver' |

.
) - 38 =
TABLE II
DATR DRUG CONCENTRATION # of egps Survival ___Control . # of infeotive
|
|
|
|
|
|
|
|
|
i
|
|
|
|
|
|
|
|
|
|
|
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T ? LAl
Firas I of Sur- _ Centrol # of in-
DATR DRUG  CONCENTRAZION  rocus- UL ive 3¢ 61 Surviv- fective
ponsien anfeese al uges a1 units
od time irfost~ Zinmc used
ed
8T 2 /100 ‘ml Broth o/s
8T 1 g/190 ml Broth . $/3 6.8 d. 5/6 4.0 d. 50,000
8T 0.4 mg/100 ml Broth 4/4  10.1 d.
11/@1/@2 conteining
0.4 ng/100 ml
Sol- 50% Broth 5/6 5.3 d.
vent .
8ol~ 26% Broth 4/4 4.3 d.
vent
8T 2 g/100 ml Broth 0/4
) ST 0.7 g/200 ml Broth ~ 4/&4 646 d,
87  O.4 mg/100 ml Broth 5/5 8¢5 do 5/5 3.3 do 500,000
12 3/@2 containing
/ 0e4 mg/100 ml
Sol- 50% Broth 5/% 348 do
vont
Sol- 25% Broth 4/4 4,0 4
vent

lattle or no activity at 7.5 mg por 100 ml. Tho approximato concontrations of the
othar 8 drugs provonting doath in 50% of embryos is shovm in Tabla IV,

I£ is clear that tho 4,4'-disulfanilanido-arsenot.nzene and 4,4'-disuifenil-~
amido arsine-oxido are the most offgctive of thu drugs so far testcd, being approxi-
.mately 3 timoes £s good as those which aro nott in order of offoctavencss. 1t should
, be poinced out, howuver, that tho apparent activity of tho 4,4t disulfenilamido ar-
gonota1c v may have bsen duo to its conversion to thi corresponding ersire cxide
_during or follcwing tho propuration of the tost solution.

Other substunces, Ponicillin is virucidal at 2250 Florey units per 500,000 infec-
Q%ye units &nd aspergillic eoid at 1125 R units, 600 F units of ponicillin and 128
R units of aspergillic acid are virustatice
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4209 8C Dichlor compound of 4,%4'~disulfanilamidc arsenobengene le2 mg %
4289 T (434) 4,4'-disulfanilanido ersenobonzono 1.6 ng %
524 4,4!-disulfanilumido arsinv-oxido 1.7mg &
Clorarsm  =m==eeecccaeoo 40 mg %
484 4,4'di~ (3-amino-4~hydroxy bonzens sulfonamide)
arsinobanzane 500 mg %
Mepharscn ammmemnccnan S5¢1 mg %
Bl 4=COlH, phenylersine oxido 5.1 mg %
B4 4~iHCOCH; phonylersine oxide 6ol mg %

The virucidal cction of dotorg.nts for tho agat doependad upon tha group to
which they bolongad, Thus the cationic dstsrgonts MC-474, KC-507 end Bmulsol 607
are virucidel at 0e5% - the lowost concontrution tastod, Tourgitol penrctrant '7', an
anionic dutergent, is virucidel at 0,001%, but tho noutril detorgoents Igepnl CA,
Triton NB, Domal and Duponal DC ars inrctiv) vven in concontrutions as high as 20%.

Calomel im saturatcd water solution wus incotive egninst the sgont.

Cheirman's Comments Goinorel discussion pointud out that in the roports

so fer meda, the arsanicals s-omad to provide tho most promising lond for further
study in syphilis, gonorrhee and lymphogrenulome, sinco thur: wes a clorr indication
of their simultuneous offactivimoss wpgoinst thos: throe disnusise Thoir uso should
be immodictaly oxtended to chancroid, rnd if possiblo to gramnulonc inguinnle.

Thors wore no sugmestions for oxpinsion of Dre Reksts work by other in=-
vosti getors since his is tho only laboritory in tho cowntry corrocotly equippad for
this study of lymphogranulome, It wts the consensus thet Dre Ruko himsslf should ox-

tond tnd cmplify his own obsorvitions as rapidly as possiblo,

PR
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FRARK C. COMEBS, M.D. AND ORLANDO CANIZARES, M.D., NEW YORK UNIVERSITY, NEW YORK

PROPHYLAXIS OF CHANCROID INFECTION

The purpose of this report is to present the results of u study of various
bactericidal and bacteristatic agents ir. the prophylaxis of chancroidal infections.
Autoinoculutions and the experimental epidermal inoculation of cultures of H. Ducreyl
were used for this purpose,

The prophylactic agents used were ointments containing metallic mercury,
calomel, sulfathiagzole and sulfanilamide. In eddition, tests were made to determine
the value of soap and water locally, und sulfathiazole by mouth.

A study of autoinoculations was first pursued. This repost is divided into
four (4) sectionssg~A. The Mothod, Bs The prophyluctic agents, C. Tebulation of results,
and D, Comment,

Ae The method.

Autoinoculations were performed on the oxternal aspisct of the armss The
metsrial used was obtained from tho genital ulcors of patisnts inoculated. Only
lasions presenting numorous H. Duersyl wers used. autoinoculations ware performed by
the mathod of multiplo puncturus, & modification of thu Ravaut technique, which in our
hends has been found very succossful, Tha numbor of autoinoculations performed on
sach arm varied from 2 to 4. Those w:ro done aseptically and covorod with sterile
gauze bandage, The ointmonts waro rubbad on sach inoculation for two minutas and
coverad with sterile gauzs, Unebsorbod ointmont was loft in situ., Ona control wes
1aft on sach amme The poriod ulapsing botwion inoculations and the application of the
prophylactic, if not othorwise spocifiod, was ono hour.

Tho incubation pnriod varied from 2 to 4 days. Aftsr the second day sevoral
smell pustules werc noticed st the point of inoculetion, Thuse wero not broken to
prevent secondary infection. Farly positivu lasions prosonted the appsaranco of large
pustules conteining a modertto amount of pus. This pustule whon troken showsd e deop
uleor. Letar, losions prisunted o dismster of 1 cm. or largers The borders ware
undsrmined end soft,

B. Thc Prophylactic Agontse

le Soop and wntor. Tho 12sions warc wushed with liniment of soft soap
(U.8.P.) using sturilo guuzo.
2. Ointmonts.
(1) Sulfuthiazolo 5 and 10 por cant in yellow ointmont (U.S.P.)
(2) Sulfuthinzole § per cont
Colomsl 15 por cont
Hydrous wool fut
Whito potroletun
(3) Sulfathiazole 10 por cont
Cholustorolized potrolatunm
(4) Mild morecuriel ointmont (U.S.P, XI) 30 por cont
C. Tabulation of Rosults
Explanation of Critaria
"Clinionlly positivs, Ducroy positive" wes applied to autoinoculetions
.prosonting the cliniecal appuarwnes of & chuncroid in which H, Duersyi wors founds

ae
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®Clinically positivs. Dusrux__x_xg:;_ntivn‘_'_ was applied to similar lesions in .
which reposted soarch for H, Duorayl wis visucoessfule

"Doubtful® was appiisc to small crosive losions covorod with a yellowish
orust moro sugrostive of a prtderndic lesicn then & chencroidel ono. Thu soarch for
K. Duoreyi was always unsuccossiul in them.

- "Nogative" jnolud~d those in vhich 1o rouction was noted eftsr two or more
deys.
TLHBE I
(iutoinoculationg)
Clinicully Positive 1]Total
Tote.l| Porcunt| Duoroy Ducrey Posi-
TOTAL | WEGATIVE | DOUBTFUL Nogs | Nege Nogative |Positive |tive
Sulfathiazolo 19 11 4 16 79% 2 2 4
10% -~ :
Sulfathiazole 8 2 2 4 §0% (¢} 4 4
5% _
Mercurial 17 0 0 0 0 7 10 17
Ointmont
—— —_—-
Soscp and 19 0 0 0 0 4 15 19
YWetor
Sulfethiazole 10 1 3 4 40% 5 1 6
and Caleomel
Sodium
Sulfathiazole 5 1 1 2 40% 1 2 3
in squafor ’
Sulfctriazolo ‘
end Calomul 4 0 § 0 0 0 0 4 4
i

(3 hrs. luter) !

i
|
|
;

D. Commont,

Twonty-four sots of inoculations wero neds. Fi o of thoss ware eliminat-
»d from this report as the control was norativos The number of slidos examinnad in
sach case varicd from 10 to 57, .. total of 405 slides ware ax:minod from the auto-
inoculatirns,

The Mnegstive" nnd "doubtful" rosults were cddod und considarod "negative"
to simplify the intoerpretution. .11 clinicslly positive ere classified as "positivo"
becouse in tho groat mejority, li. Duereyd wure found,

& study of Table I shows that of the substencos trind, sulfathieszole 10
per cent gavo the bust results. hercuricl- ointmants, ana soap end witsr wore con=
gistently unsuccossful as prophylactics. Tho mixture of sulfathinzole wnd calomol
gava pooror rosults than gulfuthinzolo vlons. Sodium sulfathiazolo in cholesterolizod

’
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petrolatum wus loss offoctive than sulfuthiszole in petrolatium and vwooi faot,

-t o or - -

e

The seacond studies, undortuken ecrly in January, consisted of inoculation

of ecultured

He Ducreyi

and ths subsequ:nt applicution at intervals of 1, 3 and 6

hours of sulfanilamide and sulfethinzols, 20 per cent, in Thompaon's smulsification

base,

Briafly this consistod of epplicatinn of inoculum with onc minute of rub-
bing, followad in 1, 3 and 6 hours by ths -pplic-tion of the prophylactic by a five

minute rubbing.

Ons hundread sixty-fivo inoculctions end 33 controls have bsen done,

Of these only 124 t«ro included; the othur 41 heving beon discarded for difforont

reasons,
been tested,

The results obtained ara presantod in Tabtle II.

To duto sulfethiazole, 20 pur cont, and sulfanilamide, 20 per cent, have

T..BHE 1II
—
Purcont ! Clinically Positivel Ducrey Total
Total | Ne:utive(Hogrtive ! Ducroy Nogative Positivo | Positive
“‘T
Sulfathiazols 20% |
1 hour efter 28 | 12 43% 2 14 16
inoculation i
— ———— r- S Doy ——
Bhours ;2 | 6 257 - 10 15
6 hours 12 ! 2 17% 5 10
———— _.-.—1_._-—-— —
Totals 60 19 32% 31
Sulfanilamide 20%
1 hour after !
inooculation 24 7 29% 2 15 17
3 hours after . .
inooculation 16 8 197 5 8 H 13
- |
6 hours aftor . |
inooulation ' 24 I 7 29% 8 14 X 17
; —_
. Totals 64 17 | e | L4
Totaly 1124 36 22 60 S
[P — U 4 ! !

e

e
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Comments

Tho rosults with sulrethinuolo 20 percent soem to be slightly botter than
those obtained with eulfenilemidy 20 por cort,

Sulfathiszole 20 pur cent guvo more satisfactory rosults in the applioca-
tion 1 hour end 3 hours eftr the inoculation. Sulfanilemide 20 por cont was slight-
ly better then sulfathiazolo 20 por cent when applied six hours after inoculation.
This point requires furthor study.

Oral Prophylaxis

Tho value of sulfathiezole by mouth &s & prophylactic against chancroid
wes tricd in 13 pationts. In each cuse two inoculations wors perforned, one on
oithor am. :
In six petients, 2 gms. Wero given two hours oftor the inoculation end 1
gm. four hours after the first desa. In this group two pationts gavo nogative re-
sults cnd the othar 4 prosonted & clinically positive inoculation in which H. Duoreyi |
wore found in thres instencas. In two patients the inoculation in one arm rosulted
in an ulcer, while in tho other it was negative. |
& second group of six patients rocolving 3 gms. two hours aftor inocula- |
tion, 2 gms., four hours letor end a third dose of 1 gm. four hours lator werse com- |
pletoly protocted, tho controls being positive., One patient receiving 4 gm. of sul-
fathiazole bafore the inoculation gavo nogative rosults.

Furthor studies aro being conduotaed using 5 per cont sulfathiazole and 5
per cent sulfanilamide in tho emulsification basd. Studies are also being pursued
using these boses in autoinoculation chancroids, since in our hands puro cultures
and even dilutions are too potont and do not reprasont actual conditions,

o 0 © 0 0 & o

Cheirmen's Commonts Discussion of Gr:nblatt's and of Combas and Cenizares
reports hinged around the differonces in tochnic employed, the as yot inadequate
numbor of ceses studied to provide stotisticnlly convineing data, end the desirability
of studying the ersonice) drugs as promptly as possiblo. Thoso points ore further
discussed in the reports of sub~group chairman (seo belovr).

Novertholess, this work, &8s 80 far prosecuted, has demonstrated that

ineither sosp and water or calomol ointment is effoctive in provention of chancroid

and thet present Army and Navy prophylactic gystoms ere worthloss in this respoctg
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ROEERT B. GREENRLAT., YNIVERSITY OF CHICAGO

THE PROPHYLiXZS OF C inii (0ILLL LIFBCTION

5,8 s
»Er X

1, Chancroid ulcers ware procuced ~xvar:rentally by inoculation of scari-
fied sreas with rocentl ® isclated viruleat ¢t.e. : . .emonkilus ducreyi., This study
is concerned with tha rasults of 28 covaes o Lancult :i< .5 1n 170 scarified ereas
performed on 19 veluntsers. crgels eultvras, nexvsindd in the laboratory und trans-
ferrod at frequont intsrvels feor more Tlian § [rwels prov d incwpable of producing the
disease nxperimentally. Onz such ssrain was rovi-urly shosm to have been virulent.

2, In 24 control inoenirtions, chancroid tesions devaloped in all in-
stances but ono., Thu one fuilure rust b censidor xd as an error in technique, for
in ths same patient typicel losions resuliad in s svoral of thy inoculatud arcas in
spite of the madication tiut wrs s pplind.

3. The prophylectic us: of c-.stilc soap and vretor, surgicel soup solution,
calomel ointment, silver picrate jelly, sale wmercurial untis .ptic proved uselz2ss in
gvory instence in which such medicetion was omployred,

4, Sulfuthiazols edministirew orrlly following ‘nosul+tion, befors inocule-
tion, &5 well as baforc and witer inoculstion prevented th: productiion of axperimon=-
telchancroid. Oral sulfuthiszols wdministrution, hovavor, proved ineffectiv: in pre-
vonting chancroid laesions if, «ftor cassetion of tharepy, 3 to 5 days wars allowad
to olapse befors the sxpoerinantel inoculetions waoro performed.

5« The spplication of enti-baeteriel weente in thy form of storiln pow=
dors such es sulfothiczolo, sulfanilec-id., sulfediazina, wnd sulfasuxedin?z, sprinkled
over ths inoeulniad aree, provoiu 2Ifzetive. sheon tyrothiricin wes usad similarly,
it did not prevent tha occurrcnco of chancroid l-sion.

6. Fivo por cmt sulferthinzole in o wat.r 1iscible base provou useful in
the prophylaxis of chencroid disonse in § of the 12 inoculetions. dhen a mixture of
§ por cont sulfuthiezol, 5 por cent sulfenilamids, 2 por cont uree, end 26 par cont
cod-liver oil in e watcer miscible basn wes used, 3 of the 6 inoculrtions ended in
typicel chencroidal lssions. Yhen 10 por cont sulfethiczols in o wnter miscible
bas: wns omployad, lesious devsloud in 4 of 8 inoculations. Twmty-five por cont
sulfethiezols in a weter misciblo breo wss usad in one instence wnd proved pertially
successful. Of th: 27 inoculctioas in this soriss in which sulfathinzole cintments
wero uscd, prophyluxis was suce sssful in 18, partinlly succossful in 4, cnd failad
in 11 instencoss

7. The eddition of sulfuthinzole or onu of the sul fonamides in sufficient
concentration to cnlomel ointment so «s to result inc mixiuro conteining at loast
20 to 25 per cent of the¢ sulfonamide proved promising as en offuctive prophylactic
agont, Shen a nexturs of 20 to 53 per comt of i sulfonomids and 25 to 3% por cont
of cnlomel was ompleyed, suceussful prophylaxis rasulted in 25 of tho 34 ineculations
Since the incorporation of s sulfonemidae to th, enlor:l prophylectic tube now genor-
ally in us» mek2s it effactirnin tho prophylexis of chuneroid it is hopod thet this
addition vill not minimizo the Lffuctixamiss of the ctlomel in the provention of
syphilis, This point r-mains to be provads

’ 8. Furthor work is ascessary to nscartain the idia) btaso for ths most of-
foctive sulfonamide in combination with culomel in thy prophylaxis of chancroid dis-
3880
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PiRT 11

Exporiment loe 1

The present strain of Duerey b cillus boing usad in tho oxerpimentel pro-
duction of chancroid disouse hes beon found to bte too virulent since & large pro-
portion of tekes wore obtained in spito of chwieul prophylaxis with tho various
sulfoncmide egents, IL wus docidid to dilutu cultures 142, 145, and. 1:19. Elaven
sarics of inoculations wor9 dona on 8 putisnts. In each soriss, the patient ro-
ceived 2 sets of inoculations with ¢sch of thy 3 dilutions, i.c. six inoculations.
To onc of sach of thasu sots, & mizturs of 20 per cont sulfathiazole and 33 por cent
celomel prepered in o bose of sulfonetod, hydrogenatod castor 0il and water, was
epplied onz hour after inooculntion, Tho above modication wus epplied in tll, but
in 3 instoncos 20 per ceut sulfadiazine wrs substituted for tho sulfethinzole.
Analyeis of the results vislded tho following informetions The inoculations with
132 dilution yielded positire tekes in 10 of 11 instencos, cnd prophylexis was suce
cessful in 10 of 11 mediontad inoculetions. Tho inoculetions with 136 dilution
yiselded positive tokas in 9 of 1i instancoe, nnd prophylexis wes succassful in all
11 modicetod inooulations. The inooculgtions with 1310 dilution yiolded positivs
tekos in 8 of 1l instancos, and prophylaxis was successful in 9 of 11 modicated ine
oculations,

Sumnery of Experimant 1

0f 33 inoculations with tho wv:rious dilutions, positive takes were ob=~
tuined in 27 instances. Although thore was & gratter number of failures (3 of 1)
with control iroculutions with the wookest dilution (1310), thers wes olso tho great~
est numbrr of prophylactic feiluros with this dilution (2 of 11). Of 33 inoculated
aroas to which chemical prophyloxis was cppliad, successful prophylaxis wt.s obtain~
ed in 30 instances,.

Ixporimont No. 2

Obeervations on tho virulance of one rocont stroin und 4 old strains of
Lyorey bacillus worc medo. All struins show:d activn growth w:1though in 2 of the
old strains, tho growth of bucterie wt.s not so luxuriont as in ths 2 others or in
the recent strain, Fivo patients wero jnoculatod with eech of tho 5 oultures. Takes
wore obtained in all five cases with a 132 dilution of tho recont stroin (8 months
old)s Failures were encounterod in jnch instanco with ecch of tho 4 old strains
|
\

omployed. The old cultures wor) prssege strains of over 4 yoars' duration. This
exporiment would tand to prove thut repeated pussags of stroins in tho laboratory
dooreasee the virulence cf tha orgenism. One of thuse struins wes used succossfully
' in the experimantal production of chanoroid disease in 1937, Feilurc to produce

‘ the digeese was oncountered on ¢ soperetoe triosls in 1942,

Summary of Experimont 2

’

Roponted passags of Homophilus ducreyl in the lsborstory tends to deorease
the virulonce of the organism for mcn. I
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Cheirman's Cormants= The r.ports >f Sroenblatt cnd of Combes and Canegaros

vera discussed topether snd cormant wili ~: found - ft:r tho letter.
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Cherles M. Cerpenter, Holon aclornen, and Herbort E. Stokingor

THE EFFECT OF SURFACE-3CTIVE AGENTS ON NRISSERI GONORRHOBAE
AND TREPCNE:. I'aLLIDUM IN VITRO®

a compurison wis mude of thy treturicidul sotivity on Naisssria gonorrhoens
and Treponoma pallidum of racently doviloped chamical agonts for possible use as
venoreel disoasa prophylactics, The substencoes studiod compriseds (1) neutral,
enionic, and cetionic surfece aotivo sgunts; (2) mercurisl and arsenical compoundss
(3) sulfon=mids compound$; (4) currently -mployed prophylastic sgentss cnd (5)
penicillin and tyrotaricin,

Tests of the bactericidal sctivity ugeinst the gonococcus wor: sarried out
os follows. The chumical rgunts wers dispersed in a tragactnth-witer or tragacenth-
phosphate buffer nodium at approximutely pH 7 et virious concontretions indicated in
the accompsnying tables,

The concontrrtion of tragmcenth wrs 4.5 por cent, Tho preparation was
placoed in « woll 1,5 cn, in diamct.r aode in & "chocolete™ agar plate aftor inocula-
tion of the surfeco with ths gonococcus, Tho platos were incubated et 3€° C, for
48 hours. The radius in millinstors »f the zono of inhibition of growth surrounding
the well, was tha mcasura of btactericldel nctivity for the agont,

Tho loss of motility w.s omployud as a tust for the activity of tho com=
pounds rgainst Troponema pallidum. Fquel quentitios of fluid oxpressed from syphilo-
mas in rabbits!' tostes cnd & solution of th. chemicel ugont at epproximataly pH 7
wore combined, The mixture conteined st loest throo or four spirochaetes par fiold.
The finel concontrotion of the preparction is dosignated in th: tnbles, Observations
on motility wor: mode by darkfiold illuminetion immodiatsly after oxposure of the
spirochotes to tho surfece activoe agents, ton minutos let)r, and in some insiancee
after one hour of exposurc,

RESULTS

The rosults of the tosts &rs summorized in tho accompanying tebles. Of
all of tho agents testad, othyl morcuric phosphats oxhibitod the most murked beo-
toricidul ection on th:y gonococcus, a concentration vf 0.01 por cont producing an
irhibitory zone uxtending 23 rm. from th: poariphsry of the well, Tho mercurial com=
pounds, in the ordar of dscruasing nffectiv.noss, wore aliphatic > aromatieo) inor«
genic, A marked dacreass in tho activity of calomel wus observed whun it was incor=
porstod in a fetty vehiele, Sulfr.thiazol, producsd an inhibitory sone oquul to that
producad by othyl mereuric phosphate, but riquiroed a concentration fifty timas great-
er, The arsenicel compounds ware less uffuctive thun sulfuthiazole in ths concentra=~
tion smployed. (Table I) The surfrco activo acsnts as & group wore less hactericidal
for thas gonococous than the praperutions presented in tcble I, Ho correlation ho-
.tweon chumical structure and tetivity could be obs.rvid wmong the most offactive of
this group, {Tubles iI and III),

Tho activity of othyl morcuric phosphats was not decrouscd by combination
with cortein of tho botter surfuce anctive agents, (Tadle IV),

. The surfaco wotiva agonts, on ths whols, irmobilirzed Treponema psllidum on

on contact, Sovaral of the suporior compounds have been classified cccording to theb
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action against both Neisseria gonorrhooso and Treponama pallidum, Of the prepara-
tions testod, only a fow wore cffactivys ageinst both orgenisms. (Toblo V).

DISCUSSION

In tasts for doturmining bectericidal uetivity, tho choico of mothod is im-
portant, The in vitro procadure wudopted for thiso studizs was simplo end repid ond
gave reproducitle rosults. The veriatisn for tho groctost rudius of the zone of in~
hibition was ¢ 1.5 rm. & sarics of concontrutiong of & given corpound undar tho
test cunditions, gave a redii of inhibitory zonus proportional to the concentration
of the compounds, MHoroover, for ¢ saries of esmpounds of similar structuro, such as
¢hs sulfonemides, the gradution in zones »f inhibition was consistint with tho ther-
apcutic activity of tho compound in viva, & comperiscn of the netivity of ssveral
compounds in broth and on ®chacoluta™ ager has piven uniform rcsults, Lxeoptions,
howsvar, were potod in the cuso »f eatisnic dat:rgents becring tho cetyl group.

Tho rosults raportod hiroin indieuted thut surfuc. nctivs rzonts, regardloss
of divorse chemical structura, wirs sctive against Truponing prllidum in vitro but
with fow excuptions, relutivsly infctive egeinst tho gonccoccus. On the sther hend,
tho compounds o>f huevy motels end f ¢ sulfonemides xorted nmerk:d activity ageinst
tho gmocaccus but failad to rendir Trzp-nonc pellidum non=motila,

o © 6 0 o s o o

Cheirmen's Comnents Gonorsldiscussion brought out tho fucts that (a) the

dilutions raported in the wccompanying t-.bles sre not linmiting dilutions; and tha
deta given are thurofore reletive rethor then c¢bsoluto, (b) ths tretarioclogic tech-
nic harsvith employed diff:rs fron the in vitro technics of Millor and of Hill, and
is opan to eurtein sorious bactsriologie objectionss It was suggastsd that the
throe lsboratories amploying in vitro t:sts :f gonccsceidal sotivity of drugs agree

on & standerd nothod for futuro uso.
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Tadld I

INHIBITION OF THE GXC™ITH OF THE GONOCOCCUS IN YITRO
BY HOAVY ET.L 1¥i.0 2210 S, STLATHIAZOLE L2 PEUICILLIN

PREPLR,.TION SO ITEATION L.DIUS OF 20ME OF
"0 GROTTH"
T T (Yt Y L e

Bthyl marcuric phosphate 0,31 23
Penicillin ¢ 0.10 23
Sul fethiazols ¢, 5C 23
Kzrthioleate « 291 2

Phonyl marcuric nitret» 0.02 17
Phonyl mircuric sul fonemide 0.50C 15
Mﬂpherscn 0.01 14
Wcoersphanemina 0.01 14
tereurous chloride (crlorslj 0401 13
Arsphcnemina diarsinol 0,01 12
Calomzl ointmont (Squibb XFVI) 100,00 8

- an - - -

¢ 75 Florey units por ug.

Ti.BLE II
INHIBITION OF GFOTITH OF T:iLl 60:0COCCYUS IN VITRO
BY SURFACT ACTIVE . ZiLITS Ii . CONCLUTR.TION OF OND "R CENT

PRMAXPJXI'IOII R‘.DIUS ‘-)F ZONB OF vye - o, -
TRLDR IS W10 ~RO.ITH" CHIMIC.LL IATURL OF PREPLE.TION
M.
le Dowicide A . 12 Sodium orthophenyl phuneto
2, lorpotine 10 Sodium alkwl naphthaien= sulfonete

3¢ &orosol OS

4, aerosol OT 10074

5« Dry Suntomorss

6. Nsopen 8§

7. Duponol PC

R, uresket 300 Jry

9, Sorbitol Derivative
10, arcskolene 400 Dry
11, A3rosol O0OTC

12, alkenol B

13, vuponol ME

l¢. anquewrox F

15, Torgitol Ponatrant ¢
16. Triton 720

17. Droft

18¢ Targitol Pinotrant 47T
19, Hatanol

20. Virifoam a

21, Triton W-30

22. CCCC Sounotol G. A R,
23, Togasupt B

24, Cerbowax 4000

11kyl aryl sulfonato

Dioctyl aster of sodinnm sulfosuccinic acid
+ Lyl aryl sulfonate

Sodium ebiaten sulfonste

Futty tlcohol sulfuto

“nobutyl diphonyl sadium nonosulfensts
Sorbitol ricinolaoate

Libutyl phonyl phmol sodium disulfonctae
Sodium sulfusuccinic ecid

Sudium alkyl nephthel.ne sulfonato
wliphatic elcohol sulfuto

Sodium sclt »f highor sucondary alkyl sulfate
Sulfoneted sthor

Sodiun louryl sulfato

«(mino selt of hishor suc)ndery alkyl sulfato
Modifisd sulfutod aliphatic acid sstor

Sulfetud wrematic ethar aleohol
Sulfonate of highar cleohol. ‘
Bonzyl p-hydroxy binzoato

OFMHMNMMNDONMNDANWRWHUWRWL DT OO

- — - -
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7.8 I

INHI BITIOW OF GPOITT OF © 1, w0 CCUS In VITRO 3Y CLT.QXNIC

PR7PLHATION

SURF..CE ACTIVE LO7HTS 71 . COXCLLIF. 10U O .5 PLE CTuT

R.DIUS OF ZONC OF
™0 GROTH®

B-tmoxyothyl dictuyl banzyl s:moaiuwn chloride

Cotyl pyridinium chlorido

Catyl di sthyl rorphsliniun toaid:

oCotyl dicthyl Z-chl.r.ethixy wthyl wu. niun cnloride
sCotyl aiathyl Behpirozy:thyl ansuiqm chloride

#Catyl din-propyl B-hyuroxy:hyl r1zromium chloride

#Cotyl B-hydroxy :thyl pipuridinium shloride
#C~tyl di.thyl B-hyiroxy tayl twovniun bronida
¢C ;tyl B-hydroxy:thyl rorph.liniwc odidy

oCstyl din-butyl B-hydroxy thyl ruwronium chloride

#Cutyl dimsthyl
Cetyl dimethyl
»C 'tyl dimethyl
oC *tyl dimathyl
oC :tyl direthyl

B-chluro:thoxy <thyl rmrmoniun chloride
banzyl enmoniun chi.cride
R-hydroxyethyl <rooniun cnloride

butyl crziniun chlorids

p-nitraphinyl urmoniur chlceridn

e
15,0
4.5

o
°
Lo

T O O 4 bt ot B s B DO B
* @ e o &

.
o RN NoloNe RUNS NN R

¢ Synthusizad by ortho Products, Iic., sinden, wow dersey

T..3LL IV
INHIBITIOL OF GROMSI OF TLL, & CiCCYS 1.0 ViTRO OF

“THYL AMURCURIC PHOSPL.TY IN COMBIIL w10 MITH SULFLCT LCTIVD L.GEITS

PRIPARLTION R.DIUS OF ZONE CF
"0 GROYITH"

o e
*thyl kercurie Phosphata, Luponol I 25
Ethyl Herourie Phosphets, Triton W 30 24
Ethyl Moreurie rhispncte, Zophiran 2o
Lthyl kercuric rhosphitwa, & rosol 0T 100 23
Fthyl larcuric ihnosphuta, bowicide ioe & 24
Tthyl Mercuric 1'hnspheta, B arxy.thyl diethyl-bongyl ermoniwm 24

chlurile

Composition »f Frupurutionss

Sthyl rmercuric phosphete  0.00%

Surfeea active asent 1.00
Gum tragacenth 4450
Yintor 94,49

—
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COMPLRLTIVC IMN VITRO ZFFECTIV:HISS OF V.:RIOUS8 PREP.R..TIONS AGAHIHST '
THS VIABILITY OF N. GOUORRHOELL .JID THL MOTILITY OF T, PiLLIDUM

ACTIVITY AGAINST

PRIP; RLATION
e GUHORRHMOZ:E T, P.LLIDUM
conde CONGe, ¢
werosol M + 1,0 + 0.5
warosol 0T 100 + 1.0 + 0.5
Dowicid>s a + 1.0 + 0.5
Duponol M + 1,0 + 0.l
2ephiran _ ("Roccal") . A + 0.1
B-amoxyathyl diethyl boenzyl ammonium chloride + 1.0 - 0.5
Zthyl morcuric phosphete + 0.001 - 0.15
Penicillin + 0.1 -~ 0.5
Catyl di-n~-butyl B-hydroxysthyl armoniun chloride - 0.5 + 1,0
Cotyl di athyl Behydroxyethyl umrionium chloride - 0.5 + 10
Triton WW=30 - 1.0 + 0.6
Tyrothricin (J & J Jelly) - 0.1 + 0.15
Dreft - 1.0 L4 0.05
intipyrine - 10 - 04
Tegasapt B - 1.0 0.5

+ =  3ectoricidel for No gonorrhoess - redius of zons of "no ‘zrowth® grester
then 5 rm. as tosted by tho wall mothod; (r cossation of notility of Te
pullidun uftor contect with preparation,

- = Slight or no beotericidel ectivity tzeinst H. gonorrhooae - radius of eono
of "no growth" less thun 5 im.; or no inhibition of mrtility of T pollie
dum aftor contaet with propear:iti n for 10 minutes.

¢ rthase ere not limiting concentretions.
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MARVIN K. THOMPSON, WARNER INSTITUTE

Vahiclss for Topical Chemotharapeutic Properations

The probebility of discovering r drug which, upon oral ndninistretion, will
afford adequete prituction fron vinerard infaction snd yet prove hermless is oxtreme~
ly remotes Cortain of th sulfonanid:s, ..rcurials end bismuth compounds have baen
studiod &s oral prophylacticr, but svin if they provid affactiva in prevoenting the
several typ s of vensrowl infection, tho sysc:mic toxicity und side cetions consti-
tute too graat ¢ risk In ness uss for such & purpcse. The sound epprosch to the
problem would tharafsr @ % to daeice fron ths outsot thut the prophylactiec mousure
must involve local treatment--upon intraursthrel end sxtorior surfuces--involving
b>th mucous end skin surfacos,

This bain; tru:, th: chomwprophyluctic rpnt or egants must be carried in
a suiteble wvohicls:. Tho importance of the vchiclu is eriticnl. The bost chemopro-
phylactic egents thet ar, ultimetoly worked sut by our group can by rondired prac-
ticelly inert cnd worthloss by their incorpors.tion int. tho wrong type >f vzahicle,
The sslzction of th» voshicle cunnat be rendom. .ech new chonmoprophylactic subatance
studi>d must be suitcbly incorporited in 2 vohicle spocinlly dosignud to parmit ite
optimel performance undor precticcl nnd spocific corditions of usae Mixtures cone
stitute & still mor: complex vechicls prablom.

In vitro und in vivo nothxds heve now dean developed to such e point that
their applicetion con bo med2 to ovaluwte criticully tho suite bility of any topicul
application far its intondad spocific purprsa.

Physicnl and chun ctl spscifications sand riothods of checking theso spuci-
fications have bren worke! nut in such ¢ nunner es to insurc satisfuctory porforme-
ence of' such topictl applic: tions under prectical cenditions of use wherever our
ermed forcos muy be,

Future Jfforts should bo dircetsd tows rd the eareful e ntinuod testing »f
cartcin sulf mrmido, morecuricl, ersmical, silv.r nnd bismuth eonpounds for thair
raletive effectiven:ss crainst tha infactivy ngonts of tho four vancrenl discasos in-
velvad. Th2 probebility thet ths most gonorelly offictive prueduct will involve more
thrn onz chemdprophylactic agont is boing nticipatod by studiss already in progress.
It is obviously dasireble fron ractienl c.nsid:rutirns to hawe ths entire prophylaxis
embraced in one single produet, rithur thin in two r more soperato products ss now
uscd in the e¢rmed firces. :von though this will n:cessit.ic a vehiclo which will in-
cure setisfect.ry offictiveness f the chemoprophyluctic agunta when epplied to both
skin und mucsus surfaces (which obviously reprus:nt tws aifferont sets of physio-
chemical c¢onditi-ns) rousincbls ussurenco cun bo given at this wrly dats that such
is entirely farsible.

& sorias of topicel upplications ¢ontaining c verioty of combinetions of
sulfonemis's, mircuricl, crsenical, bismuth, and silver compouncls have boen prapered
in a number Of types -L vehicles and aro boing stulixl from the standpoint f come-
patibility, stability, intorfironce f ons egent with tho behavior »f cther ugonts
in tho mixturo, cbsorption end ¢iffusinsn charectoristics, atec, ull of such info.ma-
tinn will be ossontiul when wa are roudy t» attempt to raduce our axperimontal
wtulies to practico, and jbviously, stability ~bsorvetions over a period as long as

7ssible, with a variety of coumbinati.ns f chemoprophyluctic agonts and vohicles
11 be viry necessary and holpful, Tho quustion of containers is likewiso oxtromoly
important and is recoiving extunsive consi‘eretin.
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all membars ~f th Sub-Cormmitted shuld be vncoursgoed to submit all new
chumoprophylectic egunts of pr.oniss, ts su.n s thay Live shovm reesont.ble »ffactive-
nsss in eppropriato tusts, to Lr. Jo L. Moo, Chedrmen L f the Sub-Cumnitt:c, so that
hs mey placo thom in tho hanis of Dr. He U, Calvery, Cheirnan of tho Sub~Group on
V:hiclose Only in this wey cen the stuy be systonuticelly uxpoditad in euch a man-
nor &8 to -make impruvod vonoresl prophyluxis aveiluble to our armed forooes at the
sarlicst posesiblo mononte | -,

e & ¢ & > 0 0

e
. .

Chuirmen's Cormonts~lLire Thumpson was unf rtunctely proventel fronm prasont-

ing this rop.rt ia person boctusy f & prior engeromont,  Tho report wus not thaere-

fore discussed £t tho Conferones.

The Cheimen (Dre Jo Le Mooro) will wilcome written commonts fron the
cmforaos, which con then be circuletae ts the group.
|
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Wirh.rt 0. Celvory,
Chint', Divisi'n .f Pharmacology,
Fad & Lrug . sdn., tetierel Sscurity ggenoy

Principel Problums Influsme. f Surfrec swetive .conts .nosbsorption of Th rapeuti-

1.

II.

III.

crlly sctiv Coipoments from Viff-rent Ointment Busss,
PRONILLE LD 1 LkS0.LIEIL

Gorertl clessys f sub-tences t. bo stu'iz‘e
he Surface vetive ogunts;

Bs Componunts Hf tesos not provi usly stuaialg
C. Finished priucts.

Pncrnecolopierl an’ ToxieHl wiecl Stucicss (Jo e Druize, Be Jo Vo8, Jr.,

Ge #owlerd, tnd Pe M. Jmnor).

se Skin, nuc.us rumbr- ne st ¢ njunetivel ponmbren: irritetion, on. supply
tnimal tissucs tn’ wer.te to <nulysts r.r chiriecsl wnelvsis to .atermine
ralative ebsorption Hf cnomoth rupiutic ag.nt fron different tipes of
besas. Both skin ¢nd rucous nenbrines tr be usoe os ebsirptisn surfacas,
animols to be us:'s ribbits, guis pigs and J<hgs.

Bs Propis:l T:sts £ur Local Irrit:tion:

1. Conjunctivrl suc r.3thos usine rvbbits! syes. Dbifforent typss f injury
given ¢ aur:ricel seore dopending on Jagree of soverity an perts of the
wye involvac,

2. Intricutan.ous inj:eti'n into skin »f guinsc pig.

3. Hucorus nmbrene irritrtion using vepineg s nd ponis of rabbit, guinze
pig (2) wni -lop

4, Topietl upyplicution to sking The tmount of irrit.tion is sesrod by as-
signiug numericel velus to the o of orythome ond sucne producad
by th: vari,us g,:ontse Th: systor ¢ sering us ¥l gives & meximum volue
of 8 wii rein thero is nexinun rudniss end uscher fornrtion rlong with en
atone f groye ter than 2 .

C. Soeasitizetion: Intrecutancous injretiva iate skin of guinsc p ;s el pos-
sibly rebtits by Landstinarts tochnie,

Do Syst.mic T-xicity: If swe f this: substances or: ronddily tbsorb:! their
svst.nic .ffacts sh uld ba knswn, N:thris of spplication f»r both acute
rn. subucute stucisss () sking (b) oral; (e) intravonous; enc () sub-
cutcneus, Jolitiv: mortelity in rots, niee, puinoe piss ond rebbits,

Relntive abedrpticn of narcurous chlorive (Crlomel) from iiffur mt types of
sintnonts; raoletive esneentriti n of mureury in blood rn. tissucs comperel to
histrlogicnl pictura; n:rcury snalyscs nawy by us) »f the dithizono nothod.
(Lo P. Laup, 5. sughoy, wy if. Us andorssn),
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Up to the prisont time ointaonts conteining morcury have bion epplied to tho
skin of rcbbits for tha purpose .f ::tormining roreury in tha blond and urino,
The inunction time wes 5 ninutas, tho eroas 3 x 5 inchas, the am»unt >f oint-~
ments used wus sufficint to furnish 300 milligrens per kilogrem ~f Crlomel.,
Tho ointmants used wsrv army Celomdl vintrment, Huvy Cilomel vintrmant end the
Culomel Oirtment prepursd by Ur. Thompsan. Serticle size »f the Crlaomel in
sach of this: ointmonts rangse in dicmster from 3 to 38 micra. Scmplas f
blood snd urine wore taken before euplicction of *ho sintment tna ct the fol-
lowing p.rio.s subs:quent t th: epplicationg 6 hours, 30 hours, 54 hours,

78 hours. So fsr tho guantitiss obtrined in thoe blood snd uring et eny of
thosa puriods of tirc tre not suffiei:ntly Jifferent from ths control to be
cble to say whithor there has baon obs srptisn into tho blood striun frem the
sit> of sppliceti-ne Longer inunctisn tins are baing studiad «nl othur arees
of epplication ir srar 3 try to ¢ otarmino whother thero are Jiffarsnt amounts
of moreury bsing ubsorbed fron Jifferont types of basise  Other typss of oint~
mant besse will slsu be usede

Chomicnl nv:stig tivne Uthor than liroury .aelysoss (Do 8. Shupe, S. Ms Bor-

men, Ca e wright end ko Ko Ofnor).

L. Holtinr print, stability, conpatubility of mixtures, temporature affects,
stebility of finel product,
The Nevy ointmont is steble et room tomperatars an’ bolow but at §0° C
within 12 hours thers is elmost conplete saprration Hf the Calomal from
the m:ltel >intmont basse wrmy sintment is stablo but ther: is repid
scperatisn Hf the Culorwl from the rnaltcl brso wt 50°C, ijarner ointmont
wes held nt =15® far 8 hours end a fow ica erystals siemod %o forn but m
significent chenge wes noted in the amulsion aftor werming it asuin to
room tmp:ritura, at 56° for 8 hours thors is snell ssparation of the
aqucous pnesde  Ihis arpuntad £y rbout 6% of the total ointmant., Rowevor,
thers wes no noticoebl> sattling of th: Colomel from this bnso, Othoar
“lornor busss stu iel reucted similarly t» the one neationed ebwvae In
thrae cormoreial Calomel ointnents perticle sizo of Hnowas 3 to 60 micre
in iecmet:r; cnother 1 to 205 on- th: otner 3 te 40.

B. Nucossury charscterizetions en” parificetiom of surfacy retiv arants.

C. Ars:inic anclyscs.
So fur Mr. Eormen nts hed consizorable /ifficulty in gotting ragonts which
arc sufficiontly froc of srsonic mot to dve n Wlerk which is too high to
proparly valuate tho atsorption of sm 11 qurntitice f arsanie through
tho skin,.

Ds Sulf-nemils anelyses,
.

%, Distribution an! concentrutions in tissucs, bload and urino,.

F. Letont c¢oncontratin in aras Hf tpplication.

G Krte of absorption varyings time, &ri., wotting agent end type of base.

Grogs and microgscopic exemination of tissuss cfter biopsy and at doath of ‘

animals, Morphological chungas in blood, (fre ne Wolson and C, C, Boono)e

NAS_ 0002356




‘ - 57 =

PROGRTSS RIPORTS

1HRITHTIVN STSLILS OV LY LING L FLTS ..HD GLYCOLS

John H. Draizo

albino raboits of mixed soxes vw:ighing 2.6 - 3.5 kiloorams #2ro preparad
by clipping th: skin froe »f halr 24 hours pri r to oxprsurs. Pctches consisting of
2 luyors of pauge wers cit axectly 1 iach squurs, ¥ n.lz >n tho subject by strips
>f tthesive tepes fh: patches wor: eaturatued with 0.5 nl. ~f tha test solution and
tion covarad by rubrcrizad clotih to> prov nt oxcrssive svaporstion, The ar,e chosen
fir exprsuro is tho uppor flenk, « fiw continoters off th: spinel colunn. “&ch rab-
bit is expos i to four putchies tt on: tine O spacsl us to b approximstely 4 inches
aptrt. Lrch proper-tiim ws testad on subjccts (3 intuet, 3 abroded skin exXposurcs)e
The enimel 's immebilized in w speciel hold:r frshionod «fter w hendd and hip stock,
pne. rests comfortebly un its belly. Peteins ar. romoved wfter 24 hours c~ntect with
the skin. The svelustion >f the rsctiuns is thon mece using & scoring system oval-
ucting the rythome end olomee

Ths verious wetting egents indicuted in Table I auye velues es sumnartzoed.
The thirc column is tho sversg: »r ceompasite rowding for six eninels. The skin was
abredel by makinz 4 opiuwrmel sbrusions (two .t ripht angles to tha othor two) in
th: erce »f tho peteh.

T..BLE 1

Irrit: tion from Wotting .i nts, 103 jqusous Solutions

Compound Intect Skin rbradett Skin Avirago of
. Six Subjacts
Cley Doflscculant #2 0 0 0
Triton 720 o] 003\5 0.17
tdific, Sorbiten slunolaurato 0 0.67 0.20
T.rgitsol 08 0.67 0.33 0.50
Supers:l TB Oeld 1.€7 1.0
Triton W& 0.67 1.2 1,0
nraskep 100 2.u 2, 2,17
I:Qp"n T 2.3 2.3 2.3
Intremine DX 2,0 3.87 2.83
nlkenol VIXN 2,33 4,0 540
Duponol C 340 4.0 3¢5
Asrosol OT 4,33 6.0 5415
acrosol 0§ 6.0 4,67 5.2 |
Necconol NRSF €.3 6,0 6.15 l
Sentomerse D 5,33 7.0 6417
Phomorol T¢33 7.0 7.17
Rocecal 6540 6.67 7433
|

LS & rule, ull injurins scoring loss then 2 points are corpletoly hoelud
ond gave & scorra Hf gforo at thu un! Hf 72 hours. Conssquontly all egonts (10% aque= |
ous) which geve o roetting of 2 or nore at 24 hours, woro repontod in 2% aqueous con- 1
contretions. Theso reeults wre givon in Teble I,
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TABLE II .

Irritstion from Wotting sgeats 2% lqueous Solutions

Compound Intact Skin abradoed Skin avarege for
Six Subjsects
Intrcmine DX 0 1.0 0.5
ArOSkap 100 0.67 033 0e¢5
alkanol WX 0,33 1.67 1,0
Santomaerse D 0.67 1.67 1.17
Igepon T 1,0 1,33 1.17
haroscl O 2.33 1.33 1.83
Nacconol HRSF 1.35 2.67 2.0
Phemarol 2,353 1.67 2.0
h3rasol OT 3.67 1.67 2.67
Zophiran Chlorido 4,0 4,0 440
Roceel 3.33 560 4,17
vuponol C 340 5,67 4433

Glycarine and 4 glycols wora tostad sirilerly, end guve th: following rosultss
TiadlE III

Irritution fron Glycersl em. Glycols =--- (undiluted)

Compaund Intect Skin aorsded Skin wverage for
Six Subjects
Glycerineo 0.5 0.2
Disthylano Glycol 1.0 1.33 1,2
Triothylone Glyenl 1.0 1,53 1.2
Lthyleno Glyenl 1.0 2.0 1.5
Fropylene Glycol 1.33 440 2.4

Since the rubbit skin, in penerul, is nore sonsitive than the human, it is
quito probably thut «ll preparetions mt oxceeding e scora »f ¢ pproxinately 2 would
be well toler-te!s This woull permit the use >f 139 equenus solutions of those
agents in Teble I dwwm to Igopon 7. In 2% solutisns it would permit the use of
agents listad ebove qazrosil OT.

It is interasting to nate that o number of theso wgents are more irritat-
ing to intect than tu scarifiod skin.
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Hucous lonbrome Irritation Tosts

Bert J. Vos, Jr.

I. Glycerine, Propylono Glycol and Tthylene Glycols
Concontratioms up to 15% U/V in wuter produced no dotoctable irritation whon
applied tos
a, Rabbit!'s conjunctive.
be Reobbit’s penis,
c. Guinea pig's penis.

I1I. Surface active kgents.
1. hpplied to rabbit's cuonjunctive in dose of 0.1 cc. they fell intc throe
broad groupst
h. No corncal damape at concantrations as high as 10%. Occasiinally some
conjunctival irritation, but this Jlisappears in 24 hours.

Igopon T
Modifiec Sorbiten lonolaurate
Intremine DX
Triton 720
Suporgol TB

B, Intermediate. Corneel demego at 10% concentration. No marked offects
after 24 hours with 2%,
Tergitol 08

Duponol ©C
Alkanol VAN
Triton NE

C» Veory irritating. Cornoval damage from 2%.
Aerosol 08
Aerosol OT
Nacconol HRSF
Roceal

2, Npplied to rnbbit's ponis in oxcoss.
he Nonirritating cven at 10% concontretion.

Triten NB
Suporgel TB
Triton 720
Modified Sorbitan Monolaurate
Intramine DX
Clay Doflocculant No. 2

B, Modersnte Irritetion at 0%

Duponol C Aorosol O0S
Nacconol NRSF Santomorse
Aarosol OT Tgepen T

‘ Areskap
C. Markod irritation and edemn at 10%
Roccal
Zephiran

Phomerol

s
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Additional Remarks:

Genital mucosa of maic guines pig is a considerably less delicate indicat-
or of irritant action than that of the rubbi<.

The response of tha riioitfs on permits more accurate measurement than the
rabbit's penis because: (1) it is more sensitive to gild irritation; (2) the other
eye can always be ugsed as & control; (3) there are more features on which to base &
score. :

Skin .Absorption of Suifatninzole in Rabbits

Geofrroy Woodard, kuth Cfuor and Paul Jenner

There were availabls for study five ointments containing 20% sulfathiazcle
as followss

Ointment Source
Designation __ Contents
1. Warner Institut: Special base with micronized drug.
2. Shupe 2-20 837 propylone glycol base.
3 Shupe Yarnor base + 15 Dupanol C
4, Shupes Zophiran - cold cream base
5. Shupe 0/i Emulsion, 1% Lupancl C {Duemling)

The first four rabh™its wore usod to doternine ths optimum timo for taking
blood and urine samplos with refarancs to tho paak lovel of suifathiazole present.

The remaining reabbits were used to dst2rmine in a proliminary way, the of-
foct of increased dosage, end the c¢ffuct of thy ointment taso.

In cach cas«, Jhc rabbit was clipped with the s3isctriec clippers the cvon-
ing beforo the oxporiment. Blood wus taken from the uar vein. Following is a table
of tho blood level found in milligrems por cent.

Discussion:

Altrourh th: number of animals eppears snell, it scens thet the following
observotions muy bo mades

1. Sulfethinzele is repidly but poorly shsorbed through th~ intect skin, sufficioent
to meirt 'n « hlood lavsl from 4 to .8 nged for sovaral hours with an applica-
tion vf'l to 3 wm;_z'lc;.;. of u 20% ointment,

2, Tho applicuzion or .0 gne/ke. of ointmont rauthor then 1.9 gm./‘kg;. increasse
blood lovol. rewevsr, this roprosonts n huge oxcuss of ointment on ths animal,

3, Tho besas tosted all seomzd about th) same in influencing sulfr.taiazolo absorp=
tion, with basa {5 teing perhaps tho poorosts This busa was also the most dif-
ficult to apply to ths animals.

4, Tho p2ok of tho blocd lovel svams to oceur boforo 5 hours after application since
the blood lavel ai § hours is thc seme or lowor then at three hours.

5, Considerable quantitiss uro exoreted in tho urine but ndditional work must be

+ done to dutermine tho value of those detormine tions.
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. Totrl Blood $vlfethiazolo Mg

Hours Aftor Application
Tine of Blood Sample

Rabbit Ointmont Applicetion UDose

No. No. Arer  @/KG 2 3 4 5 6 8 24
1 1 100 em.? 1,0 - G2 -
2 1 " loo . .8 .3 02 -
¢ 3 1 " 1,0 .66 .64 .81 .8
o 4 1 « 1,0 .73 .81 ! .5
2
5 2 150 cne” 1.5 .48 .36 .38
6 2 " 340 .71 .60 enimal
deed
7 3 " 1.5 .54 .36 .4
8 3 " 3.0 .60 o4l .54
9 4 " 1.5 Lost .38 .44
10 4 " 3.0 .54 .46 .67
11 5 o 1.5 <50 .35 .46
12 5 " 340 .42 <44 «33

¢ lote: These detorminations wors nude egrinst distilled wetor es a blenk so that
thoy ers cbout 207 high compared with tha other doterminetions,

Nothod

Dotzrrination of the sulfathiazole in the blood and urinc by Marshall's
method (J,B,C, 128 537 (1929( using CClz COOH as th2 deproteinizing agont and N-
(1-nephthyl) sthylon:diemino 2% HCL os th. coupling agont,

The colors were red in tha spuctrophotomoter at 540 m/u in the 10 cm. tube,.
bifferences of 0,05 microg;raycc. could rindily b. dstocted dovm to & uminimum con-
centration of 0,05 microgram/cc. corrcsponding to approxinutely 0.1 mge% in tho blood,

Unlktnovms waro compurod with e strnderd curve prepered with Herck Sulfa-
thiazole.

1120 dilutions worc medo on blood samples.

1:40 dilutions ware made on urine samplos.

All detarminetions ropresent totsl sulfathiczole (free + combinad),

Blenks for sech dotiminetion wore trken from tho filtrate for that deter-
minetion.

Cooper, Gross, and Lewis, Brit, Med. J. I 456 (1941) roport thet hemolysis
with scponin in 1520 dilution of blood louds to a 10 ~ 20% lo=s of sulfathinzole, so
thet th> figuros probably reprosaont 80 - 90% of tho sulfathiazols prosent,
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Prophylaxis bty Electrophoresis

I regret that tho investigetions on the use of clectrophoresis in chemi-
cal vonercal prophylaxis ere not sufficicntly advanced at this time to pormit def-
inite conclusions.

Much considerstion has boon given to the rolative antisoptio velue of
difforent prophylactics, as much attontion nceds to be givon to the methods of ap-
plicetion of thuse prophylactics. The destruction of orgenisms responsible for the
yonerenl disecses in tho genital tissuas is hampered by folds und recesses in the
tissue which proteot them from contuct with antiseptics, In the case of the trepo-
neme, its active invasive cepuocity romoves it repidly from the aotion of topiecally
applied antisoptics. Somothing more then the capacity to destroy organisms is ro-
quircd of antiseptics; positive meens must be provided to insure that they roach the
organisms both in the recesses of the gonitel tissuss and bonoath the surface epi-
thelium,

Under present methods of chemicel venereal prophylaxis, some effort is
mede to provide this deeper action by means of nussage of calomel ointment into the
gonital tissuss and by tho retension of pr¥targol or similar solution in tho urethra
for sufficiont time to permit penctrution of the entisoptic. But thesc are in-
dividually variable and uncertein proceduras.

Ono means of faciliteting the penetration of antiscptics without depen-
dence on the individuol is through their combinetion with certain wetting agents
which bring the antiseptic into more thorough contact with the surfaco tissues and
which increase penotration. But, if added to this, &n eloctric current is applied,
a more positive and controllable force is brought into action to insurc this poene=-
tretion, Then, not only arc the surfacc organisms contacted by the antisoptic, but
tho dcepor inveding spirochote is roached as well. By introducing a cotton anterior
ond of the urethra, the urcthra is mainteined open to the action of the antiseptio
and prophylaxis of this important mucous surfrce is assurnd during tho applicetion
of tho current. The degrue of penetr:tion obtaincble will vury with the antisoptic
sclt usod, thu type of wetting ccent amploysd and the concentration of thaso sub-
stances. The clectric potontial employed and the dur-tion of the prophylactic trante-
mnt will likewiso affect tho concentrs tion and pesetrution of the entiseptic salt.
Theso factors erc under investigttion to doturmine the maximum depth of tho spiro-
cheticidal action obtainable with a minimunm of irritation to the tissues.

e & 0o ¢ & O

Choirnen's Commonts~ Thoro was no gonoral discuesion of this procedures
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Genoral Sumary of Accomplishments to Dato .

Syphiliss- Calomel ointment has beon shown to be officacious in rabbits in
doses analagous to those used in man; its offoct is both local and systemic. More
work noeds to be done on (1) the offect of perticlo sizo; (2) the inhibitory offect
if any of combined sulfonemices; (3) improved vchicles,

Arsonicals locglly appiiod aro likewise of valuc, but work has not yot
progressed far snough to deturmine the optimum proparztion fron the standpoints of
stobility, local and systomic toxicity, and vehicles, This work should be pushed
(s2e below).

Gonorrheas- Apparent progross has been mede in ostablishing porsistent in-
foctions (for at least 14 days) if not rctual gonococcal dissuso on tho genital
mucoss of mice., This work should be pushed and oxpaundod into an additionel laboratory
for confirmetion, sinco if successful it offurs promise of a laboratory animel avail-
ablo for testing local prophylectic ecgonts,

Sul fonamides locelly applied in patients with acute gonorrhoeel urethritis
show somo evidonco of curative sffect in & snall numbor of casos, If this is conf'irmec
od tho mothod of study should provide a loud as to their prophylactic effect.

Various arsanicals have beon found to be actively gonococcidal in vit.ro.

A ssarch for the most active of thoss should be continuad.

In vitro studies of gonococcidal substencos are not as yet standerdized,
and cen sorve only as rough scroen tosts.

Human experimentction is possible with the aspproval of C N R- 0S R D;
and should bo pushed as repidly as possiblo.

Lymphogranulomas~Of the vnrious sgents studiod, the arsonicels are as a

e

group the most officacious in preventing infoction in tho chick embryo. .
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Cheancroids- The inel:icacy of suvap eand water and of calomel ointment has
been demonstrated,

Sulfonamides orelly administered will protect.

Sulfonemidos locully epplied will also proteot in some cases, but studies
in this respect arc as yot incomplete as to tho optimun drug, concentration of drug,
inhibiting effact if any of added cslomel, end vchicles.

Arsenicels have not es yot boen studiad, but should be promptly.

Grunulonms inguinales~ ilo information as yot available.

Arsanicclss- Since ovidonce hes boon provided thet these compounds in-
cluded in the group of amide substitut:d phonylarsincxides m y be simultaneously
sffective against syphilis, gonorrher and lymphogranuloma, their effectiveness in
chanoroid should at once bo studicde Finnl effoarts should be cuntored on those one,
two or threv compounds wvhich cre stuble, relatively non-toxie locclly and systemical-
1y (especially the formar) end of groatest over-rll activity agtinst several disocnses
at once,

Surfrco active agontsi~ Proliminary study indicates thet certain of these

ere both troponemicidel cud jonocoeccidul. These studics should be continued in or-
dor to detormine which substancss do cnd do nut poszess thes. propurties, and which
of them, if any, may altor tho cliomothorepeutic activity of added sulfunamides, are

sonicals, eto.

Vohiclos, bagses, ctces~ Progross has huen made us to the irritutivo propor-

tios of such substances, thoir effect un cnhancing thu ponotrability of meroury and
sulfonemides and their stability. This work, which hus only recently begun, should
be repidly pushed,

NAS_ 0002364



T RS S S e ST R e T aT iR e fTEAE AT TR TR T el e A e A e SR EREAesT TR
S T T TR T e

~66-

Subsequent to the above presentation of vork already accomplished, the meet-
ing broke up into smaller sub groups, sppointed by the Chairman as follows:-

Sub-group on syphilis:~ Chairmn Dr, Eugle, with Drs. Flewing, Tatunm,
Mahoney, Warren, williaus, Gweet, firnold, Guest, and Boak.

Sub-group on gonorrhea: - Caeivxn Ir. Cox, with Drs. Csrpenter, Herrold,
Miller, Eill, "ohn, Dyar, wnd Shronts.

Sub-group on ninor venereal di.cu.es:- Chairwan, Dr. Ruoke, with Drs.
Greenblatt, Coubes, Canizares, and Deibert.

Sub-group on vehicles:- Chnimwn Lr. Ctlvery, wiih Drs. Thompson, Sanders,
4ckersmn, Porerra, una Stokinger.

The purpose of these sub--groups wus .0 consider desirable future points of
a*tack, wethods, und investiigutors. After < lapce of two hours, during shich the
sub-groups met, the entirs Confworcace reconvened and the Chairacn of the respective
sub-groups reported s follicani—

DR. EAGLE FOR THE SU3-GROUP Q:! SYPHILIS

A. Calomel:— Certein addi.ionul studics as to culomel reauire prosecution,
a:; a hedge against the possibility thut the arscnicals may prove to bu less effica-
cious than preliainary studies inaictte. These ure:-

(1) The cffcct of particle siwe. Ur. ¥. L. Flening, University of North
Carolina School of Public liealth, will unaerteke this in bis laboratory, and will
apply for OSRD contract.

Dr. Thempson will furnish De. Fleawing with 3 ointments of particle
sizes averaging 25, 5, end 1 iiicron, respectively. iech of these ointments will be
tested in e significant nuuber of rubbits, using the ucratch method of inoculution,
in varying déoses in ng/kg.

“in~e in the experience reportro by both Iagle tnd thahoncy, the
incidence of symptouless infection in aninuls used in prophylactic experimouts is
nugligibly snull, it is agreed that in Flowing's ané ol experinents, the appear-
ance or non-appesrznce cf & chancre ot the puint of inoculation will bhe used as a
criterion of the success of prophyluxis; this ic be checked by holding one-third
of the apparently proilecind zniunels for subscauent lyiaph noae iransfor at 6 aonths.

(2) The effect of vehicles on the officacy of enlonel. Drs, Varren and
Carpenter, and Boek, University cf Kochuster, will underieke a stuay of the effect-
iveness of calomel in preventing syphilis in the rubbit in three vehiclos:- (a) the
traditional lanolin—petrolatun ointuent, with which they will repeet end confirm
dota already available; und two olntuents to be suggested by Dr. Calvery consisting
of the two extremes; (b) a siaple cil-in-water base; und (¢) « siaple water-in-
oil base. ¥

¥ It is not yct clear whether Wurren and his associates will requirc supplemuntury‘
funds for this study.
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(3) The offect of penetrints. Dr. J. F. unhoney and his associates at
the Venercal Discase Rescerch Leburatorics of the U. G. Public Health Sorvice at
Staploton, N.Y., :il1, using ¢ single buse, (probubly the lanolin-pctrolatum base
used in nost previcus studies) detertine the cffcet of two or threc representative
but cheaically diff-rent surface ccetive agenti. The precise ones to be used fronm
anong C.f., the alkyl sulfete or e substituted wasoniun series arc to be decided
by corrcspondence betwecen Maheney unu ‘wlvery. An OSRD contract for dahcney is prob-
ably umecessary cxcept for pcssibl: holding of perscnnel.

(4) ‘The effect of added culfuntuiries on the prophylactic efficacy of
calonel ointment. Dr. Fzgle will uncd.rtzkc this in his own laboratery.

Be Arscnicals: (1) It was the consencus that it would be prohibitively
tine~consuming and expensive to ciu y 211 avuil.ble cuuounds known to be relatively
active and non-to:ic (azides in perticular). Iansterd it wos decided that a few con-
punds of widely varying in viirou treponewicical activity would be ussayed with res—
pect to their prophylactic zetivity in the rabbii, in order L. confira or disprove
the thesis thut in vitro activity is o wousure of prophyluctic volue. The wrsenicels
chesen shhuld be stuble in sulution or in oinut wnts and nen-irritating on the nucous
“wenbranes of animels.  Dr. Bvgle will carry out tiis experiment in his own lahoratory.

(2) tlahoney will use an srocnical tur prephylactic efficucy of which
411l be asoayed in the skin (by E:glc) £ 9 wtudy on the genital aucose of the rubbit,
r. order tc deteruine shether these tuo .etbods of wssey yield conparuble roesults
with respzct to iainimal concentrali n cnd time intervels of efficncy.

(3) For cne or two of *hic .8 pronicing arsenicels shiculd be determined
the cffect of vehicle, penetrunt, -nd wdied valfinwcide. Unforium tely, thore is an
apparent dearth i cage spuce anu perauvmel for the imacoiate study of all these
fuctors; wnd soe Lf ther nust in any cuse weit on further aniuol studics by Calvery
and his groun.

Drs, dehoncy, Fle.uing, Warden. and Bouk, rweet, and Trtum wgree to
survey their facilitics and curwunicete -vifh [ -, Tugle a5 to whet could be done in
the lmucdiste fu'ure, . it not novry, thea r.liise of cge socce by vivtue of oZher
cuaplated experinentis gould per.it thise stucice to bagin.

C. The dircet cficet o pencirunts in _‘he provsniiin of syphilis in the

experiiental aninal:- Curpunter (seo report wbove) end, eerlier, it honey huve
shown that certain of these substunces nove an in vitre trepcnenicidal offect.
schoney and his group have likewiso ctudied the prophyluctic sclivity of sowe of then
applied to the genital mucose of the rebbit. In their hands, svae which arc nctive
in vitro are devcid of activity in vivo. levertheless, it seens cCesirablce to restudy
cumz of those with murked ia vitro cuivity with respect o theic prophylactic value
when applied to & superficially incculatec aren ¢f the skine br. Bugle will under-
teke this in his own laboratery.

D, Reasons for the concurrent study of culouacl, arcenicils, and prnetrants -
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Since the efficacy of calonel has already been dencnstrated, it seems desirable to ‘
carry on studies of methods of improving its efficacy simultancously with the stilies
on arsenicals and penetrants outlined above. If either of the latter show real

rather then prelininary, pronise, the calomel work can be imnediately curtained or,

if necessary, abandoned.

LR S K B

DR, _COX, FOR THE SUB~GROUP ON GONORRHEA

A. The sub-group reiterates its belief in the essential necessity of human
experimontation, but .akes nc further reccmuendations in this respect, pending ac-
tion by CMR-OSRD.

B. The local treatuert of acute gonorrheal urethritis as an index of pro-
phylactic activity. If a chenical coupound epplied locally can be shown tu be cur-
ative ( see Cchn's report above), there is rcasun tc believe that it will be of pro-
phylactic value. Such thorapeutic studius scrve as a screen of chenical substances,
but do not define their time relaticnships in prophylaxis. Arrangeaents have already
been made to test 4 different cintuents (prepared by Dr. Thoupson), c.g., 5% and
20% sulfanilauide, and 5% ond 20% sulfathiazole in the clinice of Cox, Cohn, and
Deibert. As scun as the non-irritoting properties of the arsenicals have been dem~
onstrated in animals by Cclvery cad his group, arsenical ointuents or jellies (to be
prepared by Calvery, Thompson, Swect, et al ) should be sinilarly tested. Likewise
should be tested calomel ointnent containing sulf.nouides (if sulfcninides alone
are shovm to be of value). .

Additionel clinics should be enlisted. In addition to those of Cox,
Cohn, and Deibert, mentioned above, there were suggested those of Herrold in Chicago,
Deakin in St. Louis, and those under the supervision of Carpenter in Brunswick, Ga.,
anl Jacksonville, Fla. The drawbacks of ucing aubulatory paticnts were discussed,
and Dr. Cox, &s chairnan of the sub-group, will write to Dr. R. aA. Vinderlehr, Assis-
tant Surgcon General, U. S. Public Health .-rvice, as tc the feasibility of utilizing
hospitulized patients in U. S. Marine Huspitals for such studies. In certain loca-
tious (Bostcn, St. Louis, Baltincre, Chicayr) leboratory couperation c.uld be sup-
plied to iiarine Hospitels through Cox, Deakin, Hill, and Herrdld,

It was agreed that for the eviluati m of «ny single ointment, 20 cases
would be sdequate. Five of those should scrve &3 controls, treated locally with the
ointnent base without added chemical, and 15 us the cxperinental subjects. ALl
patients should receive an oral plzceb:c, in order to wininize the chonce of self-
adninistered sulfonamide therapy. Patients should huve received n¢ previous treat-
ment,, and in all cases this sh.uld be checked by prelininary testing for urine sul-
funenidea. Treoctuent shculd extund for an exact pericd of 5 days, the drug adminis-
tered locally once or twice daily, and the rosults checked in the usual menner by
clinical exaainctiin, smears, und cultures. The records shculd be kept on the his-
tory furns approved by the Amcricun Neissericn iledical Society; «nd coupleted reocords
should be sent to Dr. Cox for analysis.
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C. Anjmol experimertetl.n:~ The encouraging report of Hill (sec above)
calls for immediate cnesgeiic prosecutiur of this work in her own and in an inde-
perdent laboratory. It .is ajrecd tha' Miller, University of' Chicago, will make an
imnediate proposal for OS%: :.rbc.ct Jur “his purpose; and in addition for study
of the possibility of pou iucing coajunctivel Infection in animals (a) cna vitanin A
deficient diet; (b) with c-rjunctirac iujured by ultraviclet light; (c) infected
with myxoma virus, which preduc~s oo '.a. oonjanctival domage; and (d) with luery-
mal glands surgicclly remo.el, to .void the hactericidal effuct of tears; und also
in addition, for certeiu furthor in vitro studies (see next paragraph).

.

‘' D. Further studies of 7onucoceel infection of the chorio-nllantoic membrane
of the chick:~ The cirfaculty of separaving in vitro aand in vivo effect in Bang's
experiments ( sec above) wrs discussed, as wus u1lsc tho potential value of further
study of the uwethcl. HIll (2ls: sec abuve) hes currently in progress certain experi-
ments in amplificetion of Bang's work which should, within a fow weeks, deteraine
whether the method helds any adwventege over siwpler in vitre tests. Pending
the outcome of Hill's exporinents, the sub-group mde ne recommendatirns,

E. In vitro studics:- Discussiun wne held of tho discrepant methods so far
used by Miller, Carpenter, aad Hill. It was agrced that these investigaturs would
coupare their sevcral nethuds in in vitro tects of certain arsonicel councunds to be
furnished by Eaglu, Sweet, and Reke. For this jurpose Dr. idiller will require funds
{also see Paragraph D. above) and will apply for OSRD contract.

Lr. Cerpenter will confor with Dr. VWarven s t¢ this and other comuit-
aents (their oxisting OSKD contrict; also sen Poragraph A-2 under Syphilis—- culonmel
above), to deternine if additionrl funds r.re essential and if so the ninimum anount.

¥* ¥ 3% * #
1,1, _CALVERY. TOR THE SUB-GROUP ON VEHICLES AND PENETRANTS AS
.WRICTING £B30RPTION, TOXICITY (LOCAL #ND GENERAL) AND
SENSITIZATION.

"Tae proposalt of this group is te corry on verk siniler e that described
this morning, wiherein we will stucy the irritating properties of cheaical agents
uced in ointuont bacces, locul cnd sysicaic tokicity.  lhe ponetration of cheue-
therupautically wctive agerts will be stucdixl by cheaical analyses of tlssues, crgens,
Mlond, ari urine wtil ve raow definitely the order of pinetrali.n of cne substcuce
=ith oie oantuwenn type of Lose, rd usc that as cur standard of cuup .rison for cach
€ the types of wctive substanczs. Ve nust follow cul nicl nnder starndard counditions,
<.~ .ng constant area tine, ~nmuunt of meterial applied, ete. We will study arceni-
culs and sulf.niiides in the saue woy. That, then, is the genercl rrogrea of the
group vith referuvnce to cuiponents of the bases and final preporaticns.

"Sander will prepure cny of these iterials that we wish in quantities suf-
Ticient for cxperinental work, sugpleaenting Thempscn's statement that he will also
propare aaterials, not only for laboratory .xperinental work but, unless the burden
becoes too lirge, for soae of the clinical work. This will be done without cost to
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0.S.R.D. Sander can end will do coue irritatisn studies. Thompson will do sulfona°
mide absorptions, supplemertirg cnd chcking vork that we wre doing. Stokinger

states that his laboratury can. ~f necessary, end if given financial support, carry
cut similar studies. Dr. Verren agrees to provide spectrographic analyses for

both mercury and arsenic. ¥e will have the chance, then, to check each phase of the
work in at least two laboratories.

nStudies of systemic toxicity will probably be confined ¢nly to our labora-
tory.tl
I I T

DR. RAKE, REPORTING FOR THE SUB-GROUP ON MINOR VENEREAL DISEaSES

4. Chancroid: The sub-gr.up agreed that all further experimen ;ation shruld
be carried on with cultures, not by suto-inoculzticn.

idditicnel informaticn es to optinun methois of culture is desirable,
especially as to (1) methods of preventing cluaping, of affording uniform suspension,
and thereby of deternining uininm infactive dose, (2) nethods cf maintaining viru-
lence at & nore stuble level than is now cveilsble. With this information, & better
quantitative invculuuw for .cn can b doveluped than is now avoileble. Suggested
investigators for this purpose were Sunderson end Dienst, University of Georgla
(OSRD contract probably necussury), snue Deloney, University of Tennessee, Meuphis,
and Board and/or Heaton, Luderlc Laboratories (Chairman Moore to comaunicato with
these two letter).

Nevertheless, and with culturc mothods now available, it was felt that
cxperiments should by carried cut av once (Greenblatt, Coubes, and Canizares) to
deternine if possible the mininum infective dese which wiil provide from 75 - 100
per cent of takes in control inoculations.

It was agreed that further inv-stigatiun of chencroical infection in
chick enbryos (developed by Anderscn and G odpasture) should be prosecuted; and that
this should be pursued by Rcke himself, Di:nst (Georgic.) rnd Hill (Johns Hopkins).

is to tost inoculetions in hwu.n volunteers, it was agreed that

ta) both nor.al persons and those infected with chencroid should b2
used,

(b) preliminary skin tests (Ito-Riensticrna) to be cerricd out in all
volunteers,

(c) patients with ncgetive and positive skin tests to be used in equal
nunbers in cach experiuent,

(d) compouncs for prophylactic testing to be supplied to all investi-
gators through Dr. iuore,

(e) no further testing of compounds frow indiviauel pharmacentical
houseos,

(£) investigutors alreudy avuilablo:- Greenblatt, Coubes and Cenizares,
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(g) potential investigetors:- Deibert, U.S. Public Health Service,
Hot Springs, Ark., (Dr. doorc tr rcquest U.S.Public Health Service permis-
sion), Warren zn¢ Craip.nter at Jacksonville, Fla. Clinic,

(k) excet @.to-is of provosed procedure to be drawn up by Dr. Rake
and circulated fur ccaaint, after which all clinicsl work will follow exact
technic as closeiy s pessible.

(1) completed recurés to be forwarded to Greenblatt for collation.

B. Lywphogranulcna venersiaa.- N recois »ad-“ions. Human experimentation
is too dengerous. Cuwaeovus Zacculotion in guines pigs will be triel by Dr. Reke,
and if successful, momhylectic subctances swedizd ip e enicals. A necond
group (Poprenheincr?) shodd i possivee pe enlisceG in this study.

C. Grenulomu inpuirale:— auio-ianculuti.n of tIready infocted versons will
be tried by Greenblatt, Combus. cnd {(with U...Public leaith Scrvice consend) Deibert,

The faint lead of pussible infectiun of dogs should be followed
(Greenblatt) .

O *

The meeting then adjourned.

J. E. Moore, W.D., Chairman,
Subcomriittee on Venercal Diseases
National Rescarch Council,
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NATITONAL RESEARCH COUNCIL
Division of Medical Sciencen
acting for
CONIWMITTEE ON MEDICAL RESEARC HN\.’T FOR PUSLICA TN

of the R
; s ps s WITHOUT PERMISSION OF
Office of icientific Rescarch and Developm‘e\ln&:noNAL RESEARCH COUNC
SUBCOMLITTEE ON VENLREAL DISEASES
of the
COIGIITTEE ON MELICINE
ilinutes of a Conference cn HPunan Experimentation in Gonorrhea
Held under the Auspices of the Subcommittee on Venereal Diseases.
December 29, 1942.

On December 29, 1942, there wus held at the National Research Council, Wash-
ington, under the auspices of the Subcommittec on Venereal Diseases, a conference
on the subject of the chemical prophylexis of gonorrhea in human volunteers. Present
were the following:-

From the Subcommittee on Verercszld Discwses Dr, J. B. Moore, Chairman, Doctors
Cscar Cos, and Russeil Herrold.
The following confirerss 1 possible experimental studies in New York City
and New Tork State Duclurs Alfred Cohn anl Theodore Rosenthal, New York City Health
Department, and Doclor~ Jam: li. Lide anu . uellcllo, New York Htate Health Depart-
1ent.
anprasenting possible experiment&l work in the State
of Georgia, Dr. Charles i. Curpenter (Mr. foyul Menn, Chuirmun Prisen Parole Commis— |
sicn of Georgiu, who h2d b.en invited, telegruphed his inability to be present). }
Representing possible experimental work in the State |
of Tllinois, Dr. €. Phillip Miller, University of Chicago. ‘

From the Nationz:l Receurch Council, Dr. 0. H. P. Pepper, Chairman Committee on
ledicine, Dr. T. F. Forbes, ir. U. A. Carden, Dr. Wilbur Davison.

Slatisticnl consultantc: Dr. Lowell J. iaed, Johns Hopkins University, wnd
Jr. Hugo Muench, Internationsl Hewlth Division, Pockefeller Foundaiion.

-

from the J. G. Army, Lt. Col. T. B. Turacr, Major Gaylora W. Anaerson, Major

Thomas . Lternberg, HMujor fohert Dyar, Capiain Robert Y. Riedeld.

From the U. b, Navy, Lieww. J. ¥. throntuy e British Liaison Officer
Comnander R. W. ilussen, R.K.

From the U. U. Public hcalth Service Assistant Surgeon General R. A. Vonderlehr,
Division of Venereal Diseases.

The Chairman opened tne mecebing with an initial ztatement regarding the inci-
dence of gonorrhea in the U, 3. Army und Navy, the numoer of probuble cases if the
current incidence is not% reduced, and the muiler of lost man days from this cause.

[t was pointed ont that new und improved meihods of prophyluxis of wonorrhes were es—
sential and that these methods, becuuse of Lhe luck of a suitable cexperimental animal
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and the inability to trins! .- 1 vote. Liheratory siadies directly to man, codd
only be determineu Ly mezn. o ‘. orn is humwn expeciment. It wa2s poinled odt

. that the Subcommitice w. 71 & o S -arch has oczn interesind in ihe possihle
human -experimentation oo goroor's wloce 03 inceptlon in June 1949,una the pravious
unsuccessful efforts to 2es T r.us in vedunwesr porsonnel of the U. O acay
and Havy hud oég’“”d“%"nuth e ullilamd e of . ounardgs . Curpenter, !niversity
of Rochester, tﬁntatlve plons o coar,in, out wuch experimentation in volunteer
prison imaates in the stewe of Guaorgin oouw begu hrousht 1o the attention of the
Subcommitiee on Veneresl Tiszcasws  sbLucss suarliancously Di'e Alfred Cohn of New
York City had developed tort. tive pluns for scueh 8tudics at the Rykerts Island
House of Correction.

These tentative proposais cf Foclor: Curpanter «nd Cohn had made 1t seem es-
sential to cobtzin expressions of ~n akn ‘ogering the desirabilit,; of such human
exparimentation from ire Curjeon. Jenzal o the o S, Avmy, Navy, and Public
Health Service. The w ttzr naving Lecn breugchs e e attention of these officers,
letters were written by the cespeccive. Jur,eoens General to Dr. Lewis Weed, Chair-
man Division of Medical scisnces, daticnol Feseirch Council, as follows:-

(ihree letters follow ws puges 3, 4, anc. 5)
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In reply refer to SPHCA

WAR DEP,PTMENT
OFFICE OF TE SURGEON GENERAL

WASHINGTON

December 4, 1942

Dr. Lewis H. Viecd
Naticnal Research Council
Washington, D.C.

Dear Dr. vVieed:

It is understocd 2 propusal has been made that the
Nationel Rescurch Council undertake an investigation in seerch
of an effective prophylaxis and inproved treatment for gonor-
rheal infections, using selected fawaun volunteers.

It is unnccessary to reaffirm the interest of this
office in any scientific research ithe object ¢f which is to
reduce the incidence of this social discuse, purticularly in
an armed force. Any progress in tnis field will have a direct
bearing on the conservation of manpcser engaged in war work of
any character and it is hoped it will be possible for the Coun-
cil to undertuke such un investigaticen.

Yery sinceruvly yours,
S/ Joha A. Rorers

U lerel, idcdicul Corps
ixecutive Orficer
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Depariment ou the Novy
Bure:u of iledicine snd Surgery
Washington, L.C.

Y-mlp Do not address the signer of
Decenber 5, 1942 this letter, but address
reply to Bureau of Medicine
snd Surgery, Navy Department,
liashington, D.C,

and refer to No.
P3-2/P3-(121)

tly deur Doctor Weod:

The incidence of gonorrhea in the vrmed forces and the
lost manpowcr resuliing therefrom constitutes @ preoblem of major
militury impor'‘snce. Hew wnd ijaproved metheds for the prevention
of gonorrbecu ore urgently desiruvle. Jnfertunuicly, adequate exper-
imental stuaizs cannet be cureicd cut in animels, since no known
animal species i. swa:pilible Lo local infection with the gcnococcus.
Laboratory studies ouh.™ than in (xperimental. animals do ncet provide
definitive inform:.ticn capuble cf trunslation to man. The crucial
experiment in ihe develorment of ned prophylactic agents against
gonorrheu lies in the erperimentel invculution of human volunteers.

It is heoped that such caperinental studies in human
beings may be undericken under the auspices of the Haticnal Re-
sezrch Council.

Sircerely yours,

25?7 ROSS U0 HeIliTIRE
. r admirel (RIC)
wurgeon Generesl, U, O, Navy

Dr. Lewis H. ¥Weed, Cheirman
Divisisn of ifedical tciences
Niti +nul Reseirch Council
2101 Constitution Avenue
Weshington, D.C.
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UNITED STATES PUBLIC HEALTH SERVICE

Weshington, D.C.
(Bethesda Station)

Noverber 19, 1942.

Dr. Lewis H. ileed

Chairman, Division of Medical Sciences
National Research Council

2101 Constitution Avenue

Washington, D.C.

Dear Doctor Weed:

I have been informed that Doctor Charles M. Carpenter of
the Strong Memorisl Hospitsl of Rochester, RNew York, is intere-ted
in studies of the epidemiology znd prophylaxis of gonorrhea and
that the plan involves the utilizztion of human subjects for
experimental inoculation by laboratery methods. No laboratory
enimals are available for this work inzsmuch s such animals can-
not be successfully inoculated with the genococcus.

Because of the great prevalence of gonorrhea znd its im-
portance in the production of noneffective man--days both in the
armed forces and civilian populaticn, I believe that the human
inoculaticn experiments proposed by Doctor Carpenter are justi-
fiable if the human subjects are selected on a voluntary basis.
The work should contribute some worthwhile new findings in the
epideniology and prevention of gonorrhea,

Sincerely yours ,

S/ Thomas Parran
vurgeon Generual

[ Xod

Ce: Dr. Hoore
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The entire question of huwas.a cines vy 1 _0u in gonorrhea was considered at a .
meeting of the Subcommittee en Ven.»e ' .' L2ws.5 or December 1, 1942, and a recom-
mendation approved &s follows:—

"THAT HUMAN EXPERIMENTATION IN T ¢~ LILXIS OF GONORRHFA IS DESIRABLE

IN PRISON IMMATIS THEOUGH % ,OOPLRATTION OF STATE AUTHORITIES. THE
CHAIRMAN, SUBCOMIITTEE 0 VENELRAL [TREadus, SHALL BE AUTHORIZED (if this
rccemaendation is approvec o 3% CuP, cud OSED) TO APPROACH THE RES -
PONSIBLE AUTHORITIES [ SIL.UTra: olAFES LITH A VIEY TO THE CARRYING OUT OF
SUCH EXPERIMENTATION 9Y LSTUMS.ULL FLYSICTANS ACTING UNDER OORD CONTRACTS.
THE DETAILS OF SUCH EUPERIMZRT . TOL Al ITS RISKS SHOULD BE DRAVWN UP BY A
CONFERENCE, THE PERLGHNLDL CF iMlauil .U LI D SELECTED BY THE CHAIRMAN SUB-
COMMITTEE ON VEAEREAL DIO¥ILWS,  2ME PROPNSALS OF DR. CHARLES M. CARPENTER,
KOCHESTER, NEW YCHX, oND DR, aLFILD & CORN, oBW YORK CITY, INFORMALLY
SUBHITTED 7O THE LUDCOLILTTEL 0.0 VIRLHBAL DISELLES Ol DECEWRER 1, 1942,
SHALL BE aPPROVED II: PATHCIPLE, SUBJECT 10 QUALTTFICATIONS ARRIVED AT BY
THE CONFERENCE AUTHORIZED i3UVE.M

This recouncndativn wue further ccnetidered and approved vy the Coumittee on
Medicine, National Rescarch Couuncil, at its meeting on December 10, 1942.

The approval of this recomumendation wus tiansmitted o Dr. A. N. Richards,

Chainaan Committee on Uedical Resetrch, on December 11, and resulted in the follow-
ing reply from Dr. Richards:-

(Letter frou Dr. Richards p. 7)
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C Iilee Jos 0vEeniy sdani.geaent

0 COMTITEE Nu *TOI0AL RESEAWCE
P of “he
Y O0ffice of ticientiflc :esesrch and Levelopment

Washington, D.C,

December 12, 1942.

Dr. J. E. Moore
804 Medical Arts EBuilding
Baltimore. Maryland.

Dear Doctor ioore:

I understand from your letter of December 11 that the proposals
of Dr. Charles M. Carpenter and DLr. Alfred . Cohn for experimentation on
human subjects in the propiwylasis of gonorrhee, while approved in princi-
ple by the Subcommittee on Venereal Disezse and the Committce on lledicine,
await further discussicn %y the Conference which you propose before being
submitted to the Comamittee on mMocie:l Heccarch.

I belicve 4 woule Lo g propricte for you Lo call a meeting of
the proposed confercnce proap Liirciisted) so thet the final delinition of
the proposals w2y b. ceio. o e Caadlttee on W aisel “essarch s soon as
possible.

If the prosceution of tue srvestigaiions is dependent upon con-
tracts with OSRD, it wonla not seen wive Lo awpprowch the State authorities
until coniracts are assured.

The wording of the rectamendation is such as to lead me to re-
mark that OSRD will not ezecute a contruct with an individual physiciun,
but only with the institution ( University or Hospital) of which he is a
member. It would he well to see to it that the responsible institutional
cuthority who endorses the upplication for contract is mede fully awure of
the content of the proposal.

When the proposals are submitied to the Committce on Medical
Research, 1 suggest lhat copies of the litters referreé to in the first
puragrspn of your letter be attached for inclusion in our files.

Very truly yours,

3/ A. Q. Richards, Chuirman
Comittee on Madical Research
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The Chairmun then outlined tie agenda of ohis Cunference neeting to include
three topics:-

1) The preparation of mopcsals {.>» 0SID contract by potential contract hold-
ors for human experimentaticn in prisons, o 17, Locters Carpenter, ifiller, and
Cohn.,

2) The nethod of approwsn te the $lote nuthorisies of Georziaz, New York, and
Illinois, and the City wuthoritics of iew York, and

3) The drawing up of u« plennec oucliae of attack.

Dr. Carpenter reportcd on i cen{ ..iice which he had held with the Prison Par-
ole Com:ssion and with the Strte Heclih vt 28 ¢ Georgia in Atlanta on Novem-
ber 16, 1942. Present wt his o nle-ace vore Lr. Eoyzl K. ifsnn, Chairnun of the

Prison Pursle Cermaission, Lr. Theias . ab:reion-i. , Ccmaissioner of Iicalth, Dr.
- . - , ~ - ,
Dan Bowdoin, Dircctor of the Diviii .. of ' versable Disewses, Gtate Depertuent of
Health, Dr. John Welton, Vem rcud Donesse Corionl o2 Prisons, Stete Do a2rtnent of
’ J ’

Health, Dr. Percy Pelouze, U, b. Pub2iz diaih Zervieo y and Lr. Curpenter.

Choirman Hann expre:sed Lis interest in coope ratiag in such an investigation
and requested that an outline of the preject be preparcd tnd sutaitted to him for
presentation to the oth-r ncubers of the Prisun Parole Coumission and to the Attorney
General.

Dr. Carpenter preparcd cuch cun outline wirich he submicted to Mr. lamnn on Novem-
ber 22nd. This outlinc and the coveriug lctwr to Hr. ienn are reprocuced hercwith,
including as an appendage thereto the resolution prepared by the Ascrican Neisserian
Hedical Society on October 22nd, 1942.

University of ftochuster
School cof lMedicine end Dentistry
Rochester, Now York

Noveunwer 22, 1942.

irs foyal K. Mann, Chuir..en,
Prison Parolc Comnissicn,
Atlanta, Ga,

Deur u.ir. Honn:

L% wur ueeting on Hovenb.r 16 witi Louctors Ab:recombie » Lowdoin, Welion,
and Pelouze, you recquested theu an cutline of the proposed project on the evidu-
ation of venernal cisezse prophyluctics be subuivted to ywu for presentation to
Yur Couaission and to the .‘ttormuy Gezmeral., I uope that the cnclosed statement
adeguiately covers the esseatiul points,

The control of veucrcrl Jiscase is one of the najor problens in our
arned forces. The enorucus loss of 4ine in uunpovier nne the vast cnst of these
diseases need not be erphasized to you or your Couuissicn. Knowledge of the treat-
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fir. Royal K. #ann ilovenaber 22, 1942

ment of goenorrhec has advonced nmarkedly in recent yoars, but the urgent problem
today is thc prevention of venercal discuses, and particulurly gonorrhez. Ex-
haustive studies by wedical ccientists have failed to discover an experimental
animal on which such tests could be .izde. It is ~usential, therefore, to eval-
uate propnylactic measures on man, and because of the romoteness of any danger
in such a study, it is urged that tnis iwportunt work be uwidertiken. The rea-
sons for selecting & pencl instituticn for such a study are set forth in the
outline of the proposed project. By cooperating in this work, both the State
and the institution can render an unusuually valusble service te the war effort.

Since our recent neeting, I atiended a conference on venercal disease {
prophylaxis in Washiagton on November 18, in which representatives of the Na- 1
tional Research Council, und cof the iledicul Corps of the Army, Navy, and Public
Health Service pariicipated. The group wes united in proclaining venereal dis-
ease prophylaxis as one of the importeni medicul problems of the armed forces,
and in agreeing that an investigation of venereal disease prophylactics be car-
ried out as promptly as possible in a penal insiitution where the subjects
were under control and could be carefully supervised. Letters from the Sur-
geons General of the Army, Navy, and Public Health Service, reiterating this
recomuendation will be forwarded to you. A copy of a resolution approved by
the American Neisserian Hedical locicty is enclosed. For your information,
this society is comprised of alout 400 of ihe leading physicians in the United
States who are concerned with the treatment and conirol of gonorrhea.

Our desire _s to carry out this study in the State of Georgia because

of the excellent cooperation offered in other medical projects. During the

past year I have been carrying on a study of the prevalence and control of gono—

coccal infection in Glynn County in cooperation with the Glynn County Board of |
Health, the Georgia State Department of Health, and the United States Public |
Health Service. The Office of Scientific Research and Development and the U.S. |
Public Health Service have requested that a suiteble institution be located for |
this study before funds are made available to carry out the work. |

Because of the urgency of getting the work under way promptly, I hope
that this information can be brought to the attention of your Commission in the
near future, and that it will be received favorably by them and by the Attorney
Generel. 1 ani very appreciztive of your soopuration and trust that permission
to unuertake the work will he granted.

Sincerely yours,

S/ Charles M. Carpenter, M.D.
Associate Professor of Bacteriology,
University of Rochester School of iedicine

& Dentistry,
Special. Consultant, U.S. Public Health Servicc
Responsible Investigator for.0ffice of
Scientific Research end Development.
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Or. Carpan' »o'S sl oment on
THE EYALULETON OF PROHICILLOYL D ACHETO AND PSOCEDURES

IN T, PUEVEIIL0H0 OF GONCRAIRA

Preposed Project i o Cavdva cub in Pensl Inscizution

The contrcl of voemieol flo.sc. o awsituies one of the mzjor current
medical problems, not cndy in the awmed fooces. way in the civil vopulaticn.
Daring the ¥orla fir vencrcal His.ase w.o v wptlioible for the loss of seven
million nen days in the an wlnun Yorces. mosh yoor in the United Stutes a
million and & halfl n.w cooos off venercxl Jisceso ceenr. Gonorrhea conprises
the greatest majority orf ticse imfections. .Jith <ue developaent within recent
yeuars of sulfonamicde c.vounds, on effective trouvacnt of senorrhea has becone
available; the chiet prebici, houevir, is prevontion of the disease. Bocause
this is of puramowst iwmortunce ia the wrmed forcces s ine present swlivs on
prophylaxis would be coniined io the grevention of ihe Cisense in men.

Gunersl), Inforuwetion

Gonorrkea cznnot e prequced expurinentally in animels; the testing
of prophylactic nessur:s must, therefore, be carvied out or mun. To provide
accurate, dependable imroruation, it is crsentinl that subjzcte be under com-
plete control during the porica of observation, and that there be nu sexual
contact with women. Foi ihat reason it is dusirable that the work be conaucted
in & penal institution. The use of human voluntcers ia state institutions has
been successfully utilized in the past in & nwaber of instences, purticularly
in studics on pellagra und on St. Louis cneophelditis.

The plan is to linit the studies entirely o volunieers. In soue
studies ihe prison ~omsission has enlistad the ceoperation of the inmates by
offering seue inducement such 25 n shortoned contence. the Gangers from the
progosed investigation on lhe prophylixis of Jmorrhea wouly b~ reuote and the
procedure weulc be expleined te velunieces brlore they wese included in the
study. Because of the nedico-leral recponsihiliiy, salvers shoul:i be obteined
frou particip:nts, and sdecucte insura.ce ¢, ri d vy the investigators. A

trained physician would rup.rvise U .o aue weldd e wvsileble ot &1l tines.

Purpose of Iavesdi ttion

The purposc of tire inv.stigation would be to stuay the effectiveness
of tvio tynus of prophylrxis agninst gonocrhen: (1)  the protective actlon of
sulfonanide cor.pounde trken hy noutih hefore crposure to the diseasc, and (2)
the prophylactic action of chemical agents applicd locelly to the p.enital truct
after exposure to the disease.

Procegure

Volunteers would be exumined Lo woteriine if they were free from gonor-
rhea and thea woldd be placed in one of the foll owing groups:-
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Dr. Cerpenterts statcuent conitd

(1) One group vwould be given sulfomumide compe ands hy nouth, fol-
lowing which they would be exposed %o the infection. ¥raguent nbservetions
would be pade to etuct sizns of the disease. This metl w of prephylesis is
in use in certuin army camps, hud it has nov .on iestec under centrolied con-
ditions. The subjects weuld -Jsu He conerved fov pousill. development of sen-
sitivity to the druz anu alto o cdet.rmine if they becin s carrisre of the in-
fecetion,

(2) 4 sccond group would Tirss be cxposed %o tic infection, ~.fter
which chemicel prophylactic agente woulc be applicd loca Iy to ke external
genital orguns. This rontire chorical procedurc s carr..eG out in the armed
forces hus never peen adequulcly tesied. Furihieruore, o.nce the first World
War new chemical agents have neon ueveloped viici poomiec fa- better results
ané which require tesiing.

(3) A third group of voluateers ticale de retained as controls for
the first two groups. This wonld provide necu: sery inforiv.tion on the sus-
ceptibility of man to the infeeticn. 4. previiucly stated, an effective method
of treatment is aveiluble for lhowe 2en who w.velop signs of the ciscase.

flccutred Facilities

To carry on *he siudy, ceriain facilities woulu be essentiul: (1)
a clinic or examinaticn roon; (2) general bospinul secilitics for any pationts
who might need special cure; (3) & labor.tory cquipped o carry sut bacterio-
logical examinations; (4) quarters for personnel, consisting of one full-
time physician, une purt-ilme physiciuan, oune uv.cieriologist, and cne techniciun.
At least 100 men f{rec from sonourshea would be needed for the study. This might
require that several hunired veolunteers be solicited and extmined before u suf-
ficient number suitable for the stud; could be selected. The duration of the
study would be about one year.

(¥nclosure in letter
to Mr. Royai K. Munn-2)
AHTRICAN NEISSSRIAN #MEDICAL SOCIETY

Novewher 2, 1942
0ffice of the Secretary
475 Commonwealth Ave.
Bosteon, Mass.

The American Neisserian Medical Socicty, at its eighth annuel meet-
ing held in Hot Springs, Arkansas, on October 22, 1942, voted that it was the
opinion of the Society that immediate steps shculd be teken to carry out scien-
tific studies in the field of prophyluxis of ,;cnococcal infection: that, since
ne experimental amimul is susceptible to such infcction, the studies must de-
pend upon human voluntcers, and because of the cnormous loss of man power in the
armed forces caused by gonococcal infection, it is urgent that such studies be
underteken without delay.

S/ Oscar F. Cox, Secretary
American Neisserian Medlcal Society.

- v e am w em e e s wm e wm e e ar e
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On Noveisber 23rd Lr. Curpenter oubaitted to Dr. locie, Chairmen tubcom- .
mittee on Venereal Ti:.eases, 4 sc'uthal more deiu iled deserivtion of his contem-
pluted plan of procedure, including r o'avuent of :xplaniiion to tentutive velun-
teers. This proposed project of Ir. va.pante~'s for OLRD coatruct was, as noted
&¢bove, approved © in principle st 2 neeting n. bie lubcomaitiee ~n Venerecl Diseuses
on Lecemher 1, subject to such wodificu.iwns wo .0 ot be wade in it by this Confer-
ence.

On Novcaber 27, 1942, or. Cchn aibuiiie@ to the Lubcowiitiee on Venereal
Diseases a tentative proposc’l lor sitil: r e.p-rimentulion in ths prisons of New
York City and this preporal wus also wnpro.od in principle by the Conwitbee on
liedical Reseaurch. Dr. Cohn repores el L ik .canwhile he has investicated the
situation further, botn with ihe City .und _tiive heuith wuthoritics; anc thut the
situaticn now appcars less fa:orubl. then it ¢id when his informud wpplicution
vas submitted.

Dr. dosenthel ei ‘he Ko Yerk City flewlih Deperiment reports thet on Dr,
Cohn's behalf Comnivsiznc: Li-Lbins wnd hiuself ccnoulied the Corperztion Counsel
of New York City, from whei a verbal anu itaformal opinicn has been eobtuined that
legal objection to such experimeat:ticn iu New Yok Civy or btate may be made. The
State Penal Code includes : ucfiniticn ot "muining" wnich seems, in the opinion of
the Corporation Cuunc:l to preclude e cerryin: ont of the study in New York.
This section oi the Penal law of lic. lork Stete follows:—

ECKIiMy Y18 TLNY LaW - Book 29

SECTION 1400 MATWIING DEF[NED:  punishment

A person who wilfully, with intent ‘o cow:it felony, or ‘o injure, dis-
figure, or disable, inflicis upon the person of .nother an injury which:

1. Oeriously disfigures iis porson by wny mutilation thereof;
or,

<. Desiroys or dicables any wuiber or organ of Ijs bhodr; or,

3. <Ceriously dinminisincs bils physicel vigor by ine iujury of wny

meitber or orpen,

Is puilty oi saaining, and is jrmishedie by impriscmraent for a tom
notl excecding fiftecen yeoars.
e rflicticn of the injury is presumpiive evidence of tne intent.

1. PRIOR LAW- COMidON LAW RULE

“weyhem ¢4 comon law is defined by Iflackrtone as the violently depriving
ancther of the use of such of hiis memvers 2s pay render him less able in fizht-
ing either to aefend hiuuelf or wo wnnoy his edveorsery. (4 Black.204.) It was
recognized as a felony ut a very carly period of the common law, and the of fend- |
er was puniched by the loss of bthe smae member of whicli he hud deprived the |
party mwimed; membrum pro menmbro. It vas treated w8 an offense 1geinst the |
State, for the reasor acsigued by Lord Colze (L1 inst. 127): "for the me.bers of
every subject are uncer the sefeguard wnd protection off he law, to the end a man

1
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"may serve his king and country when occasion shall be offered.! The special
injuries which constituted mayhem are stated by Hawkins as follows: ‘dnd
therefore the cutting off or disabling or weakening a man's hand or finger,

a striking out his eye or foretooth, or castrating him, are said to be maims;
but the cutting off his ear or nose are not esteemed maims, because they do
not weaken, but only disfigure hin.t (1 Hawkins' Pleas of the Crown, 107)"

- we we e e e e ew = e

SECTION 1401  WHAT INJURY MAY CONSTITUTE MAIMING

To constitute maiming, it is immaterial by what means or instrument,
or in what manner, the injury was inflicted.

SECTION 1402. MAIMING ONE'S SELF TO ESCAPE PERFORMANCE OF A DUTY

A person who, with design to disable himself from perforuming a legal
duty, existing or anticipated, inflicts upon himself an injury, whereby he is
so disabled, is guilt, of a felony.

- em e em e aw e = .

SECTION 1403 MAIMING ONE'S SELF TO OBTAIN ALMS

A person who inflicts upon himself an injury, such as if inflicted
upon another would constitute maiming, with intent to avail himself of such
injury, in order to excite sympathy, or to obtain alms, or any charitable
relief, is guilty of a felony.

SECTION 1404  SUBSEQUENT RECOVERY OF INJURED PERSON, WHEN A TIFENSE

Where it appears, upon a trial for maiming another person, that the
person injured has, before the time of trial, so far recovered from the wound,
that he is no longer by it disfigured in personal appearance, or disabled in
any member or organ of his body, or affected in physical vigor, no conviction
for waiming can be had; but the defendant may be convicted of assault in any
degree.

- e w6 s e et em e ew ws e ew em =

However, Dr. Cohn and Dr. Rosenthal emphasize the fact that this legal
opinion is tentative, not final, and that it may perhaps be altered hy further con-
sideration, particularly if the proposul is supported by the trpe of national back-
ing which is, as indicated above, now available. Dr. Cohn .ug.;ests that if his
proposal for OSRD contract is approved by CMR -OSRD, a weeting be held in New
York City, to be attended by a representative of NRC or CHMR, preferably Dr., J. E.
loore; of the following persons: Commissicner of thc New York City Health Depurtment
Dr. Stebbins, Commissioner Departuent of Correction, Dr. Amoroso, a representative
of the office of the Attorney General of the Stete of New York, a representative of
the Department of Heelth of the State of New York, a representative of the City
Corporation Jouncil, a representutive of the State Department of Correction, and in
addition, Doctors George Bachr, Walter Clarke, Theodore Rosenthal, and Alfred Cohn.

It was pointed cut that Dr. Cohn's original centact had been with the
authorities of the City of New York, but that if New York Stute could be brought into
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the picture, other prison populations wight be made available and that conceivably
Dr. Cohn could work not only at Ryker's Tslund, New York City, but also in Sing
Sing Prison, and that Dr. Cerpenter might be able to carry out similar experiments
in Attica Prison, ahout 40 miles from Rochester.

Dr. Lade, speaking for the New York State Health Department, reports
that he has discussed the question of humun experimentation in gonorrhea with the
State Commissioner of Correction, and has obtained from this official a verbal com-
ment that he would favor such 2 study ir New York prisons. The Cemmissioner of
Correction offered a written commitment but Dr. Lade believes that he did so with-
out knowledge of the Pensl Code quoted ubove, and that the attitude of New York
Stute officials weuld depend on the outcome of an approach made to the New York State
and City authorities by the National Research Council.

Dr. Miller reports thut he has made tentative arrangements for the car-
rying out of humen experimentation in the Stateville branch of the Illinois State
Penitentiary near Joliet and submits a letter from Mr. T. P. Sullivan, Director,
Department of Public Safety, State of Illinois, which is quoted herowith:

STATE OF ILLINOIS
DEPARTMENT OF PUBLIC SAFETY

December 21, 1942
Dr. C. Phillip Miller
Department of Medicine
University of Chicago
Chicago, I1l.

Dear Dr. Miller:

With further rcference to the study of the treatment and pre-
vention of gonorrhea, which you desire to make for the Subcommittee on Ven~
ereal Diseases of the National Research Council, at the hospital located in
the Stateville Branch of the Illinois State Penitentiary near Jjoliet, Illinois,
I want to again assure you of the full and couplete cooperation of the Depart~
ment of Public Safety of the State of Illinois.

I have conferrced with the Warden, Joseph E. Rugen, and the res-
ident physician, Dr. Chmelik, and they are confident thut ycu will experience
little difficulty in obtaining volunteers fron the inmate body of the institu-
tion to make these scientific tests., The .urden has alsc assured me that the
physical set-up of the prison hospital will permit complete isclation during
the period of infection and treatment.

I have also conferred with Governor Dwight H. Green regarding this
project, and he has directed me to advise ycu and your associutes that the Stete
of Illinois, through its various departmentc, will render every assistance pos-
sible in this research so important to the health of our armed forces.

I want you to feel free to direct our efforts in order that we ‘
may give you the best cooperation possible.

Yours very truly,

S/ T. P. Sullivan, Director.
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. Venderlehr was osked fo1 tle nawes of other olules in which such
human experizacatatlieon night i Lrakly M careied cut in Stete prison institutions,
ond replied that in hic ool won +ost wny stute in the South wl i b wpnrouched.
Pressed for the names of [ :ocilic Vates, ne ougy ched Alabuan, florth Jorolina,
iiississippi, and Tenresree. e caphasized, 1 oweve, , thadb i bis opinicn it uos
desirable to make huste Slowly: that proliiiners cnagics .uou Limited scale were
desirable before attumpting wee 2iiborat. inve. igetions; an that orery effort
should be made tn avoid pubiicivy.

As g result of thus oiscussion wnd in cunciueraticn of the third para-
graph of Dr. Hichari's letter, ncted ubove, “t reewcd cleur ihvt D'oclors Cohn,
Carpenter, wnd diller shonld propsre applictlivns Jor 054D centract; thot these ap-
plications sheuld incluue un esncet otutemens of Lo neoposed method of creperimenta-
tion, of the risks invclved, «n' o the aplanntioa o e made to tentative volun—
teers. It was cppavent tact in tho cuses of Doctor. Garpenter anes Colin the appli-
cations could provide unly ventutive erilii:les «1' caponse, since caacl details of
the expense of persorncl, o uimeni, etc., 2 uld noh Lo detonuined waiil the actual
pernission to procued hed tecn obtuined Zvwa Lhe voespensidble Luwte authorities.,

Dr. Richards' letter, norecover, wade U clowr thab the State authorilies sheuld not
be approached until atter Luo 0.0 contr et e Sven opproved, It was therefore
agreed that Doclors Cu:pentrv, Joh, ane Hiller vouwld, ot the carliest nossible
moment clso subnit lo ihe Chajmien, .uwcor.ltiee on Vensrial Diseuses, such propos-
als for centract; 1ihat *hoeose, iIf .ppreved bp *he Suncomitiee on Venereul Diseases
and thz Coamittee on lcdicine, «uld he Jurvarded to CHR, and if approv.d vy CHR,
authorization would be given tu & oop™ocntative o 7R or Lo the Choirmen Subcon-—
mitiee on Venereal Diceuces wo adee e vorael .opro.ch o the Ctutn cuthorities in
question,

As to 2 siztenent of ricks te tentitive volunteers, Dr. Carpenter had
drawn up such a ctavewent tn Lie terto!lve proposwl. which he had subiitted to the
Jubcomnmittee on Venersul Dilewncs ¢ n lovendber 23rd. Tais ciustement had becn in the
umeanwhile consiurred by the Subcoui:ittee n Venerewl Liusases , who velieved it Lo
be desiruble cf amerdnent in certain points, [t hud alio been sent to Dr. lliller
who, in turn, hud sabmitited it Lo counsel for the Universily »f Chicago, whe like--
vwise hac cuggested certaia awenduents. These amendnents were discussed Ly Lhe Con-
Feronce and the Chairnun, Ir. 'feewe, was awvhorised Lo arw up a revised stalement
of explanation o wolunteers for inclusion in the | ropoued plai off atlack, and for
Lubiaission to the legul audviror of CifR. Cach £ s+ woaent forms the lacy portion of
the proposed cutline of uttuck vhich follows below,

Dr. Reed next reported that an HIC Con.ithee of Statistics had been ap-
pointed with himself as Chairm, wnd that this cunnitiee weuld be udvisory not
only to the Division of NMedicel ! >iences, ut also to certuin othor divicions of
NRC. A subcommittee of this €ouwitlee on Swubictics will function for nedical |
research with Dr. Reed o Casnivaan.  This Coanittee will be navisory to various NRC
comitices and subcomnittees, not unly in the forumlive ctages of their problems, but l
also & the problems develon. ir. Rred has deciguot.d us Stutictic.) Advisor to the \
Subcommittee on Vencreal Liscas ., Dr. Hugn luencli, [nternutional He:lth bivicion, |
Rockefeller Foundation, A9 Vest 49ubh L. lw York. |

|

The conference then proceecded b, o detuiled discussiin of an cutline of er-
perinentation, vhich is uppended herewith as Exhibit #Bv,

" NAS 0002385



EXHIBIT "3t
PhOPGSED PLAN OF PROCEDURE IN THE STUDY
OF TEENCAL PiOPHILAXLS IN HUMAN
VOLUNTEERS AGONG PRISON INMATES,

Thers were presented Lo t Confereace held on December 19 s 1942, in Washington
under the auspices of the Lu™commi‘tee on Veucreal PMiseascs, National seseurch Coun~
cil, tentative proposals for the swd, of chcmical and chemotherapeutic prophylaxis
of gonorrhea in humen voluntocers douwn frow prison inmates in +the States of Georgia,
Illinois, and New York, to be curricd oui re.pectively by Doctors Chorles . Carpen—
ter, University of Rochester, C. Phillip wilier, University of Chicago, and Alfred
Colin, Uew York Cily L2nlin Department. 1t was ag—eed by the Conference that if
such human experimentatiom was to b carried out by different invectigators working
in different loc:tious, it would bu absolutely essential thut +the procedures to be
followed wcre, vo fer us possible, identical.

The methods of procedure were considered under several different headings,
as follows:—

I. Celection of curjecis.

1. Only volunteors are acceptable; and these will be limited Lo men who
have been in the instiluticn in question for ot least 3 weeks ( in ocder to elimin-
ate the possibility thet a volunteer moy be in the incupction period of gonorrheu.)
and who expect to remain in the institution for a minimum period of 6 months (in
order Lo provide for an adequate period for study and for treatiment if necessary).

2. Each volunieer will be subjeclad to o complete medical history and phy-
sical examination. Fxcliuded from the study will be:-

4) All persons with a history of rheumatic fever or with valvular
heart disease ( this because of the potential small. risk in such persons of the de-
velopment of gonococcul endocarditis.

b) ALl persons with a histor; of previous gonococcal arthritis (this
because of the reported tendency of such persons to furtherattacks of arthritis).

¢) All persons with abnorm.l genitalia (hypospadies, epispadias),
(this because of the known difficulty of chesotherazpeutic cure of gonorrhea in such
persons).

d) A1l persons with o history o” previous seriousz sulfonamide reac-
tions (this because of the nccessily of administraiion of sulfonumides, either as
prophylaxis or for treatment in controlled cascs or in Lhose in whom prophylactic
treatment fails- to protect

e) All persons with obvious acute or chromniec 1llness from any cause.

f) A1l persons who at he time of exsmination have gonorrhea or who
have a history of having haa gonoriheu or trestment for it wvithin the past year.

3. Acceptable for the study will be persons not. included in uny of the

‘ categories enumerated sbove, who fulfill the following qualifications:-

N—
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a) A negative history of gonorrhea or of treatment for it, within the
yeur preceding the time of the experiment.

b) No purulent urethral discharge, the patient to be examined in the
morning before voiding.
¢) A cleusr urine with few or no shreds (a one-glass test to be used).

d) Microscopic exumination of the prostatic secretion will be per-
formed and the presence or absence of clumped white blood cells recorrled; but pa-
tients whose prostatic secretion contuins pus will not be excluded from the study
if urine cultures are negative. .

e, At least three negative cultures of urine sediment obtained ty
voiding after massage of the urethras and prostate > these cultures to be obtained at
weekly intervals.

f) A preliminary urine sulfonamide determination will be made, and
volunteers with fulfonamide in the urine will not be employed.

4. It was recognized that in prison populations, certainly among Negroes
in the South, it would be difficult if not impossible to obtain 2 sufficient number
of voiunteers who had never had gonorrhea. It was thercfore agreed that volunteer
subjects would be acceptable with the qualificatlons described above, regardless of
a history of gonorrhea contracted more than one year before the date of the experi-
ment. It was recognized, however, that because of varying degrees of immunity, pos-
sibly possessed by men who had had one or nultiple attacks of gonorrhea in the past,
controlled snd experimental groups should include in equal numbers those whe (a)
have never had gonorrhea, (h) have had one to three previous attacks, and (c) have
had more than three previous attacks.

IT. Isolation of volunteers. It was agreed that individual isolation of vol-
unteers is desirable, either in cell blecks or in prison hospitals, in ovder to pre-
vent so far as possible any homosexual practices. In this case it was felt that
volunteers known to the prison physician or prison guards to be actively homosexual
should be excluded from the experiment; but that, given proper conditions of iso-
lation, rectal cultures to determine freedom from rectal gonorrhea, were not essen-
tial in acceptable volunteers. It was also agreed that whatever form of isolation
was employed, this should not take the form of solitary confinement.,

ITTI. Method of inoculation.

1. It was agreed that a standard culture should be employed. This cul-
ture will be provided by Dr. C. Phillip Miller. It is a culture which has been
carried on artificial media for 4 - 5 months, and its minimum lethal dose for the pro-
duction of gonecoccal septicemia in mice by means of its intraperitoneal inoculation
with mucin is known to be in the general range of 100 : 1000 viable organisms.

It was agreed that the cultiure to be employed should be non-sulfonamide
resistant and should hwv. & low therma¥ death point, °those factors being of ob-
vious importance in the treatment of infectcd controls or of volunteers not protect- .
ed by prophylaxis. These fuctors are not known for the culture employed by Dr. ‘
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Miller but will be detecrmined v"4h thuse cultuwes vy Dr. Carpenter, the cultures be-
ing furnished to him by Di'. uilier.

Vhen these factors hav- been Gelermined, Dr. Hiller's cultures will be used for
inoculation by 2ll of the iavesiig.tors. The original cultures will be furnished to
each investigator Ly Dr. i{iller. Tuch investirator will utilize for the propagation
of this culture the bacteriologic wedium and trchinique with which he is most familiar.
This latter proviso is inceried bectiuce of funlewental lock of xnowledge as to wheth-
er cultured gonococci cre infectious for mun or, if so, shich is the best medium for
their propagation; znd ulibmate stendardizatiun of medium is not thereby precluded.

2. A meusurec inoculuan will be used, o he prepared in the following manner:-
charcoal absorbed broth sb uld “e utilized %o wash a solid medium culture of approx—
imately 12 - 24 hours' growth. Tre concentration of gonococcei in the washing will ‘
be adjusted in dilution by comparison ir densi Ly with & provided stundard. fThis
stanaurd will be prepared and distributed to the other investigators by Dr. diller.

The original suspencion will then be diluted to 10"7 (a dilution containing ap-
proximately 10C - 1000 organisms per c.c.). The number of viuble organisms per kil |
in the inoculum employed will be determined by plate cultures and recordea. |

3. The method of inoqglation - N.1 c.c.,ueasured by tuberculin syringe, of the
originel inoculum, diluted ®»s described abbve Lo 10 » will be dropped into the
meatus, the bladder firsi hmving Scen emptied, and will te retained there by gentle
pressure for 5 minutes.

If a 1077 dilution proves to be noninfectious in each of 3 volunteers, the next
lovwer dilutions will be employed.

IV. Inoculated volunteers, whether controls or experimental subjects, will be ob-
served clinicslly every day for 3 weeks. If ne sympioms of acutec gonorrheal ure-
thritis develop, cultures of urine sediment will be made at weekly intervals for this
period. In the ab.ence of symptoms and wiih negative urine cultures 2 volunteer will
be regrrded a5 non-infected. If symptoms develop, the diagnosis of gonorrhea will
be verified by gram s*ain of the urethrel uischarge and by culture.

V. Treatment of infucted volurterrs. "hor infection is vroduced, either in con-
trol or experimertcl subjecus, the tresomen' oo e siven will consist of sulfuthiazole
by the routine prescribed Jor +the treatmer’, o3 gonorrhen in the Y. o. Army.

VI. ‘The initial effort of whis experiment will Le Lo detarmine whether this in-
feetion can be produced in human volunteers by means oi the intra-urethral inocula-
tion of cultures of gonococei in the manner described ahove and, if so, to determine
as accurately as possible the minimal infective dose. The latter scems essential in
order on the one hand to make the prophylactic experiments correspond as closcly as
possible to the probable minimal infective dose of gon~zcoccl which produce the dis-
ease acquired in the natural munner; and on the other hand to uvoid the possible
risks of complications or of serious infections produced by an overwhelming aose.

It is estimated that not more than 30 voluntecr subjects will be necessary to deter-
mine these points.

NAS_ 0002388



Exhibit®*J% p. 4

VII. Chemotherapeutic prophylaxis. If infection c»n be produced in controls,
the first prophylactic experiments will be carried out with oral sulfathiazole since
this drug is being used in this manner for the preventior: of gonorrhea both in th?
U.S. Army and Navy, but witiacut as yet any uccurate defir:ition of time-dose relat}on-
ship. OSubsequently sulfadiazene and probably sulfamethyl iiazene will be studied in
the same manner. It is desired to determine the time-dose relationship of oral sul-
fonanide prophylaxis. The first experiaent will therefor s include the following
groups:—

Sulfathiazole administered

ixperimental
Tine Dose subjects Contreets

2 hrs, veflore inoculation 2.0 gn., 10
: 1.0 v 10

6 " after wo. == 10
1.0 10

12 v t 1 ’—<3.0 " 1C

—_—z 1o 10 20 - 60

?_A 1] i 1t \3.0 1 lO
io0n" 10

L8 0 n {1 -—-—\/3.0 " 10

The number of controls is variably set &% from 20 - 60 depending upon the number
of experimental subjects plus controls who cair be inoculated at one time, If the
entire group can be inoculated at once, 20 coutrols are adequate. If » on the other
hand, groups must be inoculated ~eparately rfo: each time interval and dosuge level,
each group of 10 axperimentel suijects should ve parualleled by 6 controls.

the dosage levels of 1.0 znd 3.0 grams are selected advisedly on the basis of
current information from Army and Navy. A totel douse of 4.0 grams divided in from 2 —
4 doses has been currently utilized in bo*h scrvices with apparent success. It is
reported, hovever, that of 102 men recently studied who had teen given 2.0 grams be-

fore sexual exposure and 2.0 grams 2--/ hours afterwards, 38 per cent had microscopic
henaturia .

During the period of sulfonamide admiuistration, whether for expe:rinmen _al prophy-

lactic purposes or for subscquent treatment, e minimum fluid intake of 2,000 to
2500 c.c. per day is required.

Mter the efficacy of sulfathiasole has been dotermi ned, sulfadiazene will ove
studied in the same monner.

Sulfamethyldiazene has been suggested us a possible desirable prophslactic agent
in gonorrhea. This prepuration, prepared by Lharpe and Dohme, i.s ea3ily available
comrercially, is readily soluble, ic more completely absorbed from the intestine than
other sulfonamides, and is nore slowly excreted. A single dose of 2.0 grams is said
to malntain & blood level of L-Z mg. per cent for 48 hours. The efficacy of' the drug
in acute gonorrhea) urethritis in man is notl knowm, but will be studied igt the imned-
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iate future by the American Nzfsscxicn Hedicul society - U.8. Puolic Health Service
cooperetive clinical greup. il it proves te o effective in established gonococcal
infection in man, it {s leoormonded Lhal Los prophylaclic efficucy in volunieers be
investigzted in the same m unay o decsribed ubove.

[t is estimatec thal Dor 1coting the cherotherapeutic prophylactic efficacy of
orally administered sulfonatiues, - crorimetely 150 volunteers will be reouired for
each drug so studiced.

VILI. Cheminzl prouclazis., & slu.> of the proghyluctic effect of various
substances introduced locaily irie he urethea will be postponed temporarily pend-
ing the outcome of 0.k ~apiimert-? stusies now in progress as to the optimum
gonococcocidel cubabturce, wr he opSimum vesicle for its local wuse. It is ol yet
certain vhether tle vest svail.hle zubstance will prove to be an arsenical, a
sulfonenide, a wercu~iu! su:il. or a .ilver salt. Bor is information as yet avail-
able as to the eflecs o the aditicn of penetrants, wetting agents, etc. to the
ointment or jelly base. ruferuation on these points should be cveilaile by the
time of compleiion oy the chenotherapeutic prophyluctie stuuies outlined above, and
should ther be earriec out :n fuiure volunieer subjenis. An exazct outline of these
proposed experireais camiot a5 yel Sc drawn.

However, it is desiruble i, know sheilher curtuin of the newer chemiesl substan-

ces proposed fecr lecal prophyiazxis are irrituting vhen injected into the normal

ruman urethra. Siwdies =r. nor o progre=s of the irritating effect of zuch sub-

stances in experimentul enimals » ttilizing the conjunciival sac and the vagina for I

this purpose. Subhstauces aby cously irritaling in animals will not he employed in

human beings. Those vhich prove in he non-irritating in animals musu, hoviever, 1

te studied for irritsting eroperiics in humen teings before their use in prophy-

laxis is feasible. It is hoped that czuch stucies may be carried out in persons \

volunieering for the inoculation experiment vith: gonorrhea bui who, for one or an- |

otner reason given in 3ection I atove, prove unsuitable for this purpose.,
|
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‘ STATZNLIT OF 4uPLaMAYION OF THE EAP:RTIZINT AND ITS
P15KS TO TLNTATIVED WOLUNTLERS

The following is ¢ suggested exvlunsiion %o be given to volunteers solicited
for the study. “his sheule be veviewsd wnd ir necess:ry waended by counsel for
Cik and by legel wuthoritiy in ihe Lo tes iIn ulich oy yarigent: Lion is proposeu.

e J t

"The stuGy whiich we pl'n o curyy, on here » «ud ior vhich we huve ucked
your coopeirt Lion, ig conc.it st Jgich conorrbeu.  You may wJuo know thic
aiseusc ¢ the fclep!y, 'simin', o0 W 'runring ranges'. some of you
have bud the inficticn at cose time i tac nnt, or porhips severdl
times, wnd vou wunew thui it aid 1ot mede Fou burionsly sick.  ficeently
a simple, ccpenditle trevtisent hues oecn diucovercd which conulists of a
drug taken in +ho form of pills.

"that we propose to iry now it Lo dev 2lop curtisln ucthod:. o: preventing
the discese in aen Jho wae exposed Lo it. ‘Yionosmhet cLuses w greny luss
of time in the ary -ne vy, wad one of the inportant wealzal problews
toany i to Jiscover how to p.ovent i in the wrped for 08, e telicve
that e huve offcetive methode of cod W WS, hut we o nuet know for
certuin until thoy luve noen besied on . ne 1L 3S nou rousitle Lo use
apdmels for thic narpose bre. .. Licy oo aob susceptitle to zonorrheu.
Yherefor., wo tve culling on ,ou for Jour cooperatlon, “Whis i3 cne wuy

in which you cin opecitizcdly hotp in e 3 2 eflort,  The Sernefits will
not he limiled Lo Lic wima vorees sab WiTo % «bplicd 1o e oivil
popalution s well, end it is vory Lik.) o Vet genend your fraailise wighu
liler profit from th...

"in the first rluce, I nt Lo aowu o FOaUNY SO LMY 8 e WL wble Lo
digscover, W 1L a6 > facn o GXp CLoen s oinjury from this trutulng,

but one cennon prodict vith positiveme.s ‘hot che wuli ir ull cases

vill be the sime. Cortain of the 4un ¥ cevelop signs of sonorriea,

but in slwost cvory Instonce Whly wadl i ppeter Cithin ¢ red diys wfwer
trec thenle Wost of you, Tovover, sili huve e dic.s s whttover,

<

..

iy goneral plon of the studys 16 s Dol loisi- Pirst, you i1l be exe-

incd to bu cortein Ust 7 a6 net nod Lo sorerriil. Ghose of yeu

WO L now o o.ve 2oently beon Andoct.. cill noe. e wocu ded for Lhe

study. Th.n o i)l t.3% imrdhads of or.veadion (progt ylexif) “or use

in the Ariy woe Jevy, Looortor o cotomine i W e il L JTevens, the qise
x

vise 2leer cxpesare o the ind chien.

"One proup of rom will to tiln Je Gituf L oalluthiosode fa U rora of
piils 20w proventive. his will bo SRV uo e ali forent bines Lerore o
alter e.posure ‘o the g ction, thieh il b corrd oul by anpplying
the gera to the wnd ef Jhe ponis. ook vihap JiLL Theet heooxplsod
te tre infucti nsn he suow v pner wne wrortly wfher Wil o given a
prephyluactic btrectment., Mis o nusicts of wolying «n ovinuwent o the in-
siae «nd outsice of b penis. L.ovlivs sroup il b capoied o the in-
fection and 1rier treoted vizh sw€o i nlo y L sius of e diuelse

shruld dev.lop.
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"Al)l men exposed to tn. infectiua Lill b cxanined duily for ct lemst

3 weeks. You will be under the supervisicon of @ physicicn speciully
truined to treat gonorrhes wnd he will he wveilable at w1l times threugh-
cut the study.

"tost patients with genurrhes con be cured within § to 10 usys with mod-
ern treatment withaut capericncing oiscorfurt or complications. 4 feow
patients with genorrhon de nel reupend to ..dern trectment acthods (prob-
ably less thun 1 in 10). These prtients czn usually be cured by the
older metheds which, hovever, require more time in .hich o zut results.
i few of the patients whe ave tr.ited by these older metheds develop cor-
tein complicutions in the lower genitnl tract which, in most instunces,
are ultimetely cured.  In very rare instunces putients troated by the
vlder methods dev.lop complicuticns which involve the jcints, the cyes,
and other organs.

"A very smzll pircentzge of patients trented by wedern methods experience
slight discenfort whilc taking the medicine. This wey consist ¢f a Lirdd
sensation or & slight headache, but these symptoms never become sericus
if the patient is cbserved duily by the physician. Fevur, skin rash,
nausea and vomiting rarely occur but disuppeer rapidly whon the trectment
is stopped. Othor reactions huve been reported vhich involved the blood,
joints, kidneys, liver, znc ncrvous system, but these reactions have been
so rare thet the pussibility of their occurrence is cxircmely reumote.

"Before we can accept you as part £ cur group, it is necessary ic obh—
tain written pcrmission from you.

" (nl.ce)
{(dute)

"This is to certify that I have reud, or have hud rewd to me, snu thot
I understend the above and foregoing st:iement.

Witness (signature) "

LI I T
SUGGEBTED PLAMIT aND R¥LEASE

APPLICATION FOR INCLULICH I STUDY ol
CHEiLCAL PHOPHYLAXIS FOR GONORRHEA

uT, it R , hercby
(nane) (cge)
volunturily meke applicetion to

(cooperating agencivs)
for inclusion in the investigation on prophylaxis for gonorrhea.

I have read, or have hud read to me, and L unierstand the attached

~
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35

vement of procesuse, shilch T huve signed to cvidunce such fact.

"I huroby wesume ¢ L1 rivks of such tests - né, weling for myscelf,
my heirs, pursennl coprosento’ives, and cslons, do herely sclease

an; Leolr perschnel, nd all

S
others frowm o) lizbility, inclucis; <luuns and suits ut luw or in
ecquity, for cny injury, fziul or othervise, +hich wmuy result from
the tests,

Witnescas:

(ante)
J' [
OFFICER IN Ci4RGE
Consuent is horeby given for iiw vbove wmed immate to prrti-
cipate in the investigeti-n of prophyilaxis Cor genorchea.
1

(.ignture of officer ia charge)
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MINUTES OF A CCwFZRZICE ON CH iAL-pf PRUPHILLITS
Held urder ihe Auspices of the
SUBCOMMITTEE ON VENEREAL DISFAZES at the FATIONAL RESEARCH CCUNCIL

Fashington, D.6- NGT FOR PUBLICATION |
ANTHOUT PERNIZSION OF
Hovember 18, 192 ~ATIOMAL RESTARCH COUNCIL

Present were Dr. J. E. Moore, Chairman, Subcomuittee on Venereal Diseases,
the following OSRD contract holders:

Dr. Frederick B. Bang, Rockefeller Irstitute, Princeton, N.J.

Dr. Justina Hill, Johns Hopkins University

Dr. Orlando Ccnizares, New York University, representing Dr. Frank Combes
Dr. Harry Eagle, U. S. Public Health Service and Johns Hopkins University
Dr. Goeffrey Reke, Squibb Institute for hledical flesearch, New Brunswick

the following interested physicians, present at the request of the Chairman, Subcom-
mittee on Venereal Diseases:-

Dr. Charles M. Carpenter, Rochester, N.Y.

Dr. Alfred Cohn, New York City

Dr. H. 0. Celvery, Food and Drug Administration, Vashington, D.C.
Dr. Murray Senders, lew York City

Dr. M. E, Stokinger, Rochester, WN.Y.

&nd in addition:-

Dr. T. R, Forbes, National Research Council

Dr. S. J. Hanchett, U. S. Public Health Service

Dr. A. Rosterberg, Jr., :nd R. P. lorwick, Food and Drug Administration
Lt. Col. T. B. Turrer (HC) U. S. Aruy

Maj. Robert Dynr (i) . S. Aruy

Maj. G. W. Anderson, (iC), U. .. Army

Capt. Janes M. Flood (i#C), U. o. Army

It. Harry Tebrock (MS) U. S. Navy.

The meeting was opened with a brief statement by the Chairman concerning
its purpose. The Chairman remurked that recent surveys of OSRD contracts had indi-
cated that investigators working along the sume general troad lines secemecd often to
be unaware of the importance ot their own particular problems o the mzjor iscue
involved; were rclatively unfemiliar with the tyye of investigation being pursued
by other workers in the same field; and there therchy re. ulted an incoherent and
uncoordinated effort which seened likely to delay accomplishment of the major aim,
nanoly, the development of chemical prophylactic agents more satiefactory than those
now in use. The importance of the problem of chemical prophylaxis to thc armed
. forces was stresscd and the Chairman's remarks in these respects were verified and
amplified by Lt. Col. Turner.

-
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The various contract holders were each asked .o outline their progress to
date and, in brief summary, each reported as follows:-

Dr. Justina Hill has been unsuccessful in the production of gonococcal infec-
tion on the mucous membranes of the mouse, but has succeeded, and for the first
time, in producing gonococcal septicemia by the intretesticular irnoculation of gon-
ococcus cultures without the use of mucin. She is now engaged in the effort to en-
hance the virulence of the strain in the hore that by doing so, local infection of
mucosae may become possible. The method has alrecd; permitted a start at the eval-
uation of the time-dose relationship of oral sulfathiazole prophylaxis in mice, and
this effort will be continued. Dr. lii1li is also attempting to determine the factors
which acceunt for the extreme refractorincss of the genital mucosa of mice against
gonococcal infection. Proceeding simultcneously in her laboratory are certain in
vitro studies of the gonococcocidal effect of various substances, including arsen-
icals supplied by Doctors Eagle and Reke.

Dr. Murray Sanders, who is not at present an OSRD contract holder, reported
thet he has studied the local application of sulfanilamide ointments in normal human
urethras with respect to their irritating properties and their absorption. At the
moment his time is fully occupicd with other projects in the virus field, btut he
hopes that it may be possible for him to return to the field of mechanical prophy-
laxis.

Dr. Thompson, who unfortunately was not present through a secretarial error
in failing to send him an invitation, is engaged in a systematic study of experi-
ments with various emulsions, wetting ageuts, etc., perhaps useful as vehicles for
the solution or suspension of chemotherapeutic agents.

Dr. Cohn, who is associated with Dr. Thompson's contract, reports that he
has treatoed certain human patients with acute anterior gonorrheal urethritis with
sulfonamide ointments, with results which appear to be encouraging for the future
presecution of this type of study.

Dr. Bang has studied the effect of varicus chemical agents on gonococcal in-
fection of the chorio-ullantoic membrane in the chick. Of the sulfonamides investi-
gated, sulfathiazole is the most effective, but certain arsenical compounds, includ-
ing an arsenobenzene-sulfonamide preparation, supplied to him by Dr. Rake, maphar-
sen, clorarsen, and sulphersphenamine are even more effcctive than sulfathiazole.
Dr. Bang plans to terminate his work in about a month, but the importance of the
techrnique is such that the consensus of the Conference was that it would be desir-
able for the technique and, if possible, the technician in ILr. Bang'c laboratory
to be taken over in the laboratory of Dr. liill or of some other worker.

Dr. Rake has been engaged in a study of ihe viricidal effect of various com-
pounds against the viius of lymphogranulome utilizing egg yolk inoculation. He
has developed a method of separating in vitro and in vivo effect. He has found that
sulfonamides have no in vitro activity, but that they are effective in vivo. The
most effective substance tested has been an arsenobenzene-sulfanilamide compound
("434") which is effective against the virus of lymphogranuloma in a concentration

é
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‘of 1 mg. per 100 c.c. of diluent against 1 million lethal doses of the virus. Dr.

Rake is now engaged in the effort to find vehicles in which arsenicals or other
compounds can be dissolved or suspended, and which will be free of irritating prop-
erties, will have no effect on the toxicity or therapeutic activity of the added
drug, may have a possible additive effect from the vehicle itself, and which will
have snhanced penetrating properties.

Dr. Rake reports that guinen pigs are susceptible to inoculaticn with lymph-
ogranuloma by the scratch method and undertikes to determine the locel effect of
various chemotherapeutic agents in preventing such infection.

Dr. Canizares, reporting for himself and Dr. Combes, has been irying the ef-
fect of vurious chemotherepeutic apgents in the prevention of auto~inoculated chan-
croid, and has deterumined that sulfuthiczole ir a simple petrolatum base is effec-
tive, while soap and water and calomel ointment are not. He is now trying the cf-
fect of oral sulfathiazole. He has not yet tried arsenicals but ugrees to do so.

br. Eagle reports thai L: has studied the effect of soap aid water and of

calomel ointment in the prevention of syphilis in experimental animals. Seap and .,

vater is effective in vitro, but not in vivo. Calomel ointment in the dosage used
in man (i.e., approxiuately 20-25 mg. per pilo) is effective in preventing chancre
formation, but its effect in actual preventicn of syuptomless infection has nct yet
been determined.

The possibility of human csperimentation in gonorrhea was discussed by Drs.
Carpenter and Cohn. The former hac already made contuct with the Prison Commission
of Georgia, and the latter with the Commissioner of iHealth of New York City in con-
versations which seem to indicate that there is a possibility of arranging such ex-
periments in prisvn inmates. It wus agreed that the Chairman of the Subcommittee un
Venereal Diseases will attempt te obtain official governmental backing for such hu-
nan experimentation threough the Surgeons Generzl of the Army, Navy, and Public
Health Service, the Commitiee on Medical hesearch, wnd OSRD; and that if these ef-
forts are successful end opproved bty lhe appropriate au*horities, reprecentations
may be made te the appropriale Sinte wuthorities of Georgia, New York, snd perhaps
other States by an official represeatative of the Nationel Research Council with
the ides of cxpediling the accomplishment of the study under the direction of Drs.
Carpenter, Cchn, or other interesied vercons. Il was sgreed that if huwan experimen-
tation could be arranged , the initial effort should be devoted to a dolineation of
time-dose ruvlaticnships of orul sulfathiazole, and that thne local application of
chenetherapeutic substances might properly rwa2it Letler inforuntion concerning ve-
hicles, peneirantsg, etc.,

There then ensued & general discussion of the importance of a systematic
study of vehicles, emulsion bases, penetrants, weiting agents, ectc. It was agreed
that up to this point the several investigalors involved have becn dealing individu-
t1ly with one or another pharmaccutical h-use, anu that vehicles for the solution or
suspension of chemotherapeutic substanceu have beon largely empiricelly selected
without adequate knowledge of their relutive mcrits. The Chairman pointed out that
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for this reason Dr. H. O. Calvery, Chief Pharmacologist of the Food and Drug Admin-
istration, had agreed to underteke a systematic study of these agents and had applied
for an OSRD contract for this purpose. Dr. Celvery then spoke briefly to the peints
and expressed his entire willingness to cooperate with other members of the group
engaged in prosecution of one or another avpect of the general problem of chemical
prophylaxis.

There also ensued a considerable discussion as to whether other investigators
not as yet associated with these studiecs might nct he purposely dravn inte them
through the Subcommittee on Venerczl Diiea.us. !mong those suggested for the Chair-
man to approach were Dr. Oscar Cox of Best.n, Dr. PLillip Miller of Chicugo, Dr.
Austin Deibert, U.S. Public Health Scrvice at Hot Springs, Arkansas, and Dr. A. L.
Tatum, Madison, Wisconsin, all of whom Lave certain facilitiec likely to prove of
value in the laboratory or clinical testing of chemotherapeutic agents, particularly
against gonorrhea.

It was likewise suggested that some time might be saved with regard to chan-
croid if improved culture methods could be developed or utilized. In this respect
the Chairman was authorized to get in contact with Dr. Greenblatt eof the University
of Georgia. The Chairman was likewise authorized to approach Dr. Katharine Ander-
gon of Vanderbilt University regarding the suitebility of her method of infection
of chick embrycs with chancroid, in a study of chemical prophylaxis.

The question was also considered of the desirability of further studies as to
the possible sensitizing effect of the sulfonamides administered either locally or
orally. No definite decision was reached as Vo investigators to be approached in
this field. It was said that Dr. Harrison F. Flippin had had certain experiences
in this connectlon with the prolonged treatment of nurses at the University of Penn-
sylvania with sulfathiazole for the common cold. The Chairman was directed to write
Dr. Flippin and also to consult others interested in the field of sulfcnamide ther-
apy, to determine whether such investigation could be organized under the auspices
of the Subcommittee on Venereal Discases.

Finally, there was general discussion of the desirability of coordinative ef-
fort in the field of chemictl prophylaxis. The Confercnce agreed to the appointment
of & committee to draw up an organized plan of attack end to indicate to present or
potential OSRD contract hol ers the most immediate profitable lines of investigetion
for themselves to follow. Thc Chairmen appointed himself &s Chairman ex officio of
this comaittee, and as its meumbers Doctors Hurry Fagle, Goeffrey Rake, and H. O.
Calvery.

The meeting then adjourned.

4
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Minutes of Meeting at Duke Medical Scheol, Durham, North
Carolina, on Friday, September 4th, 1942,
From Dept. of Experimentsl Surgery: Doctors Deard, Sharp and assistants.
From Dept. of Biochemistry: Doctor Neurath and assistants.
From Dept. of Syphilis: Doctors Cuallaway and Craiz,

From Subcommittee on Venereal Diseascs: Loctor Fag..e.

The organization c¢f the projected study on the identification of the
serun protein fractions with wlich che various types of reagin are associated
was discussed in detail. Dociors Weurath and Beard #greed that the most -
direct method of approach would be to obtain protein tdactions by salting out
at low temperatures, to use the Tiselius as a guide to the purity and concen-
ration of the fractions obtained, and perhaps for the.r final purification.
Doctor Neurath would be recponsible for the salting ou., and Doctor Beard's
department would do the Tiselius separations. The fractions obtained would be
submitted to the routine serologic labcratory oi’ the hospital. Unfortunately,
the only serologist availeble is the one who performs tie routine Wassermann
and flocculation tests; but an additional worker in the laboratory would free
him for the serologic study of the protein fractions. 1t was decided that
at least in the early phases cof the work the group would concentiate only on
those human sera giving definite reactivity, i.e., syphilitic sera, normal
human sera giving clear-cut biologic false positvive reactions, and the falsely
positive sera of persons with intercurrent infectiorns. Depending on the |
early results, the group would then consider & study of animal sera, and the |
identification of the reagin present in minute amounts ia all normel human |
sera. The latter study prescnte a special problen because the serologist |
is not familiar with the special technics thut study wouid entail.

It was made clear that the present conversetions do not represent a
commitment of either the subcommittee or by the Committee on Medical Research.
On their own responsibility, the group at Duke has ulready begun work leading
to the identification of the reugin in syphilitic serum. In the near future
Doctors Beard and Neurath, as joint responsible investigators, will submit
a joint proposal to the Subcommittee on Veneresl Discases for a contract, the

amount requested to be used as u contingent fund and for the salary of a
serologist.

e
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Minutes of Lunchcon Mectiag at Rocikefcller Institute
of' Medicel Research, Wednerday, fept. 2, 1942

From Rockefcller Institute: Doctors Shedlovskr and Longbworth

From Colukbis University: Doctors lieidelberger, X.bat and Moore

From Venereal Discase Resenrch Lzooralory, Ctupleton, N.Y.: Dr. Harris
From Lederlc Luboraturics:  Joclor Weil

From Subcommittes on Vencrewl Liscas.s: Doctors Moure, Mahoney and Hagle

Confirming the conclusions of & prezious aecting ia Vashington, it was
the conscnsus of Doclory Shedlovsky. Longsworth cnd Moore taat the most pro-
mising method of fractionating serum prctein for serologic study would be
salting out with varying concentreticns of (NI )-Q.S()/“ ut low teuperatares,
followed by electrophoresis in tiw Tiscline appaatis, and tiat the smuller
cel) woula give a sharper sepcration than the lurg: c2ll.  This would ulso
simplify the proolem of serum collection.

In the absence of ir. McInnes, tie Rockefellev group wcre not able to
assure their participation in the prcjected study; but even, with his approval
such participation would be feusible only if & skilled worker were proviued.
Doctor Longsworth knew of no such person iMacdintely available, bub ugreed
tiat Doctor Bernaxrd Duvis, wno his built (n cppuratus woick is a duplicute of
hic own, would be entirely scceptuble if lle werc mude av.iluble for this study
by the U, S. Public Leelth Service., HNo ugrecment wus recched us to who would
be the responsible investigator at the Rockefller; and since Doctor.. Longs-
worth and Shedlovsky alre.ay have prior 0.S.R.D. contracts, it was tentutively
suggested that Doctor Rothen of the Rockefcller st ff might serve in ‘nat
capacity,

As o second choice, should Doctor Davis not be uvailable, it wus tenta-
tively agreed that Doctor Noore st Columbia Medical School would undertike
the probler of secparating thu scrua fractions, provided that teconical ussis-
tunce could be made availuble. Doctor Moore would not nced a worker capable
of independent investigution, such es Toctor Davis, but vould require ouly &
skilled technical assistant,

As a third possibility it wus suggoestud tlmt the entire study, toth the
separation oi’ the serum fractions und their sewologic study, aignt perhaps be
organized at the Lederle Biological luboratorics.

Dr. Mahoney agreed to make uvailable udequute smounts of the several types
of sera scneduled for study to whichuver luborstory would undertuke the phy-
sical and chemical manipulacvion.

It was emphusized by Doctor J. E. Moore thet he could muke no prevent
conmitment for either his committee or the Commiticc on Medicul Reseurchi; and
it was agreed that the first step leuding to the orgunization of the study
would be to ascertain, on Surgeon Generul Parran's ruturn about September 25th,
Dr. Davis!' availability.

. : ]
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MINUTES OF

CONFERENCE ON BIOLOGIC FALSE POSITIVE SEROLOGIC TESTS
FOR SYPHILIS

HELD AT THE NATIONAL RESEARCH COUNCIL AUGUST 13, 1942.

This conference was called by authorization of the Subcommittee on Ven-
ereal D seases at its meeting on July 24, 1942, subsequently approved by the Com-
mittee on Medicine. Present at the conference on August 13th were the fcllowing:

Dr. Edmund J. Cohn, Harvard University

Dr. Duncan MacInnes, Rockefeller Institute for Medical Research

Dr. Elvin Kabat, College of Physicians and Surgeons, Columbia University
Dr. Forrest Kendal, Welfare Laboratories, Welfare Island, New York

Dr. J. Murray Luck, Stanford University

Dr. Harry Eagle, U.S. Public Health Service, Johns Hopkins University

and from the Subcommittee on Venereal Diseases Doctors Stokes, Mahoney, and Moore.

The Chairman, Dr. Moore, initiated the conference by reQding certain
statements dealing with the importance of biolngic false positive serologic tests
to the Armed Forces. There was then read a tentative agenda which follows:-

"Agehda For Conference On Differentiation Of Verious Types of Reagin."

"Normal human serum occasionally contains small amounts of a substa:
resembling the reagin of syphilitic serum in its reactivity with Wassermann and
flocculation antigens. A similar reactivity is frequently observed in the
course of many febrile diseases other than syphilis. The mistaken diagnosis of
syphilis resulting from this anomalous reactivity is a matter cf growing concern
in both the civilian population and the armed forces.

"No simple method of distinguishing between these three types of reagin
(four if one includes that encountered in the serum of many animal species) has

yet been developed. The reagin of syphilitic serum is associated with the glob-
ulin fraction ( whether alpha, teta or gamma, is unknown), and is itself appar-
ently protein in nature. Not even this much is known of the other types of re-
ggin. ‘The present conference has been called to discuss the practicability of
g g e e o ol e o et T B o e Sortape rengity Separabie.
fractions are concerned in the various types of reactivity.

‘WElectrophoresis in - l:rge-scile Tiselius apparatus has boen suggested
as the simplest available method of fractionating the serum protein. Are other
methods ( e.g., salting out, ultracentrifugation) so inefficient in comparison
that they may be, at least teuporarily, disregarded; or does some approach other
than electrophoresis offer promise?

"2, Whatever method is agreed to be the first line of attack, what
amounts of each type ~f reactive serum ( animal, normal human, syphilitic human,
and from patients with diseases other than syphilis) would be necessary to per-
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'mit the separation of the known fructions? The yicld need be only enough to
permit adequate serologic st dy, e.g., 100 mgs. of each fraction for purposes of
orientation,

13, Which laboratory has the necessary equipment, not already in con-
stant use, to undertake the fractionetion of the various types of serum? Would
prosent personnel suffice, or would an additional worker be necessary?

1,. The collection of adequate amounts of animal serum and syphilitic
serum presents no difficulties. The provisicn of large amounts of serum from
patients, both normel and febrile, who give biologic false positive tests for
syphilis, will offer greater difficulty, and plans for ccllection should be made.

15, The fractions as isolated will have to be studied by a competent
immunologist with respect to their reactivity with Wassermann and fleccculation
antigens. Must that work be done in the same laboratory; or can the fractions
be safely shipped to some outside laboratory without danger of bacterial contam-
ination or denaturation? In either case, who will undertake the study of the
separated fractions? The work cin certainly not be entrusted to the average
serologic techrician; and most competent workers have prior commitments. The
laboratories of Doctors Kahn, Lund, or Hahoney may perhaps be considered. "

The subsequent discussion revolved around these agenda.

The conference agreed that the methods of approach suggested in the
agenda vere entirely feasible. Considerable discussion ensued as to the relative
merits of electrophoresis by the use of the Tiselius apparatus and of the chemical
fractionation of human plasma as carried on in Dr., Cohf's laboratory.

The Chairman is frank to admit that much of thig discussion wes over nis
head and that the details of it will be provided in a memorandum subsequently to be
supplied by Dr, Harry Eagle who acted as the Chairman's secretary.

Agreement was reached on several points, however, as follows:-

1. It is desirable to attempt to define with which fraction of globulin
reagin, whether syphilitic or otherwise, is cssociated. Preliminary efforts to do
this should be carried out with a Tiseliug epparalus which permits not only identi-
fication but also separation of the globulin {rictions concerncd.

2. Involved in such a problem is a group effort including clinicians
(for an adequate supply of sera from persons with syphilis and with biologically
false positive serologic tests), physical ctemists or immunochemists, for the sep-
aration and identification of the protein fruction containing this reagin, &nd ser-
ologistas for ts subsequent study.

3. Studies of this nature should be carried on in two or three labora-
tories simultaneously.
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One of these laboratories should be at Duke University, the problem to
be attacked by Dr. Hans Neurath in association with Dr. James E. Beard and with a
responsible clinician and serologist. Dr. Nourath was communicated with by tele-
phone by Dr. Wilbur Davidson, and signified the willingness of his laboratory to

participate.

The second laboratory should, if possible, be located in New York. It
was suggested that here the ideal set up would be to obtain Dr. Michael Heidelberger
as the responsible investigator, to associate with him Dr. Elvin Kabat, and from the
serologic standpoint Dr. John F. Mahoney; and also to associate with him as con-
sultants Doctors MacInnes and Foster Kendall. The Chairman of the Conference was
authorized toc interview Dr. Heidelberger, and to arrange for a further group dis-
cussion at the Rockefeller Institute in New York at a meeting tentatively set for
Wednesday, September 2nd. Unfortunately, Dr. MacInnes could not be present at
this meeting but at his suggestion the Chairman has communicated with his associate
Dr. Theodore Shedlovsky, with the request that such a meeting be arranged. It is
tentatively planned to have present at that meeting Doctors Heidelberger, Kabat,

D. H. Moore, Mahoney, Ad Harris, Forrest Kendall, Walther Gobel, Harry Eagle, and
J. E. Moore.

It was likewise agreed that it might prove to be desirable to set up a
similar group at Stanford University under the direction of Dr. J. Murray Luck. Dr.
Luck, in turn, agrees to consult with his associates on his return to California
the first week in September, and to notify the Chairmen, Subcommittee on Venereal
Diceases, as to what extent, if any, his group can cooperate in this problem.

4+ It was further agreed that close coordination between participating
laboratories would be of the utmost importunce; that the general supervisory control
of such a study should be placed in the hands of a single person; that this person
should be Dr. Harry Eagle.

At 1:00 P.M. the meeting adjourned.
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"Copy not corrected by Dr. Eagle"
Minutes of Meeting on Biologic False Positive Tests for Syphilis:

Thursday, August 13, 1542, ]
NOT FOR PUBLICATION

Bresent L ioore Duncon Helages  WITHOUT PEREIISSION OF
Jobn H. Stokes Mirrar Inck NATIONAL RESEARCH COUNC
J. F. Mahoney dovvry Eagle
Elvin Kebet Forrest Kendall
E. J. Coan

All present agreed that tha ide ' li.ation of the protein fractions with
w#hich the various types of reagin ere astoizared Tay offer an approach to their
possible differentiation. I was furtirr e reed that electrophoresis provided
the simplest method of orientatica, alta.ugk = combination of physical and
chemical methods might ultimately be necussary. Toe dissociation of reagin
from lipoid-reagin floccules by the methods of Witebsky and of Bier and Schraft
was suggested by Dr. Kabat as possible alternative approach.

Of the four laboratories represented at the conference in which a Tiselius
apparatus is available, that of Dr. Cohn is now engaged in the large scale
fractionation of serum and would not be immediately available for the projected
study. (Fractions of normal serum could however be supplied for study). Each
of the other three laboratories {Dr. McInnes at Rockefeller; Dr. Kabat at
Columbia; [Ir. Luck at Stanford) is now engaged on other projects, and their
collaboration could not be assured, In euch case, personnel would be a limi-
ting factor; and whichever laboratory were to undertake the study, provision
of a competent worker would probably be & necessary condition. Dr. Bernard
Davis, now a commissioned officer of the U. S. Public Health Service, stationed
at the National Institute of Health, was suggested as having the necessary
skill and ability. 1t was agreed that Dr. Moore would take up with Surgeon
General Parran the possible availability of this officer.

Commercial houses which are participating in the collection and proces-
sing of serum for transfusion purposes (Lederle, Squibb, Lilly, Upjolm, Sharp
& Dohme) were suggested as a ready source of Wassermann-positive serunm.

It was agreed that the serologic study of the fractions obtained on elec-
trophoresis should be carried out in the same laborutory, or at least, in the
same city. The desirability of having the entire study, both physical separa-
tion and serologic characterization, duplicated ia two different laboratories,
with mutual cross-checking of serum fractions, was stressed by several of the
conferees. It wes further sgreed that Dr. Herbert Lund be asked to partici-
pate in the study, and particularly in relation to the serologic reactivity of
fractions obtained from normal serum.

The possible participation of Duke University Medical School was suggested
by Dr. Wilbur Davison. A Tiselius apparatus is known to be available; a large
syphilis clinic assures a supply of the various types of sera; and there is
reason to believe that a competent serologist would be availabie,
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Because of the number of laboratories whicn will be involved in this
study, it was decided, subject to the approval of Surgeon General Purran, that
Dr. Harry Eagle would be asked to coordinate their activities.

The following steps were agreed upon as leuding to the early organiza-
tion of the projected study:

a) Dr. Luck to investigate the possible collaboration of the group at
Stanford.

b) Columbia University to be one of the participating laboratories, the
serum fractions there obiained to be sent to Dr. J. F. Mahoney (Venereal Dis-
eagse Research Laboratory - Staten Island) for serologic study. A meeting will
be held on Wednesday, September 2nd, at the Rockefeller Institute to make more
definite arrangements (Doctors Thecdore Shedlovsky, Michael Heidelberger,
Elvin Kabat, Den H, Moore, J. E. Moore, J. F. Mahoney, Ad Harris, Forrest
Kendell and Walther Goebel to be present).

¢) Dr. Eagle to go to Duke University immediately afterward to confer
with Doctors Beard, Neurath, Perluweig, and Cullaway as to their possible
participation.

_—
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NATIOR
The suthorisatien for this conferenes is
deneet

provided in the following ©oTTEBPOL~

July 7, 1942

Thege minutes appear es Exhibit A appended to the

on Venerezl Diseases.

*br. J. Kk Neore .
Baltimore, Maryland. . T our

cute bV e

Dear Doctor Meoret v

Arxy Auxiliary Corps. This request

M,Mtwfm«gmyofmu

‘T“Po.

...Q'.'..'O.......

7/ Cemferew:

minutes of the July 24th meeting of the Subcommittze

.t oR PULZL!TATION

of ..“m' Vashington, D.C., o0 iy 23, 1942.

agress of the formation
xipated strength of

pon General's Office
isease in femsle person-
that the appropriste
der this question witha
vies in thy matter.

Very sincerely yours, {

8/ James 8. 8immous,
col‘n.l’ I.‘hll comg
Assistant. *

July 13, 1942.
5o OF

', .. RESEARCH COUNCIL

The Surgeen (General of the Arny has requested the Di-
visien of Medisal 8ciences, National Beseareh Cowmcil, to oconsider the
questiion of the prevention of venereal digeases in regard % the Yomen's
on Yeneresl Discases of the Division of Nediesl Bcienses, National Researeh

sstablinhed. Ituhopdthtm'mhamtcmumuunofﬂ:h

Yours very sinesrely,

8/ levis H, Weed, Chairman,
Division of Medical Bciences.®

Pursuant to this cuthorisation a cenfarence ws beld at the Mational Acodeny

Preseat were the followingt

Dr. Margaret Barnard, Nev York City Health Department; Dr. Mary Fisher,
Vasasar Cillege, Poughkespaie, N.I. Pr. Ernest Groves, University of North Carolina,
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CNOtT FOR PUS
%y TiouT PE
IATIGNAL RE3
: The suthorisatiem for this conferenss is srovideé in the following oorrespon-

MINUTES OF A CONFERENCE ON THE PREVENTION OF VENEREAL DISEASEK
x’.m PERSONNEL OF THE WOMEN'S ARMY AUXILIARY CONPS8 HELD
Lic zn NATIONAL RESEAQOH COUNCIL IN WASHINGTOM

(s 1S5I0N OF July 23, 1942.

EARCH COU-CIL

denest

*Dr. Levis H, Weed, Chdrman July 7, 1942.
National Research Council

Dear Dostor Weedt

The recent authorisation 1y Congress of the formation
of the Youea's Arsy Auxiliary Corps with an anticipated streagth of
150,000 has brought to the attention of The Surgeon General's Office
problens related to the prevention of vensreal diseasse in female person-
nel. The Surgeon General directs me %o request that the appropriate
committes of the National Research Council consider this question with a
view to giving this office the benefit of its advige in the matter.

Very sincerely yours,

8/ Janes 8. 8imnons,
Colonel, Nedical Corps,

Assistant. ¥
"Br. J. k. Moore bR PLLTATION July 13, 1942.
mmu’ mm. o C ...;‘-uif JF
. e Koo ARCH CUu

Dear Doctor Moores

The Surgeon General of the Aray bhas requested the Di-
visien of Medical Sciences, National Researsh Cowncil, to consider the
question of the preventien of veasreal digesses in regard to the Women's
Aray Auxiliary Corps. This request has besm referred to the Suboommittes

STDATRORISTER ST 2 TR M Te sy e ﬁ

on Vensresl Diseases of the Division of Medieal Sciences, Nationsl Research

M,udumfomumpofthucnpimtofﬁopmu.mm

established. Itisbpdmtmﬁnhtuohmumimofthu

gromp."

900000 0000080000000

Yours very sincerely,

8/ Lewis H. Weed, Chairman,
Pivision of Kedical Sciences.®

Pursusat to this authorisation a couference was held at the Mational Acadeny

of Stences, Washingtem, DiC., on July 23, 1942, Preseat were the followings

Conferngs

Vassar Cellege, Poughkeepsie, N

Dr. Mergaret Barsard, Xew York City Health Departaent; Dr. Mary Fisher,

J. Dr. Irnest Groves, University of Nerth Carolina,

NAS 0002406



el i

-2~

Chapel Hill, #.C. Dr. Bessie Moses) Johns Hepkins University, Baltimors, ud.
Northwestern University Nodieal 8chool, Chioago, 1., ad

Dr. Bertha M, Shafer,
Cornell University Medieal Sebool, New York.

; Pr. Raymond Squier,
From the Subcommifee on VYenereal Diseases, Netional Ressarck Councils
pr. C. Walter Clarke, and Dre J. E. Moors, Chairmsn of this conferenee.

Fros the National Research Councils Drs. E. H. Cushing, Sanford Larkey,

“ and Forbes.

: Trom ths United States Arays Liet. Colonels R. G. Preatiss, and T Bo Turner
; from the 0ffice of the Surgeon Genersls Lieut. Col. He P. Tasker from

| qum We Ao Ao O., and Iljor. He Jo 8&11, . Ao Brumfield, and G. Wo

: Anderson from the Office of the Surgeon General,
f From the United States Mavys Capt. C. 5. Stephensod, and Lisutenants G. We
. ?. Shronts from the 0ffies

Illt, C. W Churchill, . % ”yum. and J
of the Surgeen Genersl, snd Miss Elisabeth P. Taylor representing Miss

i
z
% Mildred NcAfes, Civi occusultant Navy Women's Reserve COrpl(’Audio-

Productions Inc. 630&/____"
.
New York, a seript

Also preseat were Miss Roberta Zecuiel, 630 Ninth Avenus,
writer for Navy motion pictures, and Mr. Morris Ernst, the legal adviser

of the American Birth Control League.

The discussion of this conference hinged around a tentative agenda herewith

appended as Exhibit A.
Yhe Chairmsn of the confereace cpened the disoussion by
of the Rritish Women's Auxiliary Services, parti-

reading certain docu-

cularly the ATS (Auxillery Territorisl Servige), based on observations of an Ameriosa

wemen physician, Dr. Sarah Bowditch, espesially trained in the venereal diseass field,

who had just returned from Great Britain after a year of service thers with the

Americax Red Cross Easrgency Service. There was also read into the resord ecertain

Canadion Women's Auxilisry Corps, espssially relating to the RCAF,

experience of the
These reports indicated

pased oa a report to Capt. C, 8. Stephenson, U. 8. Havy.

1tish and Canadian Arales the problems

that in the Women's Auxiliary Corps of the Br
present serious éiffiocul-

:
[
!
}
‘.
!
aents relative to the sexperience
! of venereal disesse and of pregnancy are major ones which

ties in their managenent.

The Chairman then offered an estimate based on convercations with civilian and

Arsy physiciaas experienced in the field, that the prohlems of venereal digease in the

i e bt Slna L + =
€ 3P4 E S oL, VT T RN ISR T GINRT AT FR T T NN A
e e TR TR Y L .
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Women's Army Auxiliary Corps wers divisible into thres groups on the basis of the
type of persemnels a) officers; d) white enlisted psrsonnel; ¢) Negro enlisted

it
e

1
piote o4

perscunel. It may be anticipated that Americen experience will repeat the British

T

and Camiian. It was suggested that umder the stress of war time the probable ex-

E&;
E; posure rate of female personnel eonld be guessed at on m over-all basis in approx-
L‘? imately the same fashion ss the exposure rate for male personnel. With men of the

Armed Forees it is roughly estimated that 15 per eent will expose themselves re-

peatedly, regardless of all effort to the eontrary; that 15 per cent will never

expose themselves, regardless of temptation; and 70 per cent may be expected to ex~
pose themselves ocossionally under the stress of extreneous circumstances, such as
emotion, aleohol, etc. With women of the WAAC the guess was hasarded that these
proportions would be roughlys 5 per cont who would expose themselves repeatedly;
regardless of hasard; 45 per cent who would not risk exposure under any circumstances;
and 50 per cent who would be occasionally exposed under sisilar eircumstances to those
involving male persomnel. After some discussion of this estinate, it was felt by
certain meabers of the confersace, notadly Dr. Groves, that the praportion of women
vho might be expected to expose themselves occasisnally to the risk of veneresl diseass
or prognancy would, on an over-all baszis, probably be considerably higher than 50 per .
omt,

The oonference then procseded to a discussion of the relation of the venereal
disesase problea to the problem 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 inextrieatle; and that this oonference and subsequently ihe Subcoumittes
oa Venereal Diseasss might properly cobsem theaselves with the problems of pregnancy
and of esantraception.

The conference thea cgreed that ths major problems confronting the WAAC are the
prevention of venereal disease and the prevention of pregnancy rather than the medical
oare of these conditiens if and when they dsvelop. 1In this eomnection the character

of medieal servies to ba avallable to the WAAC sesmed to the conference to be of imperte
/,‘
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ance. (In this oeamection Col. Tasker stated that the policy of the WAAC would be to
oemmission women physicians directly as officers in that service, since authority
did not exist to cemmission such women physicians in the Hedicel Corps of the U.8.
Army or to obtain a sufficient number of experienced women physicians on a contract
surgeen basis.)

A general discussion of the 101l of educational methods in venersal diseass pre-
vemtion aasd in the prevention of pregnancy then ensued. In the course of this dis-
cussion it was brougat cut that medical officers speeially qualified in these fields
sheuld be aveilable to the WAAC, and to thiz end it was recommendeds

YHAT A SPECIALLY TRAINED MEDICAL OFFICER BE PROVIDED 70 HEADQUAETERS WAAC
THROUGE THE DIVISION OF PREVEMTIVE MEDICINE, OFFICE OF THE SURGEON GENERAL UNITED
STATES ARKY, THIS OF7ICER TO FUNCTION ADMINISTRATIVELY UNDER THE WAAC, AND TO
MAINTAIN THE SAME INFORMAL RELATIONSHIP WITH TiE DIVISION OF PREVENTIVE MEDICXNE,
SURGEON GENERAL'S OFFICE, AS VENEREAL DISEASE CONTROL OFFICERS IN OTHEKR BRANCHES
oF THE SERVICE, THIS OFFICER SHOULD DEAL WITH PROBLEMS OF SEX HYGIRME IN THE WOMEN
AND RELATED PROBLEMS, INCLUDING VENEHEAL DISEASE CONTROL.

It was requested at this point by Capt. Stephenson and Col. Turner that a 1ist
of specially qualified women physicians, analogous to the 1list of men physicians
trainad im venersal disease control, previously prepared by the Subcommittee on Ven-
eresl Diseases, should be prepared by the Gubossaittes and furnished to the Offices
of the respective Surgeons General. 8uch a list is in procsss of formation.

There then eansusd a general discussion of educational methods of disease
preventien and contraception. Certain geaersl principles were agreed upont

1. It is unwise to assume that officers of the WAAC constitute a spscial group.
Thev are &s mick in need of educ..tional offort as the rest of the personnel, and es-
peciaily so besause of the fact that they themselves vill be ocelled upon for educe-
tionsl effort with enlisted personnel upder their command,

2. The problea should be regarded as primarily nediocal, Many forms of sduce-
tional asbivity are required.
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3, VWemen are more ready than is generally believed to accept realistic inform-

ation eoncerning these probleas.

4. The strategy of educational sffort should center largely on training centers,
particularly thoze devoted to the training of officers. (In this oonnection it was
brought out by Col. Tasker that the Des Mcines training center wes fanned to accomo-
date a maximum of 7,000 women, and that the first group of 800 officer candidatas
is new eurolled. These candidates remain at Des Moines for from 4 to 10 weeks, de-
pending upen the type of training invelved. Inciuded in this training is a single
lecture on hygiene, based en similar lectures given to Canadian wosen personnel,
copies of which were not available to this committec. It is planned that this lecturs,
ocovering & 2-hour period, shall imdlmwde such topics as the importance of group sani-
tation, feminine hygiems, the anatomy and physiology of sex, venersal disease, and
pregnamcy, It is further planned that this instructional materisl to officer candi-
dates at Yort Des Moines will be givea by women physicians, #ho of whos, names unknown,
are now aveilable as contract surgeens. The cousensus of the conference was that the
amount of tine to be devoted to these problems with officer candidates, as at present
planned, is hopelessly inadequate, particularly in view of the desirability of the
use of thess potential officers in subsequent instruction of their owm enlisted per-
sonnel.)

5. Included in an educational pradram should be leectures, motion pictures, and
panphlets,

The conference took cognisance of the facts thats

a) Inexpertly performed oducational effort on the part of medieal or line
officers is potentially productive of more harm smong groups of women personnel than among
groups of men.

b) The type of educational effort should probubly differ in character,
ascording to the type of personnel to which it is addressed; e¢.g., medical officers
without special treining in the field, line officers, and enlisted persomnel.

e 4 - . .
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¢) Educational effort requires modification fros the type of materisl
commonly offered college women &8 part of training for premarital and fanily re-
lationships, in view of the fact that the aim of instruction of women in the Armed
Forges is not primarily premarital, but instesd disease-preventive and contra-
ceptive.

d) Past experience with civilians indicates the need for caution in educa~
tioaal approach both as to contraception and prophyexis, because of the inherent
problem of public relations, and the possible politieal percussions of public pro-
test if mass instruction is too specific in nature. TFor this reason it was felt
that mess educational effort, as by motion pictures and paamphlets, required parti-
cularly gentle and cautious handling; whereas orsl inatruction by properly trained
nedicel officers, prelerably women, might be much morse frank and outspoken.

In view of tuese considerations and of the desirubility of approaching uni-
formity in methods of educational approach, this conference recommended thats

A SUBCOMMITTEE BE APPOINTED BI THE CHAIRMAN TO PREPARE FOR THE USE OF THE
WAAC OUTLINES OF LECTURE AND PAMPHLET MATKRIAL SUBDIVIDED ACCORDING 70 THE PROBABLE
USE TO WHICH IT MIGHT Bh: PUT, @.g&.) FOR SPECIALLY TRAINED UEDICAL OFFICERS, FOR MED-
ICAL OFFICERS IN GEMERAL, FOR LINE OFFICERS, AND FOR ENLISTED PERSORNEL.

Pursuant to this recommendation the Chairman appointed & subcoamittee con-
sisting of Dr. Mary Fisher, Chairsan, Ernest Groves, Raymond Squier, and Bertha Shafere.
This subcommittes will mest in New York ou August 3rd and 4th, 1942, and will report
promptly thersafter to tae Ghairsan, Subcommittee on VYenersal Diseases.

The problem of education by means of motion pictures was next discussed.

It was brought out that thers are no up 1o date films on sex hygiene for women. Certain
£ilas wers sado 20 or more years 8go, which are largely row obsolete, It has been the
experience of the Anerican Social Hygiens Association that, so far as vaneresl disoase
is concerned, it is unnecessury to differentiate between the sexes in the context of

films, and that those guituble for men are largely slso spplicable to women. No Aneriean
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filas have so far been prepared which deal sdequately with venereal disease prevention
or with contraception. The Canadian Women's Aray Auxiliary Corps hce such a film in
preparation, and the Russian Arsy has completed one which has been sent for and which
will probably be available within a week at the Allied Film Council Repository.

As to plans ef the Army and Mavy for the education of women by motion pie-
tures; it was brought out by Col. Tasker, speaking for the Army, that such a fils wes pro-
posed but was eliminated by order of the Director of Training SOS. Lieut. Mast, speak-
ing for the Navy, said that a training fila for women was being planned, Miss Zechiel
presented the tentative outline of the proposed Navy ,Q‘J.ln which includes details as to
personal hygiene of a geaersl nature, such as the care of the body, care of the feet, ete.,
the physiology of menstruation, the physiology of reproduction and of pregmancy, essential
data as to contraception and wvenereal disease prophylaxis, and espacial emphasis on minor
psychiatric disorders which may be expected in women personnel from the altero&;;condiuom
of group living, sex hasards, etc.

On the basis of this discussion it was agreed by the confersace md‘roconﬁondd
thats

MOTION PICTURES ARE A DESIRABLE PART OF THE EDUGATIONAL TECHNIQUE OF gmu
PERSONNEL OF THE WAAC: THESE MOTION PICTURES SHOULD INCLUDE THE MAIN ESSENTIAL POINTS
ALREADY OUTLINED FOR THE PROPGSED NAVY PICTURE: AND, IFr POSSIBLE, IN ORDER TO nmmnu X
EXPENSE AND T0 ENSURE UNIFORMITY OF EDUCATIONAL EFFORT ARMY AND MAVY SHOULD COLLABORATE )
IN THE PRODUCTION OF SUCH A MOTION PICYURE 70 BE UTILIZED BY THE WAAC AND BY THE )
ANALOGOUS AUXILIARY CORPS IN THE UNITED STATES NAVY, IF AND WHEN ESTABLISHED,

Tu this comnection it was suggested that Miss Zechinl, a motion picture seript
writer attend the meeting in New York with the group headed by Dr. Mary Fisher on eduoation-

al technique.

v P

At this point thers ensued a long discussion as to the legal responsibijity
which might be incurred by the Armed Foroes in the dissemination of contraceptive ‘J.nforn-
tion and devices. Aftsr soms discussicn by members of the confersnce, Mr. Morris Ernst,
legal adviser of the Amewiean Biith Confrol Lesgue, spcke in sffect ss followss

. 'Am*)( A Pd ' 4 L -
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For a bundred years it was entirely lawful in the United States to advise
Anthony Com:tock descended

and prescribe contraceptive methods and devices, In 1870

upon Cengress with a Bill to make illegal the advertising of, the dissemination of inform-

ation ooncerning, or the providing of oontraceptives, This Bill was linked by Mr. Com-

stock with the disseaination of pernographic postal oards, copies of which he distributed

freely among Congressmen. with five mimutes debate in the House and no debate in the

Senate, the Comatock Bill wes pessed, In the emsuing 3 years, 1870-1873, prectically

all of the States followed the Federal Government in similar prohibitive statutuss. An
analysis of this legislaticn is available through ir. Emst on request. From 1870 to
1915 these prohibitive acts stool on the staGute books without protest. In 1915, however,
Margaret Sanger, a ploneer in the eentraceptive field, brought about a test case in whieh
she was convicted for dispensing contraceptive information. The case was appealed and in
the Appeal Court the decision was reversed on the ground that such information was lawful

if givea in aid of health and the prevention of disease, and the interpreting Judge put

a very bread interpretation on these words, which has been still furtbar brosdened by sub-

sequent decisiens in meny other cases, Decisions are now on record in the highest courts
of many States, and in the Federal ippesl Court, indieating the legality of disseaination

of contraceptive information or contruceptive devices, Only two states - Massachusetts
and Connesticut — still hold out against this triod, and s pending case in Conne=%icut,
which resulted in & split decision against coatrsception, has now been appealed to the
Suprems Court cf the United Statds, Up to tkis point the Supreme Court has, for various
legal tecimicalities, refused to eonsider similar cases btut it is hoped thot the Connect-
fout case will result in a Federal decisisa which will be binding on all States. MNr. Erust
adds that there are, in various Federal Bureaus, legal opinions as to the couplete legal
{amunity of the Federal Covernmeat to dispense wonies to States for the purpose under Fed-
dpal standards of providing centrageptive inforsation and advies, Mo case has arisen in
the State of Foderal Courts invelving the sole issus of providing contraceptive advice or

devices to unmarried womean, but in many cases there are decisions vhich imply that no daif-

ferenge may bs drawn because of marita) stetus, In ¥r. Ernst's opicion, en the teeis of
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existing court decisions and existing legal opinioms in wurious Gevermment Duresus,
the Amy may dispense somtreoeptive infermatica and devices to wmarried es well cs te

nerried womenj and thad sueh information may be given by means of motion pictures, pauph-
lets, or lestures. In ir. Ernst's opimiom the only visk involved is tixidity and pussy-
feoting, Courege im presentation will, he believes, seet with paulic apprewal,

As & result of this diseussion by ir. Irnst and of fwrther diseussion by mem-
bers of the conferemss it +as agreed that beth prophylsciic sxl coniraceptive advioe
wummmmu.uuupmomamwcmmmmu-
ucatiomsl teshaiques to be outlined by Dr. Fisher's sub-group.

As to prophylaxis, it was pointed ocut that statlon prophylaxis of the type g~
erally available to male persemnel of the Armed Forces was ot suitable fer female per-
sommel, pertly becauce of laek of experience as to what constitutes adequate chaalonl
mphyl&o.aﬁpﬁhbmnofﬁchmhﬁi@dmwnwhahﬁmbym
beesuse of publicity. It was therefere agreed that major raliance, both in vensreal
ummWMMuMMshoMmeMme.m
the comdom} Mhtfwwmmomuimwwinthopmporm;oo‘wm
ticle. Itmfmwmtcmmomumurmammwfm
mrmluuuhmmdfthokmdl“mmtothhonﬂtho.oxl‘eromop—

cifieally recommended that:-
COMDOMS SHOULD BE MADE AVAILABLE 70 THE PERSOIMEL OF THE “ii0 AT COST, PRNP-

ERABLY THROUGH SLOT MACHINES hATHER THAN BY DISTRIBUTIUX OR PURCHASE THROUGE rOST KX -
CHAMGESs AkD THAT SUGH 10T UACKINGS, IF APPROVED, SHOULD BE INCOMSPICUOUELY 1OCATED
IN WOMBM'E (UARTrRS, PRiF.RABLY I TOILETS OR WASH ROOMB, AND IN A MANNER ANAIOCGOUS TO
THE DISPENSING OF SAMITARY WAPKINS.
The previsious of this regcamendation are obviously celculated to promote the
188 of nechaniosl prophylaxis when negessary by fenale pervomnsl wiihout undue pablicd by,
gither genersl or particular,
A discusiion of chemicsl prophylaxis in fomalss and the relatiomship of this
to comtrassption snsied, MNo deeision vas resched es to any resommeniation, since kmewisdge
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in the fi0ld of ehemicsl prephylaxis im the femals is incdequate. Ir. Squisr, & oenferes,
volumtesrod to obtain :nd to furnish to the Chulrmun, .ubcomuittes on Vemreal Uiseases,
threugh the Natiomsl Committes on snternal Health, such infermation ez my be zvellahle
on the prephylactic wilue of contrussptive jellics. Althcugh no recommendstions were
rade as to chemiocal prophylaxis, it wus sgvwed Ly -he ccnference that infermatiom ool
cerni g the use of ocontreegptive jellies lor the puriose £ conbrucention sho 1d be made
available to the persomnel of the VAAC by one or 7111 of the educztimzl techniques out—
lined sbove,

Further =5 %o contrugeption, it was ugreed that the diaphragm pessary ws not
2n applicable deviee to personnel of the WAAC axoept in the case of narried wonem living

Hth thedr husb.nds,
® @« 2 » & 8 @

Troe then ensued a discussion of certein collsternl wethols <f -wener 21 disesse
contrel. Questionm wers reked of (ol. puker t& tc hie dlgel i iv . sre2ol of Jasnle pere
sommel wiih regnyd t» evening, over-night, and wesk-erd louves. Uol, icster xcinted out
that at Fort Des doines, which might be regurded o8 wnalorous %o & milit:iry school; efficer
cundidates were required to sign o1t as ic the ;lace of .yording tde evening, znd vers pere
aitted to 1ave overenight or neek-end lsave o)y o uvicenue uf Lnvi-rti n by a family.

Thether mach provisions would be genermlly wpplicd later To enlicted :erromiel
iz not entirely clear. It was, nowsver, vointed oui thet Lo dutics t2 e expected of the
VAAC were divided largely imto two categories: &) am:ll ;roupe of women aitcched to Aray
filter stetions as airplane spotters, etc., ots., these wmen to be lccated ;Timaxily im
large citics, ard to live uore or less .8 they might if they < civilirvs, perhene even
in their own homes; snd (b) compsnics of women sho might bz reat to Army poste hore or
abrosd te assume any dutiss which aizht relesse men for the fighting forces, thore womem
living larzely undjer barreok conditions, Diseiplinary control of the two groups will of

wurse differ,

Aftor acae discussion of this watter, the conferonce felt that afforts to ine

rose “boarding seheel® types of discipline im adult {emale porsomel of the WAAC might be

L""‘f‘& % R Y OO~ N e EUE .1
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extremely harzful o moruls, and aight astually premote, instesi of prevent, semal ox-
POy, For thosze reasons the conferente recommended thats—

THERT SROULD 5T 0 DISCIPLIMARY UISCRIMINATION AS T0 ABSENCE FROId QUARTERS,

OVER MIGHET, VEXX END, OR OTHER LEAVE OR LIB.KTY AS BETWEIN FIMALE WAAC PERSOIKEL AND
MALY, PEPSONNEL OF THE UNITED STATES ARKY,.

Jtress was lcid on ths desirability of ample recreationel fagilities for womeam
particularly on the basis of Sritish exverience. In this rospect there was read teo the
conforence paragrephs 9 and 11 of the {ixth Report from the Select Committes ot Nationad
Frxponditure, Medical uervices of the W. R. He 0.y Ae T 5., &nd WehAehoFe, Anrid 1942
Mestisned on this point, Cel. Tasker reported that reereatiomul facilities for the Wiil
are pla.ned tc e zore umple uni uore extensive than those awuilable for uale personnel

ol the U.be. ATmy. In this respeci, iherefore, no recomsenceticns cesmed to bc celled fer.

* ¥ ¥ £ * %

A

As tc cnpe finding ia vene. euu crsease, Ucl. Tedker reported thet a routine
serolegic tst far sy iilds was .wquared on «ll officer cendidstes and enlisied personnal
nf the TAAC, and that enrullnent was beilug currouily ..de on lie basis of the “larch 15
odition of MR 19, He alse reported i + &« routine elvic oxnnirntiom is being nade on
a1l officer cemiidates, v will Le aude on 51l enlisted persomnel, married and urmar-
ried, This letter procedur: will exclude obwi,us cases of jonorrhes dnd cerious gyne-
celogioal disorders. In offeet, therefore, tue MALC 7111 occupy the zame status as the
U. . Army, L.0., it will start with a non~vensreally infected pcrcommel lnsofar as this
is possible,

There was then discussed the questi.n of routine sorologic itesting of WAAC
porsonnsl on discharge fronm thc servids. It wus agreed betwean Col. Turner and Zel.
Tasker thet tho sare ;rocedure spplioceble to mele persommel asould be sceopted if ,wsalble,
and that circunstances permitting, such tests wouid ho made routinely upon demobilisa-

tica or discharge.
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There naxt susued & discussion of periodis medicel exanminution as & nethod of
case finding of vemsreal disease or pregoaxcy. It ws pointed out (2) that the teo-
demgy in the Mavy, 1€ not the Amy, 1s to get away from meh routine periodie oxain-
ations as degrading, both to emlisted personzel ani to the officers who carry thea out;
aﬂmtumthounjormﬂmto be as surprise cmainations if conceal~
aent of diseass is suspected and (D) that nedical examination for veoereal diseass in ween
is techaieslly & much wore aifficult mtter than in mem, requiring elaborzte and costly
1aberatery exsminatiom, unlikely to be availsble. It was felt by the meabers of the eom=
ference that such periedie asdical emainstions in vemen presented insupersble difficulty,
and it ms therefore reeommended thati-

PERIODIC MEDICAL IMSPECTION FOR VEMERZAL DISEASE OR PREGNANCY BE NOT UTILIZED

IN THE WAAC.
« & % % @ @

utotb.mtbntofwmrodlyinfochtlm, 1t'a|brou@toutangunrd
discussion that plans for this have not as yet crystallised and that in any case he
nethods tc be adopted will probably depend largely on Jocal conditions. Reverthelons,
stimilated by the reports of unfortunate experisnces in Rritein, the conference falt
1t desirable to adept a recommendation thati-

EVEXY EFFORT BE MADB 10 AYOID THE UNDUR SBGREGATIOR OR STIGKATIZATION IN THE
TREATMERT OF VENEREALLY INFECTED WOMEN PERSONNEL OF THE WAAC.

» & % * & =

The question was raioed as to the disposition of progoant women. It was sald
by Col. Tasker Ahat regulations of the WAAC provide for the honorable discharge of &
married women who bodomes pregeant with the prévise mtahcwro-omnatmap-
pregriate date after delivery. In the oase of an unmarried waman, hovever, regulations
provide thet if such & womaR beoomes pregnant she shall be "discharged withcut honor® and
thet she may not sabaequeatly re-eureil. The queation was further raised zs 1o the dis-

tinctioa in the lay mind hetwesn "discharged without homer® end »d4 shonoreble discharge, "
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and the econferemee agreed that the distinction, if any, was nebmicis. It was pointed
out by seversl members that such a "discharge without homor' sight redowd to the wb~
timate serious detrimeat of the womex in questiom in her subsequent omresr in civil

11 ¢, snd might umjustly stigautise her. It mae further broucht out, ot altegether
{agsticwsly, that 4f a married wmsm of the WAiC beceme pregunt by some other man tham
her msband, there would exist some douct as to the category of her discharge vhether
Momorshle® or "without honor®. Because of the sericus socisl implicetions of this
reling the conferense felt it desirable 4o ;ut itself on record wit: a reccuacncation

thats
PAROMANCY SHOULD NOT SE A GROUND FOR *DISCHARGE WITHOUT HONOR®. A PREGERANT

Gl SMOULD DX DISCHARGED ON THE GROUND OF PEYSICAL DISABILITY WITHCUT PREJUDICE 70
SORSBQUENT ENROLLMENT,
It was emphasised that this provision follewed British experience, mcde no dis-
timetion between narried and ummarried womem, and hed no bearing on légitimacy or i1~
legitimacy of the ehild.
In further discussien of the question of pregnamcy in the WAAC it was pointed
out that the envirommental ehange to which womem fror civilien 1ife would suddenly be
subjected wewld almest surely hring about mamy mamstrusl irTegulariries and periocds of
prolenged amescrrhea; snd thut these msustrual irregularitics, or the possibility of
sstual pregmancy, might coatribute to various psychiatrie diserders in feminine per-
sonmel wnless steps for the eurly ressgnition of pregmency are available. For this reasea
the confcrense recemmended thatt

B ¥EDICAL OORPS UMITED STATES AMMY BE PREPARED TO PENFORN FRIEIMAN TESTS FOR
PREGMANCY ON FEMININE PERSOMMEL WiEN INDICATED.
At 43100 P, the mesting sdjourned.

Respeotfully sutmiited,
Je E. Mosre, %De, Chalrmn.
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CONFERRNCE ON BIOLOGIC FAISE POSITIVE
SFROLAGIC T=STS FOR SYFHILIS

At the suggesti-n nf the Subeoruittae on Venoreal Diseases, and with
the approval of the Comuittee on Ma2icine and the Division of Medical
Seienses, National Ressarea Scunuily there was held in Washington on

2. a e~uferencé orn the subjsct of biologic false posiiive
serologic tests for ~yrhilis, Tressnt were Doctors Msore and Stokes of the
Suboommittes on Ven:-eal Disracas; the following invited experts @ Dr, Barry
Zagle (U.S, Public Hsalth Service) Joins Hopkins University, Dr, Reuben Kahn,
University of Michigon, Dr. Joas Mahuudy, U.S, Public Hezlth Serviee,
Venereal Disease Heccarch laborstory, Stapléton, Staten Island,
Dr. Herbert Iund, Western kesorve University, Cleveland, Dr. B, Si Kline,
Western Reserve University, Cieveland, Dr, John A, Kilmer, Tenple University,
Philadelphia and Dr. W, A, Hinton, Boston, Mass, Also present were
Captain Stephenson and Commander Grieves, U.S. Navy, Colonel Callender,
1ieut, Col, Kimbrough, Iaeut, Col, Prentiss, Lieut, Col, Turner, Major Goxdon
and Major Hogan, U.S, Army; Doctors Bushing and Larkey, National Researeh
Comeil, and Dr, Walker, Comnittee on Medical Researsh,

L

The Chairman opined the discussion by reading the following introduetory
statoments

This meeting has been called at the suggestion of the Subcommnittee on

Venereal Disease, National Research Council, in order to consider possi-~

ble methods of approach to the solution of the problem of biologic false

positive serologic tests for syphilis, of importance to the Armed Yorces
and sisilian population alike,

Seme of the presen’ group of serologists have already contributed to ocere
tain details of thc problem and it is clear that further work along lines
already initiated should be continued,

It is desired, howevor, to develop a broader plan of attack which may
lead to a more rapid solutiom of the fundamental issues involved, You
have been invited to uttend this conferense to discuss the desirability
and feasibility of certain definite avenues of study listed below: to
suggest whether any one or several of you or other investigators in the
country not present at this meeting, are specially qualified, equipped
and willing to undertake s.ch studies; to advance suggestions for other
studies not herein included; to determine if various parts of tho
problem are allocated, whether funds in addition to those alrsady
available are negessary to bring such studies to oomplotiong and to
diseuss She desirability of application for sueh funds by interested
investigators to the Office of Sajentific Research and Development
through the Cormittee on Medical Research,

It is emphasized that war makes certain problems of which this is one
of more immediate practical importance than in more normal times, Oroup
effort is now more desirable than leisurely individual effort, Ideas
should be pooled and work shared in an effort at rapid solution, New
avenues of approach to this or other probloms suggested by an
investigator need not be jeelously guarded for fear of loss of the
individual glory to be gained by priority. If new and aluable -
{deas evolve from any person at this meeting, the opportunity of first
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study of them will of course be his, If his ideas develop favorably
and if his result is of such a nature as to require confirmation, some
one else may be asked to undertake similar studies,

In genersl, if it is agreed by this mesting end subsequently by the
Subcomnittes on Vonereal Disease that the study of this particular problem
be undertaken, it should be viewed as an entity with several integral
parts to be prosecutod sooperatively under the general auspices of the
Committee on Modical Research with frequent interchango of ideas and
information between the several investigators engaged,

It is suggested that the problem be discussed under the following
healdings?

1, The Kahn Varifisction test,
2, Spirochetal complement fixation tests,

a, Development of improved and reproducible antigens,

b, The further use of susch antigens in conditions other
than syphilis,

¢. The use of such antigens in normal animals known to give
false positive tests with ordinery tissue extract,

3, Further study of Iund's technis, especially in normal
persons and in conditions other than syphilis, perhaps as a
quantitative measure of the degree of false reactivity and

the relctionship of reactivity of most normal sera to that
shown by sera from syphilitic and nonsyphilitic persons giving
positive diagnostic tests for syphilis,

4, Differential adsorption by filters of normal and
syphilitie reagin,

5, Chemical identification and possible differentiation of
substances in tissue extracts roacting with normal and
syphilitic reagin,

6, Neture of substance in nonsyphilitic serum responsible for
reagtivity with tissue extracts,

a, Effect of antisyohilitic treatment in seropositive anie
mals, .

b, Does nonsyphilitic reagin bear any relation to the
substanee responsible for rouleaux formation and red blood
cell sodimentation,

o, Does this substance produce false positive results with
various nonspeecifis serologie teshnies,
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In further scientific amplification of thiis statement the Cheirman also
the following statoment?

The attention of serologists end syphilologists sliks has recently
focused on the relisbility of tle serodingnostic tests for syphilise
It has been known for many yoers that certain conditions cther then
syphilis may ccuse tha transitory appecrunce of positive serum tests
for thet diseasej and tho possisility of such false reactions enjoins
caution in the interpretation > positive Wasser—ann or flocculation
tests observed for the first iime during, or immediately after, some
intercurrent infoetion, It is now becoming increasingly clear that
similar biologic telse reactions may be observed in the absence of
any complicating disease, Their incidence in clinically normal
adults is a moot question; but wrether they occur once in every
1,000 or once in every 4,000 persons, they may constitute a signifie
cant proportion of the positive teste uncountered in routinc serolo-
gic surveys. Moreover, to the individual concerncd, their differene
tiation from positive roactions dus to syphilis is of crucial impor-
tance,

It has beon deronstrated by at least four different groups cf obsore
vers that many noranl humrn sera contain treces of a substance which,
like the reagin of syvohilitic scrum, causes the oggregation of the
tissue lipcide used as "antigen™ in the several diagnostic tests for
syphilis, Parhaps becnusc of the differcnt tochnies used for the dee
toction of this renctivity, estimates as to the proportion ¢f human
sers in which it may bo dermonstreted vary from 1,3 to 98 per cent,
Unlike the case of nnirmal sera, many of which give frenkly positive
and evon high-titered diagnostic tests for syphilis in the absunce of
that disease, the reactivity of normal human sera with flocculation
antigens ic usually only minimal in degree, requiring refined technics
for its demonstration, and is usually not apparent in the diagnostie
tests, It i3 possible that the occasional human serum which gives
false pasitive Jia mostic tests contains un excess of this normal fac-
tor, ordinarily present only in traces, It is equully possible that
such biologic false reuctioas becar no relationship to the normal floc-
culating activity of human serun, and ars due to an sntirely different
substance,

In either case, the point of practical significence is whetlier the re-
activity of non-syphilitic huran sera can be distinguished from that
of syphilitic sera, Cen a test be devisad to distinguish between
syphilis reagin on the one ‘.4, and either "normal" reagin or that
elaborated in the course of intercurrent infections on tre other hand?
Two procedures vhichk —uy be of value in that direction have recently
been reported, One i3 the so=called “worification® test developed by
Kahn and his associntes, which is based on their finding that animal
gera and those of non-syphilitic human beings react with a tissue
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1ipoid "antigen" more strongly at 1° C¢. than they do at 37° C,, while
the reverse is said to be true of syphilitic sera, The relative de=
gree of flocculation observed at these two temperatures may therefore
be used to differentiate "syphilitic" from "biologic" types of reac-
tion, However, the validity of the procedure has not yet been con-
firmed in other laboratories, Chargzin and Rein have not found the
procedure as performed in Kehn's own laboratory to be reliable, Some
sera from known cases of syphilis were found to give the biologie
type of reaction, while some non-syphilitic sera were found to give
the syphilitic type of reactiog. Viorsover, repeated specimens from
the same individual gave conflicting results, For the present, the
procedure must thereforo bs considered to be in the experimental
stage, and is not yet a test on which to base a definitive opinion
as to the significance of a positive result,

The second laboratory procedurc wkich may prove to be of value in
differentiating biologic false positives from positive tests actually
due to syphilis is the spirochetal complement fixation test developed
by Gaeghtens, on which tnere is an exteonsive bibliography in the

erman literature, and whici has been studied in this country by

Eagle and his associates, Their published work to date is based en-
tirely on the proprietary preparation "Palligen", which purports to

ba a washed suspension of cultured Spircchaeta pallida (Reiter strain),
and which is unfortunately no longer available in this country. Using
that preparation, several workers have found this procedure to be more
reliable than ordinary flocculation or Wassermann tests with tissue
antigens in differentiating leprosy and syphilis, but no more reliable
than those tests in difrerentiating malaria and syphilis, Although
Kolmer and his associstec have found their own preparations of cultured
spirochetes to b2 wholly unroliahle in the serun dizgnosis or syphilis,
giving as high as 85 per cent false positive reactions with non-sypbil-
itic sera, those results are so completely at variance with the pube
lished data on the proprietary preparation "Pnlligen" that it is viell
to withhold judgsnent,

This much howaver can be said, &©ven if it should be possible to pre-
pare suspensions of cultured spirochetes reacting as sensitively as do
tissue extracts with syphilitic serum, and further, even if such spiro=-
chetal suspensions were found to give negative tests with a consider-
able proportion of sera which give biologic false reactions with tissue
antigens, such suspensions vould not be the final answer to the present
problem, Since they are not actually suzpensions of Spirocheta pallida,
they presumably owe their reactivity to a cross~reaction with that
organism, and suck cross reactions nmight well extend to other diseases,
The apparent reactivity of these suspensions with malarial serum is a
case in point, At best, such suspensions will be another imperfect
tool permitting the possible di fferentiation of some, but by no means
all, biologic false reactions from those due to latent syphilitic infec-
tion,
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Fundamental studies on the asture of the substance responsible for
these biologic false reactions are clearly indicated, At the outset,
it may be advisabla to distiszursh tetweur four types of reagin, some
of which muy uisimesiels arose to be identical:s (a) the flocculating
factor prasent in mirute truces in many ncrmel human sers; (b) the
"reagin® presenc ia tho cecasicral human serum in amounts sufficient
to give a positive cr doutiful diaguostic tast; () the "reagin"
elaborated in the 2curss «f saeii nune-syphilitvic diseases as leprosy,
malaria, cowpox. a1d infocticus monzaucleosis,; to mention only a few;
and finally, (d) the "reazin' aiedsuramed in the course of syphilitic
infection, Quantitative measts:nant alone does not permit their dif-
ferentiation, Although most sera piving biologic false reactions are
barely positive, this is not ne<asczarily the case, as high titered re-
actions may be observed; while serz from indubitable cases of syphilis,
early as well as late, may give exiremely low-titered or doubtful re-
sults, The technical procsdurs ricently proposed by Lund offers a
promising approach to tha cuantitative measurement of the reagin-like
factor in normal sera,

Corollary to the possible chemical identification of the serum compon=
ents responsible for these several types of reactivity, studies should
be carried out on the fractionation of the crude tissue extracts used
as "antigen" in the Wassermann and flccculation tests: for it is pos-
sible that the different types of "rasgin® react with different sub-
stances in those extracts,

I. In acoprdance with the agenda given in the Chairmen®s opening state-
ment the Conference proceeded to a considerstion of the Xahn verification
test, Dr, Kahn made a long statamen.: concerning this test which was then
further discussed by otiers, It was pointed out tha%t in a publication by
Chargin and Rein (Arch, Dertat, & Syph, 44: 1031, 1941), and in a subsequent
as yet unpublished paper by Rein, the Kahn verification test does not always
give a negative type of verification reaction in persons presumably free
from syphilis; is not always repeatedly verifiable in the same patient; does
not consistently mean that the syphilitic type of reaction indicates syphil-
is; and that persons with biologic types of verification reaction do not
always, or necessarily frequently, give false positive standard serologic
reactions,

It was likewise pointed out by Dr, Kline and also in the unpublished
manuscript by Dr, Rein, that the Kahn "verification phenomenon® may depend
on certain impurities in the antigen rather than on an actual biologic
phenomenon,

It was nevertheless agreed that the Kahn verification test offered an
avenue of approach to the problem of biologic false positive tests and that
investigative work with this test should continue, Of the several serolo=
gists present at the meeting, only Dr, Kahn appeared to be equipped for fur-
ther intensive study of this phenomenon, the other serologists indicating
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that their laboratoriss wers otherwise occupied,

In respect of the ianp v-riZioatrcon let & proprsal for contract by
Dr. Kohn to the Offic: of Scienti€ic na2siarch ari dev:lopment is already
pending before the suhcormittes on V-n2resl Disensoes.

II. The spirochietal compleoment ~l:ia“ion test was next discussed and
it was agreed that thiz, toc, 4v2 sore roomise of bocominsg 2 valuable aid
in the differentiation of the biolcgic [risn positive tests from those
caused by sypkilis, It was furtnar a_rid thalt work writh this test should
continue in the two laboratories wlicl live already undertcken it, i.e.,
those of Dr., Eagle end Dr, ¥olmer., Ta other serologists present felt
that their own laboratories were otl.z wise cceupied and they had no suggese=
tions for further studie, with spirocr etel aatigen, There vas no suggestion
that 0.S.R.D. surport would be recvssary cither for Dr, Easle or Dr. Kolmer.

III. There was next discussed th:e uew tecrnique for titration of
traces of reazin described by Dr, Lund (4w, J, Syph., Gonor. & Ven, Dis, 26:
1, 1942). It was the concensus that Dr. Iund's technique offered a valuable
method of approach to th: quantitative Jeternination of reagin or reegin-
like substance in the bloeod of normal peruovs and of non-syphilitic persons
suffering from other disuvases, It wac fclt thot further investigutions with
this teehnijue wer: derirable in an elfort to determine the following and
perhaps additional points:

A. Vrat proportion of normal persons show this reagin-like faCe
tor in their blood in measuroble quantities?

B, Is the reacin-like factor variable in amount at dirfsrent
times in health?

C. Is this reagin-like factor quentitatively influencable in
normal persons by various procedures, e.3., those calculated
to increase antibody content?

D, Is the roagin-like factor variable during the course of non-
syphilitic disease?

Eon VWhat is the quantitative relationship of the reagin-like
factor 9 syphilitic reazin?

F. What is the quantitative relationskip of the rrazin-like facw
tor in various normal animsl species as comparcd withk man?

It was agreed that Dr. Iund would submit & proposal for contract cover-
ing the study of this nnd relatod points in his laboratory,

IV. The last three items on tlhe sgenda, dealing with the chemical
{dentification of roagin or with the chemical activity of the reacting sube
stance in tissue extract rntigens, led to much general discussion but to no
conclusion which could be reached by the present Conference, It was sugges=-
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ted and agreed that, subject to the approval of the Subcormittee on Venereal
Diseases, the Cormittee on Medicine, anu tle Division of Modical Sciences,
Netional Rosearch Council, there %Le calied enother Conforence, this time of
certain chemists who have bron wosking Wit the serologists attendant at
this Conference on shese 2nd rlated wesier, are of a physicist or physical
chemist, to be selected vy the Cazirvan of tho Subcommittee on Venereal Dis-
eases, of & serolegizt similarly ¢ ba saleoct.d, and of the Chairman of the
Subcomittee on Venersal Disvauscz. the cherists in question ara:

Dr, John VI, Wellmen, working with e, B &, Kline in Ciuveland; Dr, Stacey
Howell, working with r. John :l.ouev in 3tooleton; Dr, Herman Brown, work-
ing with Dr, Kolmer in Fhil.delph.n, ;i Dr, “ry Pangborn, working with

Dr, Augustus Wadsworth at tue Luw Yors Swvy “oulth Department Laboratories
in Albany,

X % ¥ 5 %k X % %

In summary, the concrete achievemenis of this Confarence are as follows:

(1) That further work should continue with the Kahn verification test,
and that the propossl for contract of Dr. Kaln will be further considered by
the Subcommitiee on Venerzal Diseases,

(2) That further work srould continue with spirochetal complement fixa-
tion tests in the laborstories of Dr Iarry Eagle and John A, Kolmer; and
that so far as is now known, financial support from the Office of Scientific
Research and Daevelopment is not necessary for the prosecution of these
studies,

(3) That the Lund technique should be further studied and that Dr, Lund
will submit a proposal for contract to the Subcommitiee on Venereal Diseases,

(4) That a conference of chemists who lave been working in the field of
the serology of syphilis be called to determine what, if any, further studies
are desirable in ths direction of the identificetion of the chemical nature
of reagin or of ths reacting substunce in tiszsue extract antigens,

Respectfully Submitted,

J. E, Moore, Chairman,
Subcommittee on Venereoal Diseases
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\"’ W40 Y Cplrsuant to authorization by ihe Subcoumittee on Venereal Dizeuses at its

\\;‘"," ‘meeting ob Harch 11, and with the approval of the Commivtee on Hedicine and the Di-

"~ Vigion of "Medical Sciences, there was h af n wnshington on arch 23, 1942, a Con-
feronice on the chemicul prophyisxis of venereol Gisessus. Proseut were br. J. B
Hoore, Chairman of the Sutcoumittec on Venereal Jisecsues, znd Dr. John ¥, lishoney
of that Subcomnittee; and the foliowire invited tuests: OIr. D. M. Pillsbury, Uni-
versity of Pennsylvania, Dr. Horry Eigic, (U.S. Pullic Health Service), Johns Hop-
kins University, Ur. Louise Pearce, nockereller Institute for ifedicel Research,
Princeton, N.J., Dr. I, ll. Bazen, pashiagton, 1.C., vhairmun of the Committee on
Prophylaxis, established under the joint auspices of the U. S. Public Health Service
and the American Social Hygiene Association; GLieut. Colonel T. B. Turner, Johns
Hopkins School of Hygiene and Public Health, B:ltimore, Dx. Charles M. Carpenter,
University of Rochester School of Medicine, Dr. i. A. Fleming, University of North
Carolina School of Public Health, Chapel Hill, &nd Dr. Alfred Cohn of the New York
City Health Depurtuent. Also present were feur admirel H. W. Smith cnd Captain
Stephenson, U. S. Havy, Lieut. Colonel Prentiss nnd Hajor Gordon, U. S. Army, Dr.
Powers of the American Pharmeceutical Ascociation, Doctors Weed and Larkey, Division
of Medical Sciences, National Research Council, and Dr. Walker, Comnittee on Medical
Research.

The discussion wus opened on the basis of ti+ memorandum of February 14,
1942, on the subject of chemictl prophylaxis vhich has already been appended as
Exhibit C to the Minutes of the Fourtecnili Meeting of the Subcommittee on Venereal
Diseases. The discussion vas coniined largely on the cheumical proghylaxis of syph-
jlis and gomorrhee since the Chairman of the Subcommities on Venereel Diseases had
been suthorized to approach personally certain other physicians concerning possible
studies in the prophylaxis of lymphogranuloma venereum, chancroid, and granulona
inguinale.

Dr. Muhoney opened the ciscussion by reporting informally on the unpub-
lished results of some 13 years of study of chemical prophylaxis in his laboratory.
He discussed the experimentil uethods of inoculztion of animals and pointed out
thut that method was desirublo which most closely simulated the nethod of inocu-
1ation in human beings exposed by gexual intercourse, i.e., the simple contact of
an emulsion of T. pallidum with an unbroken mucous surface.

Utilizing culomel ointment, Dr. lishone, has demonsirated thut this sub-
stance is effective in the chemicul prophylaxis of syphilis when applied as oint-
ment either locelly at the point of inoculation or at a distent point on the unin-
oculated skin. The dose of cal omel ointment euployed by him in those experiments
was 4 groms of the 33-1/2 ner cent ointment (1.3 gn. of caloncl, an approximate
doste of 650 mg. per kilo of bouy veight, assuning the completie absorption of the
calomel) .

On the busis of these experiments Dr. Mchoney believes thut ihe action
(s! of calomel is largely systumic.

He points out that the penctration of organisms through an unbroken mucous
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surface tekes place within 2% to 4 hours as masured, birct, by the effcctiveness
of locally applied ciecansing agentis, and, second, by the uctual deuonstravion of
stained T. pailide in the depihs of the tissues; and thet ony substance, calomel
or otherwisc, applied to the ckia 4 hours or leber «fter exposurc con only act in
systemic feshion in the exily trevtaent of ca already cetablishad infection.

Dr. hithoney adds thut in acdilion tu ti.e experinents on soep ond water,
locally applied antlseptics, such us alsohol, eti:er, aud iincture of iodine, and
calomel, which werc publisted an uh: 14 1isery Surgoon, 78s 351, 31936, he has
likewise experimented with almos. u hundred othor substences in &n offort to pre-
vent the penetration of T. pullide into the intact mucous membrana. Among these
are various arsenicals, hismuth comvounds, mercurisl campounds, and sulfonemides
in various bases including oinilaments, glycurin, .nd wetting agents. The results,
however, ure essentinlly negative and nc hus fonng no reason to belicve thet cny
substence tested by him, except soup and wator wwplicd vichin an howr und a half,
or calomel ointment over longer periods of tine, is effcctive.

Dr. Homoney's statement led te a geawrs 1 discussion of the desircble
features of a chemical prophyloctic ngeut ..gansi the vencreal diczases. It was
pointed out that such a preparciivn Jbouwld b ¢nwily trensportable, equally effect-
ive cgainst ull the venareal discases, choup, free fron irritsting tnd toxic wani-
festations, and roadily utilisable by bic enpoted p.rson without the use of cuxil-
jary oppuratus. It was sugpested that soup and weter might be the idezl prophy-
lactic agent for thesc purposes and that, while caperinentul proof of it wes luck-
ing, the oxperience in humen beings coald nob bu relica upon, and that it was fur-
ther pointed out thet soup ind waler W not .n ideal prophylecbic agent because
in many cases it could not ove utilized ot the tiae and place of exposure.

In connection with the Cuast Cuard enperience,hovever, & stntencnt by
Dr. Curl Micheli, Hedical Lirector of iho Coust Cuard, was rend in which Dr. [dichel
descrived briefly cerlaii w.publiched experim.unts in animals «s te the velue of
gercuric iodide soap. The Chairman hes written Jo Jr. Michel for detwiled inform-
ation concerning these cxperiments.

Dr. Mnhoney!s stitcment lea bo a furthor discussion of the use of calomel
ointment. It wes pointed cut that in all of the experiucatal work porformed by
himself, by ivtchnikeff una Roux, «nc by fichols and Wulkor, tho cdose of calomel
ointment was either not stuied, or thic substunce wus used inw dose for lcrger than
that commonly applied in human baings. For cnple, in iwhionoy's experiments the
dose of calomel cintaont vw.-s approxiautely 650 mg. per kilo of boay weight; as
compared with an .approxine.te dose of 18 ng. por kilo of body weight uscd in humcn
beings. The dose employed by Nichols and Weiker ws approximutoly 325 mg. por
kilo of body welght, ur larger. icking dus allc.ance for the incoaplete absorp-
tien of cualomel ointment Ln rabbits and for vearying degrees of ahsorption, both in
experimentul animuls and hwmea beings, those discrepuncies in dosege raised several
questions 28 to the usc of ctlomel ointment in man, Tt appears thai in the dosuge
applied in won there is rno clonr cut evidence thnil culoncl ointacnt is of wny value
in the prevention of syphilis, or, if 1% h.s any value, whother ibis vulue is
loct:l or systemic in actlien.
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Tt scemed desirable, thcrefore, to the Conference i« arrange for further
experiments on the value uf crlomel wintment in the pruphylaxis of experimental
syphilis. Certcin of the invited guests ulic had av.iludle laboratery facilities
for this problem met subseguent tw the Cenicrencze nd it was agrezd.

Thet cerwein experiments luokilg loward the elucidaticn
of the value of culnizcl owulment iu the prophylaxis of syphilis
in experimental snimals o wld be utuericken imacdiately in the
respective laboratorie: of Iict~xs A, .. Chosnoy, Harry Fugle,
and T. 3. Turner, all of the Johins Hopkias Schonl of Medicine
or School of Lygiene and Public Health, respectively. It was
further agrecd by these investigators ‘hat the prelimint.y ex-
periments could be curricd nut within o period of 2-4 months
Without the necessity of applying for wdditi ncl funds to the
Office of Scientific Reserrch and Deveolopment, through the Com-
mittee on "rdical Reseurch,

It seemed proboble te the Confercnee that if these plunned experiments in-
dicated that calomel ointment in the dosage curvently cpplied in man had no dem-
onstrable local or systemic effuct, it w.uld then “e feasible for the Subcommittee
on Venereal Diseases t. recommend t. the U. .}. Army and Navy thet calomel ointment
be dropped from the precent prophyluactic wvystem 23 umiecessury, unpleasant, and of
n> value. On the other hand, it secmed prebuble tu the Conference that if those
preliminary experimonts demonstrated that calcmcl. vintment did have any effect,
whother local or systemic, it would then be desiiable to clatorute further investi-
gatinns looking tnward the use of this substrnce in u more efficicnt base then in
the greasy ointment bases now available. Should such further exporinents prove to
be desirable, it was the feeling of the Cunfirence th.t it w uld then probably be
necessary te cull in the facilities ~f other laboraturics of experimental syphilis,
e. g., those of Dr. Louise Puurce o4 the Rockefeller Institute for iledical Resecrch,
Dr. W. A. Fleming, University of Nurth Carolina, and possibly »f Dr. Chrrles .
Carpenter ot the Universivy of Rochester.

In the metnwhile it w.s agrecd that Di. lithoney w uld continue in his
own venercal disease research laboratories at stcpleton, €.1., further studies of
substancces other than calonel.

It vias pointed ut by representutives ol the Army and N-vy present that
in this pirticular experimeniati-n time irn of the e¢ssence znd thot an curly answer
is desired, if it can be ubtuined, s to (a) the suitebility .f cilomel »intment
in prophylaxis; cr (b) the availability of sume nore pateat  substance.

There then ensucd o guncral dicecussion of cmulsion boses, wetting agents,
and cther subitences vhich may cnhunce the penetrability ..f drugs into the skin.
Since those representeu at the Cmference had relalively little ruidily avuiluble
information on this point, it was wgreed thci br. D. M. Pillslury should summer-
ize current knowledge cs to thoue substances ( including if ouscible the new skin
V'™ penctrunt for which Drs. Mari.n Sulzberger and Duvid Barr atready have an 0.S.R.D.

grant in connection with the study of vesicant gnues): ond that Dr. Pillsbury
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woudd include with his swey ry Sugges” tors +s *ovhat, if ~ny, Turther investigs-
t1ons rrc desirable al ng ticse linos; aud, if ony, “:ho wno sherz are investigetore
quolificd te curry thew ut.

It was furtier agreed that eoditd wnnl oxperiments wose desirable te de-
termine thie effectivencss "I swp 'u She pr paricde L eynbillss o determine the
time lirite of survival of Lrepone.es &l voriore 3, and b delorminge whether the
treponcuicidal zetion of oo s nopesdenl o JB or omosome Llher intrinsic f{uet.r.
Tt was agreed thut preliminesy cxneru.ents sn ohis Airection Jowid be cerried ut
in the lahratory of Dr. Hosry legre.

As to the chemical propaylavis of gomwrrhen, the discu: sion wus lese
prfitable. It was gerertlly apreca thal, in ordor to determine the effectivencss
of prophylactic ugenis, oily three methas of ~pproach seened fo.sible. Tncse ae:s

(2) In vitr, studice ) thy efi'ervivenass of wriaus antiseptic agents.

is L9 this the Conference was Jof the spinton that in vitro stucics were noi read-
ily trunslttable to human beingr.

(b) The producti n of ¢ ae.ccl infuction in the genitil mucosi or Aon-
junctive .f experimenial enimals. The sotiwwde of the Sonference on this point wes
relatively hopeless since & nuaoll ~f cuch e perimcuts hove been cone with entirely
negative results. On s sequent ¢ msiderztin i th ic t.oic vy the Chairmen of the
Subcoami ttee n Venererl DMiocusces ond by vr. Arthur il. flker L8 the Counittee on
iodical fecearch, himever, i% appetrs thet excepting the expe -imental work f T,
Phillip .iiller, little or nothing Las been done in the sttempt L. produce experiment.-
&l gon.rrhee during the pusy 19 yours, and = aumber of possible avenues of zppronch
suggest themselves. 3:th Ir. J iker wni Or. isore, subscquent Lo the C'mference,
have gppr chied various potentinlly intercsted investiguiors sna .t leact one of
these, Pr. Justine Hill oF the Prafy Mr:logical Institute, Joh.s Lonkins Huspital,
hos signifiza her willingnese t. attuck the problen Tran v-rlus new sngles and in
the nesr future will vrobabdly submit w prap.sal £ c.niract tu the 0ffice of Sci-
entific Resenrch nu Developuent through the Cumiittec n iedical Lesearch. If it
proves feasible t. pr Wbuee gou rrhocl infeetion ia experimental wpimcls, there w.ald
ve provicod & ready 2ppr -ach Lo tne offectivencis £ chewiczl pr whyluctic agents.

(¢) 7he procuctin o enp.rigcavil gonorrhet in humun volunteers with the
trial of chemicnl prophyluctic i gents in theme After considescsble discussion con-
cerning the difficulty of obtaining human vulunteers, it was sugiested that the
Chairman write to Cuptein Stephens.on, U. S. Havy, onc +o Licut. Colonel Turner, U.S.
army, wnguiring as to the funsibiliiy of c..nducting such human experimentation on &
volunteer bavis in the Arry cndfor Navy. An identicnl lottur was written Lo Cep-
tain Stephenson end Licut. Colanel turmer (the Aray copy of) which is herewith
nppended as Fxhibit A. ~n this letter a reply has already becn received from
iicut. Colonel Turner from “hich io quoted in peri, as follows:-

vT person:lly believe that it a-uld nob be dusirable ot
this iime to use soldiers for studics of this nature, anéd I am
not prepared to suppori such e proposal,!
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It was pointed cus by Caplain tephonson thet cervein similur studies on
humen volunteers had been carried tuv by O R, & 3 chrrn, Uaie bovy wodiczl
Corpe, Retired, and it was suggested wa. the Chaitrmen wrile oo Do achnen Jor
further information.

The remuinder of the dircusrii» concarning yonerrhes erntered ar qund the
poesibility of dem.nsircting b" veriove clatisticr 1l moethosds the value or prophy-
loctic agenls currently in oo thouwsn® Lo b desivable Jor trial, Amcng these
were the folloming suggestiois:

(1) DPr. Alfred Cohn sazgssue ‘iz loccl tr-eotment of very carly cases of
acute znterior urenbmnu wich calts uniczole In v riousd ointwr nt cmulsions or wet—
ting agent basec. Tith ihis sufjectaon o aaber «F the Subconmituiee on Venereal
viseases coimaanics  "ihe rugoesti noif osed on the fallacy tlet sogetiiing of an
antiseptic aoture can be iastilled in o uhe urcthoa wnd dcstr',;; » nococei that a
in the submucous spocees ‘.:.r be" xrd 1us recch.,.lle cannot detect carly ccute enier—
ior urethritis until *here 1os bLeen penctr:iii n of “he rucoca Ly the orjanisns.”

He believes +thst Liv. Cohn's px' \po.ml is probioly wriibout veuo,

(b) & suggesti n &y Ir. Cherles Carpenier thut @ hunen e.periment be
carried ow’t in thc c:lored cesduics of <h. 'Se.a Island Colf (lub, Drunevwick, Georgia.
The concems:s of the Confercnce wee hiat this exporiuent would be e lativ:ly - ncon-—
trolled.

(c) 1ihe suggestion was rede that in verioas Army and liavy arces the use
of silver proteinate sclutions te cbunicned ane it otler substinces bte Zuo-titut-
ed, the results tuv be measured oa u swetisticel Wwein. The o.ncensus wes that in-
forzn ation of this sort would oo difficuls Lo obtuin ond ctill Lore difrficult to
interypret.

In sumary, the cencrete -chievements of this Conference are os follows:—

1) That cericin experimeris regarding the prophylaciic aclivity of
soap will be undertszken in the leboratoiy of Dr. Merry Eagle.

2) That certiin expuriments us to the vrephylaciic activity of calomel
ointment will be underiukin in “Le lebor..tories uf Doctors k. M. Chocney, Herry
Eangle, and T. 3. Turner.

3) Tt cerinin exporimenss looking touzrl the oroducticn of gonococcal
infzction in experimentel animals will Le undertsken in the labvorwtory of Dr.
Justina Hill and perhaps of otuerr vwo.kers.

4) Thet Dr. Donald . 2illstary will swiaarise for the benefit of the
Subcommittee on Venereul Lizcrses existing knowleuge * s to skin peunetrunts. (Dr.
Pillsoury's report is heresiih appended as ivhibit 3.)

For the time being the Jinancirl cupport of the 0ffice of Ledontific
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these projects. & proposel fus cortircd will probebly be nade in the near fu-

ture by Dr. Justina Hill of lie Jokno Hopicir o Univerrity in support of en experi-

mentel effort to produce gonococctl infrcticn in ¢ ninals, |
!

\

|

Research and Development is nni necessary for iho first, secopd, and fourth of
|

nes e fully swanilted, |

tTo .f'-:'. :..()0 'C, I':AQDQ’ Chaimn,
“ubcenritiee on Venereal Diseases
¥ ticnud Pesaurch Ccouncil.

larch 23, 1942.

NAS 0002431



BLAIBIT 4

To uemorz arwa of Confercnce m: Chemical Prenhylaxis
»f Ven.rarl Tiscuses

804 Hedical Arts Building
Rltimore, .laryl.nd. Jrch 2., 1942,

Lieutensni Colonel Thumus . turner ((I0)
Divisi.r of Preventive ledicine

Office of the Swrgeen coneras U, . iy
Yar Department

Veshington, D.C.

Tear Coloncl Turner:

The Subcomniitee on Vowmersal Niseus:o is interasted in *he possibility of
improving methods of chemical o chemotherspeutic prophylaxis for genorihec.

It is umnecessury *o ¢ruw o y ur at*enticn ke fr ot that ob present, as
for the pust quarter cenwry, .onorrhen uguwlly ronke firss, scurtlies see nd, as
a cause of loss of man doye in the Y. 5, Arny; aud toely any pro.cdure vhich would
reduce the incidence of tLic dii.vue w .ud ue highly desirable Crom the militery
standpoint.

The known facte 25 1o % chewicul prophyloixis of grnorrhes are relatively
meager. It is knowm what the use Jf ¢ilyv T proteimate compcund in solution, »s
given at prophylactic ciation,, i. of cuie vilue in ihe prevantim of this diseece,
theugh it is not definitely “nomn xh thexr “hese subsiances cortairly protect, nor
is there available adequzte inlormetion ts to ine time linitc of their cffective-
ness following cxposu.e.

There is literally ao inforizati-n as to the provhylactic value of other
substances and particularly of those r2comnended for per.onal (kit) prophylaxis.
Certain of ihcse, e.y;., silver pisrate, oxyquinolin:» cuiphate, ctec., have been se-
lected by manulzeturers on *theoreticrl . reuncs; and in spite of the lack of evi-
dence of their value, arc in currcnt use iz Arny or Navy.

The Subcornittee on Vencreal iLiscaacs hrs discussed, with the aid of qual-
ified investigators ir the field, vnrius nctheds of approuch to determine the ef-
ficacy of chemical subslances reccrmended for pere.nul prophyl..xis; including in
addition to those nuwied vbove, *uc locul or s;stemic use of ihe sulicnenides. It
is agrecd thzat in vilro ctudiec of the grnococeidul propurti.c of various substances
are of relatively saall value. Tn view o7 the insusceptibility of cll kiuown animel
species to gonococcic infeeli n, cither in the urcthra or c.njunctiva, vxporimental
studies of the value of such sutctances in aniuuls is impossibtle.

The Subcommittee on Venererl Disczses believes ohat the only satisfactory
avenue of scientific approach to the elucidatiun of this prollem is the use of
humn volunteers, in whom it would b. possible to set up o cuntrolled study of the
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value of chemical substences proposad for the prophylaxis of gonorrhea.

The Subcommittee beiicves thet such & study in human volunteers
is of the utmost importance, in view of the probuble increased desirability of
personal, as opposed Lo vtriion, prophylexis in the crmed forces during the
present war.

ley I therefure, enjuire as to the feasibility of settingup &
human experiment, using &s cubjecis volunteers from the U. S. Army? It is
suggested that a precedent for such humun experimentation on volunteers from the
armed forces already exists in the casas of yellow fever and dengue. It is
pointed out further thai a. the tvize of the human experiments on yellow fever,
this disease carried a high mortulity rate and there was no known specific treat—-
ment for it. It is pointed out further tnut in the case of dengue, and although
the mortality rate was insignificant, the disease wus uncomfortably incapacitat-
ing. Still furtner, neither yellow fever ( except in the case of epidemics) nor
dengue were diseases of such importance to the .anpower of the armed forces as
gonorrhea.

In contrast to the relative gravity of human experimentation in
the two diseases named sbove, it is pointed out that the modern chemotherapy
of gonorrhea renders this diseuse r=awlily treateble, curable within a short per-
jod of time in a very high proportiun of cases, and practicelly without serious
complications.

In the opinion of the Subcomiittee, the importance of gonorrhes
to the armed forces and its ready merageability in those human volunteers who
migh become infected, either while serving as contiols or as & result of fail-
ure of the chemical prophylactic sutsvances euployed, is complete justification
of the suggestion that cuch an experiment be set up with the cooperation of the
U. S. Ammy.

Would you be gocd enough to present this point of view to the
proper nilitery authority and to let me know whether in your opinion it would be
possible to arrange such a human experiment on 2 volunteer bas.s?

Sincerely yours,

S/ J. E. Moore, Chairman,
Subcommittes on Venereal Diseases.
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EXHIBIT B

Memorandum on Fmulsior Type Ointments, and Skin Penetrstion

in Relation to Prophylixis azaiust Genito-Infectious Disease

In this memorandwa it is proposed o tet up criteria for a vehicle for pro-
phylactic ointments and to indicute to vhu! exient the avnilable daia regurding emul-
sions and skin penetrants allow of a solution of ithis problem.

Attributes of "Ideal" Vehicle -

1. Facilitate an adecusic concentration of the selected spirocheti-
cidal, basctericidel, snd anli-virus drug or deugs (&) under
crusts, smegma, and scales, a:a/or ‘b) in the lower layers of
the epiderm and papillary iayer of lhe cutis.

2. Permit nuintenunce of aucquute conceriretions of chemicals on
and within the skin, enc not act cimply as a means of facili--
tating the passage of chemicals through the skin into the
circulation.

3. Be miscible with water und serum, and facilitxute mechanical
cleansing of the skin.

4. Be non-irritating, non-stuining, zad stuble.

5. Be composed of chcup and eusily obituinabls mutericls.

6. Not fucilitute the entrunce of live spirillar or coccal organ-
isms or virus materisls tnrough the skin ard mucous membrane.

7. Be capable of urethral injectiun &s well ns local application
to the skin.

8. Permii of desired variavious in pH.

Tho available xnrowledge bearing on this problen muy be considered from four
standpoints: (1) the emulsion type oinwncnts, in which a mixture of 0il end mater
is obteincd by the use of suitablc concentrations of emulsifiers end wetting agents,
and concerning vhich there is some e:iperimontal and elinicsl experience; (2) the
physiology of penetiralion of the skiu by vurious suu: tances, which can be sumwarized
only in part here, with some indication of the gaps in the aviilible knowledge; (3)
certain newer skin penetrants, waich &8 yet have hud little clinicul upplicution;
(4) the rclative efficiency of spirocheticidal, antibacterial, and anti-virus chemi-
cals on local application to the skin and mucous meubranes.

Boulsion Type Ointmenic. The development and use of emulsifying end wet-
ting agents in recent ycurs has made cveilable various new types of ointment bases
which are water soluble, easily applicable to lLairy surfaces and miscible with serous

r and purulent exudates. (iMumford, P.B., Brit. Jour. Dermat. and Syph. 50: 540,1938.
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Duemling, W. W., Arch. Dermat. and Syph. 433 264, 1941). In addition, laboratory
studies in vitro have indicated that emulsion oases, particularly the oil-in-water
type, incresse the effectiveness of incorporcted bactericidal cgents as compared to
standard all-grease bases such &s pecrolstum and sinple olntment (Gershenfeld, L.,
and Brillhart, R.B., The Amer. Jour. Pharu. 111: 430, 1959). Juch laborctory stud-
ies may not, however, be an eccurato indicatien cf the clinical effectiveness of
such agents on the skin (Livingood, C. 3., Piliskhury, D. M., Nichols, A, C., The
Bactericidul Effects of Antiseptiszs Incorpo.eted ia Olntrent Brses of Various lypes,
in press).

An emulsion may be defined as a humngeieous stable suspension of smell drops
of one liquid in anothor with whink tie foruer is normally not miscible. Emulsion
ointuents may be solid or semi-solid, and maey contein 70 pur cent or more of water.
Phen the oil or wax is dispersed in the fcrm of iiny drops in the water, the result-
ing emulsion is said to be the oil-ia-water type (vater solublc) which may be dilut-
ed with water, and vhen the water is dispersed in the oil or wax, the emulsion is
the water-in-oil type which may be diluted hy the addition of oil. The number of
emulsifying agents now aveiluble i3 large, «nd they will only be listed hores esters
of glycerine and glycols, triethanvlamine and its salts, complicated amines and their
soaps, and lecithin. Detailed discussions are availuble in the following sources:
de Naverre, M.G. PBmulsions. Bull #7, The Americen Perfumer, September 1938;
Clayton, W. Theiry of Emulsions, P. Blukiston, Philadelphia; Alexander, J.,
Colloid Chemistry, D. van Nostrind, Now York; and others.

As a vekicle for the application of prophylactic chemicals, emulsicn oint-
ments would probably have the following advanteges and disadvantages:

. Adventages

1. Promote intimate contact of the incorporated chemical with the
surface of the skin or mucous membrane. This has been demonstrated with
reasonable certainty in the local application of sulfonamides (Pillstury
D.M., Livingood, C.5., aad Michols, A.C., Am. J. Med. Sci. 202: 808,19415.

2. May be prepared in various col..sistencies and are stable.

3. Assist in cleansing of the skin, and msy be substituted for soap.

4. Are relatively cheap, though more expensive than some all-grease
ointments.

5. May bo applied easily to hairy areas, arc easily removed, and do
not stain.

6. Do not require long-contimed imnunction.

May be adjusted to a wide range of pi.

« -
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Disacdvantages

1. Probably Go not proote penetretiiun of « contuined cheiaictl. through
the stratum corneum and epidernwis in a short time; i.e., 2-5 hours. thile
the limited studics of Duewling, indic.ie tn t penvtration ot' fat along the
hair follicles to a depth just bclow ti.e oasal luyer of the epiderm may be
obtained in 15 minutes rollow.ng ‘ne :pplicction of an ointuwent containing &
wetting agent, there i3 ro inaic..tion thrt this .ould occur through intact
non-hairy skin, nor that .J1 choumicsis incornoraied in such o base would be
cerried along with the fal, Due ling "5 deroncirnied by a non-quuntitative
staining technique that mmoniasted ner.our, is corricd to the deeper layers
of the epiderm, but ovur clinicit ~xperience s given no indic. tion that such
ointments have 2 bactericiual cfiect in tihe uceper portions of the skin., In
addition, there is no indication thui ¢ sutsuince such as sulfathiczole may
be introduced into the circul-tiri. in cignificeni amounts by application to
the intact skin ir emulsion vchizles.

It is emphasized that because an cmuisior vehicle may be demonctrated
in the deeper laycrs of the skin chortly wfter applicution, i% czanct be
assuincd a priori that 211 coantuincd chemicels would be carricd along with
the vchicle nor that such chenicals would necessacily Le active within the
tissue.

2. Bmulsion type oinlimenis occesionall, produce contect dermetitis,
though probably in less thun 0.1 per cent of paticuts,

Penetration of Skin. The dates regarding penetretion of the intact skin and
mucous acmbrane by various substcnces will oo sumasrized only briefly. There is
abundent evidence thet thic occurs wvith a variety of upplied substunces, e.g., hor-
mones, vitawins, salicylic acid, sulphur, mewuliic mercury, thullium acetate, ani-
nol) futs. Tha factors which facilivete or inhibit penetraticn are not clearly un-
derstood, and experimental results in animals are oitern nct upplicable to mun be-
cause of diffcrences in suxycture of tre skin ( such wo the abrence of sweal glends)
and unknown factors. In plunning an cvperimontnl citeck on this problem, the fol-
lowing gcnerul methods nay be considered:

1. ‘The pascage of substances througzit. the skin into the blood stream
as determined by:-

a. EBExcretion in the urine, e.g., s licylic acid,(loncorps, C.,
Arch. {. Exp. Path., u. Phtrackol., l4l: 1, 1929.)

b. DBlood concentration, e.g., sulfonuides (Pillstury et al.
loc. cit.)

c. The physiologic effects of incorporated substances, e.g.,
strychnine and irsulin (Starkenctein, E., ana lendrych, Arch.
f. Bxp. Path., u. Phurmek. 182: 664, 1936).
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The above cited wethods have the advantage of some epplicability
to the study of the penetrution of human skin. On the other hand,
they are indicative only of penetration through the skin, aid in
gencral give no informetion concerning the level of the contained
chenmical within the skin itcalf. It must also be kept in mind
that substences which mey 122ilitnte the penetration of one com-
pound through the shin ray not «ct similarly with znother compound.
This has been w2ll shtoir, for lnetunce, with sulphur and with
salicylic acid (Hoacerred .

2. The level of rn cppl i <ubsiunce zithin the ckin as demonstrated
by special stains, wnd da-kflield examinetion:-

&. Special fat stains,(Duemling, loc. cit., Eller, J.J., and
Wolff, S.: arch. Dderaat. and Syph. 40: 900 1939.

b. Darkfield denonstration of metals, e.g., silver (Hill, W.R.,
and Pillsbury, .M., Srgyria, tilliaass and Wilkins, 1940).

c. Opactroscopic or chemical determination of skin after appli-
cation of mctals. I know of no rcvports using such methods,
though they probably exist.

d. Special counterstains for applied substonces in vivo, e.g.,
denonstration of sulphur by conmbing with injected bismuth
(Moncorps, loc. cit.).

These methods huve, I believe, certoin disadvantages 2s a means of
predicting the spirocheticidal or bactericidal effecis of a purticular chemical
compound in man. They are usable with difficulty in a study of the human skin
boceuse of the necessity of obtaining biopsy material. Experiments on animal
skin may not indicate similar penetration into human skin. The substance ocar-
ried into the skin may or may not have un ¢ffect similur to thot noted ia vitro
or on the skin turface. The staining methods cre not quantitetive. The spectro-
scopic and chemical methods give no indication of the amount of chemiczl on the
surfuce of skin or in its deeper layers, respectively.

Newer Types of Penetrant Vehicles. In rnsver to an inquiry, Dr. Marion
B. Sulzberger writes as follows:-

"The principles involved in the vehicles are the following: They
are nixtures of wetting .gents, such as Aeros.l MA and Aeroscl 1B
of the American Cyanamid Company, or paraxylene sulfonate plus
prophylene-glycol and pyrazolon derivatives such as antipyrine.

1 will not go into the theorctical reasons for these miztures, but
simply stute now that our preliminary trials indicate that the three
principal types we have developed serve different purposes; two
being more suitable for discolving oily end fatity substances and for
penetrating into olls cnd fe.ts, ancd one being morc suitzble in an
aqueous nedium. Our trials thus far demonstrate that a variety of
substances ure carried through the grossly intact skin at a much
greater rate than was heretofore possible. The substances which
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have been included in our first *riels ure bisputh, iron, numerous
and varicd cllcrgons, acrenalin, anC with less certein effects, in-
sulin ané sulfonimides. Another prop:ty of thoese vehicles is that
they take up in neutrel solution (o1 =pparcnt solution) chewicals
which are often relatively incolutle, such as the sulfopaumidesS....
The U. 8. Govermacnt and its rgoncirg rre lo Loave free use andé we-
cess to thesz r.teritls enG their fuwure devilopments."

Dr. Julzberzer has supplicd the forawiac for thz various penetrating vehi-
cles, and has offcred nis sooper :tion in thelr possitle use in a prcphylactic oint-
ment.

These vohicles would .cen Lo hive griat potentialities for the introduction
of prophylactic chemiculs througn the slin. Lt s conceivable, however, that they
might also permit more rupid pen2ir.ii n off ke olin ond mucous neabrane of the ure-
thra by micro-orgunisms wnd viruses. Bcfore they wre applizd ciinically, this point
requires study.

Reletive Efficicney of Spirocheticidrl, Antib ct -rial, and Antivirus Drugs.
The writer is not qualified to make ..ore thun a Jew generul comaents on this iaport-
ant phase of prophylexis. It uijht be pertiinent to point out thet studies of mercur-
ial antiseptics done in our labor:iiory have shemn them to be reletively ineffective
against staphylococci and struptococci on the ckin, and thut in vitro studies are
often only un indication @ the rotc of diffurion of a mercurial substancc through
an cgar medium, end are untrusiworth,  indicators of clinicdl cffcctiveness. Mercur-
jal cntiseptics have cequired u trzditien of cff.ctiveness by mwny yeors of use, and
this writer, at least, doubis thu.t this trudition is justificd. C.lowmel is, on the
whole, such & relatively wauk antiseptic ind anticyphilitic arug thet o scurching
investigation of its actusl perfunince us w spirochuticidel prophyleciic suwbstince
seems justified.

Sulfathinrzole incorporazted in wn emulsion type vchicle is so offective
tgainst surfuce skin pyococci, that its triel ¢s «n entigonococezl agent when applied

locally to the urathral mucous membrarne seens indiculed. With newsr methods it would
seem that tie relative clinicul offcectivennss of various sulfopnanides against gono-
coccl may he predicted with some uccuracy by invitro studlies.

If a stable arscnoxide coupuund could be deveicped for incorporation in a

prophylactic ointaent, it seeas probable that it would be much more effective than
an antisyphilivic drug as ineffective os culomel.

On the basis of on oxtenued swamnry with Hill (loc. cit.) the writer doubts
that the popularity of silver coapounds ¢s locul eniiseptics is cntirely justified.
Certainly they should be re-evaluated in comperison with the sulfomnides es regards
local anti-gonococeal action.

The following recormendations are submitted:
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1.

That an atieipt o3 ande to develop a stible scmi-fluid oil-in-w.ter
emulsion type ointment eusily up“h"ublc to the genitalia, and in-
jectable in‘o ‘he ursthre. Fith Jhe desived sullcneasice mco:poratcd,
such « prevuration cculd be s vt cul for lmsodinte clinicel trial in
the treitment of genorrvien, w curgetted ul e recenc Confercnce.
Its practicabicsiby uac I3 buw Jvom frritallve vf‘foc.t' could be de -

termined quiciiy. Tre fcltes ng Soruale mighi he suitible:
"5‘3113.{‘&‘:0.{)12«20;“' t.~s0cst00e 5-0%

‘Souiw: Luv: yd wlgsi1iCeesee. L.04
S4earyl 8l300 k. ae . ceasraseslU0F
Cvty'l alcenl. vevecenoeeres  3.0Z
Sperfceticiee iveces casees 10,09
Glyceiilliesceaccsasarossess 10,03
B2 e teenceccassessnscsass CL.0R

A ———— o v

¥ Particles not ovor WU alera in size

In collaboretion wiil 5~. “arion I.. Sual zb~rgnr, weternino the cffect
of his newer vchiclen in Lrercasing tne punelration of spirochotes
through the skin of wniialsy wheth r or et this could be prevented
by the *'ncarpmotim of spirocheticides

Suggested investigetors: Hamy lozlc, Te 2. Turver, John Mabioncy.

Determine ithe eflectivenews of celonel, sobisminol nass, arsenoxide
and cther possiblce spircehcticides incorporated in emalsion type and
newer percctrant vchicles ol croded wnd uncroded mucous menbrane and
skin lesions of carly syphilis in men. Ywder cunditions of suitable
control, such experments wolld notl ecom to irnvelve unjusiified danger
to the potient o to the public healta.

Suggested investipators: J. E. lioore, John H. Siokes, D. M.
Pillstury, M. E. Sulzberger.

et up an advisory rroup mm the phramaceniicul acpects of a prophylac-
tic olatment. Chenlsts in v .riws phuamaceutical phases cre probebly
best gqualified, The followiag proLleas present ticmsclves:

a. 1s it possidhie to develop a ctable arsencxide compound for local
use?

v, I it is found rdvisable to rctain a mercurisl in a prophylactic
cintment, what is *he boost corpouna?

c. Is & more ficely divided collolaal form advisable? (This might
result in more offcetive ecilwn and sevirg of chenicols, e.g.,.
colloidal caloniel, micro-rutfontmides, ele.)

d. What are the possivle incoapatablilitics, c.g., silver and arsen-
oxide, salfonuuiae wnd mercury?  Ltandurd tests of coxtremes of
tenapuereiure, #shelf" wtesuy, ctec., would he requiz 2d. The follow-
ing manufictur-, s Lave hoad conoideratle expericnce:
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(1) BEmlsion bases - Smith, Kline and French lLaboratories

(2) Newor peretrants - Lederle Laborstories.

(3) Arsenoxide - Psrke-Duvis, Squibb, Abhott.

(4) Silver coapcunds - Squibb, Liily, John Wycth.

(5) Sulfconanides - Lederle, Adbbott, bquibb, Smith, Kline
and French (micro-sulfontaides).

It is felt thut projects to study the peretration of various substances
through the skin of enimuls and nur mighl requirc cunsiderable time before results
of practicol importance would be acnizwed becuusc (2) there would be some delsy in
sterting such projects; (b) results in animals would require clinical confirma-
tion. However, the following p.rsons arc suggested as worthy of consideration if
such projects are desired:

Physiology of Penctration of Skin

1. Dr. Homilton M.ntgomery, Mayo Clinic, Rochester, Minnesota.

2. Dr. K. K. Jones, Depurtient of Faysiclogy, Northwestern University,
Chicago, [1llinois.

3, Dr. S. W. Becker, Leparticeni of iedicine, University of Chicugo.

Clinical and Laborctory Aspects of Bwlsions, Wetting Agents, and
Newer Penctrants.

1. Dr. Marion 3. Sulzberger, 962 lark .vemne, New York.

2. Dr. Bertram Shaffer, Lepurtuent of Dermutology and Syphilology,
University of Pernsylvania, Philadelphia, Pa.

Respectiully submitted,

Dorald H. Pillsbury, M.D.
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NATIONAL RESEARCH COUNCIL
DIVISION OF MEDICAL SCIENCES
) Winutes of the Conference bétween Members of
the Subcommittee on Neurology and the Subcommittee on Venereal Diseases
on the subject of Neurosyphilis
March 11, 1941
On Tuesday, March 11, 1941, a conference on the subject of Neuro-
syphilis was held between members of the Subcommittee ’on Neurology and the

Subcommittee on Venereal Discases, Thosec present were: Drs. Perry Popper,

presiding, Lewis H. Weed, Winfred Overholser, J. E. loore, J. F. Mahoney,
John H. Stokes, Foster Kennedy, Harry C. Solomon, Sanford V. Larkey, E. H.
Cushing, Capt. Charles S. Stephenson, Capt. Dallas Sutton, Lt. George W. Mast,
It. Col. James C, Kimbrough, and Capt. James H. Gordon,
. Dr. Weed, in opening the meeting, statcd that there had been differ-
3 ing points of view in the recommendations from these two committecs, =nd it
was felt that a conferencc might resolve these differences. He asked Dre
Pepper to preside.

Dr. Overholser said that in making its rccommendations, the Sub-
committee on Neurology felt that ncurosyphilis was different from the other

organic manifestations of syphilis, and that, because of these manifestations,

Qe

‘ i\ the Subcommiitee felt that the treatment should be under the direction of

‘ e
[

\\ neuropsychiatrists,

&

“'&;:A‘ - "~ Dr. Pepper then called on Col. Kimbrough to tell of the present
1‘\

arrangements in the Army. Col. himbrough said that gencrally all cases of

¢ -\‘syphilis were kept in the venercal disease ward until such a time as neuro-

vs TR, loglcal symptome developed, at which time there was a consuleation with the

*
-~

neurologist for advice as to the type of treatmuent to be used in the case.

Even when the pat.ient was on the neuropsychiatric ward, the actunl technique
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of treatment was given by the venereal disease specialist. The venereal
disease section is a section of surgery.

Capt. Sutton then told of the arrangements in the Navy, where
neuropsychiatry and neurosyphilis are in the division of medicine. Symptomatic
cases of neuropsychiatric syphilis are not sent to the venereal disease section.
Malaria treatment and head treatment are under the direction of the neuro-
psychiatric service, Capt. Stephenson amplified this statement saying that
in at least one hospital that he knew of, all the syphilis was cared for on
the genito-urinary service, a section of surgery.

Dr. Moore told of the background of the recommendations of the
Sub.conmit.tee on Venereul Disezses and read the recommendation from the meeting
on January 17. ( See below.) i{e said that it was the opinion of the committee
that the present method of the Army of placing venerexl diseases under the
genito-urinary service should be abandoned. The committee hnd recommended
that a section on venereal disease control should be established and that all
venereal diseases and particularly syrhilis should be treated by men with
special training in venercal diseases. Dr. Stokes agreed with the st tement
of Dr. Moore,

Dr. Kennedy then read the recommend2tion of the Subcommittee on
Neurology:

UResolved: that, in the case of any individual discharged

T-om the service who had contracted cercbrospinal syphilis

or who at any time during his servicc was found to be

suffering from curcbrospinal syphilis, information of such

discharge and the identity of the indavidual discharged

shall be transmitted to some Public Health or other

agency operating in the vicinity of the home of the indivi-

dual, in order that further supervision and observation

over such un individual could be exercised for as long a

time as was deemed necessary."

"Be It Resolved: that it is the sense of the Subcommittee

on Neurology of the Committee on Neuropsychiatry that
neuropsychiatric disabilities and disorders when caused
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by syphilis should remain, as is the present practice, in the
hands of neuropsychiatrists for treatment and observation."

e

It was pointed out that the first resolution was consistent with similar
. recommandations from the Subcommittee on Venereal Diseases.

Dr. Kennedy then asked Dr. Solomon to ctate the position of the Sub-
committee on Neurology. Since long training is necessary for the proper
handling of the neuropsychiatric manifestotions of syphilis and the prevention
of later symptoms, it was the opinion of the committee that neuropsychiatrists

should, from the first recognition of involvement of the central nervous

system, be in charge of the case. He did not feel that 211 syphilologists
were competent to handle the neurological aspects.

There was considerable discussion along these lines, each group
admitting that some members of the opposite group would be competent. Dr.
Stokes proposed thst conference rather than individualistic specialization
be the basis of the later manifestations of syphilis,

It was decided that the recommendation of the Subcommittee on
Vencreal Diseases would be satisfactory to 2ll, with the addition of =
sentence suggested by Dr. Moore, This recommendation would then reads

"It is recommended that in U, S. Army and Navy hospitals the

care of patients with venercal diseases of all types be con-
centrated as rapidly as practicable under the monagement of
physicians with special experience in venereal diseases. This
recommendation does not imply any qualifieations as to the
previous basic training, whether medical, dermatologic, uro-
logic or other, of such specially trained physicians; but

does imply that the diagnosis and treatment of any patient with
venereal disease, and especially with syphilis of any type, is

a general medical problem rather than one belonging to another
linited specialty. The diasgnosis, treztment and general managoe-
ment of the many late manifestations of syphilis should naturally
rcquire conference and consultation between the several medical
specialties involved, with transfer of responsibility as neces-
sary for administrative or medical rcasons to special services
(such as medieal, neuropsychiatric, ophthulmologic, stc., ecte,)"

It was moved by Dr. Kennedy and seconded by Dr. Solomun that the conference

approve this amended recommendation, Unanimously approved
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The memorandum on the treatient of neurosyphilis, prepared by
Dz. So;.omn, was then discusseds It was felt that it was not quite adequate *
for the purpoae of a service manual, and Dr. Solomon was asked to revise
this, with more emphasis on the handling of emergencies in nuuroayphﬂia.
It was moved by Dr. Larkey and seconded by Dre Overholser that
the joint recosmendations of this committee be sent- to the Committce on
Neuropsychiatry for action and forwarding.

The meeting adjourned at 12315 pym.
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