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ot - FEDERAL SECURITY AGENCY'/@;

o ) “U. S. PUBLIC HZCLTH SERVICE
IN REPLYING, ADDRESS THE o m W‘ wﬂz ]
S Pt

804 Medical Arts Bldg. ,
Baltimore 1, Meryland. 26 May 1947.

To iembers of the Syphilis Study Section
National Institute of Health. - e

Dear Doctor:

I am notified by the Resesrch Grants Office that it is necessary
within the next few days for each Study Section to meme a sum desiredzfo;
the prosecution of investigation in its particular field during the f;see}
year 1949 (BeginningﬁJuly 1, 1948). I am told that these gross over-all
estimeates w1ll be used by the Research Grants Office in reeuestlng an appro-
priation from the-Bureau of the Budget. I zm further told that in & prelim—
inary sense only the over-all estimate is necessary but that within a few
days thereafter it will‘be desirable for the representatives of the Research
Grants Office to break down each of the over-all estlmates submitted by
Study bectlons into sub—categorles of research w1th1n the entire field; and
tO'present-some,documentatlon of the desirability of the sums requested for
each of the sub-categories.

Singce time wee of the essence I have taken the liberty of writing
Dr. Van Slyke to the effect that the Syphilis Study Section believes that
an over-all budget of $900,000. is desirable for fiscal 1949 for scientific
investigatioh in the field of venereal diseases. I am now under the obliga~
tion of breakiqg this down into sub-categories end of presenting a Justifi-
cation of each. To that end I have reviewed the applications before the
'Syphilis Study Section from the time of its formation to the present, and

have broken down into six categories the studies they represent, as follows:-
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I. TFundamental Studies invExperimentaleyphilis
I1. Fundazmental Sfuéies in Experimental Gonorrhea and the Minor Ven-
ereal Dngases o
III. 4pplied Clinical Studies in Syphilis. —
IV. Applied Therépeutic‘Studies in Syphilis.
V.. Applied Clinical and‘Therapeutic‘Studies in Gonorrhea and the Mi-
vngr Venereal Diseqses,
VI. Statistical Service.
Enclosed herewith is a ;gu;é listing in three columns the total sums
(a) requested of the Syphilis Sfudy Section by applicants in 1948; (b) the
total sums recommended for approval; and (c¢) the total sums tentatibely recom-
mended for fiscal 1949. | |
I also enclose herewith a pentative araft of a letter to Dr,.Van Slyke
outlining the amounts suggested for each of these categories for fiscal 1949,
together with a brief paragraph of explanatory comment concerning each of them.
Would you be good enough to go over these enclosed documents and to
write me, if possible by return mail but in any event to reach me not later
than June 10, your opinion §f the following points:- (a) Does the total sum of
$900,000. seem to you suitable? Do you approve of the msnner in which this
total sum is divided between the six categories of endeéVOr listed above? If
you have suggestions as to revision upward or downward of these amounts; please
give me your revised es%imate.'
(b) Do you approve of the explanatory comment dealing with each of
these sub-categories and, if not, will you suggest editorial revision, dele-

tions, or additions?
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On receipt of suggestions from all members of the Study Section
these will be amalgémated;into a finsl draft of & letter to Dr. Ven
Slyke, to be available'to him for defeuse before the Bureau of the
Budget by June 15th. )

Sincerely-yours

Syphilis Study Section.

JEL:G
Encl.2

Ce: Drs. Altshuler
Fagle
Heller
Johnson
Mahoney
Mast
Muench
Price
Seger
Solomon
Stokes
Turner
Van Slyke
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Tuble
o 1949
- e ROQUeSted 1948 Recommended  Tontatively recommended

I. Experimental _ i

syphilis ,$2°0’334'59 $121,922.80 ! $260,000.00
II. Exp. Gonorrhea Approxim-ately( 1)(2) |
& inor V.D.s 22,000.00 ‘ 14,4’79.00(2) ‘ 50,000.00 .
III.Applied clinicali 144,923.84(3 ) 137,320.00(3) 250,000.00
Studies Syphilis E '
IV. Applied therap. | 644,956.08(4) 302,487.89 (4) 250,000.00(6)
studies in syphilisg ) ' ,
V. Applied clin.& | 57,393.50 25,056.00 (5) 60,000.00
therap. studies in |
gce.& minor v.d. |
VI. Statistical .  27,507.60 22,006.08 30,000.00

service '

i ,
Total . 1,097,115.61 623,271.77 900,000.00
1) Justina Hill $15,951.60
C. M. Carpenter about $6,000.00 ,

2) Does not include Greenblatt ( see below) |
3) Mahoney $105,000 - (Guatemals); 20,00C.00 of Moore's total; Ciark
4) Bxclusive of cost of ‘penicillin and styentomycin 1
5) Greenblatt |
6) Inclusiye of cost of penicillin and streptomycin.
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Please reply to:
804 iedical Arts Building ‘ liay 1947.
Baltimore 1, lMaryland.

Dr. C. J. Van Siyke, Chief

Research Grants Division 4

National Institute of Health - -t
Bethesda 14, Maryland. '

Dear Docﬁor Van Slyke:

On May 26, 1947, I wrdte you indicating that the total sum of money thought
to be desirable for the Sy@hilis Study Sectionifor,the prosecution of research in
the venereal diseases for the fiscal year 1949 was $900,000.00.

The‘Syphilis Study Section believes that this total sum should be allocated
as betﬁeen 8ix broad sub-categories 6f investigative research, as follows:

I. Fundemental Studies in the Bacteriology, . Immunolégy, and Biology of
Experimental Syphilis in Animels. . . .« « o« o v 00 oo $260,000.00.

II. Fundamental Experimental Studies in the Bactériol;
ogy, Immunology, and Bioiogonf Gonorrhes and the ilinor Ven-
ereal DisSeaseS. .« « « « « o oo .ﬁgazﬁﬁﬂf s e e e e . ... .750,000.00

f_‘ s

III. Applied Clinical Studies in Syphilis . . . . . . . . - 250,000.00

IV. Applied Therapeutic Studies in Syphilis . . . . . . . 250,000.00
O id om0 10l

V. Applied Clinical,and Therapeutic Studies in Gonor-

rhee and the ilinor Venereal Diseases .+ . . . « « « + ¢ « ¢ « o . 60,000.00

VI. Biostatisticel Service . . . . . . . .. ..o e s 30,000.00
| Total . . . $900,000,00
In explanation of thése amounts the Syphilis Study Section has authorized
the following brief comments: |

' I. Fundamental Studies in the Bacteriology, Immunology, and Biology of

oExperimental Syphilis in Animals. The therapeutic experiments of the last decads
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including-intensive arsenotherapy and penicillin in the treatment of syphilis, has
reémphasized the importance of a large number of unsolved problems in the biology
of syphilitic infection. In spite of the mass aﬁplication of intensive and semi-
intensive treatment methods, inéluding penicillin, the results obtainable, both
in terms of cure pf the individusl patient and in public health control of the in-
fection, are less satisfactory than might have been anticipated. With peniciilin,
as so far used in early syphilis, fajlure rates. range between 25 and 35 per cent.
-has-Het—fallen o
»?he~1ncidenee-of syphilis/during thé“@ﬁﬁ%‘dééadewofwapplicatidn“bf”théSE”trea%mentw
-nethods. to.-millfons of persens. _wbutminstead‘appéars~ae%u&lly~to~be-
-misingg}\It séems at least possible that the eventual control of syphilis will de-
pend not on the mass : : - treatment of 1nfected persons, but instead on
the application of fundamental knowlsdge which is so far lacking.

The most important problem in this field is of course the successful culti-
vation of virulent T. pallidum on artificial media. Thisg is the corner stone to an
underétanding of the imminology of syphilis. Until the organism is successfully
grown, nothing will be known of its chenistry, of the curious and unexploined fac-
tors of tissue localization, of the fundameptal aspects of immunity, acquired or
induced, or of the possibility of control of the diseasé by immunologic procedures.
Many subsidiary prbblems of the biology and pathology of syphilitic infection, of
the response of this~infec£ion to therapeutic agents, and of the ﬁechanism of ac-
| tion of these agents, are suSCeptible of study only in the experimental laboratory."
Prominent among these problems are, for example, the development of & completely
specific. laborato;;3?;r dlagﬂ0518, mhlch will eliminate the confusion csused at

present, by false positive tests. Corollary to this investigation is the development

of a test of cure.
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During 1948, applicatibns totaling $200,334.59 were presented to the Syph-
ilis Study Section for investigation in the fundumental aspects of experimental
sybhilis. Of these, applications aggregating $121,922.80 were recommended for
approval to the National Advisory‘Health Council.””

At present there are within<£he United States nine laboratories capable of

contributing materially to experimental studies of this nature. The amount of

‘money which can be profitably expended by each of these laboratories is‘iimitéd

by space. Unlike the écute infections, experiments in the.field'of'syphilis in
animals are prolonged, often requiring ménths or years for completion;!and'deménd-
’ prolonged -

ing a substantial amount of floor space for the/housing of such large animals as
rabbits and monkeys. Studies of this nature are likewise expensive because of the
cost of animals and the personnel needed for‘thair maintenance. Certain of the
nine existing laboratories have plans for expansion of floor space. It wouidAbe
highly desirable if Federal funds could be made available for ﬁhis pﬁrpose. Sinée
provisidn for buildings is not, however, available through the Research Grants Of-
fice, the aggregate sum of‘%ié@,@@@a appears to be the totul amount which under
existing conditions can’be profitably expendéd with available facilities.

II. Fundamental Exp@rimental Studies in the Bacteriology, Immunology, and

Biology of Gonorrhea and the liinor Venereal Diseases. Only a relatively small

number of laboratories in the country is, at present, interested in fundamental

investigations of gonorrhea and the minor venereal diseases. This is exemplified

by the fact that for fiscal 1948, within the field of gonorrhea, there was reqﬁest—

ed from the Syphilis Study Section only the approximste sum of $22,000. for the

prosecution of studies in this field.ﬁ;efﬂthé”Eﬁﬁ"feQﬁé§féd5‘$I4;1797wwasmrecomx
' A\

P N -
'mbnded~fdr"aﬁ§56VElw%emaasing%e«g?an%eem3,As to gonorrhea, the major problems re~
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quire further labbratory investigation dealing with fundamental and applied
studies in the bacteriology of the gonococcus, its chemistry and imounology. De~
sirable Z‘*a.iso ig the succ{ess'ful‘accomplishment of 9;§perj_nlenf,a-.l gonocoseal infec—
tion in animals in such a manner as to reproduce the clinical features of gonor-
rhea in man. o  S4udies in these fields may lead
to-improve&/methods of diagnosis, te an experimenfal study of new treatment pro-
cedures, and to the development of adequate tests of cure. They may also eluci-
dete a number ofrcbmpletely‘unknown points in the épiéemiology of gonorrhea.

As to the minor Veneréal diseases, chencroid, granuloma inguinale, &nd lym;
phogrénuloma, further leboratory studies are urgently needed for the development

. ‘ causative agents

of simpler and more accurate methods of cultivation of the : imsunology,
epldemiology, and experimental chemotherapy

N i !» > N I £

III. Applled Gllnlcal tudles in quhlLlS These hevé been relatively ne-

glected in theflast few years because of the pressing lauportance of a study of

improved metheds of treatment. The Syphilis Study Section was presented for fis-
. A s o 39,223, ¢ !7' .
cal 1948 with only #hree applications in this field, aggregating $14&‘923~8ﬁ, -y .
,y,/r’ AT 5:._’,. «oH ”
f {e)—the Guatemala- ‘study- -deating- with~the~experimentalwtfansmissienvei syphilis-to
k. <

N .
_ human.volunteers—and improved—methods- -of -prophylaxis;. J Fb} a study of the consti-

tutional aspects of tabes dorsalis, which may be considered as an inveétigation
into the human imnunology of syphilis; and as collateral.ﬁi?éghe effect of sex
- hormones in the treatment of certain manifestations of tabes dorsalis; and )" ﬁ/
studies in the epidemiology of syphilis in an effort to differentiate more clesrly
. between reinfection and relapse.

There remain, however, a substantial number of unsolved problems. For ex-

ample, material has_nowvaccumulated in a number of the large clinics in the count-
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Dr. Van Slyke- _ ‘
ry, & study of which will permit a more accurate definition of the peried of infec-
- tiousness of syphilis; of the questioﬁ' of strains of spirocheter, ol *the effect
of pregnancy on syphilitic infection, on the pathdlogy of syphilis and its relation-
ship to mortality; of the evolution of syphilitic heart disease, and of the causes
of certain of the Seribusvand hitherto unexplained manifestations éuch as intersti-
tial keratitis. In addition are desirable retrospective studies of various
treatmentﬂsyStemS analyzed by the newer biostatistical méthods, in order to form a
base linéyof comparison for pénicillin‘or other new treatment agents tq’be intro-
duced.

The‘aggregafe Qf the sums recommended for approval by the Syphilis Study
Section for fiscal 1948 for studies falling within this general category, was
$137,320. Recommehdéd for fiscal 1949 is the totsl sum‘of %250;000.

IV. Applied Therapeuticlstgg;es'in Syphilis. For the past four years, un-

der the auspices of:the Committee on Medical Research and the Research Grents Office
of the National Institute of Health, a nation-wide study of the effect of penicillin
in syphilis has been in.progress. Because of lack of funds, it was necessary to
terminaté, as of iuhg 30,1947, that part of the nation-wide experiment dealing'with
penicillin in early,syphiiis. 'This was done in spite of thé fact that ﬁhe available
evidence so far indicates’that penicillin, though suitable for mess application,
is unsatisfactory for the individual pstient, sinece failure rates of 25 to 35 per
cent occur. It seems easential to continue the penicillin experiment both in early
syphilis and in various ofher'stages of the infection, thouwgh on a somewhat reduced
basis.A large in scale ‘ ;

s reduction/has already been accomplished on the basis of ex-

perience of the past four years. Eliminated from further support have been those

clinics with a poor record of performance, either in terms of examination and treat-
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ment, ofvpatientsg‘or in terﬁs'of their ability to follow treated caseés in order to
obéerve the results. Improvements are coﬁstantly occurring in penieillin itSelf;v
&nd there is reason to believe that .other antibioigc agents will develop which, on
fhe basis of laboratory eviéence, jusﬁify‘their trial in human beings. The co-
operative organiéation of ciinics*as_nqwlestablished, shouid so far as possible

be held together, iﬁ ordér'that'a final and definitive answer concerning penicillin
may be obtained; and that new and improved agents may be £ried as they develop in
the laboratory.

For fiscal 1948 the Syphilis Study Section was presented with‘gpplicaﬁioﬁs
for = continuation of the pehicillin.study aggregating~@644,956.08;jirRééommended
for apperal ftom this sun was the aggregate of $302,487.89. (This latter sum was
exclusive of the cost of‘penicilliniand of streptomycin for-therapeutic trialAin
lymphogranuloma). The éoStA%o the Research Grants Office of these drugs for fis-
cal 1948 is estimated to be apﬁroXimatei& $5b,000.,-thereby inéreasing the aggre-
gafe amount expended during fiécal 1948 to arproximately $350,000.00.

In consideration of the contraction of the penicillin experiment which has
already taken ﬁlace, and of the further contractien which may be expected during
the next eighteen months, on the basis of the information accumulated withiﬁ'that
- period; and in further consideration of the partial transfer of interest of cer-
.tain of the cooperating clinics from the therapeutic study to applied clinical
studies ( see Paragraph iII above), the amount suggested for fiscal 1949 for ap-
plied therapeutic studies in syphilis is $250,000., inclusive of the cost of pen-
Lo

ieillin. o epiinl?]

'é?z?”7
V. Applied Clinical and Therapgutic Studies in Gonorrhea and Minmor Venereal
v R - » ;

Diseases. - As to gonorrhea, unless there develop penicillin—resistant strains
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of the gonococcus, the advent of penicillin has provided a guick, safe, and prac-

|
i

tically certain method of'éure of this disease. Having in mind previous experience
with the sulfonemides, however, it is essential to+determine that penicillin-resis-
taht strains of the gohocdccus do not develop; and in the event that they do, to
doriduct further therapeuticvexﬁeriments with alternative agents.

As to the minor vehefeal diseases, therapeutic studies during fiscal 1947-
48 heve indicated the value of streptomycin in the treatment of granuloma inguinale.
Further therapeutic studies are, however, essential in the field of lymphogranuloma
venéreum - a serious and relatively widespread disease in the southern States.
Likewise necessary are clinical studies of the epidemiology of chancrold and of
the transmissibility of granuloma inguinale and of lyﬁphograntigpa venereum and the
clinical aspects of the lattef disease, particularly in regard to its relationshié
to ulcerative proctitis and colitis. ¢ |

In fiscal 1948 the Syphil;5~8£ﬁdy Section was presented with applications in
~this field aggregating %575395.50. Approved was a single application in the amount

" of '$25,056. Recommended for fiscal 1949 is the sum of $60,000. ' -

VI . Biostatistical*Service. In the course of the nation-wide penicillin
study there has been created in the thns Hopkins School of Hygiene and Public
Health a Central Statisiical Unit which has undertaken the analysis of the penicil-
lin material from cooperating clinics. The amount requested for fiscal 1948 in
support of this Unit was $27,507.60. Recommended for approval was the amount of
$22,006.08, Estimated for;fiscal 1949 for the activities of this Unit is $30,000.

Sincerely yours,

- » J. E. Moore, M.L., Chairman,
JEM:G ' "Syphilis Study Section.
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Table -«
1949
e e Requested 1948 Recommended ...Ientatively recommended
I. Experimental ' : g 3 o
syphilis $200,334.59  $121,922.80 | $260,000.00
‘ - o i '
II. Exp. Gonorrhea Approximately1l)(2 e : R
& linor V.D,s t 22,000.00 T 14,479.00(2) 50,000.00
. A .
ITII .Applied ¢linical] “"iM,?QB.SA@ 1‘3’?,320,00‘3)"f ~R50,000,00
studies Syphilis ‘ - :j":*‘«]’s‘i?f"v{ft‘”" - I v @ “:;, S “
IV. Applied therap. | 644,956.08(4) | s02,487.89 (4 250,000.00¢8)
studies in syphilig i -
: | '
P : i
V. Applied clin.g | 57,393.50 s 25,056.00 (5) £0,000.00
therap. studies in | ‘ ’
ge.& nminor v.d. ! !
VI. Statistical 27,507 .60 22,006.08 30,000.00
service . 5 :
Total 1,097,115,61 623,271.7 00,000.00
ST /= o B R R
1) Justina Hill  $15,951.60
C. M. Carpenter about $6,000.00 _
2) Does not include Greemblatt ( see below) :
-,,.;.,..%,:Ma:honey-$l€}5y896~~~-f’fma:temaiaﬁ—éejeﬁﬁrqﬁ“ﬁ‘m&-&mai“;“ﬁm
4) Exclusive of cost of penicillin and stgentomycin
5) Greenblatt o
6) Inclusive of cost' of penicillin and strgptomycin.
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