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interaction of muitiple factors. Indeed, only infrequently did the

published reports reflect concern with these nhenomena.

It was clear from the Vaish report that there was a need tuo extend the
inquiry on adverse pregnancy outeome to include questions on GU infections
and others in a wore conprehensive appreacn. It was eaually clear that if
any reletionsnip ceuld be contiderily cstablished, there might be cpportunity
for substartial bealth inpact throuch treatient of infection, So Lr. Walsh
proposed an analytic investigation o bo “~1lowed by a ciinical trial of
chemoprophylaxis of whatever intection was shown to be involved., WLSAID
approved the reccrpardation to suppert imvestioation of the role of infection
as part of their existing proposcd Integrated Hetommal ars Child Futrition

\

(IMCN) prodect, thrsugh the Irdian founcil of Medical Research ([CHR),

provided cuck & scucy proved feasible,  ICMR welcemod the idea of YSAID
assistance Tor a lonoiLudingi study of the effoct of maternal GU infectiens

on fetal outcome in both w1l ard maluouriched women. Accordingly, USAID
recuested a consultation by Prs. | 2usee]d fexander, Professcr of Fediatrics,
University of Arizona at Tucson, and Kichard A kasiow, Chief, Upidemiolcay
and Biometry Scction, MNIAID, NIH, to develon plans for such on investigation

trial of cheroprorhylaxis of whatever irfections were shewn to be invelved.,
ny

B. Recent Activitizs and Advances

One o thne most sioni“icaat colivities since Dr. Walsh's visit has been the
initiation of =n J0F spevcored notional collaboratsve population based

study of reproductive avents hased on periodic followun of al] roproductivelv
active wonern in pach U(.SPVGP cehorts of about 0,000 persons each Lo identify

high rick caszcs.  fhe ma’1 intereat anenyg macternal factors is on the roie of’


http:advan.ve




surprisingly, continued to yield inconsictert vesuits ‘rom ane study to
another. Second, better microbioiogic descrintion of the ¢enital troct
flora in and outside of pregnancy leaves open the peasibility that

| &

pathogenic escents not vrevicusly considered in this content (c.a. Gardnerclla

vaginalis ar aaerohic cracnicns) could rlav a rvole.  Thicd, very

proliminary data from micoob clogic studioe iy Sap Piege suqoest the

differenl bacteric praduce varyine arounts of nhosphclinase A, &n onzyme
involved in rmetabolisn of a4 precursor fop prostaglandins, a potent stimulant
of uterine contraction, Apropos  of ihe carlior questior raised about
preméiurity ve. Tow birth weiyht, <uch a mechanisn night be mere consistert
witn a reletionshin to arematurity then to TUGR.  Lastly, there is cariv
evidence that an iruunz recporse coronstrabine recent privary infeclion

with mvcoplasma or chlanydia may cavrelate better with LBY than merc prasence
or absence of “he oraanisms. In <hort. our understanding of the role of
infection s still evolving, The prospecte are otill uncertain, even under
the best circurstances of scientific reseacchy, for cariy resolution of
whether and which infecticns ara major causcs of 104, For indis it Ay be
even hardyr Lo ancwar for reasens that will Lecome <iearer in the cummarios
of our visits to polential research cenlers. Briefly. in India experience
with decion, oxecution, and analvsis of Targe scale pepulation studies s

meager, and tho physical obstacles (See below) are considerable.

C. Meetirys and Visits to Centers/Individuals (see Aprendiz A for names
of individuals visited)

ICMR - Alexandery and Faslow
At a mecting prearranged at TCMR or Seotember b-7, 1632 we met with

professicnals from ICMR and from two institutions that hac pxpressed interest



in the project by submitting preliminary proposals outlinining their
approach.  The description of their inctituticns and capacitiey are
included in the section on the site vic ts. khat bocame clear in the
earliest discussions and doserip'ions of *ho craoing wak i maternal
and child bealth was that cach renter hed Loth strenaths and WEAKNesSes
unlikelr to be overcome solely by financial support for the project.
come of the problems that might confront these twe inctitutions (and
almost any othor‘whore ticld studies micht b undeviakert vere highliahited
very well by Or. Santosh Uharcava, the principal irvesiigateor in the
[CHR-spoasored centers prospect:ve Freqnancy outcome study mentioned
carlier. In rart, they incluce probloems in:
1. Design -
2. Inadequate biostatistical support
b. Unfavorablc jopulation characteristics
- Underestimate of tie number of preanancies available for enroliment.
= About 40T enralied in be first and 359 more in the second trimester,
on the average.
- Loss to follow up because some rural women deliver in urban health care
faciitics, and bLecause of migration within urban slums.,
2. Subject cooperation
a. Irternal examiraiticn

b. Lilean-voided specimen ) Difficult outside the frospital setting,

e P

c. Veniuncture

3. Loaistics/support
d. High Lurnover of professional staff,
b. Inefficicacy ur 1nadeauats qround transportation,

c. Portable scales unavailatio for mternal wriaght .
























- 13 -

Fanel Mecting - Evaluation of Frogress end Protocoi Desian for

Pnase TIT-IV - Qutcome/intervention studies 1/85-3/85

FHASE 111

LongituZinal infection, mainutrition and pregnancy
Cutcome study - approxisately

1800 subjects.
3/85-5/60
nel Peeting to Assess Troqress and Decide on Intevvention Triajs

Intervention trial-approdinately

e e et et e et e e e e e e e e e S et e

3,000 suhjects.


http:iaI-ap:prnxi.aL
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B. Budnhet

Phase T § II

*]

w

Initial cquipment and remadeling -

1 veference laboratory and 2 study centers,
Personnel trainirg couts

T mid-Tevel orefrssionad 4 me 0 SE000/ yr.

in US; 2 juinior wicrobicleaist - Ph. D, types
Meeting of Panel

Lab technicial © ea/yr. 3 centers, 16 mo.
Research Cocrainator 1/2 time

Research assistants 9 €000 Qa/yr, -

3 centers, 16 ro.

Reimburaeneny of U< trainiwg/standardizatiqn
Taboratory cxpense; shinping of entigens
Equipment/supnlics

%230 ea » 300 - 2 nounitals

230 ee x 300 - 2 comrunities

Shipping specimens and data processing

Miscellancous

Phase TIT

1.

3.

Personnel (sce Phase T #4,5) £°6,000/yr, 2 yr

Asst. at 3000/yr. + 5¢ x 2 yr. 0 cach center

Cauipaeet/supplics $250 ea, 1600 subjecis

15

ea

(in § 000s)

45

17
24

24

70
70

$225

75
12

360
447
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Phase IV §
1. Personnel (sece Phasg’IlI, A 80
+57

2. pssistent (sco Phase LI, # 2 + 5%) 13

3. Equipment/suppiies 6dee x 3000 180

4. Antiaicrobial Lhcrapy $20 x 600 subjects 12

Travel-ncetings 55

340

TOTAL $ 1,012
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for the US censuitant panel (sec A, Phase 1.5). Decause there have bean

4 consultants on the macter preject at dirferent times, vie disccurage
potentially confusing involvarenl of additional US scientists, unless skills
outside of thoso svailonle fros privious consultants are needed.
Coviaboration would concict of tradnint of Inrdian researchers at U5,
universitios, panel mectinas of U.S. and I[ndian investicators {o review
project orogress ot %ey stenes, indivicual consultations of U.5.
colliborators is neccssary, and possible cxchange of infoection specimens

and data for cross checking and further processing.

Obstacles

At cach step in the sequence of the rescarch plan cortain obstacles threaten
the possibility or validity. Some obstacles weuld He comman Lo such a
comples field study anywhere; a fow are peculiar to the circumstences in

India.

1. Population Selection
In the ICMR 7-center study on the average about 407 of women present
for prenatal care ir the first Lrimester and about 257 more present in
the ~econd irvimester. On'v 2 small propertion. althouah not necessarily
biesed one, viould bo available corly For recruitnent, and only about
75-80° vould be oligible at 417,

2. Trairirc
It is net entively 2lear how easily or fast the appropriate field
workers car be trained to perform interviews or to get prop?? samples
throuah o creculun ov by Voripuncture/skin prick in women outside the

hosnital setting,
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Resronse rates

Movement of village women from within a study area to a place outside
during the latter part of pregnancy e.q. to the parents home (15-70)
could reduce the followup completenass 21 ihough it may not significantly
bias the results. That inefyicienc, will e looe of 2 problem in the
urban arcas.  Perhens the nost <orings resporse obstacle 1, Tikely te

be the refusal of women out_id. the hospital 1o permit o sneculum ey am-
ination or bluod Sacpiing, epac iy or more than one ocension., The
problems scund wnore or 1ess uniforn in .17 centers, and gvarcoming them
will require a rether intensive effort. Similarly, there may be
import.ant questions of medical history that the women canrnot answer
accurately (o.q. prenvegnancy weight, previous pregnancy (LGW) outeune)
or will net enswer accurately (e.q. on sexual practices).

Specimen proscrvatien

At several points ~long ‘he chain of prescrvetion of biologic specimens,
Tosses could oecur.  Local around transrortation can be uncertain,
particularly in wel <oasen., A veliable supply of dry ice is not always
available. Hultiple transTers between airplenes and jound vehicles may

account for lnsses in submicsions te the reference Taboratery

P

Evaluation/ uality fortrol
In a maderately corplog 74010 investigation, there will be difficultias

in shacing sy zimens and dotoe with <0v1-bors ors cutcide India. If they

~cannot. be obviugted ‘ren the beqinning, these difficulties may compromise

the car and thoro.jhiness with which the resu;*s are analyzEd,
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Whether these and other minor obstacles can be circumvented or eliminated
without seriously compremising the value of the research will have to be

carefully assessed from the ceriiest stages of the project.
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Jawaharlal Irstitute of Post-graduate
Medical Education and Rescorch

Pondictierry, Tamil Hadu

1.
2.

3.

Dr. Rajaram, Depaviment of Qbstetrics and Gynecology
Dr. Puri, Department of Pediatrics

Or. R. S. Rao, Department of Microbiology

King Edward Mciorial Hospital
Pune, Maharashtra

1.

2.

[Sa]

Dr. (Mrs.) Banco Covaji. birector
Dr. Anand Pandit, fepartrent of Podiatries

Dr. Kurus Coyaii, Depariment o
Departnont o

f Cbstetric. & Gynecology,

© Preventive Social Medicine
Dr. Kulkarni, Jemily Pianning Officer, Asst. Secretary Health

Dr. Rao, District !'ealih U7 ficer

Institute of Medicol Seienens
anaras Hindu University
Varana~i, Uttar Pra’osh

dro KON Aderesd, Department of Pediatrics

Or. Vijay “haegava, Departnent of Pediatrics

Or. ALML Dedpathi, Depertment of Pediatrics

Dr. P.D. Sharma, Departrment of Obstotrics and Gynecology

Dr. (Mrs.) fgarwal, Department ¢f Preventive and Social Medicine

Dr. P.C. Sen, Oepartment of Microbiology

Chriztian Medical Coilee
Vellore, Tamil Hodu

Or. Jacob Jehn. Departrent of Microbiology
Or. Marc Steinboff, Lepartment of Micrchinlooy
Or. Jacob Abraham, Depariment of Preventive and Social Medicine

Dr. P.S. Sundar FRao, Biostotician
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ICMR
1. Dr. Badri Saxena, Senior Deputy Director General
2. Dr. Usha Malhotra

3. Dr, Saxena, Statistician

FORD FOUNDATION
1. Dr. Lincoln Chen
2. Or. Meera Chatterjee

3. Dr. Usha Shah

OTHERS

1. Dr. Santosh Bhargava, Department of Obstetrics & Gynccology,
Safdariang Hoepital, Lelhi

2. Dr. Verma, Department of Cermatology & Venereology, Baroda

Consuitant to ¥HO on Sexually Transmitted Disecases



- 22 =~
APPENDIX R

Below is a list, although not necessarily exhaustive, of the kinds of
exposure (risk) facturs and outceme variables that would be souqht under

the hest of circumstances.

Demographic/Social

Ade, sex, caste/religion, income, work habits, dwelling type, cigarette

and betel use.

Medical History
Last Menstrual Period (LMP)
# pregnancies, = children
Past LEW children, recognized complications, perinatal mortality
Symrtems in past preanancies - genitourinary, fever
Curvent Preanancy -
Fever, Productive cough, skin lesions
Sexual activity - habits by week partners
Examination
- Temperature
- Smear for malaria where history of fever/chills or current fever
- Hemoglobin, Hematocrit, weight, height, fundal height,
Abdeminal girth, and other nutritional measures
- Vaginal fluid culture “or:
Myceplasma., uveaplasmg
Group B ctreptococcus
Listeria
Gardnervells vaainalis

Anarrobic oraganisms
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Cervical culture - Chlamydia, gonococcus,
Urine culture -

Quaniification and

Identification of usual organisms

esp. L.coli, “lebsiella, Enterobacter, proteus, pseudomonas, enterococcus

Serum spacimens (2-3cc) - paired
Syphilis - STS

MycopTasmacidal Ab, other

Chiamydia - microimmuno fluorescence
Toxoplasmosis

Malaria

Spontancous abortion
Stillbirth

Prematin e rupture of membranes
Prematlure delivery

Gestational age

Birth weiqght

Perinatei, neconatal, and post neonatal mortality



- 24 .

APPENDIX C

Comments on Centers

Pondicherry - They are young, inexperienced in clinical and field investigation;
don't appear to have tightly organized field team in village. Too husy with
clinical demands, «taff thin. Probably not the leadership even though enthusiasm

there. Good Tab.

Ludhiana - Cowan strong leader, gets things done the way she wants them, not sure

she would play by rules/team work, etc. Growal knowledqeabic: junior people around

who could do ficld work. Clinical arcas strong hut not highly research oriented,

nct great interest expressed in profect.  Lab aood - Letyy Hobby coing Ber own

thina, half tine in London, would noed associate vor study.  txcellent facilities
.

by Indian stendar”s. Most doubtful “beut blood, G Specimens.  Explicit ebout no

collaboration with Americans.
Yellore

Not great intercst in projcct other than lab, not sure field work as well
organized az elsewhere, Tacilities aging, Capability and lcedership in reference
taboratory roic unquestioned, Difficalty with traniportation from outside.

J ! . !
Steinhoff alan vers aocd and with wuppert will probatly atay eround.  Ree)
opprrtunity oeocazacity buildivg in Taberatory. Has one relationship with Pune

both FLM and VI, sc connections would cecw favorable for support in Pune.,


http:elsewh.re
http:Pro+b.hl
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Explanation of Table Evaluations

1.

Research - history of commitment to research and accomplishments, including
specific references in laboratory or field projects relevant to the

proposod nroject.

Laboratory - capabilities in routine bacteriology, anaerobic bacterioloay,
and other special capahilities or studics, expericnce or capabilitics in
mycoplasmy isolation, capibilitics for chianydia isolation including

virology, experience in sero diagnostics, curvent facilities and stafting.

Field - Longevity of work in cormimicy/access te hospital and community
populations, villane projects; arman zalion, accomplishments, and aoals of
community rrojects; field staftf and facilities; center-based project staff;

and relationships apparent on site visit.

Clinical - backgreund and potential time demands amonyg obstetrical and

pediatric profesiionale; thinking about the issues of nroposed study.

Interest/comitment - collective response to idea o study, willingness to

be part of colizborative effort, control of resources and environment.


http:t/coitm.nt
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