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I BACKGROUND 

The 12th World AIDS Conference was held thIs year m Geneva from June 28-July 3 GIven the fisk of 
transmISSIOn of HIV durmg breastfeedmg and LINKAGES efforts to promote breastfeedmg at a global 
level mcludmg promotIOn III some countnes where HIV prevalence among mothers exceeds 20 percent, 
It IS Important that we stay aware of techmcal developments m thIs area In addItIOn, LINKAGES was 
asked to make a short presentatIOn on thIs Issue for a satelhte meetmg orgamzed by the the AIDS 
dIvIsIon of US AID's Global Bureau for representatIves of mISSIOns and cooperatmg agencIes III 
attendance at the conference The conference also proVIded an opportumty to follow up on Imtlatlves 
wIth NARESA and the multilateral agencIes on efforts to promote confidential voluntary counselmg and 
testmg (VCT) wlthm antenatal settmgs m ZambIa 

II OUTCOMES 

GIven the large number of concurrent sessIons and poster presentatIOns, It was necessary to be very 
selectIve m what sessIons I attended and therefore m what I can report here Readers mterested III greater 
scope or detaIl are referred to a) the annex to thIs report, contamlllg pubhshed abstracts for selected 
presentatIOns related to mother-to-chlld transmISSIOn ofHIV, b) the full set ofpubhshed abstracts m 
searchable form on CD (avaIlable III the LINKAGES resource center) and c) the AIDS98 webSIte 
(www AIDS98 ch) 

In summary, there were no new breakthroughs reported Although there was some progress on several 
fronts, as brIefly summarIzed here, the outstandmg "unanswered questIOns related to HIV and Illfant 
feedmg" hsted m the Preble and PIWOZ draft paper remam largely unanswered 

The greatest breakthrough IS the UN announcement that they Will proceed qUIckly WIth pIlot projects to 
reduce MCT by offerIng VCT m pregnancy, together With a package of Zldovudme (ZDV=AZT) 
monotherapy, and counselmg on mfant feedmg However, smce a) ZDV cannot yet be recommended 
WIth confidence for breastfeedmg mothers (because the results oftnals ofZDV for such mothers are not 
yet out) and b) replacement feedlllg supplIes are not belllg prOVided as thIS IS unhkely to be a sustalllable 
optIOn, the package of IllterventlOns to be proVIded IS not yet clear 

The controverSIes are very much ahve The sCIentIfic commumty IS commItted to placebo controlled 
tnals whIle the nghts commumty objects There IS also a fear that the debate may slow or even halt such 
trIals The access to treatment debate that has plagued the HIV and Illfant feedmg Issue ever smce the UN 
1992 "dual standard" was the theme ofthe entIre conference "BrIdgmg the gap" surfaced many tImes m 
diSCUSSIOns ofthe MCT Issue, m relatIon to access to both drugs (ZDV as well as combInatIOn therapy) 
and replacement feedmg ThIS problem WIll not go away In a comment from the floor we were told that 
even ThaIland whIch has led the effort to reduce MCT through use of short course ZOV and free 
breastmlik substItutes, IS faltenng m thIS effort The finanCIal cnsls has mterrupted the free supplIes of 
formula and thus threatened the AZT regImen that depends on replacement feedmg 

Where IS thIS all headmg? The constramts are money, human resources, and commumty support The 
money problem IS enormous If "best practIce" IS conSIdered as an optIOn A serIes of lower cost optIOns 
needs to be spelled out from a package of low-cost IllterventlOns that should be offered to all pregnant 
mothers, regardless of HI V status through to the full package ofVCT, AZT, and replacement feedmg 

• 1 
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(for nch and mlddle-mcome countnes) We heard much at the conference about how even Cahforma and 
Ontano cannot pull this off 

Monday, June 29 

A SesslOn-Mother-to-Chdd TransmIssIOn 

Nathan Shaffer (CDC) The ThaIland Permatal ZDV trlal Shaffer presented the now well-known results 
of the randomized placebo-controlled tnal of short course ZDY (=AZT) whIch provides 300mg of ZOV 
twice a day from 36 weeks of pregnancy 300 mg every three hours during labor, and reqUires 

replacement feeding The average number of doses per women In this study through delivery was 53 at a 
cost (drugs only) of $50 ThiS compares with $800-$1000 for the full ACTG 076 regimen Transmission 
rate In the treatment group was 9 4 percent vs 18 9 percent m the placebo group, suggestmg a 50 percent 
reductIon AdditIOnal pomt of note there were no new mfectlOns detected (usmg DNA peR) after two 
months, mdlcatmg that any pre- or mtrapartum mfectlOns are detectable by thIS tIme and that new 
mfectIOns detected after thIS tIme m a breastfeedmg populatIOn could be attnbuted to breastfeedmg 

Based on the timIng of the new InfectIons and the dIfferences observed between the treatment arms, most 
ofthe reductIOn IS m mtrapartum transmISSIOn Mode of delIvery dId not seem to be Important, but there 
were few cesareans There was a strong correlatIOn between viral load and transmISSIOn among both the 
treatment groups Treatment resulted m a large reductIOn In the Viral load among both transmItters and 
non-transmItters (by a mean of 0 5 log copIes) VIral load III the treatment group had returned to basel me 
by one month after delIvery (ThiS does not argue agaillst a stronger "rebound" effect smce the rebound 
IS generally of shorter duratIOn (20 days) 

E Ekplnl Short course ZDV trwl (wzth BF) In Abuljan safety and complzance (eficacy results not yet 
In) Ekpilli used the same regimen as m the Thai tnal but a smaller sample (n=275) ThiS tnalls 
Important, not only because It tests the short course therapy among breastfeedmg mothers but also 
because adherence to therapy was poorer, reflectmg the level of adherence that might be expected m a 
less tIghtly controlled clImcal (rather than research) settmg ZDV was well tolerated WIth no dIfferences 
between treatment and placebo groups m any symptoms ThIS and other SImilar tnals (m Burkma Faso 
and elsewhere) should have results to report by the end of 1998 

JIm Khan AnalYSIS of placebo-controlled vs eqUivalence deSigns m trials ofZDV to reduce MCT 
Judged on the baSIS ofvahdlty (whether results would be conclUSIve), generahzabllIty (whether results 
could be applied to other populatIOns), or how qUIckly the result could be obtamed and Implemented, 
placebo tnals are JustIfied ThIS was mtended not as an ethical analYSIS but a techmcal analYSIS to mform 
the ethIcal one The Issue of ethiCS and placebo tnals was also mentIOned m the diScussIon durmg the 
afternoon sessIOn ThIS IS stIlI a controversial Issue that threatens to slow progress towards better 
therapies by potentIally haltmg the deSIgn and ImplementatIOn of any kmd oftnal 

W Fawzi Tanzama Vitamin A and mUlltlvltamln trwl ThiS was reported recently m the Lancet The 
abstract and a comment have already been dlstnbuted to the LINKAGES HIV/BF group There was 
nothmg new III the conference report that I noted 

A Semprzm European Multi-Center study of the efficacy of cesarean sectIOn In reductIOn of MCT 
TransmiSSIOn rates among women randomly assigned to undergo elective cesarean sectIOn was 2 percent 
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vs 11 percent m mother delIvenng vagmally (In response to a questIOn, It was revealed that, although 
the numbers were small, ARV used together with cesarean sectIOn resulted m zero transmiSSIOn We 
were not told how many mothers were m this group 

ChrIS Hudson (Wzth Alan SmIth South AfrIca) A hIgh proportIOn of pregnant women test pOSltlve for p-
24 antIgen but are antIbody negatIve ThiS ImplIes that standard test for HIV Will miss about one of five 
mfected mothers, and the duratIOn of mfectlOn before antibodies are detectable m thiS population IS about 
12 months (calculated assummg 10 percent of mothers newly mfected each year) 

B "Brldgmg" SesslOn-Mother-to-Chdd Transmission 

Isabelle de Vmcenzi descnbed components of a standard package of care for reducmg MCT antenatal 
care (general), VCT, ZDV short course, care m childbirth, and support for replacement feedmg Need 
practical recommendatIOns on algonthms for rapid/simple HIV testmg, efficacy of ZDV among 
breastfeedmg mothers, and costs test kit available for $1 from WHO [E Marum, m comment from the 
floor, said that the rapid test they use, together WIth confirmatIOn, qualIty control, and ongomg trammg, 
IS $14/test ] 

The Zimbabwe pilot test site IS the most advanced of 11 pilot SItes now Identified to test a MCT 
reductIOn protocol m Afnca, ASIa, and Latm Amenca A SItuatIOn analYSIS was completed m March With 
mam constramts revealed bemg the lack of human resources to do counselmg The development of 
matenals for counselmg wIll begm "thIS summer" at three SItes and activities Will start m September 

Phdlppe Van de Perre What IS the relevance of Short Course Trwl results to breastfeedmg? Three such 
tnals underway AbIdjan (see EkpmI presentatIOn above) and Burkma Faso ZDV appears m breastmilk 
m slIghtly hIgher concentratIOns than m blood Efficacy of thiS or any other dose m the mfant IS 
unknown Rebound m viral load observed followmg ZDV lasts only about 20 days but given the strong 
correlatIOn observed between vlfalload and transmiSSIOn Short course ZDV may actually mcrease the 
risk of transmiSSIon for breastfed mfants GIven these uncertamtIes, short course therapy cannot be 
recommended for breastfeedmg women We must contmue to walt for the results of ongomg tnals 
Other speakers 

• 

• 
• 

Dorothy Odhlambo (Representative of Afncan NGOs) 
Peter Young (Glaxo Wellcome) 
Susan Moses (Canbbean commumty of women lIvmg With HIV) 
A Amman (PreSIdent of the Amencan FoundatIOns for AIDS research) 

Comments from the floor 
Ehzabeth Marum (AIDS mformatIOn centre, Uganda) has used a rapid test With same
day results smce January 1997 With good results The total cost of the rapid test they use, 
together With confirmatIOn, quahty control, and ongomg trammg, IS $14ltest 

Prof GanapatI Bhat IS domg VeT m an antenatal settmg m Zambia (UTH, Lusaka) 
Reports acceptance rate of 81 percent and no VIOlence towards HIV posItive women has 
been reported m follow-up Prof Bhat also stressed the need to mvolve the spouse m the 
process 



• Ruth Nduatl (UnIversity of Nairobi) The aVOIdance ofMCT IS empowenng for the 
mother SInce It relIeves her of enormous time and financial costs of carIng for the sick 
chIld 

• Beatnce Tess (NIH) noted that although sample size was a problem for statistical 
Inference In her Sao Paulo study, they observed Increased transmission with cracked 
nIpples and with mixed feedIng (vs exclusive breastfeedIng) Dr Tess also asked why 
there are no studies that look at these phenomena explIcitly Reply (PhilIppe Van de 
Perre) These can be looked at m the ongomg short course trIals among BF women 

Official summary of Monday's MeT session (from the AIDS98 website) 

Vertical transmission of HI V mfectlOn can occur before, durmg or after delIvery, although most mdlrect 
eVidence now suggests a lImited role for the early mtra-utenne route 

With the advent of effective antl-retrovlral therapy pennatal HIV Infection has become a preventable 
disease, usmg a long regimen of zidovudme durmg pregnancy, at labour and m the neonatal penod to 
reduce the nsk by nearly 70% 

Now, a cheaper short course of oral zidovudme has been shown to reduce transmiSSIOn by 50% 

ReductIOn m maternal viral load at dehvery was estImated to account for 80% of the reduction m vertical 
transmiSSIOn rate 

Adherence to and tolerance of prenatal and mtra-partum zldovudIne therapy In a randomlsed tnal of a 
short course ofzldovudme m a breastfeedmg populatIOn In Cote D'IvOlre, showed that women could 
take the antenatal component of the regimen well However, adherence to the mtra-partum component 
was a problem Zidovudme was found to be well tolerated by both mothers and chIldren, with httle 
eVidence of senous adverse effects 

Elective caesarean sectIOn dehvery can also reduce vertIcal transmISSIOn by 50%, even after allowmg for 
other nsk factors known to be associated with mcreased nsk 

Other approaches to mterventlOns mclude c1eansmg ofthe birth canal, and the admmlstratlOn of 
multlvltamms Post-natal transmiSSion through breastfeedmg remams a problem, espeCially m countnes 
where safe and affordable alternatIves are not aVaIlable and antenatal prevalence tends to be the highest 

Globally more than 40% of women do not have a skIlled attendant durmg labour and delIvery, while 
more than 30% of women do not receive adequate antenatal care essentIal to the general health and 
wellbemg of mothers and chIldren 

In a randomlsed-placebo controlled tnal m TanzanIa the admmlstratlOn of multl-vItamms, but not 
Vltamm A alone, was found to result m a decrease of adverse pregnancy outcomes, measured as fetal 
deaths, low blrthweIght, preterm birth and small for gestatIOnal age 

Counsellmg to support women and to help them make mformed decIsIons based on theIr IndiVIdual 
circumstances IS essential Studies m dIfferent geographical regIons on current breast-feedmg practices 
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and preferences are needed In addItIOn to InformatIOn on the Impact on HlV transmIssIon of possIble 
optIOns for women such as shorter duratIOn of breastfeedmg, mIxed feed 109, and breast mIlk substitutes 

WIth respect to tImely access to voluntary counsell 109 and testmg for pregnant women, the advantages 
and dIsadvantages of same day results need to be explored further WhIle rapId tests are now logIstIcally 
and techntcally feasIble, whether thIs approach IS appropnate for pregnant women wIll reqUIre further 
debate Women often may want and need to consult wIth spouses, famIly members and fnends about 
whether to have an HIV test - and 10 some circumstances consent for such a procedure must be 
communal as opposed to mdlvldual 

Tuesday, June 30 

A SesslOn-HIV transmission Infant Feedmg 

ThIs sessIOn focused on the mfant feedIng Issue but proVIded very httle In the way of new InformatIOn or 
new perspecttves to those already well-acquamted wIth the field It dId serve to emphasize the contInuIng 
dlfficulttes 10 counsehng mothers on Infant feedmg LInda FranCIS, an AIDS activist and educator from 
ZImbabwe, dehvered an ImpassIOned plea for chOice to be proVIded to HIV -POSitIve mothers She argued 
that safe alternattves to breastfeedIng must be offered and that where formula was too expensive, antmal 
mIlks and paps should be Introduced, together with adequate education to make these alternattves safe 
An officIal summary of this sessIOn follows 

Official Summary (from AIDS98 web sIte) 

Although vertical transmISSIOn through breast mIlk was Identtfied 10 1985, there have been many 
complex Issues surroundmg the recommendatIOn of artificial feedIng 

For HIV-posltlve mothers, mformatton on artIficial breast-feed 109 IS essential smce It can prevent the 
chIld's mfectlOn Each woman should have a POSSlblhty of mformed chOice For artIficial feedmg to be 
effectIve mothers need clean water, the knowledge on the how to stenhse utensils and prepare the 
formula The WIdespread use of artIficIal feedmg by HIV -negatIve mothers and women unaware ofthelr 
status can mcrease malnutntlOn and mortahty Infant mortahty IS 16 tImes more hkely with artIficial 
feedIng than If a chIld IS breast-fed 

The artificial feedmg bus mess should consider EmphasIs on replacement feedIng as a medic mal 
practice, Procurmg the formula centrally to control It'S dlstnbutlOn, Arrange for genenc packagIng so 
as not to promote the product 

For successful artificIal feedmg there IS a need for educatIOn on alternatives such as cow and goats mIlk, 
expressmg breast mIlk and bOlhng It and, If aVailable, the use of an HIV -negatIve wet nurse Makmg the 
change from the emotIOnal rewardmg act of breast feedmg to artIficIal feedmg often IS an enormous 
burden for the mother to carry ComprehenSive educatIOn, emotional support and access to different 
optIons are needed 

B Poster HighlIghts (hsted by abstract number and first author) 
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23266 Leroy A pooled analYSIS of transmission rIsk m four breastfed cohorts (from Rawanda (2) Cote 
d'IvOIre and Kenya) suggests a rIsk after 25 months of3 2 percent m 100 child years of follow-up 
Meanmg among 100 children followed for a year 3 2 percent are expected to become mfected through 
breastfeedmg 

23270 MIOtI 96 percent rIsk of transmiSSIOn m the first 18 months The report IS confusmg because It 
says that the rIsk remamed constant over the perIod but elsewhere the monthly rIsk IS lower as the chIld 
gets older 

23284 Whittle MeT In the Gambia IS higher III the wet season The authors suggest a possible role of 
malarIa but SInce there are many other seasonal varIatIOns thIS IS but one of many possible explanatIOns 

23285 Tess Effect of obstetrIc factors III Brazil MCT IS assocIated WIth duratIOn of rupture of 
membranes and maternal stage of dIsease but not WIth vagmal bleedmg, fetal presentatIOn, epISIOtomy, 
or genItal warts 

232~2 Burge In an observatIOnat study-of effecls of different patterns of adherence, ante-partum 
treatment seems more effective than mtra-partum 

23295 In BrazIl It IS government pohcy to dIstrIbute free supplIes 

23309 India ACTG-076 regImen IS bemg used m Bombay, but due to the cost, which famIlIes must 
cover, thIS only serves an ehte The replacement feedmg optIOn recommended IS unmodIfied cow's milk' 

23310 Cartoux A study of the correlates and reasons given for test refusal m chmcal trIals of antenatal 
VCT and mterventlons The greatest constramt faced m offerIng VCT was the shortage oftramed 
counselors 

23319 Nduatl Cracked nIpples among HIV-positive breastfeedmg mothers IS assOCiated With vagmal 
candIda mfectlon (RR=2 0) and poor vitamm A status (RR=3 2) Although confoundmg IS not ruled out, 
authors suggest that Vitamm A supplements may prevent cracked nIpples 

23323 Izazola-Llcea Results of an "consensus workshop" on HIV and mfant feedmg m the LAC regIOn 
breastfeedmg should be dIscouraged among HIV-posItlve mothers and breastmIlk substitutes proVIded 

23325 Nyazema (ZImbabwe) There was no VarIatIOn m antibody content of breast mIlk durmg the 
course of a feed 

Wednesday July 1 

A SessIOn-Mother-to-CbIld transmiSSion 

Valerzane Leroy Ora] presentatIOn of yesterday's poster (see # 23266 above) 

MlOttl Oral presentatIon of yesterday's poster (see # 23270 above) 
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K Beckerman RISk of transmISSIon can be reduced vIrtually to zero wIth double and triple cOmbinatIon 
therapy wIth antIretrovIrals, protease inhIbItors, and other drugs ThIs therapy IS now standard "best 
practIce' In the west and has largely replaced ZDV monotherapy where these drugs are affordable and 
where It IS possIble to momtor vIral load 

R Steketee In prehmlnary analysIs of an ongoing study m Kenya, observed a hIgher rate of transmISSIOn 
(+ve PCR before 2 months) among mfants of mothers wIth malarial parasItemIa (345 percent) than 
among those wIthout (28 4 percent) but thIS dIfference IS not yet statIstIcally slgmficant 

B Ad hoc Meetmg 
Ruth Nduatl, Grace John, and Dorothy Mbon-Ngacha (NARESA), DaVId AlnwIck, and Enc Masse 
(UNICEF), Enc Van Pragg (WHO), Isabelle de Vmcenzl (UNAIDS), Sam Kahbala (HORIZONS), 
Ganapatl Bhat (UTH, Lusaka) held an ad hoc meeting The purpose of thIS meetmg was to update all 
partIes about the NARESA mItIatlve to Introduce VCT In antenatal settmgs m Afnca and to coord mate 
this activity with thesImtlar pIlot projects bemg launched In II countnes as announced at this 
conference by UNAIDS It was agreed that 1) coordmatIOn of these mltIatIves was essentIal, 2) efforts 
should not overlap or be duphcated, especIally where they occur In the same country (e g, ZambIa) 
(UNICEF-ZambIa IS aware of both efforts m that country so can serve to aVOId duplIcatIOn), 3) WHO 
draft trammg gUIdes can be made avaIlable for local adaptatIOn when needed, 4) Sam Kahbala 
(HORIZONS, NaIrobI) can act as a focal pomt for electromc networkIng and mformatIOn sharing m the 
short term, 5) NARESA could act m thIS capacIty but would need more resources (another half-tIme 
assIstant posItIOn), 6) the UN could help wIth the Kenya arm of the OR effort but would reqUIre the 
wllhngness of the Kenya UNICEF office 

In further conversatIOns WIth Ganapatl Bhat, he expressed Interest In asslstmg WIth the ZambIa study He 
has been conductmg a SImIlar pIlot study for the last two years m three antenatal clImcs In Lusaka (see 
abstract # 33282 m appendIx) and has developed tramIng materials and a VCT protocol that should be 
adapted for further OR or used as a baSIS for scalIng up He suggested that the next Improvement needed 
IS greater Involvement of the spouse and would hke to see thIS added to the protocol 

C USAID SatellIte Meetmg 

The purpose of thIS meetmg was to update mISSIOn staff on global bureau pnorltles and actIvItIes and to 
sohclt feedback from the mISSIons on what theIr needs were for techmcal and other assIstance on HIV 
Issues In addItIOn to representatIves from about ten mISSIOns, many CAs workmg m the area had been 
invIted to attend I was asked to make a short (five mInute) presentatIon on the mfant feedmg dIlemma 
After presenting the model and ItS polIcy ImplIcatIOns (hIgher mortalIty IfHIV-posIttve do not 
breastfeed, stIll hIgher If some HIV-negatlve do not), I made the case for shortened duratIon as an 
alternative to all or nothmg, and closed by saying that thIS was hypothetIcal m most situatIOns because 
mother do not know theIr status, Implymg that the greatest programmatIC need IS for VeT 
The Uganda mISSion (represented by ElIzabeth Marum) was the only one to make specific mentIOn of 
mfant feedmg as a pnorlty Issue She also spoke of the aVailabilIty of 70,000 patIent records as a 
potential resource for research 
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Annex A Selected Abstracts 

[30/33163] Randomized placebo-controlled trial of short-course oral ZDV to reduce permatal HIV 
transmission, Thailand 

Nathan Shafferl2 C Bhadrakom3 W SlrIwasm4 R Chuachoowongl P Mockl N L Young2 S Chearskul3 T 
Chotpltayasunondh5 J Karon6 R J Simonds6 T D Mastro2 1 HIVIAIDS CollaboratIOn PO Box 139 Nonthaburr 

11000 2CDC & HIV/AIDS CollaboratIOn Nonthaburr 3Mahldol Umverslty Bangkok 4Rajavahl Hospital 
Bangkok 5Chrldren's Hospital Bangkok Tharland 6CDC Atlanta G A USA 

Background Many developmg countrIes WIth hIgh burdens of pennatal HIV mfectIOn have not Implemented the 
ACTG 076 regImen because of logIstIcal and cost barners If proven safe and effectIve, a short-course oral 
zldovudme (ZDV) regImen admmlstered to HIV-mfected women late m pregnancy could become a WIdely 

Implemented mlmmum alternatIve regImen for reducmg pennatal HIV transmISSIon Methods A randomIzed, 
double-blmd placebo-controlled trIal IS bemg conducted m Bangkok at ThaIland's two largest maternIty hospItals 

The study regImen IS oral ZDV 300 mg taken twIce daIly by HIV+ women begmnmg at 36 weeks gestatIOn and 
every 3 hours durmg labor No ZDV IS gIven to the newborn Mothers do not breast-feed, consIstent WIth natIOnal 
gUldelmes The target sample sIze IS 392 women (196 m each arm), and has the power (a = 05, (3 = 2) to detect a 
50% decrease m transmISSIOn from a presumed background rate of24% Infants are tested by DNA PCR at bIrth, 2 
and 6 months Efficacy IS based on estImated transmIssIon rates at 6 months by Kaplan-MeIer analYSIS of tIme to a 

posItIve PCR test The study IS momtored by an mdependent DSMB Results Full study enrollment was 
completed from May 1996 through December 1997 Through 1997, there were 382 bIrths (2 sets oftwms) 313 

chIldren have been followed through 2 months and 222 chIldren through 6 months The medIan age of women at 
enrollment IS 24 yrs (range 17-39) and the medIan CD4+ cell count IS 412 celiS/ilL (range 6-1317) The medIan 

number of days on study drug before labor IS 24 (range 3-58) and the medIan number of labor doses IS 3 Weekly 
revIews of study drug, pIli counts and qualItatIVe mtervIeWS mdlcate a very hIgh level of adherence (>95%) and 
tolerance No woman has had to stop study drug Thus far, more than 95% of expected study VISItS have been 

completed and <5% of chIldren have been lost to follow-up ConclUSIOns Full study enrollment was completed m 
1997 The study regImen, IncludIng the oral labor doses, has been well tolerated and adherence and follow-up have 
been >95%, suggestIng that thIS short-course regImen would be feaSIble to Implement In ThaIland, and perhaps m 
other developIng countrIes There were two Intenm efficacy revIews by the DSMB We expect to announce nearly 

final results by March 1998 

[31123280] Study drug adherence and tolerance wlthm a randomized climcal trial to evaluate a 
short-course regimen ofzldovudme to reduce mother-to-chiid transmiSSIOn of HI V-I m AbidJan, 

Cote d'IvOire 
Ehounou Rene A Ekplml T S Sibarlly2 E Bom-Ouattara2 A Kamelan-Tano2 1M Coultbaly3 C Maurrce2 M 

KouassI2 T H Roels4 A E Greenberg4 S Z Wlktor4 101 BP 1712 Abuyan 01 2Projet Retro-CI Ablc(jan 
3Natronal AIDSISTDITB Control Program Abuyan Cote d'IvOire 4Centersfor Disease Control and PreventIOn 

Atlanta USA 

ObjectIve To evaluate adherence and tolerance to a self-admInIstered prenatal and Intrapartum drug regImen by 
HIV -I-pOSItIve women enrolled m a randomIzed clImcal trIal to evaluate a short-course zldovudme (ZDV) regImen 

to reduce mother-to-chlld transmISSIOn of HI V-I m AbIdJan, Cote d'lvOlre Methods Smce Apn11996, all 
consentmg elIgIble HIV -I-POSItIve pregnant women attendmg a publIc antenatal clImc In AbIdjan are enrolled at 36 

weeks gestatIOn and are randomIzed to receIve eIther ZDV (300 mg tablets) or placebo Women are mstructed to 
take I tablet of study drug twIce dally untIl the onset of labor, I tablet loadmg dose at the onset of labor, and then I 

tablet every three hours untIl delIvery Study drug adherence (number of tablets taken/expected number) IS assessed 
by questIOnnaIre and pIll counts at bIweekly prenatal VISItS and at delIvery whIle tolerance to study drug IS assessed 

by questIOnnaIre phYSIcal exammatlOn and laboratory evaluatIOn Results To date 272 HIV-I seroposItIve 
women have been enrolled (mean age 26 years range 15-42) Among the 259 women who have delIvered the 

medIan duratIon of prenatal drug regImen was 26 days (range 1-80 days) The overall medIan study drug adherence 
durmg the prenatal penod was 93% (range 29%-100%) The medIan duratIon oflabor was 10 hours (range 1-44 

hours) 11 6% of women delIvered at home and 41% of women dehverIng m the chmc spent <1 hour In the delIvery 
room 822% (633% for home and 876% for clImc dehvenes) of women took the loadmg dose at onset oflabor 
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MedIan mtrapartum study drug adherence was 37% (10% for home and 43% for chmc dehverles) while 174% of 
the women took no study drug durmg labor and only 5 4% took all ofthe expected mtrapartum dose Tolerance to 
the drug regimen has been excellent With no permanent and only three temporary study drug mterruptlOns due to 

chmcal or laboratory adverse events ConclusIOn Adherence to self-admmlstered oral study drug bv HIV -1-
mfected pregnant women IS excellent durmg the prenatal period, IS good for the oral loadmg dose at the onset of 
labor, but relatively poor for the remamder of the mtraparturn period while tolerance IS excellent If this ZDV 

regimen proves effectIve, It Will be critical to gam a better understandmg to the barners to mtrapartum adherence 

[35/42201] Placebo control trials of short-course antrRetrovlral regimens to reduce mother-to-chdd 
HIV transmiSSIOn are essential to establish standard of care ID Afraca 

JamesG KahnI E Marcelle2 Ilnst for Healthfor Stud UCSF Box 0936 San FranCISCo CA 21nst for Health 
Polrcy Studies USCF San FranCISco CA USA 

Objectives TrIals m Africa offeaslble short-course antlRetrovlral (ARV) drugs to prevent mother-to-chlld HIV 
transmiSSion have been CrItICized for usmg placebo-control deSigns mstead of eqUIvalence comparIsons to 

AZT/ACTG 076 We compared the value of these 2 deSigns for determmmg local standard of care 
DeslgnlMethods We review how statistical deSign and ImplementatIOn Issues affect trIal validIty, 

generahzablhty and rapidIty m African settmgs We estImate potential HIV mfectIOns prevented with faster trIals 
Results Valrdlty An eqUIvalence deSign reqUires a companson With known efficacy However the efficacy of 076 

cannot be confidently extrapolated to AfrIca due to differences 10 risk for HIV transmiSSion that might affect 
efficacy, mcludmg Immune status, HIV disease state, and breastfeedmg practices Natural history studies cannot 

serve as hlstoncal untreated controls due to the WIde varIability of observed transmiSSion rates (25%-48%) If 076 
were found to be better than short-course ARV, It would be unclear If the alternatIVe were better than nothmg A 

placebo trIal provides direct mformatlon on efficacy Generalt=abllrty An eqUivalence deSign has limited 
general,zab·hty because the long 076 regimen reqUIres women to~ol1long before they usually seek prenatal care 

These women may have atypical health practices, so that results may not apply well to the general population of 
pregnant women Placebo trIals enroll at the time when women usually seek prenatal care Rapidity of completIOn 

An 076 eqUivalence trIal IS more tlme-consummg than a placebo tnal needmg to recruit women by 30 weeks 
gestatIOn (when 15-20% of women seek prenatal care) rather than by 34 weeks (when about 75% seek care) and 
With a 50% larger sample size Study completIOn could take months to more than a year longer A fast trIal may 

save lives by speedmg ImplementatIOn of a pennatal ARV program AfrIca has 200,000 mother-to-chlld HIV 
transmissions per year Once Implemented, a program reachmg 50% of care Sites, With 75% of women appearIng by 

34 weeks gestatIOn, and 50% ARV efficacy would prevent 37,500 mother-to-chlld HIV transmiSSIOns per year 
ConclUSIOn We believe that usmg placebo controls IS essential to reliably estabhsh an approprIate local standard of 
care A placebo control trIal of ARV IS far more hkely than an eqUivalence trIal to produce results that are valid and 

generalizable for the AfrIcan countries where these trIals are bemg conducted It also reqUires less time and 
therefore supports earher Implementation of ARV programs whIch may prevent nearly 40,000 mother-to-child HIV 

transmissions per year 

[11169] AnalYSIS of Full-Length HIV-l RNA genomic sequences ID the gemtal tract of women 
Sean Phtlpott1 G FangI C Chappey2 K Anastos3 C Tsoukos" H BurgerI B WelserI I Wadsworth Center NYS 

Dept of Health 120 New Scotland Ave Albany NY 12208 2Genbank NIH Bethesda 3Montefiore Medical Center 
Bronx USA 4McGIll Umverslty Montreal Canada 

Background To understand VIral pathogeneSIs vaccme deSign and heterosexual and mother-to-chlld transmiSSion 
we studied HIV-I m the genItal tract of women Because HIV-I RNA represents rephcatmg ViruS we developed a 

technIque based on reverse transcrIptIOn and long PCR to clone full-length HIV -I RNA genomes from mfected 
mdlvlduals Methods We used thiS technIque to detennme complete HIV-I RNA sequences from ViruS m the 

genItal tract specIfically the cervlcovagmallavage (CVL) and compare them to contemporaneous plasma 
sequences from the same mdlvldual We performed these studies on two women who showed clear eVidence of 
havmg reservOirs of VIral replicatIOn m the gemtal tract Results In each case, the level of HIV -1 RNA m CVL 
exceeded that m the plasma PatIent I's vIral load m plasma was 180 000 coples/ml while her viral load m a CVL 
sample was 2 500,000 coples/ml PatIent 2's vIral load was 90,000 coples/ml and 200 000 coples/ml m her plasma 
and CVL, respectIvely Both women were mfected heterosexually and PatIent 1 subsequently transmitted HIV -1 to 
a male partner Prelim mary computatIOnal analYSIS of multIple HIV-I RNA sequences Isolated from these subjects 



show that the CVL and plasma sequences are related yet slgmficantly dlstmct HIV -I RNA sequences Isolated 
from the CVL were also considerably more heterogeneous than contemporaneous plasma sequences These 

sequence data confirm that the gemtal tract represents a dlstmct reservOir of mfectlon and that companson of HIV-I 
sequences In blood and CVL IS therefore necessary to understand HIV-I pathogenesIs In women 

[12154J Viral load studies m untreated mfants from Africa 
Robert J Biggar] M Janes2 E T Taha3 F Yellm4 R Broadhead5 N Kumwenda5 S Casso!2 I Viral EpidemIOlogy 
Branch NCI EPNI434 6!30 Executlve BLVD Rockville MD 20852 3Johns Hopkms Umverslty Baltimore MD 

4Computer SCiences CorporatIOn Rockville MD USA 2Umverslty O/Ottawa Canada 5Umverslty 0/ MalawI 
Blantyre MalawI 

Objective To relate the viral load m untreated mfants to the age at HIV -1 mfectlOn and to whether the mode of 
mfectlon was permatal (by cord blood (CB) status) or postnatal (breast milk) Methods Infants were enrolled at 

birth m Blantyre, MalaWI m 1994 Infected mfants were grouped by the time and probable route of mfectlOn 
Infection (clade C) was assumed to be at birth for mfants whose first postnatal sample was + If It was wlthm 6 

month of birth These subjects were then stratified by CB+, CB- or CB? status Infants With a negative test at > = I 
month but later + were conSIdered mfected by breast feedmg, none had transfuSIOns durmg the conversIOn wmdow 
The onset of mfectlon for converters was the mldpomt between the last negatIve and first + result Samplmg dates 
denved from thiS date and were then grouped for analYSIS Levels (lOx per ml) were measured from dned blood 
spots by a modified NASBA assay StatistIcally, the exponents were averaged (+ SD) and compared by aT-test, 

and then re-translated Results Viral loads were 100,000 (105 0 + 0 57) m 17 CB+ samples In comparison, 
among 52 mfants With CB- samples, the loads on the first + sample (av age 9 5 wks) was 251,000 (1054 + 0 61) (p 

=) Among 15 mfants mfected by breast feedmg m the first 6 months, the first + sample (average time from est 
mfectlOn date 15 wks) was 158,000 (lOS 2 + 0 9), whereas m 9 mfants mfected later (average time from est 

mfectlOn date 65 wks), the average VIral load was 79,000 (104 9 + 0 7) Viral loads appeared to nse to a plateau at 
4-15 weeks after the estimated mfectlOn onset, even m mfants who were CB+ ConclUSions ThiS works 

demonstrates clade C VIral loads can be obtamed from dned blood spots CB+ mfants showed a dlstmct nse from 
the CB to the first POSitive later sample, suggestmg that mfectlOn IS very recent Smce breast feedmg exposure IS 

contmuous, It IS dIfficult to establIsh exactly when breast feedmg mfectlOns occurred However mfants mfected by 
breast feedmg had a Similar Viral load profile to those mfected pennatally, mcludmg those who were CB+ and could 

not have been mfected by breast mIlk 

[12155J ReductIOn ofmaternal-mfant transmission of Human Immunodeficiency Virus tIpe 1 With 
Zidovudme (ZDV) treatment 

Nilo Alfonso Galvaao l Carmen Lucta Szlva2 P S V Naud2 E B M Chaves2 SA Zachta2 M Larangelra2 F 
Dubma2 F M L Hartman2 IRua Conego Vtana RIO Branco Porto Alegre RS 2Hospual De Clmlcas de Porto 

Alegre Porto Alegre RS Braztl 

ObjectIves To compare the HIV vertical transmission rate between 2 groups of HIV+ women DeSign 
ProspectIve, controlled study Methods We offered zidovudme (ZDV) dunng pregnancy to all HIV+ women 

attendmg our service after september 1994, Irrespective of their chmcal status and CD4 count The regimen 
followed IS that descnbed m ACTG 076 except all HIV+ women are ehglble and some women dlscontmumg ZDV 

mtrapartum or postpartum to the newborn All babies are formula feed Unmfected status was defined as at least one 
negative HIV-l DNA pohmerase cham reactIOn (PCR) beyond the neonatal penod and 2 HIV-antlbody negative 

ELISA performed at 6-18 months of age Infected status was defined as one positive HIV-l DNA PCR and 2 HIV
antibody POSitive ELISA performed after 18 months of age and confirmed by Immunofluorescence assay Results 
Out of III seropOSItive women, 58 agreed to the therapy and 53 dId not 8/58 (13 7%) mfants whose mothers had 

received ZDV were found mfected versus 18/53 (33 9%) whose mothers had not received (p = 0 022) This 
corresponds to a 59 6% relative reduction m the nsk of HIV transmISSion ConclUSIOn The use of ZDV 10 

pregnant women and newborn IS well tolerated and reduces the maternal-mfant transmISSIOn of HIV eventhough the 
complet protocol has not been used ThiS IS very Important for poor countries where all protocol IS very expensive 

to be apphcated 

[12156] The potential role of mtrapartum and neonatal Zidovudme treatment m reduction of 
permatal HIV -1 transmiSSion 
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Pllmolrat Thmthumyanon1 U Thlsvakorn2 S Llmpongsanulak2 S Punnahltananda2 K Ruxrungtham2 S Ubolyam2 

P Vlrutamasen2 1 Dept of Pediatrics Faculty of Medlcme 2Chulalongkorn Umverslty Bangkok Thailand 

Objective To evaluate the efficacy of ZDV admmlstered durmg labor and to the mfants m the first 6 weeks of lIfe 
m reductIOn of pennatal HIV -1 transmISSIOn Design ThIs IS a pIlot non-randomIzed open label clInIcal tnal 
Method A total of thIrty five HIV -1 mfected pregnant women wIth no prIor antlRetrovlral treatment who had 

either late or no prenatal care were given ZDV 300 mg orally every 3 hours durmg mtrapartum period untIl 
delIvery Maternal blood were tested for CD4 cell count and plasma HIV -I RNA (Chlron(r) assay and/or 
Amphcor(r) assay) before treatment Zldovudme 2 mg/kg orally every 6 hours were given to the mfants 

ImmedIately after bIrth for 6 weeks Breast feedmg was not allowed HIV -1 DNA detected by the use of nested 
PCR was measured m mfant's blood at age 1 day, 1,3 and 6 months old Infants WIth posItIve PCR test performed 
at least twIce were classIfied as HIV mfected Result Twenty-five mfants were analysed at 3 months old Short 

term tOXIC effect of ZDV WIth anemIa and dIarrhea were observed m one mfant whose treatment had to be 
dlscontmued at age 7 days old HIV-I DNA was detected m 2 mfants The HIV-l transmISSIOn rate IS 

approxImately 8% (95% CI, -2 to 18%) ConclusIOn ThIs prelImmary study suggests that mtrapartum oral ZDV 
treatment m asymptomatIc HIV -1 mfected mothers together WIth ZDV treatment m theIr offspnngs for 6 weeks, 

may reduce the rate of pennatal transmIssIon to approxImately 8 percent Further controlled trIals m larger groups 
of pregnant women are needed 

(12157] Use of Zidovudme to reduce the risk of permatal transmission ofHIV mfectaon m the 
Washmgton Metropohtan Area 

Tamara A Rakusan1 V Temple2 L Hart3 B Loechelt1 S Rana3 M Young4 J Bertol1l5 IGeorge Washington 
University School of MediCine Children's Hospital III Michigan Av NW Washington DC 20010 2Chlidren's 

NatIOnal Medical Center Washington DC 3Howard University Hospital Washington DC 4Dlstrrct of Columbia 
General Hospital Washington DC 5Centersfor Disease Control Atlanta GA USA 

Background Use of zldovudme (ZDV) for preventIon of pennatal transmISSIOn of HI V was recommended m 1994 
by the US PublIc Health ServIce Our study exammed ImplementatIon of the recommendatIOns and theIr 
effectIveness m the Washmgton, DC area Methods Chart revIew of HI V-exposed mfants born between 

December 1994 and December 1996 enrolled m the Pedlatnc Spectrum of HIV DIsease ProJect, who presented for 
follow-up prIor to 1 year of age at the Washmgton, DC sIte HIV DNA PCR and/or cultures were used to determme 

the chIld's HIV status Results 248 mfants were enrolled 24 of these were mfected WIth HIV Of 126 chIldren 
born between December 1994 and December 1995 (the 1995 birth cohort) 42 (33%) receIved the full regImen 

(ZDV antenatally, mtrapartum and after bIrth), 63 (51 %) of 122 chIldren born m 1996 receIved the full regimen In 
the 1995 bIrth cohort, 15/126 chIldren receIved only neonatal ZDV and 22 (17%) receIved no treatment In 1996 7 

chIldren (5%) receIved only neonatal ZDV and 7 (5%) receIved none The remammg chIldren receIved partIal or 
unknown treatment Overall, when 1995 and 1996 bIrth cohorts data were combmed, of 105 chIldren on full 

treatment only 3 (28%) were mfected compared WIth 7 (9%) of76 on partIal treatment and 9 (31%) of29 chIldren 
who were not treated at all ConclUSIOns ZDV admlmstered m pregnancy, durmg debvery and neonatally prevents 

mother to-mfant transmiSSIOn of HIV Only half of the mfants born m our area m 1996 receIVed the full regimen 
whIch appears to be the most protectIve 

[12175] Soroconvertlon an mfants of positive mothers to HIV Total breastfeedmg Impact 
Marra Teresa Nishimoto} ASP Glbbons2 AM Segall-Correa3 K M Teruya4 R L Hayden} IRVA Oswaldo Cruz 
197 Santos Sa&acaron 0 Paulo 11045-904 2NIC STDIAlds MUniCipal Program Santos SP 3Unlcamp Faculdade 

Cienclas Medlcas Camplnas SP 4LactatIOn Center FCMS-Fundacao Luslada Santos SP Brazil 

Objectives To estimate breastfeddmg nsk m the mother to mfant transmiSSIon m a cohort of chIldren born m 
Santos SP Brazil to analyse breastfeddmg length effect m soroconvertlOn to estImate survIVal of total breastfed 

versus non breastfed chIldren Methods A histone cohort With HIV posJtJves mother's mfants was assIsted at NIC 
- Santos SP BraZIl (Nucleo Integrado da Cnanca) from January 1993 to December 1997 The chIldren were 

stratified m two groups Breastfed and Non breastfed The HIV mfectIOn was determmed by the antIbody test after 
18 months of age or by AIDS chmcal dIagnOSIs at any age Results The results of antibody test m the two groups 

were 

4-



+----------- -- -+--------------+--------------+ HIV+ 1 HIV - 1 

+---------- -----+--------------+--------------+ 
ITotal Breastfed 145/64 (70 3%) 119/64 (29 6%) 1 

+----------------+--------------+--------------+ 
/ Non breastfed 135/72 (48 6-) 137/72 (51 3%) 1 

+----------------+--------------+--------------+ 
/X2 = 6 6 P value = 0 01 1 
+----------------------------------------------+ 

25% of women had knowledge of theIr HIV poslt!ve status and deCided to breastfed their children despite of the 
strongly health professIOnal warnmg to the rIsk of their choice The total breastfeddmg average was 30 days at 

seroposItive group and 0 days at the seronegative group ConclUSIOns Breastfeddmg IS meanmgful factor to HIV 
mother to mfant transmiSSion The Kaplan - Meier analYSIS suggests greater survival of the total breastfed mfants 
group, however the dIfference has not showed to be statistically meanmgful Would breast milk have a protector 

effect over HIV mfected chIldren? 

[12179J Pediatric AIDS m a BrazIlian Population 12 years of follow-up 
Helolsa Helena Marques l Marcelo G Val/adal H K Satol M Z Aqumol M C A Morelral AS Grumachl P T 
Sakanel I Rua Dr VlrgzllO De Carvalho Pmto 306 Apt 34 lInstltuto Da Cnanca-HCFMUSP Sao Paulo SP 

Brazil 

Background SInce 1985 we have been folloWIng an IncreasIng number of children, 294 affected by AIDS and 137 
HIV-exposed mfants, 43 of the latter have already beemg discharged as sero-reverted ThiS study descnbes clInical 

data and the evolutIOn of pediatriC AIDS In a BrazIlian populatIOn Methods The charts of every children With 
AIDS admitted to the "Instltuto da Cnanca" durIng the last 12 years were reVIewed Results The male gender 

represented 154 (52%) and the female 140 (48%) of the 294 cases, 241 (82%) patients were Infected pennatally 39 
(13%) were mfected by blood products and m 14 (5%) of the cases the source of HI V mfectlon could not be 

determIned Among perInatally Infected chIldren, only 8 remaIn asymptomatIC (range 25 to 126 months) In the 
symptomatic group, the median age at the first symptom was 11 5 months (range I to 82 months) The age 
dIstributIOn at diagnOSIS was 273% < I yr, 49 6%1 yr-4 yr, 187%4 yr-8 yr and 4 4% > 8 yr The clinIcal 

mamfestatlons at the tIme of diagnOSIS were failure to thnve (40%), hepatomegaly (39%), recurrent pneumOnIa 
(33%) adenomegaly (31 %), dIarrhea (26%), splenomegaly (25%), IntermIttent fever (23%), parotIdItIS (8%) and 

thrombocytopenIa (5%) The most commonly seen compitcatlOns were In the RespIratory Tract, followed by 
GastroIntestInal dIsorders, severe malnutrition and fungal InfectIOns DurIng thIS penod 100 (34%) of the children 
died and only 18 (6%) abandonned the follow-up, whrIe 12 (4%) patients were transferred The other 164 cases are 

stili beIng tollowed together With 94 exposed chrIdren whose dIagnOSIs IS stili mdetermmed The management IS 
supported by antlRetroviral therapy, IVIG, and PPC prophylaXIS when reqUired ConclUSions ThiS group 

represents 14% of the PediatriC AIDS m the State of Sao Paulo and these results may be comparable to the BraZIlIan 
total data Sao Paulo IS the state m Brazil With the higher number of HIY mfected people (60% of the total), 

mcludmg HIV mfected children 

[12209J Tolerance and acceptabIlity of vag mal cleansmg With BenzalkoDium ChlorIde m HIV
mfected African pregnant women 1996-1998 - ANRS 049b chDical trIal 

Philippe Msellatl l N Nedal F Dabls3 C Welffens-Ekra4 P Van De Perrel V Leroyl L Mandelbrot5 IOrston 04 
BP 293 Abidjan 04 4Chu Yopougon Abdljan, Cote D'!volre lCentre Mura= Bobo DlOulasso Burkma Faso 

3!nserm 330 Bordeaux :JClmlque Port Royal-Hopltal Cochm Pans France 

Different mterventIOns are tested m Africa to reduce mother-to-chtld transmiSSIOn ofHlV Vagmal cleansmg IS one 
of these With the advantage of low cost and high feaSibIlIty From a publIc health pomt of View, another mterest IS 

that HIV status of the pregnant women IS not reqUIred before the mterventlOn ObjectIves I) to study the tolerance 
of vagmal cleansmg by BenzalkOnIum ChlOrIde (BC) supposltones m HIV -Infected pregnant women and of a bath 

With BC of the newborn 2) to assess the acceptabilIty of this mterventIOn m urban populatIOns m West Africa 
Methods After voluntary HIV testmg and counsellIng to pregnant women m prenatal care UnIts of AbIdjan (Cote 
d'IvoIre) and Bobo-Dloulasso (Burkma Faso), HIV-mfected pregnant women, who gave their mformed consent, 

were recrUIted m a blcentrlc randomIzed phase II trial BC versus placebo They seif-admmistered daIly a 
SUPPOSitory ofBC (1% concentratIOn) from 36 weeks of pregnancy untIl labor, and the last one mtra partum (IP) 
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The baby was washed with a BC solutIOn wlthm 300 after birth Placebo was gIVen simIlarly Women were 
followed weekly With a speculum exammatlOn and wet mount and culture of cervlco-vagmal secretIOns through I 

week post partum Neonates were exammed for IrntatlOns of the skm, mucosae and eyes Data will be unblmded m 
February 1998 Results 112 HIV-mfected pregnant women were enrolled m the tnal from november 1996 to apnl 

1997 They took the pre partum treatment for a mean duratIOn of 20 days The IP treatment was done m 71 % of 
them and 87% of the babies were bathed With BC The overall comphance was 91 % There were no major chnIcal 
event durmg the follow-up penod extendmg up to 45 days post partum In women, genital ulcers occurred m 1 % 

and mmor complamts m 17% 12% of newborns presented With conJonctlvltls and 2% With mfectlous dermatitis In 
two children, there was a cutaneous exfohatlOn ConclUSIOns Vagmal cleansmg With BC IS a feasible mterventlOn 

m Afnca It seems to be acceptable by the women BC seems to have an acceptable tolerance m women and 
children (to be confirmed after unbhndmg) These data will help to determme whether BC can be considered for 

efficacy trIals m the preventIOn of vertical transmiSSIOn of HI V 

[12233] Lack of chmcal or Immunologic dIsease progressIOn WIth transient use of Zidovudme 
(ZDV) to reduce permatal HIV-1 transmISSIon m PACTG 076 

Arlene D Bardegue=l L M Mofenson2 C SPln03 D £ Shaplr03 MG Fowler4 R Sperling) R Bover6 lNewJersey 
Medical Schooli85 South Orange Avenue £-506 NWK NJ 2NICGD-NIH Rockville MD 3Harvard Umverslty 
Boston MA -INlAID-NIH Bethesda MD 5MOunt SlnQl MedIcal School New York Clly NY 6UCLA School of 

Medicine Los Angeles CA USA 

Objective Evaluate and compare postpartum chnIcal and Immunologic HIV disease progressIOn and survival 
among women who received ZDV or placebo (PL) m the pennatal trial PACTG 076 Methods After completion 
ofPACTG 076 study [6 months postpartum] women were enrolled m a three year follow up study, PACTG 288 

Study VISitS were scheduled 12 months postpartum, and yearly thereafter Each VISit mcluded HIV-related hiStOry, 
phySical exam lymphocyte subset analYSIS and stored plasma for future VirologiC assays The pnmary endpomt was 
time from dehvery to AIDS [defined as CDC Category C disease or CD4 count <200/mm3] or death Compansons 
were based on PACTG 076 randomizatIOn [ZDV vs PL] ThiS mtenm analYSIS descnbes 18 months offollow-up m 
thiS cohort Chi-square, t-test, product-hmlt estimators and logrank test were used m the analYSIS Results 226/513 

[44%] of the women who enrolled m PACTG 076 were enrolled to PACTG 288 112/226 [49%] were ongmally 
randomized to the ZDV arm No slglllficant differences were observed among women who had received ZDV or 

PL m age at enrollment, baselme CD4 count or length offollow-up m PACTG 288, mean follow-up was 2 4 years 
More women m the PL arm received antiRetrovlral therapy postpartum [38% ZDV vs 52% PL, P = 0 01] 48 [21%] 

women had disease progressIOn or death durmg the follow-up penod [27 m ZDV vs 21 m PL arm, p = 0 42] 8 
women progressed to CDC Category C [5 ZDV vs 3 PL arm], 41 had CD4 < 200 [24 ZDV vs 17 PL arm], and 2 
patients died [1 each group] There was no slglllficant difference m time to AIDS or death between the two arms 

ConclUSIOns TranSient use ofZDV durmg pregnancy to prevent pennatal transmiSSIOn m PACTG 076, which 
enrolled healthy women With CD4 > 200, was not associated With mcreased nsk of chlllcal or Immunologic disease 

progressIOn followmg dehvery "Women for who therapy IS optional (low HIV RNAlhlgh CD4) & who Wish to 
reduce fetal exposure to multiple drugs may conSider use of ZDV alone durmg pregnancy to reduce pennatal 

transmission" 

[12250] North ThaIland Permatal HIV PreventIOn Trial (NTPHPT) DeSIgn and study update 
Marc Lallemant1 2 G Jourdam2 P Wattanaporn3 R Handsudewechakul3 B Subhamltra (Thana pat Tananuparp)4 

V Vlthayasaz5 S Le Coeur6 15712 Faham Road SOl3 Muang Chiang MQI 50000 20rstomiHarvard School of 
Publzc Health ChlGng Mal 3Chlang Raz Hospital ChlGng Raz 4North ThQlland Permatal HIV PreventIOn Chwng 

MQI 5Chlang Mal Umverslty ChlGng Mal ThaIland 6lNED Paris France 

Objective Compare the efficacy of a umfonn three-month treatment for mothers and sIx-week treatment for mfants 
With treatments shortened to one month ill mothers and/or three days ill mfants for the preventIOn of pennatal HIV, 

assess the safety and tolerance of ZDV given to pregnant women and their mfants, study the 
phannacokmetlcs/dynamlcs of oral ZDV dunng pregnancy and labor, study factors associated WIth transmiSSIOn 
DeSign MultIcenter, phase II11II, double-bhnd randomized, controlled eqUivalence trial, 4 ann factonal deSign 

Methods Consentmg HIV-posltlve women are randomized at week 28 of pregnancy ZDV dosmg m women 
begms With 300 mg per os bid durmg pregnancy, followed by 300 mg per os q3hr from labor until dehvery ZDV 
dosmg m mfants IS 2 mglkg q6 hrs Infants are not breastfed and followed With their mother untIl 18 months old 
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They are considered mfected If2 samples are positive by dried blood spot PCR analysIs I 554 pregnant women 
will be enrolled m the northern and central regIOns of Thailand Results As of January 27 1998 156 women have 

been confirmed HIV-posltlve 121 (78%) agreed to participate Of the other 35 women 14 (40%) arrIved too late 
for enrollment and received open label ZDV from the study or alternative programs(Mmlstry ofPubhc Health or 
the Thm Red Cross) II did not present for pre-enrollment 7 chose to participate m alternative programs, and 3 
deCided to termmate their pregnancy Of the 97 women who started the study treatment 31 have dehvered II 

mfants are off study drug One woman was reported lost to follow-up durmg pregnancy In additIOn 24 women 
participated m the mltJal open label pharmacokmetlc evaluatIOn of oral ZDV dunng labor ConclUSIOns Study 
protocol comphance and coordmatlOn With other ZDV programs m Thailand appears to be excellent The study 

results will have a decISIve Impact on polIcy deCISions smce the ImplementatIOn of a shortened regimen If proven 
as efficaCIOUs as the ACTG 076 like regimen, would become a widely applicable option Not only would overall 

effectIveness and cost-effectIveness of ZDV prophylaxIS be Increased, feaSIbIlIty, safety and complIance would also 
be Improved, whIle the rIsk of ZDV resIstance would be decreased 

[12408J ModIfied ACTG- 076 protocol and Its Imtla} results m the largest ongomg permatal HIV 
study m IndIa 

Sachm M Changedla l IS Gilada2 R H Merchart3 I House PhYSICian I H 0 -Bombay MH 2Secretary General 
I H 0 -Bombay MH 3PedlatnctIOn Wadla Hasp Parel Bombay MH India 

Background With the HIV epidemiC m ItS thIrd phase affectmg a large number of women, India ndden WIth 
poverty (GNP 150$) IIhteracy, double standards and multiple scandals has some actIVists for the cause of trees, 

ammals and human nghts But strangely enough, a child m the womb IS not covered under any of these causes and 
contmues to be neglected We deCided to pursue 'Right to AIDS-Free Life' for the small creatures m the womb, 

before they breath m thIS morally and SOCially polluted world To prevent permatal transmISSIon cost effectively by 
approprIately modIfymg the ACTG-076 protocol m IndIan context, we mltIated thIS study Methods After 

sequential systematised HIV screenmg of the antenatal chmc attendees at a large Women's Hospital, seropOSitIve 
women were counselled on preventmg permatal transmISSIOn through modified ACTG-076 to SUIt the cost and 

convemence m the 'IHO-Wadla' model It has four wmgs Locally produced AZT to mother for 8 weeks 400 
mg/day, elective Ceasarean sectIOn for delIvermg the baby, no breast feedmg or modified breast-feedmg and AZT 
to the mfant for first 40 days Children are followed quarterly till 15 months and tested for HIV by ELISA at 9 and 
15 months, the latest they can be certified mfected or otherwise Sero-negatlve babies are discharged from the study 
at the earlIest revelatIOn Result Of the 81 babies born followmg our protocol, 26 have failed to follow-up 35 are 
below 9 months All the 20 babIes who have completed 9 months have come 'HIV negative' (Zero prevalence but 
small sample sIze) It IS a cost-effective study Pool ELISA test per woman Rs 15/- ($0 40) Cost of detectIon of 

one mfectlOn Rs 15001- ($401-) (prevalence m women IS 1%), Cost of preventIOn of one pennatal transmISSIOn Rs 
50001- (130$) VIS a VIS cost ofmanagmg one HIV mfected chIld With 'cocktail' Rs 100,0001- (2800$) ConclUSIOn 

AZT gIven to seroposItive mothers m proportIOnately smaller doses (due to low average weIght), for a shorter 
duratIOn of 4 to 6 weeks has been equally effiCient m preventmg pennatal transmiSSIon Such a cost-effective and 
user-fnendly model needs to be replIcated elsewhere UNAIDS gUIdelmes of 'no-breast feedmg' for nch countrIes 
and 'breast-feedmg' 10 poorer countrIes needs to be modified With 1Odlgenous solutIOn of modIfied breast-feedmg 

(heatmg breast milk) 

[133781 Mother-to-chiid transmiSSion SunrlVal analYSIS of 1066 cases from 1987-1994, Sao Paulo, 
Brazil 

LUI=a H Matlda l L K Marcoplto2 ISTDIAIDS Program R AntOniO Carlos 122-Sao Paulo CEP 01309-010 San 
Paulo 2Escola Paubsta De Medlcma BraZil 

Objective To determme changes m time untIl diagnOSIS (DDX), and rIsk factors for death, m AIDS-disease from 
mother-to-chlld transmissIOn, from 1987 to 1994, m children aged 0-12 years at the date of diagnosIs, 10 cases 
reported to the State of Sao Paulo epidemIOlogIcal surveillance system Method Cohort analytical study With 
secondary data Settmg The State of Sao Paulo, Brazil Entered the study I 066 children With AIDS-disease 

ascertamed to be from mother-to-chlld transmIssion, dIagnosed until December 31, 1994, and whose 10dlvldual 
reportmg forms reached the offiCial system by December 31, 1995 They were followed up to June 30, 1996, 116 
children were rIght-censored due to losses to follow-up StatIstIcal methods Kaplan-MeIer and Cox proportIOnal 
hazard analYSIS Were conSidered tIme m months (mo) elapsed from birth (DOB) to DDX, accordmg to year of 
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birth Eighteen-month survival time after DDX, accordmg to gender year ofDDX, and age at DDX Results The 
medIan time from DOB to DDX decreased from 31 6 mo for those born m 1987 and earlier, to 2 9 mo for those 

born m 1994 (p = 0 0000) For death m 18-months, the Hazard RatIos (and 95% CI) were 

+-------------------------------------------------------------------------+ 
I gender I year of DDX I age at DDX I 
+------------------+------- -------------------+--------------------------+ 
Imale = 1 00 11987 = 1 00 1<6 mo = 1 00 I 
+------------------+---------------------------+--------------------------+ 
Ifemale = 1 26 11988-91 = 0 59 (O 37-0 96) 16-9 mo = 0 44 (O 33-0 58) I 
I (1 07-1 49) I I I 
+------------------+---------------------------+--------------------------+ 
I 11992-94 = 0 45 (O 28-0 72) 1>=9 mo = 0 26 (O 22-0 31) I 
+------------------+---------------------------+--------------------------+ 

ConclUSIOn There was a great reduction m the time until dIagnosIs of AIDS-disease from mother-to-chlld 
transmission from 1987 to 1994 Girls were at higher risk of death than boys The risk of death m 18 months 

decreased with the dIagnosIs made m more recent years, and with mcreasmg age at dIagnosIs 

[209/11214] Viral dynamics m neonatal macaques after oral moculatIon with HIV-22S7 
ImplIcations for human transmiSSIOn 

Arnd Martin Herz1 C Sherbert2 A Schmldt2 M B Agy2 M N Robertson3 P D Greenberg3 W R Morton2 
lChddren's HospItal and Medical Center Seattle WA 2ReglOnai Primate Research Center Seattle WA 

3Umverslty of Washington Seattle WA USA 

Background Fifty - 70% of human mfants acqUire HIV mfectlOn at the time of parturition, pOSSIbly by swallowmg 
mfected maternal secretIOns HIV-2287, a deriVatIve of human Isolate HIV-2EHO, IS pathogenIC m adult macaques 

when admInIstered by mucosal routes Oral mstIllatlon of HI V- 2287 to neonatal macaques prOVIdes a unIque model 
ofperl-partum maternal-fetal transmISSIOn An understandmg of vIral dynamICS m early neonatal HIV mfectlOn Will 
be cruCIal to the deSIgn of human antl-Retrovlral regImens to prevent neonatal transmISSIOn Methods A prevIOus 

tItratIon study determmed an anImal mfectlOus dose (AID) for vag mal and rectal exposure m JuvenIle macaques 
correspondmg to 103 TCID,o In this study 3 neonatal and 1 JuvenIle macaca nemestrma were orally, non

traumatically exposed to 103 or 104 TCIDso ofHIV-2287 VIral load was InItially mOnItored dally by plasma RT
PCR, other mOnItoring mcluded weekly complete blood count/cellular subtypes quantItatIve HIV-2 VIral cultures 
and monthly HIV -specIfic serology Lymph node bIOpSIes obtamed 2-3 weeks after acute mfectlOn and tIssue from 

the time of necropsy were analyzed for VIral presence by RT-PCR, DNA-PCR, and Viral culture Results In 
mucosally mfected anImals, regardless of age or route of exposure, HIV -specIfic RNA m plasma IS first detected 
between days 6 and 10 Vualload peaks between days 14 and 21 and declines moderately thereafter None of the 
anImals orally exposed to 103 TCIDso, but 100% of the anImals exposed to 104 TCIDso, became HIV-2 mfected 

after exposure This demonstrates an AID correspondmg to 104 TCIDso for oral exposure of neonatal anImals All 
mfected neonates developed prompt CD4 depletIOn Both unmfected anImals could subsequently be mfected by re
moculatlOn With a higher dose or different mucosal route ConclusIOn Viral replicatIOn m neonatal macaques after 
oral exposure to HIV-2287 IS rapId, WIth eVidence of dlssemmated mfectlOn (by plasma RT-PCR) by 6-10 days and 

peak VIremIa by 14-21 days HIV-mfectlOn IS moculum-dependent, but contrary to experience WIth SIV, oral 
exposure With HIV-2287 IS less InfectiOUs m neonatal macaques than HIV-2287 by other mucosal routes In Juvemle 
anImals Human Impitcatlons of thIS study suggest that anti-Retroviral mterventlOn m the newborn must to be rapid 

and potent 

210/31131] Class I MHC polymorphism and mother to chald HIV-l transmISSion ID Kenya 
Kelly S Macdonald! Jose CastIllo! E Embree Joanne2 Simon Njenga3 J D Nagelkerke Nlcolas2 Irene NgatlG3 

Zeena Mohammed2 !Mount Sinal Hospual 1484-600 Umverslty Avenue Toronto OntarIO M5G lX5 
2Umverslty ofMamtoba Canada 3Umverslty DfNalrobl Nairob, Kenya 

Objectives We sought to determme whether speCific class I Human Leucocyte AntIgens (HLA) or the degree of 
maternal-child sharing of class I HLA were assocIated WIth differential risk of HIV -1 transmISSIOn Methods 
HIV-l mfected mothers and theIr mfants wlthm the UnIVerSIty of Nat rob I Perinatal Transmission and PediatriC 

8-



AIDS Cohort, underwent serological class I HLA tyPing Class I HLA matchmg between mother and mfant was 
scored from 3/6 to 6/6 Class I determmants at a frequency of greater than 5% were exammed for an aSSOCiatIOn 
with differential nsk of HIV -1 transmiSSiOn Serologically defined determmants associated with differential nsk 

were molecularly confirmed and subtyped HIV-I status was determmed by a combmatlon of HI V-I serology and 
PCR Results One hundred and SIXty mfants born to 125 mothers were enrolled Nmeteen were classified as 

permatally mfected and 141 were umnfected at birth Of these 20 subsequently acqUIred HIV-I dunng follow-up 
from breast feedmg HLA-A2 was strongly associated With a decreased nsk of per mata I HIV-I transmission (Odds 
RatiO 011,95% CI, 002-055 P = 006 multlvanate analYSIS) Molecular subtypmg ofHLA-A2 10 thiS population 
revealed a number of allelIc subtypes mcludmg A *020 I, A *0202, A *0205 and A *0214 In additIon maternal-child 

class I HLA concordance was mdependently associated With an mcreased rIsk of per mata I but not breastmllk 
transmiSSIOn of HI V-I (OR = 263, 95%CI, 1 36-507, P = 003) ConclUSIOns The HLA determmant HLA-A2 
compnsmg a number of allelIc subtypes, and class I HLA discordance were mdependently protective m permatal 

HIV transmISSIOn but not breastmllk transmission ThiS pomts to mdependent but addItIVe mechanIsms of 
protectIOn potentially mediated by both HLA restncted cellular effectors and antl-HLA allOimmune responses 

[211/11167] Co-receptor usage ofHIV-llsolates of different subtypes derived durmg pregnancy 
Eva Marza Fenyol D Vodros2 C Tschermng1 DR Llttman3 J Albert4 European Network In Utero 

TransmissIOn of HIV I MicrobIOlogy and TumorblOlogy Center Karolmska Instl1ute 17177 Stockholm Sweden 
2NatIOnaiInstitute of Hygiene Budapest Hungary 3Sklrball Inst New York Umverslfy Nea York NY USA 

4Swedlsh Inst for InfectIOUS DIS Control Stockholm Sweden 

Objectives To test the Impact of genetic subtype and co-receptor usage on HIV -I transmiSSiOn from mother to 
child DeSign HIV-Ilsolates were obtamed durmg pregnancy from eleven HIV-I mfected mothers from 

Cameroon The maJonty of the mothers harbored HIV-I of subtype A one AIF and one BID recombmant and one 
subtype G Methods The Isolates were charactenzed for co-receptor usage on the human osteosarcoma cellime 

(Ghost4) engmeered to express CD4 and each of the chemokme receptors CCR3, CCR5, CXCR4, Bonzo and Bob 
Infection of these cell hnes was momtored by testmg culture supernatants for p24 antigen content and for activatiOn 

of the green fluorescent protem marker Results Two viruses from transmlttmg mothers were multltroPIC and 
showed the X4R5 phenotype m additIOn to bemg able to use CCR3 and Bob, m one case (subtype G) and Bonzo 

and Bob, In the other (subtype A) Other viruses used CCR5 alone or m combmatlon With Bob and/or Bonzo, 
regardless of transmiSSion The BID recombmant was exceptiOnal m usmg CCR3 and Bob only Two Isolates were 
aVaIlable from four mothers three or SIX months apart (second or third trimester and partus) Changes 10 co-receptor 
usage - broadenmg or narrowmg - were observed m three cases ConclUSIOn Transmission of HIV -I mfection to 

the chIld was aSSOCIated With muitltroplC viruses m the mother Repeated HIV-llsolatlOns dunng pregnancy 
revealed multiple changes m co-receptor usage of sequential Isolates It remams to be seen whether pregnancy I 

predisposes to abrupt changes m the quasI-species leadmg to biologically Important phenotypIc differences 

214/12153] Influence of maternal HIV-l and HIV-2 on child survlvalm Gambaa 
Marlm ala D O'Donovan L K Yamuah E Hardmg K Arzyoshl P Milligan H C Whittle Medical Research I 

Councli Laboratorzes PO Box 273 Banjul Gambia 

Objective To compare the survIVal of children born to HIV mfected and those born to HIV unmfected mothers I 
Methods 110 HIV -I pOSitive, 251 HIV -2 pOSItive, II dually POSitive women, and 488 age/panty/health centre 
matched HIV negative controls, were enrolled m a pennatal transmiSSIOn study After delIvery the chIldren were 

seen at 2 and 6 months of age and subsequently followed 3 monthly up to 18 months of age HIV mfectlOn m 
chIldren was diagnosed by PCR at 2,9 or 18 months and by antibody serology assays at 18 months Results I 

TransmiSSion rates were 235% (95% CI 13 8 33 I) and 4 0% (95%CI 1 7,77) for HIV-I and HIV-2 respectively 
The rate of stillbIrths did not differ between the groups but deaths m chIldren of HIV -I mfected mothers (16%) 

were slgmficantly higher than m HIV-2 mfected (7% p = 0 04) and control mothers (6% p == 0 008) These I 
differences were due to high mortahty (35%) m HIV-I mfected babies whereas none of the 8 HIV-2 mfected babies 
died Maternal death mcreased child mortahty slgmficantly, mdependent of mother to child HIV transmiSSIOn (p < 

0001) 

I +------------+-------+-----------------------------------+ 
I IMother I Bab1es 

I 
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+------------+------ +------ ----------------------------+ 
I Mother to ch~ld transm~ss~on I 

+------------+------ +---- ------------------------------+ 
I I Infected I MeT rate % (95% CI) I 

+------------+-------+--------------+--------------------+ 
IHIV-1 190 117/81 123 5 (13 8 33 1) I 

+------------+-------+--------------+--------------------+ 
IHIV-2 1217 18/201 14 (1 7 7 7) I 

+------------+-------+--------------+--------------------+ 
I HIV 1&2 111 I 0 10 I 
+------------+-------+--------------+--------------------+ 
I Control 1419 10 10 I 

+------------+-------+--------------+--------------------+ 
(cont~nued table) 

+----------------------------------------+ 
I Bab~es I 

+----------------------------------------+ 
I D~ed 

+------------+- -------------+-----------+ 
I Infected n (~) lun~nfected I 

+------------+---------------+-----------+ 
IHIV-1 16 (35) 18 (11) I 

+------------+---------------+-----------+ 
IHIV-2 10 (0) 116 (7) I 

+------------+- -------------+-----------1 
I HIV 1&2 I 0 (0) I 0 (0) I 

1------------+---------------+-----------+ 
I Control 10 (0) 127 (6) I 
+------------+---------------+-----------+ 

ConclusIOns Maternal HIV -1 mfectIOn as well as maternal death mdependently contributed substantIally to the 
mortalIty of children while maternal HIV -2 mfectlOn did not To Improve child survival, mterventIOn measures to 
decrease mother-to-chIld HIV transmiSSion and the HIV epidemiC which IS claImmg lIves of women at the child 

bearmg age should be urgently applIed 

[313/44266J Breast feedmg m the HIV/AIDS era In Zimbabwe 
Carolme Maposhere Zimbabwe AIDS PreventIOn Project J J 4 N Mandela Avenue Harare Zimbabwe 

Issue An estimated 30% of pregnant women are HIV POSitive Recent UNAIDS polIcy to devolve decIsIOn makmg 
about breast feedmg to the mdlvldual woman challenges health workers to begm developmg a dialogue once 

summanzed simply as 'Breast IS Best' Can they meet thiS challenge? Project An analYSIS of activities and events 
around breast feedmg was done The activities mcluded 2 publIc meetmgs where there were discussIOns by women 

PWAs (some of whom had chIldren who died of AIDS), MCH service providers, AIDS activists women NGOs 
and lactation specialIsts There were focus group diSCUSSions held With women both mfected and affected by 

HIV / AIDS A natIOnal workshop was held for MCH service supervisors and reproductIVe health researchers There 
were diSCUSSIOns With HIV / AIDS support groups on the draft polIcy document on breast feedmg Both prmt and 
electronIC medIa provided fora for debate on the tOpIC Results All the women PW As prefer not to breast feed 

their babies once they know that they are HIV POSitive Most of them suffered a lot of gUIlt after their babies died of 
AIDS MCH service prOViders, through the Baby Fnendly Imtlatlves contmue to remforce the view that good 
mothers breast feed This mamfests through promment breast feedmg posters m health mstItutlOns and breast 

feedmg day celebratIOns Generally most women do not exclUSIvely breast feed and by the third month of lIfe 
supplementary foods are already mtroduced Lessons learned Despite policy gUIdelInes proposmg diSCUSSIOn of 

personal circumstances and optIOns, remforcmg breast feedmg as good motherhood remams strong Advocacy 
programs are needed to mfluence breast feedmg polICIes so that they mclude diSCUSSion of alternatIves Health 
workers need gUIdance m presentmg these complex Issues The presumptIOn that women prefer to be protected 
from dIfficult deCISIOns should be aVOided Women hvmg With HIV must be mvolved m the pohcy dISCUSSion 

[316/24124] Breast or bottle? A cost-effectiveness evaluation of formula feedmg for the prevention 
of post-natal transmission of HIV m an urban South African settmg 
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Nell Soderlundl G E Gray2 K J ZWI3 ICentrefor Health Policy PO Box 1038 Johannesburg 2000 2Pennatal 
HIV Research Umt Baragwanath Johannesburg 3Commumty Paediatrics Umverslty of Witwatersrand 

Johannesburg South Africa 

IntroductIOn Mother-to-chIld transmISSIon of HI V by breast feedmg has now been well documented 
BreastfeedIng confers sIgnIficant Infant mortalIty and morbIdIty reductIOns and It IS unclear whether the nsk of HIV 
mfectlOn from breast mIlk outweIghs the mortalIty and morbIdIty nsks of formula feedmg m developmg countrIes 

ThIs study sought to evaluate the cost effectIveness of formula feedmg as an InterventIon for the preventIOn of 
mother-to chIld transmIssIon of HI V Methods Data were taken from the actual communIty studIed and where 
unavaIlable from a syntheSIS of studIes from other developmg countrIes Welbull hazard functIOns calibrated to 

eXlstmg mfectlOn and mortalIty data, were used to SImulate mfectlOn and mortahty rates under varIOUS mterventlOn 
assumptIons InterventIOn costs, the costs of care for HIV and non-HI V related condItIOns were estImated from data 

from the hospItal servmg the study communIty Benefits were measured m terms of deaths averted and lIfe-years 
gamed The SImulated populatIOn was followed up for eIght years, wIth costs and benefits dIscounted at 5% per 

annum Results Prenatal screenmg and advocatmg formula for mfected mothers wIth or wIthout actually 
supplYIng formula was estImated to cost around $5000/chtldhood death averted, or $280/dlscounted lIfe year saved 

EstImates were sensItIve to HIV sero-prevalence levels non-HI V mfant mortahty rates and the relatIve rIsk of 
morbIdIty or mortahty assocIated wIth formula feedmg m non-mfected chIldren Screenmg costs made up between 

44% and 94% of total programme margmal costs suggestmg that the combmatlon offormula-feedmg wIth perInatal 
mterventlOns mIght be hIghly cost effectIve smce the screenIng expense IS only Incurred once ConclusIOns 

Compared to cost-effectIveness mformatlOn In the 1993 World Development Report formula feedIng mterventlons 
appear less cost effectIve than most front-hne publIc health programmes for chtldren, but compare favourably wIth 

typIcal adult screenmg programmes, and are more cost effectIve than many curatIve clInIcal InterventIons 
recommended for mIddle Income countrIes 

[23300] PreventIOn of mother-to-chdd transmiSSIOn of HIV and ItS Imphcatlons m developmg 
countries From research to programs 

FrancOiS Dablsl D L Newe1l2 L Fransen3 J Saba4 I De VmcenzI4 Ghent InternatlOnal Workmg Group 11NSERM 
U 330 Umverslfe Bordeaux 2 146 rue Leo Salgnat 33076 Bordeaux France 2Instltute ofChdd Health London 
UK 3D6 VIIII8 European CommlSSlOn Brussels BelglUm 4Polrcy Strategy and Research Umt UNAIDS Geneva 

SWlI=erland 

Issues Randomlsed trIals are ongoIng In many developIng countrIes to evaluate dIfferent approaches to preventIon 
of mother-to-chIld transmIssIon (MTCT) of HI V The first of these trIals WIll be completed In 1998 InternatIOnal 
and local publIc health strategIes WIll need to be developed before ImplementatIon Project To develop publIc 

health polIcy optIons for the local ImplementatIOn of InterventIOns to prevent MTCT of HIV mto baSIC health and 
maternal and chtld care (MCH) servIces In developIng countrIes In 1997 the InternatIonal WorkIng Group on 

MTCT of HIV, supported by the European CommIssIon and UNAIDS, undertook the follOWIng tasks a cntIcal 
revIew of completed, ongomg and planned randomlsed trIals, a feaSIbIlIty assessment of dIfferent preventIve 

strategIes mcludmg a survey on HIV voluntary counsellIng and testIng of pregnant women, a revIew of the cost
effectIveness and cost-benefit of antlRetrovlral therapy, the IdentIficatIon of reqUIrements and research pnorItles for 
prenatal obstetrIcal and padIatrIc care servIces, and anupdate of transmISSIOn of HI V through breastfeedmg WIth an 
InternatIonal pooled analYSIS of late postnatal transmISSIon These preparatory projects proVIded the background for 

a three-day workshop m Ghent, BelgIUm, m November 1997 Results A summary of relevant eVIdence and IO 
publIc health recommendatIons to assIst polIcy makers m ImplementIng mterventlOn strategIes Lessons learned 
Any speCIfic InterventIon package to reduce MTCT should be fully Integrated In the overall antenatal, obstetncal, 

and paedIatrIC care, the pnme goal of whIch IS to reduce overall maternal and mfant morbIdIty and mortalIty 
IntegratIOn of HIV MTCT preventIOn mto baSIC health servIces IS a prIonty and should mvolve governments and 

donor agencIes 

[23301] Mother-to-chdd transmission ofHIV-l Effect of preventive measures m full-term 
pregnancies 

Claudia Fortunyl E Sanchez-RUl=20 Coll3 M Lonca3 MC Munozl R Jlmene=1 IHospltal Sant Joan De deu P 
Sant Joan De Deu z 08950 Esplugues De Llobregat 2Catalan Health Service Barcelona 3Hospltal Climc 

PrOVinCial, Barcelona Spam 
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Background Several studies have stated that transmiSSIOn ofHIV~1 from a pregnant woman to her fetus often 
occurs late m gestation or at delIvery We hypotheSize that preventive measures, lIke prophylactic zldovudme 

(ZDV) and perhaps cesarean sectIOn, may be more effective m full-term pregnancies Design Prospective study of 
children born to HIV ~ I ~mfected women m a umverslty hospital m Barcelona SpaIn Methods Infants born to 

women with confirmed HIV ~ 1 mfectlon from January I, 1987 to December 31 1997 were selected and diVided In 
two groups accordmg to gestatIOnal age «37 wk and 337 wk) Logistic regressIOn was used to test the study 

varIables agamst the rIsk of vertical transmission of HI V-I Results A total of248 chddren 56 premature and 192 
full-term, with confirmed HIV~1 Infection or seroreverters were studied Vertical transmission rates were 25% 
(95% CI 137%-363%) and II 5% (95% CI 7 0%~16 0%), respectively, p = 0 006 Among premature Infants 

HIV ~ I mfectlOn was not associated with the varIables of mterest However, at~term chddren born to symptomatic 
mothers (OR = 144, P = 0 002) and those delIvered vaginally (OR = 9 0, P = 0 04) had an mcreased rIsk of 
becommg Infected In the latter group prophylactiC ZDV was associated with a much lower nsk of vertical 
transmISSIon (OR = 0 03 p = 0 003) ConclUSIOns ProphylactiC ZDV and cesarean sectIOn seem to have a 

protective effect and decrease the rIsk of HIV ~ I vertical transmiSSion m chtidren born at term These results suggest 
that In additIOn to prophylaXIS with ZDV, either alone or combmed with other antlRetrovlral drugs, elective 

cesarean section should be carefully conSidered especially for symptomatic women 

[23308] Mother-to-child transmiSSIOn of Pol Mutant T215Y HIV-lls01ates related to a high Viral 
load under AZT treatment 

Christopher Payanl P FlGlGlre2 D VUourl J LOlson2 J M Chennebault2 X RlGlland2 F Lunell I LaboratOire de 
Vlrologle Chu Angers 4 Rue Larrey Angers Cedex 2Servlce De Malandles lnfectleses Angers France 

Objective To predict AZT resistance m HIV ~ I mfected pregnant woman In relatIOn with mutant Pol T215Y HIV ~ I 
Isolate detectIOn prIor treatment and the rIsk of transmiSSion to child Methods SIX women have been followed 
durmg their pregnancy CD4 cell count and viral load (VL) (NASBA system, Organon Tekmka, France) were 
measured In the first 3 months of pregnancy, then during AZT treatment at 6 months and at the chtld birth Pol 

T215Y mutatIOn was detected m the plasma Viral RNA extracted for the VL measure (Payan et al CROl 1997) 
Results In the first case, VL was over 5 log/ml and did not vary under AZT treatment, In relation With T215Y 

mutatIOn ThiS Isolate was detected m the child plasma at birth, With a slmtiar VL and AZT resistance In 3 cases, 
VL was below 4 log/ml, reduced more than 1 log With AZT In relatIOn With a Wild T215Y Isolate In the 6th case, 

VL was higher (45 log/ml), With T215Y mutatIOn but a combined AZT and ddI treatment was taken before 
pregnancy was declared DUrIng pregnancy, CD4 cell counts were less than 50/mm3 m case 1 and 6 and about 

400/mm3 In the 3 other cases, they were at about 2000/mm3 m children at birth Five out of 6 children were free of 
ViruS, and for 2 cases get seronegative at 1 year, whereas, m case I, the child died 8 months later, With a high VL 
(6 210g/ml) and a decreasmg CD4 (600/mm3) ConclUSIOn It seems that Pol T215Y HIV~1 mutatIOn detectIOn 
related to a high VL during pregnancy could predict the rIsk of AZT resistance and Viral transmission to child 
Furthermore, a combined antlRetrovlral therapy m pregnant women With VL higher than 4 log/ml and With a 

T215Y HIV -I Isolate may reduce the rIsk of Viral transmiSSIOn 

[23310] Acceptability of voluntary HIV Counselling and Testmg (VCT) and mterventlOns to reduce 
mother-to-child transmiSSIOn of HIV m Africa 

Michel Cartouxl N Medal P Van de Perre1 M L Newell2 [ de Vmcen=l3 F Dabls4 Ghent Workmg Group 5 
ICentre Mura= BP 153 Bobo DIOUlosso Burkma Faso 2[nstltute of Child Health London Umted Kmgdom 

3UNAlDS Geneva SWll=erland 4Umverslte Victor Segalen lnserm U330 Bordeaux France )European CommISSIOn 
~ UNAIDS Ghent Belgium 

Objective To assess acceptablhty ofVCT and mterventlOns to reduce Mother-to-ChIld TransmISSIOn of HI V 
(MCT) m different cities m Africa m the context of ongomg or completed chmcal tnals Method In october 1997 
thirteen studies located m west (Abidjan Bobo-Dtoulasso) east (AddiS Abeba, Nairobi Mombasa Dar Es Salaam) 
and southern Africa (Blantyre, Lusaka Harare Soweto Durban) were mc1uded m a cross-sectIOnal mallmg survey 

about the acceptabilIty of VCT and mterventlOns m antenatal clImcs Acceptance rate, return rates, overall 
acceptabilIty ofVCT (both acceptance of the pre- and post VCT sessIOns) and acceptabilIty ofmterventlon were 
obtamed by a standardized questIOnnaire Results The median overall acceptabilIty ofVCT was 65%, rangmg 

from 33% to 95% Overall acceptabilIty ofVCT most frequently depended on return rates as acceptance rates were 

12. 



generally hIgh Where several studIes were conducted In parallel In the same CIty or the same country pregnant 
women had simIlar attitudes toward HIV testIng even If the Intervention programs differed Five studies had an 

overall acceptabIlIty rates 370% with hIgh return rates and a large number ofVCT centres available for the whole 
populatIOn with the majorIty of the chnIC staff of the projects Involved In general antenatal care services as well 
The maIn common reason for refusIng HIV testIng was "want to dIscuss with the partner" In the 5 studIes who 

prOVided the InformatIOn women who were finally Included In the projects and who benefited from an InterventIOn 
accounted for 1-4% of all women who were offered HIV testIng and 11-35% of the HIV Infected women (one of 
these studIes offered vitamIn A supplementation, four offered antlRetrovlral therapy Interventions) ConclusIOn 
AcceptabIlIty of VCT and Interventions to reduce MCT are lIkely to be dIfferent If Interventions were translated 
Into a publIc health program wIth a real cost and known benefits IncreasIng access to VCT and InterventIOns to 

reduce MCT reqUires an offer of HI V servIces to both child and adults mfected by HIV, a fight agaInst HIV 
dlscnmmatlOn, VCT trammg of health care professIOnals and management ofHIV+ persons, development of 

premarItal counsellIng and educatIOn regardmg MCT 

[23316] VertIcal transmISSion ofHIV-1m the North of Portugal 
Antomo Mota-Mlranda l RUI Marques I Mota-Mlranda2 Vasconcelos3 Sarmento E Castr03 ISchool of Medlclne
Hospital De S Joao AL Prof Hernam Monteiro 2Hosplfal S Joao Porto 3Hosplfal De Joaquin Urbano Porto 

Portugal 

Objective to evaluate the rIsk of maternal transmiSSion and the Impact of the AZT therapy I durIng pregnancy and 
pennatal perIod on the rate of vertIcal HIV -I InfectIOn PatIents and methods a 10-year retrospectIve study of the 

children with pennatal exposure to the HIV -1 Data compnsIng mode of delIvery, clInical and Immunological status 
of the mother, AZT therapy and chIld InfectIOn outcomes was revIewed DIagnOSIs of the HIV mfected chIld was 
based on the CDC CrIterIa Results the clInIcal records of 66 children, born to 63 mothers, were reviewed Four 
children lost to follow-up and whose outcome IS unknown were excluded The type of delIvery was known In 62 

cases, beIng by vagInal route In 49 (79%) and by caesarean sectIon In 13 (21%) None of the chIldren was breastfed 
The maternal clImcal and Immunological status at chIldbIrth was known In 41 cases 7 (17%) women had 

ARC/AIDS, the others were asymptomatIc, CD4 cell counts were >500/cmm In 21 (51%),200 £ CD4 cells £ 500 In 
17 (42%) and <200 In 3 (7%) cases In 20 mother/chIld pairs AZT was begun before 34 weeks of gestation but In 2 
of these AZT was not perfused durIng labour, In two cases AZT was admInistered Intrapartum and to the chIld and 

In another two only the Infant was treated 

+--------------------------------------------------------------------+ 
IYear of observat~on INO AZT (nr*) IIncomplete treatment (nr*) I 
+--------------------+----------------+------------------------------+ 
11987-94 122 (9) 10 I 
+--------------------+----------------+------------------------------+ 
11995-97 116 (9) 16 (2) 
+--------------------+----------------+------------------------------+ 
I Total 138 (18) 16 (2) 
+--------------------+----------------+------------------------------+ 
ITransm~ss~on rate 147- 133~ I 
+--------------------+----------------+------------------------------+ 
1* nr of ~nfected ch~ldren 1 ACTG 076 protocol I 
+--------------------------------------------------------------------+ 

(cont~nued table) 
+--------------------+----------------------------------------+ 
IYear of observat~on IComplete treatment (nr*) ITotal (nr*) I 
+--------------------+----------------------------+-----------+ 
11987-94 10 122 (9) I 
+--------------------+----------------------------+-----------+ 
11995-97 118 (3) 140 (14) I 
+--------------------+----------------------------+-----------+ 
I Total 118 (3) 162 (23) 
+--------------------+----------------------------+-----------+ 
ITransm~ss~on rate 117- 137~ 

+--------------------+----------------------------+-----------+ 
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Conclusion high rate of vertical transmiSSIOn 10 our study similar to the one 10 developmg countries As expected 
AZT treatment proved effective (X2 p < 0 04) m reducmg the transmiSSIOn rate, but thiS one remamed slgmficant 
emphaslsmg the Importance of the elUCidation of the factors that determme mother-to-chlld HIV transmission for 

the development of better preventive mterventlOns 

[24199] Is antiRetrovlral MeT prophylaxIs provokmg mcreased pregnancy mCldence m women 
hvmg With HIV? 

Catherme Hankms] T Trani N Lapomte2 L Hum1 J Samson2 Can Women's HIV Study Group 1 Montreal 
RegIOnal Public Health Dept 1616 Rene-Levesque West Montreal QC H3H IP8 2Hopltal Samte-Justme 

Montreal Canada 

Objectives To compare pregnancy mCldence and outcome 10 women partlclpatmg 10 the Canadian Women's HIV 
Study for the periods before and after HIV diagnOSIs and before and after recommendatIOns were made concernmg 
preventIOn of mother-to-child transmission (MCT) usmg antlRetrovlrals (ARV) Methods For 320 HIV-poslt1ve 
women age 15-44 years we documented pregnancy mCldence pre- and post-HIV diagnOSIs per 100 person years 

(PY) and compared pregnancy outcome accordmg to time of conceptIOn 12 months to 20 weeks before HIV 
diagnOSIs (period 1), the 20 weeks (maximum duratIOn allowable for legal therapeutic abortion [TAD prior to HIV 
diagnOSIs (period 2), and the time smce HIV diagnOSIs to last study VISit (period 3) The data were then stratified 
With respect to conception before March '94 and durmglafter March '94 to examme the Impact ofpubhcatlOn of 
results of the zidovudme prophylaXIS tnal (ACTG076) Results The mCldence of pregnancy 10 the year before 
HIV diagnOSIs was 27 5/100 PY (95% C I 22 1-33 9) compared With 8 311 00 PY (95% C I 6 8-10 2) 10 the time 

smce HIV diagnOSIs (p < 0 001), With the annual mCldence post HIV diagnOSIs remam10g stable The mCldence of 
TA was 10 6/1 00 PY (95% C I 5 6-18 1) durmg penod 2 versus 3 11100 PY (95% C I 2 2-42) durmg penod 3 (p 
= 0001) After HIV diagnOSIs pregnancy mCldence was Similar before March '94 (8 5 per 100 PY) (58/681) to that 
durmg and after March '94 (8 1 per 100 PY) (39/483) The mCldence ofTA fell from 4 3/100 PY before March '94 

to 1 4/100 PY (p = 0 009) after March '94 such that 50% (29/58) ofHlV-aware women who conceived pnor to 
March '94 underwent T A versus 17 9% (7/39) of HIV -aware women concelvmg durmg and after March '94 (p = 

o 001) ConclUSion The advent of AR V prophylaXIS of mother-to-chlld transmiSSion of HIV has not lead to 
10creased pregnancy 1OCldence, however the mCldence of therapeutic abortIOn has declmed as more HIV-mfected 

women opt to contmue their pregnancies 

[24200] InCidence of pregnancies m HIV-mfected women between 1988 and 1996 
Laurence Meyer F Fourquet J Le Chenadel M J Nayaux Inserm U292 Hopltal de Blcentre 82 Rue du Gal Leclerc 

94276 Kremlm-Blcentre France 

Background In order to descnbe the Impact of HI V diagnOSIs and Improvements 10 vertical transmission 10 

women from different soclo-culturallevels we compared the 10Cldence 10 pregnancies before and after HIV 
diagnOSIs accordmg to their geographical ongm (sub-Sahanan Africa versus others) Methods 533 women 

mfected by HIV through sexual contact were followed 10 the French cohorts SEROCO and SEROGEST between 
1988 and 1996 SEROCO IS a cohort ofHIV+ adults compnsmg 29% of women, mostly French SEROGEST IS a 

cohort ofHIV+ women enrolled whIle they are pregnant, thiS pregnancy havmg led to the HlV diagnOSIs or 
occurrmg thereafter, 40% of them were from sub-Sahanan Africa Women enrolled 10 SEROGEST because of a 

pregnancy occurr1Og after the HIV diagnOSIs were excluded from the analYSIS 10 order not to overestimate the 
mCldence after The penod surroundmg the pregnancy havmg led to the test + (prenatal HIV testmg bemg 

Widespread m France) was excluded from the 10Cldence estimation A multivariate POisson regressIOn analYSIS was 
conducted to compare 10Cldence before and after diagnOSIs mdependently of the soclO-economlcallevel and 

geographical ongm (fixed vanable) and age and parity (time-dependent variables) Results In French women, the 
pregnancy mCldence slgmficantly fell from 11 21100 person-years (p-y) before the test to 6 5/100 p-y after (p = 
002) In contrast lOCldence remaIned stable In African women (155/100 p-y before vs 18 11100 p-y after), the 

Interaction term With geographical ongm beIng slgmficant After the test birth delIvery as well as voluntary 
abortIOn rate was 3 tImes greater In African women than In others the % of sexually active women was Similar In 

the 2 groups, but AfrIcan reported less frequently haVIng a contraception FInally In HIV+ French women the birth 
delivery rate Increased In the 1994-96 perIod compared to before 1994, probably due to the large Improvements In 
the prevention of mother-to-child transmission Such a trend was not observed In African women ConclUSIOn 



This descriptIOn of behavIOur of HIV -mfected women towards pregnancy and contraceptIOn should allow 
Improvmg counsellmg ofHIV-mfected women m France 

[456/23266J Late post-natal mother-to-chiid transmISSion (LPT) of HI V-I International 
muitlcentre pooled analysIs 

Valerlane Leroyl M L Newe1l2 F Dablsl C Peckham2 Ilnserm U 330 Bordeaux 2 146 rue Leo Sa/gnat 33076 
Bordeaux France 2Instltute o/Chzld Health London Umted Kingdom 

Background Understandmg the risk and tlmmg of mother-to-child transmission of HI V-I m the postnatal period IS 
Important for the development of public health strategies to reduce vertical transmisSion of HIY m the developmg 

world Methods An mternatlOnal multJcentre pooled analysIs of mdlvldual data from prospective cohort studies of 
children born to HIY mfected mothers followed from birth to estimate the rate ofLPT ofHIY All children 

diagnosed as umnfected by HIY DNA peR and/or HIY serology were enrolled LPT was considered to have 
occurred If a child subsequently became mfected DuratIOn of follow-up for each child was calculated from the time 
of negative dIagnosIs to the date of the last laboratory follow-up, or for cases to the mld-pomt between the date of 

last negative and first positive results Results Fewer than 5% of the 2807 children enrolled m 4 cohorts from 
mdustnalized countries (USA, SWitzerland France and Europe) were breastfed and no case ofLPT was dIagnosed 

In constrast there were 49 cases of LPT m 902 chIldren enrolled m 4 cohorts from developmg countries where 
breastfeedmg was the norm (Rwanda [2], Ivory Coast, Kenya) Yleldmg an overall estimated risk of LPT of 3 2 per 

100 child-years of breast feed 109, With Similar estimates m mdlvldual studies Exact mformatIon on tImmg of 
mfectlOn and breastfeedmg was available for 20 of the 49 LPT cases Dependmg on assumptions about the tlmmg 

of LPT m the mterval between tests, LPT would have occurred m a mmlmum of none and a maximum of 2 cases If 
breastfeedmg had ceased at 4 months, and 3 or 4 If breastfeedmg had ceased at 6 months of age ConclUSIOn The 
SimIlarity m estimated risk of LPT between studies strengthens the reliability of the overall estimate, which shows 
that breastfed children born to HIV pOSitIVe mothers are at substantial risk ofLPT ThiS nsk should be balanced 

agamst the effect of early weanmg on mfant mortality and morbidity and maternal morbidity and fertility 

[457/23270J HIV 1OfectlOn due to breastfeed10g 10 a cohort of babies not 10fected at enrollment 
Taha Tahal P MlOttl2 N Kumwenda3 H Van Der Hoeven3 D Markakls3 D Hoover3 R Blggar4 1615 North 

Wolfe Street SUite #E60II Baltlmore Maryland 21205 2Nationailnstitute o/Health Bethesda MD 3Johm 
HopkinS Umverslty Baltimore MD 4NCI NatIOnal Institute Health Bethesda MD USA 

Objectives To determme the rate and tlmmg of HI V mfectlOn due to breast feedmg m a cohort of babies who 
tested HIV negative by polymersae cham reactIOn (PCR) at or ImmedIately after birth Methods Babies born to 
HIV positive mothers were PCR tested m a large birth canal cleansmg mterventlOn tnal m MalaWI Children With 

negative PCR results were enrolled m a longltudmal study after counseling the mother and obtammg consent 
Follow-up VISitS were scheduled every 3 months to collect mformatlOn on nsk factors, and every 6 months to obtam 

a heel-prick blood sample on filter paper for PCR testmg ELISA and Western blot tests were done at 15 months 
and every three months thereafter PCR converslOn/sero-converslOn was defined as a change from last negative to 
first POSitive HIV test result Survival analYSIS was used to estimate hazard and cumulative mCldence based on an 

mterval censormg weighted analYSIS Results 621 HIV negative babies were enrolled Durmg a median follow-up 
of32 months 47 conversions were first detected between 8 and 18 weeks (estImated mCldence of3 5%),11 were 
first detected between 19 and 60 weeks (estimated mCldence of I 9%) and 23 were first detected after 60 weeks 

(estimated mCldence of3 8%) At enrollment, 98% of the converters and 97% of the non-converters were breast
fed None of the babies who converted had blood transfuSIOn Other risk factors such as cracked mpples and 

swell 109 of the breasts were mfrequent 42 conversIOns which occurred between birth and 7 weeks are not mcluded 
m the above estimates smce the majority of these conversIOns could have been due to mtrapartum factors 

ConclUSion In thiS population the HIV transmission rate due to breastfeedmg IS at least 9 2% ThiS fisk needs to 
be compared With expected morbidity and mortality resultmg from not breastfeedmg 

[458/23273J Missed opportumtles to reduce perinatal HIV transmission Maternal and neonatal 
zidovudme (ZDV) use 10 Los Angeles County (LAC) 

Tom Frederlckl Laurene Mascola} J Jacksonl Y S Shin} A Kovacs2 J Bertolb3 Pedzatrlcs AIDS Consortium 
Los Angeles CA ILos Angeles County Department o/Servlces 3/3 N Figueroa Street Rm 203 Los Angeles 

2LAC-USC Medical Center Los Angeles CA 3Centers/or Disease Control/PreventIOn Atlanta GA USA 
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Background In 1994 results of ACTG 076 showed that ZDV given to HIV+ pregnant woman prenatally dUring 
labor and delivery (L&D) and subsequently to the newborn for 6 weeks could slgmficantly reduce HIV vertical 
transmiSSIOn In LAC, It IS now standard of care to follow the 076 regimen We exammed maternal and neonatal 

ZDV (NZDV) use for HIV -exposed chIldren born In '95-'96 Methods Pediatric HIV surveillance began In LAC 
In 1988 as part of CDC's PediatriC Spectrum of Disease (PSD) Study Nurses Identify new children through routme 
VISitS to all medIcal centers m LAC that treat HIV -mfected and exposed chIldren Maternal and neonatal ZDV data 

are collected at baseline from pediatric hospital and climc charts and reflect what IS recorded In this record 
Unknown data were excluded from the denommators Results As of 10/97, 223 perInatally exposed Infants born 
In 1995-96 were reported to PSD, 84% were IdentIfied at bIrth 76% (148/195) of mother's receIved ZDV durIng 

pregnancy 72% (1361190) dUring L&D and 78% (174/223) received NZDV Of those With complete ZDV data on 
all three 076 treatment arms, 84% (1511179) receIved at least one Intervention and 116 (65%) received all three 

arms Of the 223 Infants, 160 (72%) of the mothers had prenatal care, 20 (9%) dId not, and for 44 (20%) data were 
unknown Of the 160 With prenatal care, 149 (93%) were known to be H1V+ at the chIld's bIrth Those With prenatal 
care, 90% (133/147) received ZDV during pregnancy, 82% (1221148) m L&D, 89% (1431160) got NZDV and 62% 

(1111140) received all three, 93% recceived at least one interventIon compared to 53% (34/63) of those With 
unknown or no prenatal care (RR = 68,95% CI = 3 5, 128) Race was not assocIated With prenatal care or ZDV 

durmg pregnancy WhIle not statlscally slgmficant, whites were more lIkely than non-whites to receive ZDV during 
L&D (RR = 29,95% CI, 0 8 II 1) and receive NZDV (OR = 2 0, 95% CI, 0 9, 4 4) ConclUSIOns Failure to 

receive prenatal care, and/or faIlure to complete all three 076 treatment arms, have created a slgmficant number of 
missed opportumtles for maternal and mfant ZDV PreventIOn efforts must contmue to focus not only on offerIng 
pregnant women HIV testmg, but developmg mterventlons to keep them and their babies, particularly among non-

whites, m treatment 

[459/12151] Control of maternal HIV-l disease durmg pregnancy 
Karen Beckerman M Benson S Dahud M Shannon Umv of Calif arm a San FranCISco PO Box 419100 San 

FranCISco CA 9414 19100 USA 

Issue Recently released Prmclples of Therapy of HI V InfectIOn (NIH, 11/97) specify that women should receive 
optimal antlRetrovlral therapy regardless of the pregnancy status However reports of experience With the use of 

these therapies m pregnancy have not yet appeared Project Areas Perinatal AIDS Center at San FranCISco 
General Hospital (BAPAC) has cared for over 200 HIV -I mfected mothers and their exposed children smce 1989 

stressmg contmUity of care, case management and meticulous attentIOn to baSIC prmclples of maternal and child 
health m conjunctIOn With ongomg counselmg, peer advocacy and educatIOn The Center has been able to offer 

maternal viral load assessment and state-of-the-art combmatIOn drug therapy for treatment of maternal disease and 
control of maternal plasma Viremia smce 1995 Results ClIent chOice of avaIlable therapies has shifted markedly 

durmg thiS period The majority ofchents delIvered m 1996 elected to take ZDV monotherapy, whIle m 1997, 
16/23 mothers delivered took double combmatIOn therapy and 6/23 took triple combmatlon therapy Ten of 12 

women currently pregnant m 1998 have chosen triple combmatIOn therapy At BAPAC, combmatIOn therapy has 
been well-tolerated and no maternal or pediatriC complIcatIOns have been observed It has been possible to lower 
maternal viral burden m all mothers, usually to non-detectable levels MultIple problems With maternal abilIty to 
adhere to therapy have been encountered, particularly durmg the late first trimester and the post-partum perIOd 
These therapies have also had a profound Impact on vertical transmiSSIOn rates Of the 60 BAPAC mfants born 

smce May 1995 43 are unmfected WIth all DNA-PCR testmg negative through 6 months of age Of 17 mfants less 
than 6 months who have not yet completed testmg 9 are presumed unmfected With negative PCR at birth and 6 

week.s while 8 are negative at birth With no eVidence of mfectIOn Lessons Learned Despite adherence problems 
associated With pregnancy and the post-partum perIod the use of combmatlOn antlRetrovlral therapeutic strategies 
to treat maternal HIV -1 dIsease dUrIng pregnancy results not only In Improved maternal health but also In rates of 

maternal-to-fetal transmiSSion that approach zero 

[460/42210] Health care providers' awareness of the ACTG 076 findmgs and their adherence to 
government gUIdelInes to reduce permatal transmiSSIOn of HI V 

Kaenan Hert=l D Parham2 L Soto-Torres2 S Trent-Adams2 lMacro InternatIOnal 3 Corporate SQ NE Suite 
370 Atlanta GA 2HRSA DHHS Bethesda MD USA 



Background Bureau of PrImary Health Care funded programs proVIde care for over 230 000 pregnant women 
mostly through communIty health centers (CHCs) m the US GIven CDC HIV seroprevalence estImates for pregnant 
women (1 6/1000 pregnant women) BPHC funded programs are carmg for an estImated 360 HIV mfected pregnant 
women The Bureau needed to know how well the funded proVIders are (I) adherIng to current protocols to reduce 
mother-chIld transmIssIon of HIV (ACTG 076 - admInIster a ZDV regImen to pregnant women and theIr newborn 
mfants), (2) adherIng to counselmg and testIng gUldehnes (all pregnant women should be offered HIV counsehng 
and testIng) as well as (3) the provIders' comfort level wIth treatmg HIV/AIDS patIents ThIs mformatlOn WIll then 
allow the Bureau to develop targeted trammg programs to help educate the proVIders and ensure that they proVIde 
the hIghest level of care to theIr patIents Methods 2000 health care workers (73% response rate) from 77 CHCs 

In New Jersey, New York and Puerto RICO were surveyed by mati Results 
* Substantial numbers ofheaIth care proVIders lack confidence m the ACTG 076 research findIngs (16%) 

* Only 53% of respondents routmely offer HIV screenmg to pregnant women and 50% of respondents offer HIV 
screenmg to women of reproductive age 

* Almost one In five CHC health care proVIders are uncomfortable wIth treatIng AIDS patIents 
* Almost half of respondents felt that HIV mfected mdlvlduals should receIve care only from speclahsts m HIV 

* Many health care provIders refer all HIV mfected patIents for care (18%) 

ConclUSIons These proVIders work In Federally funded pubhc health cllmcs m high HIV/AIDS mCldence areas 
and yet gIVen the overwhelmIng medIcal eVIdence supportIng the ACTG 076 findIngs and subsequent Public 
Health ServIce gUIdelInes to perInatal transmISSIon of HI V and to offer routme HIV screenIng to all pregnant 
women, It IS surprISIng how many proVIders were unaware or skeptical of the findmgs and recommendatIOns 
AdditIOnal educatIon of health care provIders must take place to ensure that treatment protocols are followed 

[461123268J ASSOCiatIOn between placental malaria mfectlOn and mcreased risk of mother-to-mfant 
transmission of HIV -1 m western Kenya 

Richard Steketee! Bernard Nahlen2 J AylSl3 A Van Eyk3 J Otleno3 A Mlsore3 M Rayfield3 K 
Udhavakumar4 11600 Clifton road N E £46 (CDC) Atlanta Georgia 30333 2CDC DHAP-S£ Atlanta GA .fCDC 

Atlanta GA USA 3Kenya Medical Research Instltute Klsumu Kenya 

Background MalarIa and HIV -1 are common InfectIons In reproductIve-age women In sub-Saharan Africa In 
MalaWI Infants born to HIV(+) women With placental malarIa InfectIOn had a 3 4-fold mcreased nsk of post
neonatal death compared With mfants born to HIV(+) women Without placental paraSitemia, suggestIng that 

placental malarIa mfectlon may promote mother-to-mfant HIV transmiSSIOn In August 1996 we began a 
prospectIve study to assess thIS pOSSIble InteractIOn m western Kenya Methods Between August 1996 and 

September 1997, consecutive pregnant women attendmg an antenatal clinIC m Klsumu Kenya, were counseled and 
offered HIV testmg (CT) At dehvery placental blood smears were exammed for malarIa paraSItemia and mfants 
born by spontaneous vagmal dehvery to asymptomatIc HIV(+) mothers were enrolled mto the study Infants were 

seen monthly for a chmcal exam, or more frequently for mtercurrent Illness Infant HIV DNA-PCR was drawn at 2, 
3 and 6 months Results Among 2976 pregnant women who receIved CT, 790 (26 5%) were HIV(+) Overall, 
182% (277/1521) of women had placental malarIa mfectlOn, and HIV(+) women had higher rates of placental 

malarIa than HIV(-) women (OR 206,95% CI 1 55-273) Prelim mary results of the 365 mfants WIth follow-up 
mdlcate that mfants born to HIV(+) mothers WIth placental malana mfectlOn are more likely to be PCR(+) wlthm 

the first 3 months of hfe compared WIth mfants born to mothers WIthout placental paraSItemia, although the 
dIfference m HIV transmISSIOn rates does not yet attam statistical slgmficance ConclUSIOns HIV -I and malana 
are common 10 pregnant Kenyan women Pre lim mary results mdlcate that HIV(+) women are at mcreased rIsk for 

malarIa and placental malana may mfant HIV transmiSSIOn A safe, cost-effective strategy to prevent placental 
malarIa IS aVailable and may reduce mother-to-mfant HIV transmiSSion 10 malariOUS areas Updated results from 

thiS study Will be presented 

[462/23265J Risk factors for permatal HIV transmiSSIOn m women/mfants recelvmg standard 
zidovudme (ZDV) prophylaXIS 

John LambertI L Mofenson3 E R Stlehm 7 J Bethel6 W Meyer2 P Relchelderfer4 G Nemo5 IInst Human 
Virology UMD-Baltlmore Room S521 725 W Lombard St Baltimore 2Quest DiagnostICS Baillmore MD 

3NIClJD-TI/JH -INlAID-NIH 5NHLBI-NIH RockVille 6WESTAT lncorp RockVille MD 7UCLA Los Angeles 
CA USA 
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Background Determmmg factors associated with permatal transmission m the presence of 
----antenatal/mtrapartum/neonatal ZDV prophylaxIs (which IS now standard m the US) may permit development of 

Improved preventive mterventlOns to further reduce transmission Methods Risk factors were evaluated m 473 
mfected pregnant women enrolled m pennatal trial PACTG 185 [companng efficacy of ZDV +HIV hypenmmune 

globulm (HIVIG) vs ZDV+IVIG], all mother/mfant pairs received standard ZDV prophylaXIS Infant mfection was 
determmed by senal HIV culture through age 6 months Stored plasma HIV RNA level was evaluated by NASBA 
assay Results In Ullivanate analyses, entry CD4 [p = 016, Odds Ratio (OR) 059 per 100 cell mcrement (-)] & 
HIV culture titer (IUPM) (p = 04, OR I 7 per I log -) & HIV RNA (per I log -) both at entry (p = 003 OR 3 8) 

& delivery (p = 005, OR 33) were associated With transmission DelIvery IUPM, study arm (HIVIG/IVIG) 
gestatIOnal age, delivery mode, duration of membrane rupture & blrthwelght were not associated With transmission 

II % of women With entry CD4 m the lowest quartile «21 0/mm3) transmitted compared to 3% With CD4 m the 
other quartlles (p = 001) 12% of women With entry RNA m the highest quartile (>4 6 log) transmitted compared to 

2% m the other quartlles (p = 002) Transmission was 0% (0/48) for delivery RNA <500 (below the level of 
detectIOn of the assay) vs 5% for 3500 (p = 10) In multlvanate logistic regressIOn models mcludmg {entry CD4 

count IUPM, & RNA} or {delivery IUPM & RNA}, only RNA remamed slgmficantly associated With 
transmission (at entry p = 03, OR 28, at delivery p = 003 OR 42) ConclUSIOns Our results suggest that m 

women already recelvmg ZDV prophylaXIS, attempts to reduce maternal viral load to <500 coples/mL may further 
reduce permatal transmiSSIOn The effect of maximal RNA suppressIOn by newer potent antlRetrovlral regimens on 

permatal transmission should be evaluated 

[463/12152] CombmatIon therapy With nevlrapme, zidovudme and a second nucleOSide analog 
durmg pregnancy 

FrancOise Kramer A Stek J Homans M Khoury A Kovacs University o/Southern California LAC + USC Med 
Ctr Rm 6·442 1200 N State St Los Angeles CA 90033 USA 

ObJectrves To determme the safety and efficacy of nevI rap me given With 2 nucleOSide analog reverse transcnptase 
mhlbltors (NRTI) m HIV-mfected pregnant women and evaluate the Impact of this regimen on newborns 

Methods We reViewed the records of 14 HIV-mfected pregnant women who received nevlrapme, zidovudme and 
another NRTI (9 DDI, 2 DDC, 2 3TC and 1 DDI later SWitched to 3TC) from 6/97 to 1198 Exposure to nevlrapme 
lasted from 2 to 31 weeks 8 patients have delivered and 6 are near term Results This regimen was well tolerated 
Rashes (2 mild, I more severe) occurred m 3 cases Zidovudme-mduced anemia affected I patient Of II patients 

who received 38 weeks of combmatlOn, 8 (mean baseline HIV RNA PCR = 16 000 coples/m\) reached an 
undetectable viral load «200 coples/ml) wlthm 8 weeks of treatment and contmue to have a complete Viral 

suppressIOn (3 delivenes to date) Among the other 3 cases, 2 are failures (TTnsufficlent response, I relapse, mean 
baselme viral load = 47,000) and I had a decrease m viral load from 112,000 to 644 by 5 weeks pnor to delIvery 

and undetectable viral load after delivery 7/8 newborns have negative HIV DNA PCR (1 pendmg) All newborns 
are Without anomalIes and With CD4 and other laboratory values wlthm normal range Conclus]on In our 
expenence a regimen of neVlrapme, zidovudme and another NR TI IS well tolerated m pregnancy, leads to a 

sustamed undetectable Viral load m 82% of cases and does not have detnmental effects on the newborn 

[528/23276] A randomized trial of SID control durmg pregnancy 10 Rakal, Uganda Impact on 
maternal and mfant health 

Ronald H Grayl G Kmgo=12 F Wabwlre-Mangen2 D S Serwadda3 C LII M Meehan4 M J Wawerl IJohns 
HOPAInS Utllvers.ty 615 N WolfeSt BaltImore AId 21205 4Coldmb,a U,l,ver:nt) l'klt Yorl..NY USA 2Makerere 

University Kampala 3Mulago Hospital Kampala Uganda 

Objectives To evaluate effects of mass STD treatment on pregnancy outcome and maternal-mfant mfectlOns 
DeSign Prospective commUnity-based smgle-blmded randomized trial of STD control Methods In a 

randomized trial of STD Control for AIDS PreventIOn pregnant women are enrolled mto a maternal-mfant follow 
up study Smgle oral regimens are prOVided once dunng pregnancy mterventlOn arm women receive aZlthromycm 
cefixlme and metromdazole and control arm receive Iron/folate Syphilis IS treated With 1M pemcillin m both arms 

Data are collected m the home durmg pregnancy and postpartum, and mclude mtervlews, HIV and syphilis 
serology, urmary LCR for gonorrhea (GC) and chlamydia (Ct), vagmal swabs for BV (gram stam) and 

trlchomomasls (Tv) culture, clImcal exam for upper gemtal tract mfectlon (UGTI), and placental histopathology 
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Infant low blrthwelght (LBW) IS based on anthropometry diagnosIs of ophthalmia IS by conjunctival LCR and HIV 
by PCR Analyses examIne rates (%) and relative nsks (RR) In Intervention vs control arm USIng statistical tests 

adjusted for cluster randomizatIOn Results Between 1995-97 we enrolled 3635 pregnant women (1818 
InterventIOn, 1817 Control) and 2973 motherS/Infants (1576 InterventIOn 1397 Control) ComplIance was 390% 

Results are as follows 

+------------------------------------------------------------- ------------+ 
I Maternal lTv IBV IGC Ict IUGTI I Infant GCICt ILBW IMortal~tyl 
+---------------+-----+-----+----+-----+----+---------+----+-----+---------+ 
IIntervent~on(%-) 15 7 137 6 10 9 11 1 12 2 10 6 10 8 19 8 14 6 I 
+---------------+-----+-----+----+-----+----+---------+----+-----+------- -+ 
IControl(%-) 117 3 152 4 12 1 13 6 13 6 11 5 11 3 112 6 14 7 I 
+---------------+-----+-----+----+-----+----+---------+----+-----+---------+ 
IRR(p < 0 05*) 10 30*10 72*10 4310 31*10 6110 40* 10 6010 78*10 98 
+---------------+-----+-----+----+-----+----+---------+----+-----+---------+ 
IData on STD ~nfect~on, chor~oamn~on~t~s and mother-to-ch~ld HIV 
Itransm~ss~on w~ll be ava~lable shortly 
+----------------------------------------------------------------------- --+ 

ConclUSIOns Mass treatment of STDs In pregnant women IS feasible and results In substantIal reductions of 
maternal and Infant morbidity 

[41147] Comparison of proviral DNA In HIV-l and HIV-2 Infected babies In relatIOn to the mode 
of mother-to-chIld transmiSSion and snrvlval 

Abraham Sunday Alabll K Anyoshll N Berry2 D O'Donovanl MOlal P T N'Gom l H Whlttle/ / MRC 
LAboratOries Fajara PO Box 273 Banjul Gambia 2Umv College London MedIcal School London UK 

Objectives To compare provIral load m HIV-l and HIV-2 mfected babIes and to relate proviral load to the mode 
of mother-to-chlld transmISSion pen-versus postnatal transmIsSIOn, and to their survIval DeSign Commumty

based prospective study Methods Twenty three HIV mfected babIes were recrUIted from the MRC transmiSSIOn 
study 17 were HIV -I of whom SIX dIed before the age of one year and SIX were mfected With HIV -2 Pennatal 
mother-to-chIld HIV transmISSIOn was dIagnosed If the baby was POSItive by PCR before 9 months of age and 

postnatally If negative by PCR before 9 months of age but posItIve at 18 months Proviral DNA load m PBMC was 
quantItated by PCR usmg HIV-l and HIV-2 specific pnmers and external controls Results (Table) 

+----------------------------------------------------------------------------------------+ 
I Geometr~c mean (± SD) of prov~ral DNA cop~es/10 PBMCs (Log 10) 

+--------------------------------------------------------------------------+ 
/ /2 month /9 month /18 month 
+--------------------+------------------+-----------------+----------------+ 
IHIV-1 ~nfected 
/ bab~es(n=17) 

+--------------------+------------------+-----------------+----------------+ 
/ Pennatal / I / / 
+--------------------+------------------+-----------------+----------------+ 
/ D~ed(n=6) /2 962±1 343 a /2 375±0 046 / / 
+--------------------+------------------+-----------------+----------------+ 
I Surv~ved(n=5) /1 171±1 209a /2 207±1 741 11 501±1 124b 

+--------------------+------------------+-----------------+----------------+ 
I Postnatal (n=5) I 10 301 11 977±0 919b I 
+--------------------+------------------+-----------------+----------------+ 
I Unclass~f~ed(n=1) IN D * 14 0 IN D I 
+--------------------+------------------+-----------------+----------------+ 
/ HIV-2 ~nfected I 
/ bab~es(n=6) / 
+--------------------+------------------+-----------------+----------------+ 
/ Per~natal(n=4) 12 5S4±0 409c /2 107±0 S1S d 

+--------------------+------------------+-----------------+----------------+ 
I Postnatal (n=2) /0 300±0 OOoc /1 004±0 320d 

+--------------------+------------------+-----------------+----------------+ 
/a p < 0 05 b P < 0 1 c P = 0 002 d P = 0 084 *Not done 
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+--------------------------------------------------------------------------+ 
ConclusIOns No slgmficant difference m DNA viral load between HIV-J and HIV-2 mfected babies A high DNA 
viral load was strongly assocIated with poor survival wlthm the first year of lIfe m babies mfected permatally with 
mv _1 (p < 0 05) Therefore, an early assessment of DNA-Vlralload-1n chlldr-en mfected wIth mv might be of ~ 

m estlmatmg prognosIs, and m management 

[60784J Evaluatmg the Implementation ofthree programmes for preventmg permatal transmiSSIOn 
of HI V 

Neusa Nakao/ C M P Hennques2 M R A Cardoso3 CO Rodngues4 E Warchow5 /AV DR Arnaldo 715 01246-
904 Sao Paulo 2Secretarza de Estado da Saude Ins Saude Sao Paulo SP 3Umversldade de Sao Paulo Sao Paulo 

SP 4Secretana de Hlglene e Saude Santos SP 5Secretarza Mumclpal de Saude Porto Alegre RS Bra=li 

The Importance of the heterosexual transmission of the human ImmunodeficIency VIruS (HIV) IS mcreasmg 
worldWide and particularly m BrazIl Thus It has been observed an mcreasmg partiCipatIOn of the human 

population at chIld-bearmg age m the AIDS epidemIC m BrazIl Therefore, concern about vertIcal transmiSSIOn 
(mother-to-chlld) has recently heightened m thiS country It has been demonstrated the efficacy of the 

antlRetrovlral therapy and of other preventive measures towards the reductIOn of mother-to-chIld transmiSSIOn rates 
These measures have been recommended by the Centers for Disease Control and Prevention (CDC) smce 1994 and 

m BrazIl by the Mmlstery of Health, smce 1996 ThiS study aImed at evaluatmg the ImplementatIOn of the 
programmes for prevention of HI V pennatal transmiSSion carned out m three different localIties m BrazIl It also 
aimed at proposmg strategies for mcreasmg the effectIVity of these programmes Information was obtamed from 

routme data and from questIOnnaires applIed to the health workers mvolved m the programmes The 
Implementation of the programmes was not followed by adequate mformatlOn systems Tehre IS a need for some 

reorgamzatlon of the referal systems Poor trammg and superviSIOn were Identified as the mam IImltmg factors for 
the success of the programmes 

[12163J Morbidity and mortality among HIV-l mfected and unmfected Kenyan children 
Joanne Embree/ S Njenga2 P Datta2 P Nyange2 J a Ndmya-Achola2 F A Plummer/ / Dept 0/ Medical 

MicrobIOlogy University o/Manltoba Wmnlpeg MB Canada 2Unlverslty o/Nalrobl Nairobi Kenya 

Background and Objective To determme the excess morbidIty and mortality expenenced by HIV -I pennatally 
and postnatally mfected Afncan children not recelvmg antlRetrovlral therapy DeSign Prospective cohort study 

Methods The mortality and morbIdIty m HIV-I permatally, postnatally, and unmfected cohorts of chIldren 
enrolled at birth to HIV-1 seropositive mothers and a concurrently enrolled cohort ofmfants born to HIV-I 

seronegatIve mothers followed m The NairobI Mother to ChIld HlV -I Transmission and PedIatnc AIDS Study 
were compared Results There were 102 permatally 41 postnatally, 465 unmfected and 570 control chIldren 

followed for 226 144, 1217 and 1401 person years respectIvely CumulatIve mortality rates over 10 years were 
40 2%, 31 2%, 4 2% and 4 6% respectively (p < 0 001) The followmg were slgmficantly (p < 0 001) mcreased 

among pennatally mfected chIldren compared With controls hospitalizatIOns (3 ) and the mCldence of 
sepsls/menmgltls (2 5 ), tuberculOSIS (10 ), measles (3 ), pneumoma (2 ), acute OtItIS medIa (45 ), chromc OtitIS 
media (6 5 ), thrush (4 5 ), other mouth ulcers (35 ), skm rashes (2 ), and faIlure to thnve (I 5 ) Fewer Illnesses 

were more frequent among postnatally mfected chIldren compared With controls and mcluded hospItalizations (3 ) 
sepsls/menmgltls (2 5 ), tuberculOSIS (5 ), acute OtltS medIa (3 5 ), chromc OtitiS medIa (3 5 ), thrush (2 5 ), skm 

rashes (2 5 ) and faIlure to thnve (2 ) Only tuberculOSIS was mcreased among unmfected chIldren compared WIth 
controls (p < 0 05) ConclUSIOn Both pennatal and postnatal HIV -I mfectlon slgmficantly affected childhood 

mortahty and morbidIty The pattern of Illnesses was shghtly dIfferent for pennatal versus postnatal mfectlon There 
were no "AIDS" definmg Illnesses whIch would be useful for clImcal screenmg m heu ofserologtcal testmg or 

which would be predictive of early mfant mortality due to HIV -1 mfectlon 

[12175] SoroconvertIon an anfants of posItive mothers to DIV Total breastfeedang Impact 
Mana Teresa Nlshlmotol ASP Glbbons2 AM Segall-Correa3 K M Teruya4 R L Haydenl lRVA Os waldo Cru= 
197 Santos Sa&acaron 0 Paulo 11045-904 2NIC STDIAlds Mumclpal Program Santos SP 3Umcamp Faculdade 

Ctenczas Medlcas Campmas SP 4LactatIOn Center FCMS-Fundacao Luszada Santos SP Brazzl 



Objectives To estimate breastfeddmg nsk m the mother to mfant transmiSSIOn m a cohort of children born m 
Santos SP Brazil to analyse breastfeddmg length effect m soroconvertlOn to estimate survival of total breastfed 

versus non breastfed chIldren Methods A hlstonc cohort with HIV pOSitives mother's mfants was assisted at NIC 
- Santos SP BrazIl (NucIeo Integrado da Cnanca) from January 1993 to December 1997 The children were 

stratified m two groups Breastfed and Non breastfed The HIV mfectIon was detennmed by the antibody test after 
18 months of age or by AIDS chnIcal diagnosIs at any age Results The results of antibody test m the two groups 

were 

+----------------+--------------+--------------+ 
HIV+ 1 HIV - 1 

+----------------+--------------+------ -------+ 
ITotal Breastfed 145/64 (70 3%) 119/64 (29 6%) 1 
+----------------+--------------+--------------+ 
1 Non breastfed 135/72 (48 6%) 137/72 (51 3%) 1 
+----------------+--------------+--------------+ 
IX2 = 6 6 P value = 0 01 1 

+----------------------------------------------+ 

25% of women had knowledge of their HIV positive status and deCided to breastfed their children despite of the 
strongly health professIOnal warnmg to the nsk of their chOice The total breastfeddmg average was 30 days at 

seropOSItive group and 0 days at the seronegative group ConclusIOns Breastfeddmg IS meaningful factor to HIV 
mother to mfant transmiSSIOn The Kaplan - Meier analYSIS suggests greater survival of the total breastfed mfants 
group, however the difference has not showed to be statIstically meaningful Would breast mIlk have a protector 

effect over HIV mfected children? 

[12408] Modified ACTG- 076 protocol and Its mltlal results m the largest ongomg permatal HIV 
study m India 

Sachm M Changedlal IS Gilada2 R H Merchart3 I House PhYSICian I H a -Bomba} MH 2Secretary General 
I H a -Bombay MH 3PedlatrzctlOn Wadla Hosp Parel Bombay MH Indza 

Background With the HIV epIdemiC m ItS third phase affectmg a large number of women India, ndden with 
poverty (GNP 150$), Ilhteracy, double standards and multiple scandals has some activists for the cause of trees, 

animals and human nghts But strangely enough, a child m the womb IS not covered under any of these causes and 
contmues to be neglected We deCided to pursue 'Right to AIDS-Free Life for the small creatures 10 the womb 

before they breath m thiS morally and SOCially polluted world To prevent pennatal transmission cost effectively by 
appropnately modlfymg the ACTG-076 protocol m Indian context, we mltIated thiS study Methods After 

sequential, systematised HIV screenmg of the antenatal chnIC attendees at a large Women's Hospital, seroposItive 
women were counselled on preventmg pennatal transmiSSion through modified ACTG-076 to SUIt the cost and 

convenience m the 'IHO-Wadla' model It has four wmgs Locally produced AZT to mother for 8 weeks 400 
mg/day, elective Ceasarean sectIOn for dehvermg the baby, no breast feedmg or modified breast-feedmg and AZT 
to the mfant for first 40 days Chlidren are followed quarterly till 15 months and tested for HIV by ELISA at 9 and 
15 months, the latest they can be certified mfected or otherwise Sero-negatlve babies are discharged from the study 
at the earhest revelatIOn Result Of the 81 babies born followmg our protocol, 26 have faIled to follow-up, 35 are 
below 9 months All the 20 babIes who have completed 9 months have come 'HIV negative' (Zero prevalence, but 
small sample size) It IS a cost-effective study Pool ELISA test per woman Rs 15/- ($0 40), Cost of detectIOn of 

one mfectlOn Rs 1500/- ($40/-) (prevalence m women IS I %), Cost of preventIOn of one pennatal transmiSSIOn Rs 
5000/- (130$) VIS a VIS cost of managmg one HIV mfected child With 'cocktail' Rs 100,000/- (2800$) ConclUSIOn 

AZT gIVen to seroposItive mothers m proportIOnately smaller doses (due to low average weight) for a shorter 
duranon of 4 to 6 weeks has been equally effiCient 10 preventmg pennatal transmission Such a cost-effective and 
user-fnendly model needs to be replicated elsewhere UNAIDS gUidelmes of 'no-breast feedmg' for nch countries 
and 'breast-feedmg' m poorer countries needs to be modified With mdlgenous solution of modified breast-feedmg 

(heatmg breast milk) 

[23284J A commuDlty based study of per mata I transmiSSion ofHIV-l and HIV-2 m The GambIa 
Hz/ton Whlttlel K A Arzyoshl1 P TN Ngoml PM MIlllganl R S N Sarge-Njle2 DO O'Donovan1 Wzlkms l IMRC 

Laboratorzes Banjul 2Royal Vlctorza Hospital The Gambza 
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Objectives To determIne rates of, and rIsk factors for mother to child transmission (MCT) of HI V-I and HIV-2 In 
The Gambia Methods From January 1993 to March 1995 we screened 29 670 pregnant women attendIng 
antenatal climcs In The Gambia Mothers and babies were vIsited and examIned by a climclan at 2 9 and 18 

months of age when bloods were taken for Immunology and virology Results We enrolled 109 HIV-l 
seropositive women, 250 HIV -2 seropositive women and 448 seronegative controls Of the children born to HIV-1 
seropositive women 7 of 64 were HIV - I PCR positive at 9 months of age and 6 of II children who were dead or 
lost to follow-up by 9 months were HIV -1 PCR positive at 2 months of age Four children who were PCR negative 
at 9 months of age were HIV - I seropositive and PCR positive at 18 months of age MCT rate was 17/81 I e 2 I 0% 

(95% CI 2 7, 31 5) Of the children born to HIV -2 seropositive women, 5 of 170 were HIV -2 PCR pOSItIve at 9 
months of age None of the 22 children who were dead or lost to follow up at 9 months of age and who were tested 

at 2 months were HIV -2 PCR positive Three chIldren who were PCR negative at 9 months of age were HIV-2 
seropoSItIve and PCR POSItive at 18 months of age MCT rate was 8/201 Ie 40 (95% CI I 7, 7 7) A low CD4% 
and birth durIng the malarIa season were nsk factors for transmission Plasma RNA HIV-2 viral load was higher In 

mothers who Infected their babies than In those who did not (GM 4722 vs 973 coples/ml respectIVely, p = 0 03) 
The HIV - I plasma RNA viral load IS beIng measured Mother to child transmiSSIOn rate which was Influenced by 

season and state of disease as determmed by CD4 level or plasma viral load, was higher m HIV -1 than HIV-2 
Infected mothers Late postnatal mfectlOn occurred In both mfectlons 

[232851 Comparative Importance of obstetric factors for vertical HIV -1 transmission lD MalaWI 
and BrazIl 

Beatrlz H Tess1 J P A Ioanmdls2 L C Rodrlgues3 L Mtlmlvalye4 N Kumwenda4 D G Contopoulos-Ioanmdls5 
R J Biggar! ! Viral EpidemIOlogy Branch NCI EPNI434 6130 Executive Bldg Rockville MD 2HlV Research 

Branch NIAID NIH Rockville MD 5George Washington Umverslty Washington DC USA 3London School of 
Hygiene Tropical MediCine London UK 4Umversltv of MalawI Blantyre MalaWI 

ObjectIVes To assess the Importance of obstetriC factors on vertical transmiSSIOn of HIV - I comparmg results from 
two large cohort studies In MalaWI and In Brazil Methods A cross-validatIOn approach was used to evaluate 

obstetriC predictors Similarly defined m MalaWI (1359 mother-child pairs) and BraZIl (434 mother-child pairs) A 
predIctive model was bUIlt upon the MalaWI data and was tested Independently m the BraZIlian data, controllmg for 

the effect of maternal HIV disease We compared the rIsk of vertical HIV-I transmission accordmg to different 
mdlcatIOns of cesarean sectIOn (c-sectlon) m the two settmgs Results DuratIOn of ruptured membranes (ROM) 

(OR per hour I 02, 95% CI I 00-1 04), gestatIOnal age (OR per week 0 93, 95% CI 0 85-0 99) and maternal stage of 
HIV disease (OR I 68,95% CI I 20-235) remamed mdependently assOCiated With chIld's HIV-mfectIOn status m a 
multivarIate analYSIS based on the MalaWI data and the model was fully valIdated m the BraZIlian cohort (p = 0 01) 
where the effects of these three predictors were SImIlar 14% of the delIverIes were by c-sectlon In MalaWI vs 35% 
In BraZil In MalaWI, the transmiSSion rIsks for vagInal and c-sectIOn delivery were 26% (95% CI 24-29) and 19% 
(95% CI 14-25), respectively, whereas In Brazil these figures were 15% (95% CI 11-19) and 19% (95% CI 13-26) 

In Brazil, transmiSSion nsk was 2 I % (95% CI 13-30) for babies born by c-sectIOn for IndicatIOns rarely used In 
MalaWI but common In Brazil (tubal ligation, prolonged ROM, multIple birth, prevIOus c-sectIOn, post-date 
delIvery fetal distress and HIV InfectIOn) for IndicatIOns which were equally common In the two countrIes 

(dystOCia cephalo-pelvlc disproportion hypertensive condItIons, abnormal fetal presentatIOn, placental and cervical 
emergencies) transmission rISk was 13% (95% CI 4-27) ConclUSIOns The effects of ROM, gestatIOnal age and 
maternal disease stage are consistent In MalaWI and Brazil Differences In the crude effect ofthe mode of delivery 
on the nsk of transmiSSIOn may be partially due to differences In the mdlcatlOns for c-sectlon In the two settIngs 
Such differences m Indications need to be conSidered before addreSSIng the Issue whether c-sectJOn per se mayor 

may not affect the risk of transmission 

[23289] Assessment of the Programme of Serological ASSistance to Pregnant Women (pASG) and 
the Programme of ASSistance to SeroposItive Pregnant Women (PAG+) lD the City of GuaruJa

BrazIl 
Marco Antomo Rels Barbosa/ 2 J C F Favero2 NAG Grrl02 G M S SIlva2 EM G Fonseca2 R S N Negrelros2 

R G Quadros2 /Hebc Ferreira Street Number 370 Good Hope Garden GuaruJa Sao Paulo 2IrifectIOn Diseases 
DIVISIOn ofGuaruJa GuaruJa SP Brazil 



ObjectIves To assess the Impact of the IntroductIOn of the offerIng of antl-HIV test to pregnant women 
seroprevalence, and the difficulty of ImplementatIOn of the ACTG-076 gUIdelines IntroductIOn Guaruja IS the 
17th Brazilian City In mCldence of the HIV-vlrus among the populatIOn be 109 one of the first cities 10 BrazIl to 
obtaIn AZT (Intravenous), 10 June 1996 and to launch the PASG In July 1997 The programme consists m the 

umversal offermg (free) of anti-HI V tests to pregnant women 10 all public health centres by the obstetriCians while 
the InfectIOus Diseases DIVISIOn IS responsible for the pre-test, the talks on STDI AIDS for the pregnant women and 

the personal filling-m of forms and questIOnnaires Fifteen days after the blood sampling, the pregnant woman 
returns for the post-test (onentatlon and the delivery of results mdlvldually), those women with a negative result go 
back to the public health centre for the pre-natal assistance while those with a positive result jom the Programme of 

ASSistance to SeropositIVe Pregnant Women (PAG+), followmg the ACTG-076 gUldelmes Results After the 
centralIzatIOn of the programme m one department, these were results for mformatlOn, blood samplmg and the 

delIvery of results the number of women who do the test mcreased 20 times (from 15 tests/month to an average of 
300 tests/month) Of the 1264 pregnant women who used the service, sent by the baSIC healthcare system (pre-natal 

assistance), 89% had not received any mformatlOn about STD/AIDS from their obstetriCians, after recelvmg 
mformatlOn and onentatlOn m the central umt, all did the test that was offered and complamed about their partners 
not gettmg mvolved m the programme Ten pregnant women (0 79%) are seropoSItive (confirmed by two samples) 

average age 22 years old, 4 mamed (40%), 3 smgle (30%) and 3 other mantal status (30%), 5 sometimes use 
contraceptIVes 3 never used contraceptives (30%), 7 never did the antl-HIV test (70%), 2 had previously done the 
test (20%), 1 did not answer (10%), and 10 demed usmg mtravenous drugs (100%) and 10 stated havmg only one 
partner (100%) ASSESSMENT OF THE PAG+ (Implementation of ACTG-076 gUldelmes) Out of 10 pregnant 
women 5 (50%) did not return to receive the result of the second sample (pOSitive), although they were mVlted by 

letter and vIsited by the service nurse, 2 (20%) followed all the procedures and are stili under treatment 2 (20%) are 
us 109 AZT (oral) and 1 (10%) did not use AZT (Intravenous) dunng chIldbirth ConclUSIOn After the 

Implementation of the PASG 10 a centralized way, we conSiderably mcreased the amount of Information about 
STDs/AIDS among women at the reproductive phase and there IS less prejudice agamst matenal samplmg for the 

HIV test m thiS population As for the PAG+ we have come across a lot of difficulty to keep It work 109 the 
psychosocial aspect of the pregnant women when they receive the result, constant lack of test-kits (a long time 

passes before they receive the result mcreasmg the stress), the obstetnclans are very little Involved lack of human 
and financial resources speCifically for the programme We believe these must be common problems m many Third 

World Cities where ACTG-076 gUIdelines are bemg Implemented 

[23292] The relatIve Importance of antepartum antlRetrovlral therapy versus mtrapartum and 
neonatal treatment m preventmg maternalmfant HIV transmission 

David Burdge1 2 Deborah Money2 J Forbes2 D Patrlck2 lOak Tree CliniC B4 4500 Oak Street Vancouver 
British Columbra V6H 3N I 20ak Tree Clrmc and the Umverslty of British oiColumbra Vancouver BC Canada 

Background AntlRetrovlral therapy (ART) decreases rates of maternal mfant (MI) HIV transmiSSIOn when given 
ante and mtra partum to the pregnant woman and post partum to the mfant This study was undertaken to better 
define the relative Importance of each component of ART 10 prevention ofMI TransmiSSion Methods All MI 

pairs cared for 10 our HIV centre from Mar 1993 through Dec 1997 were reviewed regardIng HIV outcome, 
maternal characterIStics obstetncal detaIls and ART received Rates ofMI TransmiSSion were compared between 

(1) MI pairs that received full antepartum ART from 34 weeks (or earber) through to term (regardless of 
mtrapartum and postpartum ART), (2) MI paIrs that did not receive full antepartum ART from 34 weeks till term 

but did receive other (mtra or postpartum) ART (3) MI pairs that received no ART Statistical analyses were 
performed usmg chi square and Fisher's exact test and logistIc regressIOn modeling Results 73 MI pairs were 

reviewed Rates of MI TransmissIOn were pairs recelvmg full antepartum ART (regardless of other ART received) 
1132 (3 1 %), pairs that did not receive antepartum ART but did receive other ART (mtra +/postpartum) 4119 (21 %), 

pairs that received no ART 5/22 (22 7%) There was a statIstically slgmficant difference 10 transmiSSIOn rates 
between MI pairs receivIng antepartum ART and those recelvmg any other ART (P = 005) and those recelvmg no 

ART (P = 0 02) There was no slgmficant difference between the groups receIVIng any ART other than the 
antepartum component and those recelvmg no ART After stepwise multivariate lOgiStiC regressIOn, only the 

antepartum component remamed slgmficant (P-O 04, odds RatIO = 0 12) These parameters were not slgmficantly 
changed when all components of therapy were forced mto the model ConclUSIOns These data suggest that the 

antenatal component of ART may be Significantly more Important m preventmg maternal mfant HIV transmission 
than the mtrapartum andlor postpartum components of therapy Further study of ART m pregnancy IS reqUired 10 

order to clarifY thiS relatIOnship and further Improve maternal and mfant outcomes 
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[23295] The challenge to rednce HIV vertical transmiSSion lD BrazIl 
Valdllea Santos C S C Cunha A L R Vasconcelos E Sudo P J N Chequer Bra=tlran AIDS Program - MOH Espl 

MmlsterlOs BI G Brasllra - DF USA 

Issue HIV/AIDS epIdemIc 10 BrazIl IS grow 109 fast among women 10 chIldbearmg age resultmg 10 an mcrease 10 

the number of HI V mfected chIldren Project Based on the results of the 076 study, the BrazIlIan Mlmstry of 
Health establIshed 10 july 1996 a specIal program to reduce vertIcal transmISSIon The program mcludes 1- A 

pohcy to offer umversally HIV testmg to pregnant women (voluntary test wIth counselmg), 2- ProvIsIon of AZT 
(capsules, IV and syrup) free of charge among the other antlRetrovlral drugs, 3- A polIcy to dIscourage breast 

feedmg for HIV mfected women and provIsIon of the mIlk formula to babIes born from HIV mfected women, 4-
Trammg program for health care provIders (obstetrIcIans, pedIatrIcIans and nurses), 5- PublIcatIOn of officIal 
gUIdelInes to reduce HIV vertIcal transmISSIon Results In spIte of all efforts, the number of HIV mfected 

pregnant women recelvmg IV AZT stIll low, even after 18 months of the program One of the major problem faced 
by thIS program IS to deal WIth the deficIencIes that characterIze the maternal and perInatal care 10 BraZIl The 

seventy of thIs problem IS reflected on the rate of maternal mortahty whIch can be 10 some areas of the county as 
hIgh as 1601100000 born alIve Some IdentIfied deficIencIes 1- Overloaded health care servIces, 2- A very 

mterventlomst pattern of assIstance to dehvery 3- Lack of contmuous educatIOn opportumtles for health care 
provIders Another problem IdentIfied dUrIng the trammg program IS the lack of famlhanty WIth HIV I AIDS Issues 
by the maternal and chIld health (MCH) care provIders Lessons learned In a developIng country, a strategy to 

reduce HIV vertIcal transmISSIOn may face other problems no dIrectly related WIth the HIV/AIDS epIdemIC These 
problems could be a slgmficant bamer and should be addressed 10 the global strategy to manage the problem of 

HIV vertIcal transmISSIOn HIV AIDS IS a new Issue for the maJonty of MCH care prOVIders and thIS po lOtS out the 
need of tram 109 programs speCIally deSIgned for them 

[23297] AntIRetrovlral drugs for pregnant women lD rural South Africa cost-effectiveness and 
capacity 

DaVid Wtlkmson1 2 K Floyd2 C F Gllks2 ISouth African Medical Research Council South Africa 2Llverpool 
School o/Troplcal Medlcme Liverpool UK 

Objective To estImate cost-effectIveness of, and capacIty reqUIrements for prOVIdIng antlRetrovlral drugs (ARVs) 
to pregnant HIV-mdfected women 10 rural South Afnca Settmg Hlablsa health dIstrIct where HIV prevalence 

among pregnant women was 26 0% 10 1997 Methods CalculatIOn of number of paedIatrIC HIV mfectlOns averted 
under three scenanos, and theIr cost No InterventIOn compared WIth A zldovudme (ZDV, ACTG 076 protocol) 

delIvered wlthm current mfrastructure, B ZDV dehvered through enhanced and C short-course ZDV plus 
lamlvudme (3TC) delIvered through enhanced Cost effectIveness defined as cost/mfectlOn averted and 

cost/potentIal year of hfe gamed CapacIty 10 terms of staff and mfrastructure reqUIred to effectIvely Implement 
Results WIth no mterventlon 657 paedIatnc HIV mfectlOns are projected for 1997 In scenano A thIS could be 

reduced by 15% at a cost of about R2 7 mllhon (I US$ = R4 5), 10 scenano B by 42% at about R 7 1 mllhon, and 10 

scenano C by 47% at about R3 6 mIlhon In scenano C, drugs account for 75 9% of costs, whIle addItIOnal staff 
account for 18 4% Cost per mfectlOn averted was RI 1,710 and cost per potentIal year of hfe gamed (dIscounted at 

3%) was R404 Cost of scenano C IS eqUIvalent to 14% of the 1997 dlstnct health budget At least 12 extra 
counsellors and nurses and one laboratory techmclan together WIth substantIal logIstIcal and managenal support 

would be needed to dehver an effectIve mterventIon ConclUSIOn Although ARVs may be relatIvely cost-effectIve 
10 thIS settmg the budget reqUIred IS currently unaffordable Developmg the capacIty reqUIred to dehver the 

mterventlOn poses both a major challenge and an opportumty to Improve maternIty servIces 

[23311] MaID difficulties ID the reductIOn ofHIV vertical transmiSSion ID Rio de Janeiro, BrazIl 
Norma P M Rublm l J Arabe D W C Leal R Rocco A J Lima C A Morals-de-sa Umverslty of RIO de Janeiro 

lRua Lelle Leal 1351Apto 5051Bloco 1 Laranjelras RIO De Janeiro RJ Brazil 

ObjectIves InvestIgate the factors whIch mfluence or hamper the access of HIV mfected pregnant women to 
therapy WIth zldovudme (ZDV) to reduce the vertIcal transmISSIOn ofHIV Methods We studIed all the mothers 

of chIldren claSSIfied In the categone E (CDC) whIch were born between 1995 and 1997, 10 follow-up at the 
PedIatrIC Immunology Chmc The mothers were dIVIded mto two groups A - mothers that receIve ZDV therapy 
durmg pregnancylblrth and B - mothers that were not treated WIth ZDV durmg pregnancylblrth We analysed 



demographIc charactenstlcs access to pre-natal exammatlOn presence of STD durmg pregnancy offermg of antl
HIV serology dunng pre-natal exam and knowledge of HI V dIagnosIs before pregnancy For statistIcal analYSIS we 

used FIscher's exact test Results We analysed 61 HIV mfected women Twentv (328%) had been treated WIth 
ZDV durmg pregnancy!blrth, of whIch 10 (50%) had prevIous knowledge of theIr HIV+ status 6 (30%) found out 

they were HIV mfected durmg pregnancy vIa dIagnosIs of HI V mfectlOn 10 theIr sexual partner and I (5%) 
developed AIDS durmg pregnancy MedIan of age, ethmlcs and mode of acquIsItIOn of HIV were sImIlar 10 both 

groups Twenty women (100%) 10 group A and 35 (854%) 10 group B (p = 00810 NS) performed prenatal exams 
where as 10 (50%) 10 group A and 10 (24 4%) 10 group B knew theIr HIV+ status before pregnancy (p = 0 9883 
NS) The presence ofSTD durmg pregnancy ocurred 10 3 women (15%) of group A and 2 (4 9%) of group B (p = 
o 1931 NS) Antl-HIV serology was offered durmg the pre-natal perIod to 3 women 10 grup A and none 10 group 

B ZDV therapy for reduction ofHIV vertIcal transmISSIon was not offered to any of the 10 women m group B who 
knew they were mfected by HIV ConclUSIOns The mam factors whIch hamper the reductIOn of vertIcal 

transmISSIOn were the non-IdentIficatIOn of 492% of HI V mfected pregnant women, due to reduced offermg of 
antl-HIV serology durmg pre-natal exams, and the non-referral to ZDV therapy of33 3% of pregnant women who 
already knew that they were HIV+ These data demonstrate the need for educatIOn/tram 109 of health provIders who 

attend women 

[23319J NIpple dIsease among lactatmg HIV-l mfected women 
Ruth W Nduau/ G C John3 D A Mbon-Ngacha2 A Mwatha2 M Rellly3 J C Krelss3 / PO Box 19362 NaIrobi 

2Umverslty o/NaIrobl NaIrobi Kef1}a 3Umverslly o/Washmgton Seattle USA 

ObJectrves NIpple dIsease a common problem 10 lactatmg women, may be assocIated WIth breast mIlk 
transmIssIon of HIV -1 This study descnbes the mCldence and correlates of cracked nIpples (CN) among lactatmg 

HIV-l mfected women 10 NaIrobI, Kenya Methods Pregnant HIV-l seroposItIve women enrolled m a breast 
feedmg versus formula feedmg tnal underwent an mtervlew, phYSIcal exammatlon, and laboratory evaluatIOn of 

haemoglobm, CD4 counts, and plasma vltamm A level After delIvery women were mtervlewed and exammed for 
phYSIcal eVIdence of CN at each VISIt dunng a 2 year follow-up penod Results Three hundred and seventy-one 

women were enrolled and followed for 582 person-years (p-yrs) ThIrteen percent (31/242) of breast feedmg 
women versus 3% (41129) offormula feeders had CN (p = 002) Of these 35 women WIth CN, the first epIsode of 

CN occurred dunng the first month of lactatIOn m 35% of breast feeders and 25% of formula feeders Mean vltamm 
A levels were slgmficantly lower among women WIth CN (202 giL vs 283g1L, p = 001» One thIrd (10/30) of the 

women WIth CN expenenced vagmal CandidiasIS durmg pregnancy compared to 17% (56/315) among women 
WIthout CN (OR 2 3, 95%CI I 02-5 2) Age prevIous panty, chnIcal dIsease status and ImmunosuppreSSIOn were 

not assocIated WIth CN In a multlvanate logIstic regressIOn CN were SIgnIficantly assocIated WIth vagmal 
candIdIasIs (OR 8 7, 95% CI 4 1-19) and mversely related to vltamm A levels For every 10% decrease m vltamm 
A level there was a I 4-fold mcreased odds ofhavmg CN (95% CI 12-1 7) ConclUSIOns Vltamm A defiCIency 
and vagmal candIdIaSIS durmg pregnancy were aSSOCIated WIth cracked nIpples after delIvery SupplementatIOn 

WIth vltamm A maybe benefiCIal, partIcularly If cracked D1pples are aSSOCIated WIth mcreased nsk of breast feedmg 
transmIssIon of HIV-l 

[23322J The feaSibilIty of short-course antiRetroviral therapy for the preventIOn of mother to chIld 
transmISSIon of HIV m Soweto, South Africa 

James McIntyre G E Gray Pennatal HIV Research Umt CH Baragwanath Hospital PO Bertsham 2013 South 
Africa 

Background Despite the success of zidovudme as standard treatment for the reduction of mother to chIld 
transmiSSIon 10 developed countrIes, current regImens may not be SUitable for many developmg countnes, due to 

the cost mfrastructure reqUirements and rates of breastfeedmg Several trIals of short-course antlRetrovlral therapy 
are 10 progress, With early results expected m late 1998 If these prove successful thiS approach would prOVIde a 

cost-effectIve alternatIVe for some developmg countnes ThiS paper discusses the reqUirements for the mtroductlon 
of thIS therapy m South AfrIca's largest urban township These mclude access to maternity servIces, time of 

utilIsatIon of antenatal care, laboratory faCIlIties, drug supply logIStiCs, testmg and counsellIng servIces and mfant 
feedmg practices Results ChrIS HanI Baragwanath Hospital 10 Soweto delIvers 16000 women annually WIth a 
further 7000 delIvered at the assOCiated midWIfe delIvery clInICS Antenatal care services are free and over 95% of 

pregnant women attend antenatal clInICS and delIver 10 medical faCIlItIes The mean gestatIOnal age at first 
attendance IS 23 weeks, With 88% of women attendmg before 36 weeks Uptake of voluntary HIV counsellmg and 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

Iml ,~"'"' "' ..... _ ... 
UNKAGE.'> 

testing currently only avaIlable at hospItal level IS over 95% The HIV seroprovalence was 18% In early 1998 
gIVing an estImated 3200 HIV posItive women per year who could be Identified In tIme to start treatment at 36 

weeks Laboratory facIlItIes are avaIlable WIth the capacIty to undertake sufficIent HIV tests and other laboratory 
work A well-controlled drug dIstrIbutIOn system IS m place at hospItal and clImc level Trained nurse counsellors 
are avaIlable at all cllmcs and the hospItal, backed up by volunteer peer counsellors at the hospItal Staffing levels 

would need to be mcreased to cope WIth the counsellmg workload At present, over 80% of Identified HIV posItIve 
women formula feed theIr mfants ConclUSIOns The condItIOns and Infrastructure for the s ImplementatIon of 

short-~ourse antlRetrovrraltherapy are largely avaIlable 10 Soweto AddItJQIlaLstafffor counsellmg and funds for 
laboratory servIces and drug supply would be requIred DecIsIOns on the introductIOn of such therapy wIll be made 

on the basIs of efficacy results from the PETRA and other studIes, and cost benefit analyses usmg local data 

[23323] Recommendations from 11 Latmamerlcan AIDS programs to prevent HIV transmission 
through breastfeedmg 

Jose Antonio Iza=ola-Llcea FundaclOn Mexlcana Para La Salud Perifenco Sur 4809 C P 14610 Me"'Clco D F 
Mexico 

Problem It IS estImated that between one-thIrd to one-half of the total pennatal AIDS cases acqUIred HIV by theIr 
mothers mIlk (HIV transmISSIOn rate through breastfeedmg 16-43%) The benefits of breast feeding m reducmg of 
Infant mortalIty are WIdely acknowledged and promoted m developing countrIes Project A consensus workshop 
WIth dIrectors of NatIOnal AIDS Programs, offiCIals of mfant nutrItIon programs, and internatIonal orgamzatlons 

was orgamzed to document current pohcles and practIces regarding breastfeedIng by HIV mfected women m 
Latmamenca and to seek regIonal recommendatIOns to promote the best alternatIve to prevent as many cases of 

HIV vertIcal transmIssIon as possIble Results ThIrty-eIght representatIves of natIonal AIDS and mfant nutntlon 
programs (Argentina, BrazIl, Cuba Costa RIca, ChIle, Domlmcan Repubhc, Honduras, MeXICO Paraguay, Peru and 

Venezuela), of regIOnal and natIonal socIetIes of pedIatrIc tans and from four internatIOnal orgamzatlOns dealing 
WIth AIDS were gathered (BrazIl, Nov 1997) In all the partIcIpating countrIes, except Honduras and DominIcan 
Repubhc, AZT was being provIded (at dIfferent coverage rates) accordmg to the ACTG 076 protocol usmg pubhc 

funds All partlclpatmg countrIes, except Honduras, contraindIcated breastfeedIng by HIV mfected women and 
sought the sustamed provIsIon of mIlk substitutes or mIlk from other non-mfected women (mIlk banks) as 

alternatIves It was concluded that even when health personnel Ignored the feaslblhty to substItute maternal mIlk, 
women should be adequately counselled about the rISks of HI V transmISSIOn to theIr Infants to make an mformed 

deCISIOn In mIddle mcome countrIes m LatInamenca, adequate and sustamed substItutIon of maternal mIlk IS 
feasIble usmg pnvate (out-of-pocket) and publIc funds Lessons Learned It was concluded that ethIcally, 

breastfeedIng must be contramdlcated whenever alternatIve nutrItIOn sources could be proVIded under a permanent 
baSIS The expenence ofnme countnes In latmamenca showed the feasIbIlIty to hmlt the vertIcal transmISSIOn of 

HIV through the use of antiRetrovlrals and substItutIOn of maternal mIlk 

[23325] Wlthm feed analYSIS of HI V ABs m human breast mIlk ImplIcation for breastfeedmg 
polIcy and strategies 

Norman Nya=ema Dept Clinical Pharmacology PO Box A 178 Avondale Harare 21mbablte 

Objective To investIgate the vanatlon of HI V specIfic ImmunoglobulIns WIth respect to pOint of feed DeSign 
ProspectIve, follow-up study Method After a random selectIOn, 20 pregnant women were recruIted at an ante

natal clImc where there was no mandatory test for HIV The women gave theIr consent to be followed up untIl the 
bIrth of the chIld All the ethIcal reqUIrements were fulfilled Fore and hmd samples of colostrum and mature mIlk 

were collected 5 and 21 days postpartum respectIvely and stored at -70°C HIV specIfic antIbodIes were 
detennIned In all samples USIng 2 commercIal Elisa kits Results Most women average age 24 yrs were between 
26 and 32 weeks of gestatIOn and received the standard care One of the assays detected HIV antibodies In 11 out of 

20 colostrum samples and 3 out of9 correspondIng samples of mature mIlk The other assay showed that SIX 

quadrapule samples I e 6 out of20 milk samples had HIV antibodies Usmg the ODs obtaIned there appeared to 
be no statistIcally slgmficant vanatlon In the quantIty HIV speCific antIbodIes wlthm feed ConclUSIOn From the 
ODs obtained It would appear that there was no dIfference In the qualIty of fore and hmd mIlk, as far as protectIve 
antIbodies were concerned To change our breastfeedmg polIcy and Its strategIes a bIgger stuay whIch also looks at 

the vIral load necessary HIV infectIOn, lactatIon and breastfeedmg IS a complex Issue 



[23326) Zidovudme reduces HIV-l permatal transmission even If only the oral component 
admmlstered to pregnant women IS used 

Jorge Pmto l J B Sou=a2 R S Prado2 I R Carvalho2 A LuchesI2 M L Jeronvmo2 DB Greco:! I Rua goltaca=ares 
14/408 Belo hOr/zonte MG 30190-050 2Federal Umversl!V o/Mmas Gerais Belo HOr/=onte MG Bra=ll 

Objective To evaluate the effectIveness of the dIfferent components of the zldovudme (ZDV) use m reducmg the 
rIsk of per mata I transmiSSIOn of HI V-I m a cohort of vertIcally exposed mfants m Belo HOrIzonte, BrazIl Design 
RetrospectIve cohort study Methods A total of 103 mfants born from HIV -I mfected mothers between January 

1994 and August 1997 have been enrolled m a natural history study Accordmg to a standard protocol the baselme 
VISit mcluded mformatlOn about ZDV use m antenatal, mtrapartum and neonatal penods Infants were followed 

monthly for the first 6 months of life and every three months thereafter InfectIOn status was defined m any of the 
followmg occurrences 1) development of AIDS-associated symptoms at any age, 2) persistence of serum HIV-J 

antibodies beyond 18 months of age, or 3) serum or plasma p24 antigen detection In two occasIOns beyond neonatal 
perIod SerorreverslOn was established after 2 negatIve EIA performed m a three-month mterval Infants < 18 

months who remaIned seroposItIve and had not presented clinIcal and laboratory eVIdences of mfectlon had theIr 
HIV status claSSIfied as mdetermmate Results At the tIme of analysIs 33 (320%) of the 103 mfants were 

mfected 40 (388%) were serorrevertors and 30 (291%) were mdetermmate Infants whose HIV-I status was 
mdetermmate were excluded from the analysIs Females comprIsed 50 5% of the populatIOn The mean age at entry 
m the study was 4 5 months (SD 3 8 months) Use of any combmatlon of ZDV components was reported by 2 of 33 
(6 1%) transmlttmg and 17 of 40 (42 5%) non-transmlttmg mothers {relatIve nsk (RR) 2 10,95% CI 1 49-2 97} 

Use of oral ZDV m the antenatal penod alone was reported by I of 32 (3 1%) transmlttmg and 7 of 30 (23 3%) non-
transmIttIng mothers (RR 205, 95% CI 1 37-3 08) The vertical transmISSion rate was 12 5% and 57 4% 

respectIvely In mothers reportIng and not reportIng ZDV use (p = 0024) ConclUSIOns In thIS observatIOnal 
cohort study, oral ZDV used only m the antenatal penod was correlated to a 78 22% reductIon In the vertIcal 
transmiSSIOn rate These data Indicated that a more SImply approach of ZDV use, applicable In less developed 

countrIes, mIght have an efficacy comparable to the complete ACTG076 regImen 

[23391] Changes m HIV-l viral load after dlscontmuatlOn of oral AZT given to pregnant Ugandan 
women 

J Brooks Jacksonl Laura Guayl A Murarkal C Nakabllto2 J Nakakande2 P Musoke2 F A Nmlro2 J B Jacksonl 
IJohns Hopkms Umverslty Baltimore MD USA 2Makerere Umverslty Kampala Uganda 

ObjectIves To determme If SignIficant post-partum HIV -I vIral load changes occur after cessatIOn of a short 
course of oral AZT therapy In pregnant Ugandan women from 37 weeks gestatIOn untIl delivery Methods 

Twenty HIV-I Infected pregnant Ugandan women WIth plasma HIV-l RNA levels of>2000 coples/ml and equally 
dlstnbuted between CD4 cell count >500 cells/, .. t1 and CD4 cell count <500 cells/J..l1 were enrolled Women receIved 
300 mg AZT orally BID startIng at 37 weeks gestatIOn untIl the onset oflabor A 600 mg oral AZT bolus was gIven 
at the onset oflabor, followed by 300 mg every 3 hours untIl delivery Plasma HIV-I RNA (Roche RT PCR) CD4 

cell counts and complete blood counts were mOnItored at enrollment delIvery and post-partum A greater than 
three fold change m HIV -I RNA was conSIdered a bIOlogIcally SIgnIficant dIfference Results The study women 

delIvered from 5 to 38 days (mean 219 days) after InItIatIOn of AZT therapy The medIan plasma HIV-l RNA level 
was 10 119 coples/ml at baselme (37 weeks gestatIOn), 3,720 coples/ml at delivery 24,000 coples/ml at 72 hours 

post-partum and 13,790 coples/ml at 6 weeks post-partum As compared to baselIne - 8 of 19 women (42%) had 
>3 fold decrease In HIV-l RNA by delIvery (5 WIth CD4 < 500), - 6 of20 women (30%) had >3 fold mcrease m 
HIV-l RNA by 72 hours post-partum (2 WIth CD4 < 500), - 4 of20 women (20%) had >3 fold Increase In HIV-l 

RNA by 6 weeks post-partum (2 WIth CD4 < 500) Overall none of the changes m plasma HIV-l RNA levels 
aSSOCIated With InItIatIon or termmatlOn of oral AZT therapy were SIgnIficant USIng log-transformed data 

ConclUSion A short course of oral AZT In twenty pregnant Ugandan women produced vanable changes In plasma 
HIV-l RNA levels from InItIatIon of therapy to tImepoInts after termInatIOn of therapy WhIle a mInonty of women 

had persIstent Increased VIremIa up to SIX weeks post-partum, overall there was no SIgnIficant VIral overshoot 
response to termInatIOn of therpy 

[31163) Study of cellular & humoral Immune factors m colostrum of HI V mfected & non-mfected 
lactatmg mothers 
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Mamta WIlltamson1 Rashid H Merchant2 A A Manohar3 H A Kamat3 G V Kopplkar3 IN Wadw Mat Hosp 
(NWMH)-Dlv Neonat Acharya Dhonde Marg Parel Mumbar-400012 2Prog Dlr -Pennatal HlV Center 

(NWMH) Mumbal 3T N Medical College & BYL NAIR Hosp Mumbar Indw 

Background This study was done to quantify cellular & humoral Immune factors m colostrum of HIV seropositive 
(Study group) & seronegative lactatmg women (Control group) Methods 15 ml colostrum was collected from 

l30 asymptomatic women 62 (Study) & 68 (Controls) m two stenle sillcomsed glass test tubes The total cell count 
cell VIabilIty differentIal count, T cell count by E rosette assay and phagocytic activity of macrophages as well as 
the IgA, IgM, IgG levels of colostrum were estImated m all Results The percentage phagocytosIs and percentage 
T cell number m the study group was 57 3 ± 7 I & 37 5 ± 5 4 as compared to 70 3 ± 7 1 & 50 5 ± 3 I m controls (p 
< 0 001) The IgA & IgG content m the study group were 2414 ± 1103 & 9 6 ± 70 as compared to 289 3 ± 129 I 

& 126 ± 7 9 m controls (p < 0 05) There was a statistically slgmficant different m the phagocytosIs, T cell number 
as also the IgA & IgG contents m the two groups ConclusIOn, Results of this study mdlcate decrease m some 
cellular & humoral defence factors m colostrum of HI V seroposItIve women compared to seronegative ones 

Whether these reduce the overall benefiCIal effects of breast mIlk IS a moot questIOn The synergistic effect of not 
breast feedmg & poor bottle hygeme can be disastrous m developmg countries 

[32232] Influence of maternal weight gam on vertical transmission and pregnancy outcome among 
HIV(+) women 

Geraldo Duartel 2 S M Qumtana2 R C Cavallr2 M M MussI-Pmhata2 E Glr2 D V Landers3 B H Tess2 1750 
Washmgton Road #810 Plttsburgh PA 15228 3Umv of Pittsburgh-Magee Womens Hospital Pittsburgh PA USA 

2Medlcme School ofRlberao Preto-USP Rlberao Preto SP Brazrl 

ObjectIve To evaluate the mfluence of maternal weight gam among HIV-mfected gravidas on vertical 
transmissIOn, the length of pregnancy, mtrauterme grow retardatIOn (lGR), and birth weight Matenal and 
Methods Between 1988 and 1996, we studied 80 HIV -mfected women dellvermg at School of Medlcme of 

Rlbelrao Preto-UmversIty of Sao Paulo that had at least 6 prenatal VISitS and had no exposure history to 
antlRetrovlral agents (study group), matched with 80 unmfected normal gravidas (control group) We evaluated the 
pattern of weight gam of all pregnant women and compared those with low weight gam to those With normal weight 

gam m terms of vertical transmiSSion rates, length of pregnancy and birth weight Vertical transmiSSIOn was 
confirmed by HIV-PCR testmg Maternal weight gam was evaluate accordmg to Rosso's chart (zones A, B, and C) 
The newborns were classified by gestatIOnal age, (lGR), and birth weight Results Weight gam was found to be 

msufficlent m 463% ofHIV-mfected pregnant women compared to 306% m HIV(-) graVidas Vertical 
transmiSSion rate was numencally higher m newborns whose mothers had msufficlent weight gam (18 9% vs 
139%) There was a higher rates of pre term birth (32 4% vs 186%) and low birth weight newborns (35 1% vs 

18 6%) comparmg women mfected by HIV with low vs normal weight gam No difference was observed on (lGR) 
rates ConclusIOns These data demonstrate worse pregnancy outcomes among HIV -mfected women with poor 

maternal weight gam ThiS suggests the need for nutritIOnal support especIally m mdlgent populatIOns With more 
adequate nutntlOn, It may be possible to reduce the frequency of senous complIcatIOns such as preterm delIvery, 

low weight and vertical transmiSSIOn of HIV-l 

[32450] Is mcomplete 076 ACTG protocol usefulm reducmg vertical HIV-l transmissIOn? 
Ltlwna Martmez Peralta Dwna Ines Liberatore! A Ceballos I M BlgllOne! M M Avllal 0 Llbonattl2 M 

Martme=l M L Celadllla3 Facultad Medlcma lUmverslly of Buenos Aires Paraguay 2155 PISO 11 Buenos Aires 
2Cosme Argench Hospital Buenos Aires 3Alvare= Hospital Buenos Aires Argentma 

IntroductIOn ACTG 076 protocol decreased HIV vertical transmiSSIOn from 25% to 8% Smce 1995 It was 
InItIally offered to the HIV-I Infected pregnant women In Argentma However, different factors make a full 

complIance to the regimen a dIfficult matter Objectives to evaluate HIV -I vertIcal transmiSSIon when Incomplete 
ZDV treatment was prescrIbed Methods records of 95 chIldren born to HIV -I mfected mothers were analyzed In 
order to assess vertical transmISSIOn 24 mothers and their correspondmg chIldren with complete treatment (CT) 17 
mothers with mcomplete treatment (IT) and 54 wIth no treatment (NT) were compared Treatment was conSidered 
mcomplete when women were enrolled after week 34 of gestation and/or mtravenous ZDV was not admlmstered, 
and/or the baby did not received the ZDV Results Transmission was 12 5% for CT, 41 % for IT and 31 5% for 

NT Slgmficant differences (p = 0 03) m decreasmg pennatal transmiSSIOn were observed between the IT versus CT 
groups with no slgmficant differences between IT and NT groups Different types of mcomplete treatment were not 



analyzed separately due to the small number of patIents m thIs group ConclusIOns Partial adherence to the ACTG 
076 protocol dId not result m decreasmg HIV vertIcal transmIssIon 

[44124] Permatal hlv transmission Ethical dilemma of a sCientifically sound multl-mlcronutrlents 
mterventlOn study m Zimbabwe 

Norman Nva=ema Dept Clinical Pharmacology P 0 Bor: A 178 Avondale Harare ZImbabwe 

Issue NutntlOn mterventlOn studIes m HIV/AIDS mvolvmg pregnant women have moral obligatIons that are 
complex but have to be addressed Project At the moment, m ZImbabwe the ACTG 076 regImen IS not part of the 

standard care for pregnant women NutrItIOn mterventlon has always been felt to be useful m mfectlOn A double 
bhnd placebo controlled nutntlon study was therefore carned out among pregnant women recruIted at an ante-natal 

chmc Blood samples were collected and food frequency questionnaires admmlstered after an mformed consent 
form had been signed Each woman was counselled and given the chOice concernmg disclosure of her HIV status 

result Before leavmg the cllmc the women collected eIther 110 placebo or multl-mlcronutrients tablets They were 
vIsited at least once a month by the research team untIl birth of the chIld Each woman regardless of her HIV status 

was encouraged to breast feed and to use condoms Results HIV prevalence m the 1800 women recruIted was 
33% and average age was 24yrs Some of the women appeared to have no access to adequate nutrItIOn Some 

mother and chIld pair have smce dIed Lessons Learnt Young women were wlllmg to know theIr HIV status 
However bemg ready to know was somethmg else ThIS made It dIfficult to adVIse on breastfeedmg and use of 

condoms To put the women and theIr babIes on the ACTG 076 regImen dunng the duratIon the study only would 
have been unethIcal 

[33282] Same day HIV voluntary counselhng and testmg (VeT) Improves overall acceptablhty 
among prenatal women m Zambia 

Ganapati J Bhall Ganapall J Bhat2 S McKenna3 H Terunuma4 Y Ahmed5 N Lu06 S Allen7 B HOjer8 IDept 
of PaediatriCS & Child Health U T H School of MediCine PO Box 50110 Ridgeway Lusaka 2Schoolof 

MedICine UniverSlfy of Zambia Lusaka 3Project San FrancIsco (PSF) Lusaka 4Dept of Virology Unlverslfy 
Teaching Hospital Lusaka 5School ofMed/clne and UTH Lusaka 6Mlnlstry of Health Govt of Zambia Lusaka 

Zambia 7Unlversify of Alabama at Birmingham Blrmmgham USA 8Karolmska Instltute Stockholm Sweden 

Objectives I) To evaluate the overall acceptabIlity of HI V VCT, accompamed by pre- and post-test counsellmg 
and same day testmg by usmg rapId HIV assays among women attendmg regular Prenatal Cllmcs (PNCs) II) To 
determme factors associated WIth requestmg or decllnmg for VCT Methods Three cllmcs were chosen for the 
study The Nurse-MIdwIves and the Laboratory Techmclans workmg at the PNCs were re-tramed for the study 
purpose FIrst 20-25 women arnvmg at the PNC partICIpated m a group dISCUSSIon led by a Nurse Counsellor 

Followmg the dIscussIon the mterested women were proVIded mdividual pre-test counselling After an mformed 
consent the blood drawn for routme RPR testmg was also tested for HIV usmg CapIllus HIV-IIHIV 2 as a 

screenmg test All POSItIve results were then confirmed usmg DIpstick HIV-J/HIV 2 The HIV result specIfic post
test counsellmg was offered after the prenatal check-up Results The results by each ClImc were as follows 

+------------------------------------------------------------------+ 
I NAME OF THE CLINIC I U T H ICHILENJE ICHIPATA TOTAL 
+-------------------------+---------+---------+---------+----------+ 
IAttended Group Talk 1320 1287 1271 1878 
+-------------------------+---------+---------+---------+----------+ 
IRequested VCT 1229 1238 1245 1712 
+-------------------------+---------+---------+---------+----------+ 
IOverall Acceptab1l1ty % 172 183 190 181 
+-------------------------+---------+---------+---------+----------+ 
IHIV Prevalence (..0) 168 (30~) 160 (25%) 164 (27~) 1192 (27~) I 
+-------------------------+---------+---------+---------+------- --+ 

ConclUSIOns Overall acceptabilIty for HIV VCTwas hIgh (81%) among women attendmg Prenatal ClImcs m 
Lusaka However, acceptance was low m women WIth hIgher educatIonal and SOCIO-economlc status The use of 

two rapId dIagnostIc tests was userfnendly, convelllent and cost effectIve 
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[60790] Changes m CD81ymphocyte subset counts at different ages among HIV-l permatally and 
postnatally mfected Kenyan chIldren 

Joanne Embree l J J Bway02 S Njenga2 N J D Nagelkerke l J 0 Ndmya-Achola2 F A Plummerl 1 Dept of 
Medical MicrobIOlogy University of Manitoba 730 Wtlham Ave Wmnlpeg MB Canada 2 Umverslty of NQlrobl 

NQlrobl Kenya 

Background and ObjectIve To descrIbe the changes m CD8 subset counts over tIme m relatIOn to the tlmmg of 
HIV -I transmISSIon m AfrIcan chIldren not receIvmg antlRetrovnal therapy Methods CD8 subsets were 

measured and compared m HIV-I pennatally, postnatally and unmfected cohorts of chIldren enrolled to HIV-I 
seroposItIve mothers and mfants of seronegatIve mothers followed m The Nairobi Mother to ChIld HIV-I 

TransmIsslon/PedIatnc AIDS Study Results CD8 subsets were determmed on 31 occasIOn for 77 pennatally 38 
postnatally, 398 unmfected and 366 control chIldren and the mean values are presented m the graph Mean CD8 

counts were slgmficantIy (p < 0001) hIgher among permatally mfected chIldren compared with controls and 
unmfected chIldren at all ages and hIgher than postnatally mfected chIldren untIl 4 years of age Postnatally mfected 
chIldren had hIgher counts compared wIth controls after 2 years of age (p < 01) ConclUSIOn Permatally mfected 

chIldren respond ImmedIately to HIV -I mfectIon wIth a sustamed CD8 response In contrast, the response of 
postnatally mfected chIldren IS both less Immediate and less dramatIc, lIkely reflectmg differences m Immune 

system matunty at the tIme of mItIal HIV -I mfectlon 

[12404] AVOidance of breast feedmg by HIV mfected women Strategy ofa multlprofesslOnal team 
m the developmg world 

Susie Noguelra l M F L Garcla l R T Mercadante l T F Abreu} R H Ohvelra l J S Lambert2 } Rua Manoel Torres 
520 APT 403-Bmgen Petropohs CEP 25660-315 Unlversldade Federal Do RIO De Janeiro RIO De Janeiro RJ 

BraZil 2Instltute of Human Virology Baltimore MD USA 

Issue The WHO has recommended breast feedmg for HIV mfected women even though It IS a known nsk for 
transmISSIOn of HI V from mother to mfant AlternatIves must be found which do not compromise the mfants health 

Project As part of an "Integrated Program" for the care of HIV mfected pregnant women and theIr chIldren a 
multI-discIplmary team of health careworkers m the prenatal clImc of a publIc hospital m RIO de JaneIro BraZil have 

developed such a program At medical consultatIOn and durmg "waItmg room dISCUSSIOn groups" conducted by a 
nurse and psychologISt, women are counseled on the rIsk ofbreastfeedmg and practIcal alternatIves they are 

addItionally mstructed on the safe preparatIOn of formula EducatIOnal pamphlets are proVided dunng these VISItS 
Women are encouraged to express theIr feelIngs and to raise questIOns regardmg breastfeedmg to the medIcal 

caretakers Formula donated by NGOs churches and by pnvate donatIOn IS made avaIlable to these women free of 
charge for the first two years of the mfants lIfe Results Over the last 28 months, 68 women have partICIpated m 
thIS program and 54 delIvered theIr mfants These mfants have not been breastfeed, and are bemg followed m the 
pedIatnc outpatIent clImc WhIle mltIally frustrated at bemg unable to breastfeed women have accepted thIS WIth 

the understandmg of ItS Importance to theIr chIlds health No chIldren m thIS tIme penod have been admItted to the 
pedIatnc ward or reqUIred outpatient treatment for gastroenterItIS ChIldren are m good nutrItIOnal health WIth 

normal heIght and weight parameters Lessons Learned Even m a thIrd world country lImIted resources, It has 
been pOSSIble to aVOid breastfeedmg of HIV exposed chIldren, where mothers were adequately counseled and 

formula prOVIded by theIr health care mstitutlOn 

[23400] DetermmatIon of viral load m breakfast and plasma m HIV mfected mothers 
Bruno You N Coubbaly C Montcho P Combe Dltrame-CI Group Labo Cedres 01 BPI839 Abu:!Jan 01 Ivolry

Coast 

IntroductIOn In developmg countrIes transmISSIOn of HI V by breastrmlk could represent 30% of mother-chIld 
contammatlOn Determmants of thIS mode of transmISSIon remam unclear We descnbe here vIral load m 

breastmIlk and plasma among 42 mothers Method 8 days after pregnancy, blood and breastmilk specimens were 
collected and vIral load has been determmed by the branched-DNA (b-DNA) method (Quantiplex Chlron 

DiagnostIC) smce we have assessed thIS quantItatIve method for "m-breastmIlk" vIral load measurement Results 
V Iral load average were 3 918 Eq/ml versus 28,196 Eq/m I m the breastmIlk and the plasma respectIvely The mean 

ratIO of matched vIral loads "m-breastmIlk" versus plasma was of 1 17 (range 50 I to I 180) No correlatIon 
between "m-breastmIlk" versus plasmatIc vIral loads was observed Furthermore, no sIgmficant difference was 

observed between "m-breastmIlk " vIral loads III non-transmItter (NT) versus transmItter (T) mothers, even for 3 
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cases of late "mother-chIld" transmIssIon SuspIcIOn In contrast a slgmficant dIfference was observed at level of 
plasmatIc vIral loads (l0 500 Eq/ml versus 85 000 Eq/ml) between NT and T mothers ConclusIOn These data 

mdlcatmg low vIral load m breastnulk could suggest a low rate of vIral productIOn by breastmIlk cells 
QuantIficatIOn of mtra-cellular vIral load m breast cells IS yet m progress and should be presented 

[24197] Determmants of contraceptIVe use and fertility decision-makmg among HIV-l mfected 
women 

Dorothy Mbon-Ngacha1 R W Nduatll G C John3 A K Mwathal J Bwayo2 J C Krelss3 I PO Box 1980-1 Narrobl 
lUmverslty o/Narrobl Narrobl Kenya 3Umverslty o/Washmgton Seattle USA 

Introduction Knowledge ofHIV mfectlOn status has been postulated to result m a change In fertIlIty behaVIOr 
ThIs study examIned contraceptIve use and factors assocIated WIth subsequent pregnancIes m women Identified to 
be HIV-l seroposItIve dunng pregnancy m an ongomg breast feedmg trIal Methods BaselIne soclodemographlc 
and medIcal characterIStIcs were obtamed usmg a standardIzed questiOnnaIre After dehvery, mother mfant-palrs 

were followed monthly for 2 years Women were counseled to mltIate contraceptIve use from 6 weeks postpartum 
and data on contraceptIve use and subsequent pregnancIes recorded In-depth IntervIews were conducted WIth 

women who had a subsequent pregnancy to explore pOSSIble factors assocIated WIth the occurrence of the 
pregnancy Results As of September 1997 353 women had delIvered and been followed for more than 6 weeks 

The medIan tIme to use of a relIable contraceptIve (hormonal methods, IUD, and tubal lIgatIOn) was 17 weeks (95% 
CI 16-18) At the two year VISIt, current relIable contraceptIve use was reported by 133 (86%) women Age mantal 
status, parIty and educatiOnal level dId not correlate WIth contraceptIve use Women WIth HIV -I-dIscordant spouses 

were more lIkely to use a rehable contraceptIve (P = 0 05) The prevalence of subsequent pregnancIes was 19% 
Death m the Index chIld was slgmficantly assocIated WIth second pregnancy (OR 23,95% CI 1 2-43) CessatIon 

of contraceptIve use due to SIde effects and Influence of the spouse were IdentIfied as contnbutIng to the occurrence 
of subsequent pregnancy ConclusIOns Although contraceptIve use among thIs group of well-counseled women 
was hIgh a sIgnIficant proportIOn stIli had subsequent pregnancIes There IS need to evaluate whether targetmg 

partners for fertIlIty counselIng wIll have a better Impact 

[31106] EvaluatIOn ofthe HIV-mhlbltory actiVity ofseven human mucosal flUids 
Shamlmh Ka=ml l S O'Sheal S P Sweetl J E Banatvalal S J Challacombe l IDept o/Oral Medlcme & Pathology 

28th Fir Guy's Tower Guy's Hospital London lDept o/Vlrology St Thomas's Hospital UMDS London UK 

Objectives To determIne levels of HIV -mhlbltory actIvIty of seven human mucosal flUIds m vItro, whole parotId 
and submandIbular/sublIngual (sm/sl) salIva, breast mIlk, colostrum, semmal plasma and cervlcovagmal secretIOns 
collected from HIV-seronegatIve subjects Methods Samples were obtamed from ten HI V-seronegatIve volunteers 
for each flUId type, and lectm from the plant Galanthus nIvahs was used as a posItIve control Antl-HIV actIvIty was 

evaluated USIng a mlcrotltre-based assay The body flUIds were mcubated for I hr at 37°C WIth a cell free, 
laboratory adapted stram ofHIV-1 whIch was attached to the mlcrotltre plate WIth poly-l-Iysme The body 

secretIOns were subsequently washed off WIth PBS and C8166 cells were added to the flUId-treated VIruS Cultures 
were mcubated for 3 days and syncytIa formatIon was assessed dally to mOnItor HIV replIcatIon FInal assessment 
of HI V mfectIvlty was performed on day 3 by quantltatlon ofp24Ag In the culture supernatant Results Of the 
seven flUIds tested whole salIva, breast mIlk and colostrum samples demonstrated the hIghest levels of antl-HIV 

actIvIty (60-100% InhIbItIOn) SemInal plasma samples showed moderate levels of actIvIty (30-60%) and the 
cervlcovagmal secretIons parotId and sm/sl salIvas all demonstrated consIstently low levels of actIVIty (0-30% 
mhlbltlOn) ConclUSIOns All seven body flUIds assessed In VItro possessed HIV-mhlbltory actIVIty, WIth the 

hIghest levels beIng present m whole salIva, breast mIlk and colostrum IdentIficatIOn and characterIsatIOn of these 
factors IS Important as they have potentIal for use In VIruCIdal gel formulatIOns that could have applIcatIOns In 

mInlmlsmg HIV -I transmISSIon 

[471144123J AdditIOnal unethical aspects of vertical transmission studies III developlllg countries 
Peter G Lune S M Wolfe Publrc Cltl=en 1660 20th St NW Washmgton DC 20009 USA 

Issues After the publIcatIOn of the ACTG 076 study, whIch demonstrated that zldovudme caused a 2/3 reductIOn In 
HIV transmISSIon from pregnant women to Infants, attentIOn turned to IdentIfyIng an affordable regImen for 

developmg countnes In Apn11997, we IdentIfied a total of 15 studIes mvolvmg over 17,000 developIng country 
women that sought to IdentIfy such regImens (e g, regImens USIng zldovudme for 4-6 weeks antepartum) by 
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provldmg placebos or mterventlOns not yet proved effectIve to at least some women We mltlated a campaIgn both 
m medIcal Journals and m the popular press to redesIgn the studIes so that all women had access to at least some 

antlRetrovlral drugs So far, one study III EthIOpIa has been redesIgned to ehmmate Its placebo group Project To 
determme whether the studies vIOlate addItIOnal ethical gUidelmes Results There are three additional unethical 

aspects to these studies I The mformed consent form m at least one study fatls to state that a pre-planned 
subanalysls of data from ACTG 076 showed a 2/3 reductIon m HIV transmission among women recelvmg an 

average of only 7 weeks of zidovudme 2 There IS no proVISIon for the women to contmue on antlRetrovlrals after 
the study IS completed, even though noncomphance WIth anttRetrovlrals (m thIS case, forced noncomphance due to 
zldovudme bemg unaffordable In most developmg countnes) IS a known cause of HI V reSIstance 3 There IS also 

an observatIonal study of 125 HIV-posltlve pregnant women conducted by the ThaI and US ArmIes Thai 
researchers and Johns Hopkms Umverslty, whIch has contmued to provIde the subjects with no zldovudme, even 
though zldovudme IS so avaIlable that ThaI researchers term mated theIr own placebo-controlled trIal m January 

1997 ConclusIOn The studies are unethIcal m a vanety of ways beyond the proVISIOn of placebos ThIS hlghhghts 
the need for the studIes to be redesIgned and for a renewed commitment to the conduct of ethical studies m 

developmg countries 

[43114] Locally sustamable admlDistratIon ofHIV counsehng and testmg to young couples m rural 
regions of Western Kenya 

Mark DamesynJ E R Stlehm2 C G Neumann3 D MOr/sky3 W 0 Omwomo4 J 10833 Le Conte Ave 7/-254 CHS 
mall code 177220 Los Angeles CA 2Prlnclpallnvestlgator/Umverslty o/Califorma LA Dept o/Pedlatrlc Immun 

Los Angeles CA 3Co-Prlnclpal Investigator/UCLA Dept o/Commumty Health SCiences Los Angeles CA USA 
4Study Coordinator/DIOcese 0/ Maseno West Slaya Kenya 

ObJectlves/(lssues) The Siaya AIDS PreventIOn study IS deSigned to evaluate methods ofpreventmg HIV 
mfectlOn utlhzmg pre-exlstmg local health care systems m Western Kenya An mterventlOn based on counselmg 

and testmg of young couples was chosen based on prevIous studies Local commumty health workers were tramed 
m counsehng and sahva sample collection Demand for HIV counselIng and testmg was measured as the outcome 

of mterest ProJectIMethodslResults Households for mtervlew were selected through multi-stage cluster 
samplmg The PartICIpants were mtervlewed by speCially tramed local commumty health workers HIV knowledge 
was measured by a 16 Item mdex RapId testmg utlhzmg a sahva sample was chosen for thIS study for 3 reasons 

(1) collection of sahva IS non-mvaSlve, (2) samples remam stable for 21 days at ambient temperatures, hence 
factlltatmg transport and storage before analYSIS and (3) rapid testmg technology IS appropnate for analYSIS at a 

rural Kenyan laboratory Data reported IS from a pliot sample (n = 66) In the next 4 months, data on 500 couples 
Will be aVaIlable The sample consisted of young couples With a mean age of22 years Seventy five percent of the 

sample had completed pnmary (8th grade) education or less Household mcome was typIcally less than $IO/month, 
WIth thiS category accountmg for 82% of those respondmg All mdlvlduals had heard of AIDS, but knowledge 

regardmg HIV/AIDS signs, symptoms and modes of transmiSSion was low to moderate On a knowledge scale of 1-
16, the mean score was 11 Ifcounselmg and testmg IS offered free of charge, 95% of the sample said they would 
accept thiS servIce When the counselmg and testmg IS offered at a cost of $4 00 (enough to cover the cost of the 
collector, the rapid test and analYSIS), between 31-40% of the sample responded they would take the test Results 

suggest that HIV counsehng and testmg admInIstered by local commumty health workers m rural Kenya IS 
economIcally and culturally appropnate These results carry Important ImplIcations for HIV/AIDS preventIOn m 

rural Kenya As AIDS mterventlOns focused on vertIcal transmISSIOn and treatment of sexually transmItted 
mfectlOns are demonstrated effective rural Africa the need for practical HIV testmg systems gams urgency 

[43571] When and where HIV-screenmg m pregnant women IS a reasonable mode of actIOn m 
prevention ofHIV vertical transmiSSIon 

Medard Lech CZMY 9/16 OJ - 355 Warszawa Poland 

Background Smce Protocol ACTG 076 and other preventIve measures are effectIve m reduction of HIV vertIcal 
transmiSSIon there IS a need for effectIve method of IdentIficatIOn of HIV -posItIve pregnant women m 

asymptomatIc populatIOn The questIon IS, IfHIV-mass-screemng m pregnant women IS an acceptable method of 
IdentificatIon Methods The simulatIOn of HI V screenmg m populatlon of 100,000 pregnant women was done 

WIth use of vanety of percentage of HIV mfectlon prevalence (range from 0 1 % to 24%) and vanety of percentage 
of speCIfiCity and sensltlVlty of the screenmg test (range from 99% to 99 7%) Results The study revealed that any 

screenmg test, regardless of ItS accuracy, performs poorly m low (0 1%-20%) prevalence populatIon In low-

l/O 



prevalence populatIOn even an excellent test (sensitivity - 99 7% and specificIty - 99 7%) has a relatIvely high false 
posItive rate and low positive predictIVe value PosItIve predIctIve value of the best screening tests In population of 
HIV -prevalence ranged from 2% to 4% IS only In the range of 87 1 %-93 3% ConclusIOn As long as sensltlvlt) 

and specificity of used HIV tests are below 100%, the HIV screening In asymptomatic pregnant women IS not 
advisable and not acceptable In low-prevalence populations WIth use of most sensitive and most specific HIV

tests, the HIV screemng IS a reasonable method of IdentIfication of HIV -Infected pregnant women In hlgh
prevalence (10% and more) populatIOns 

[60815J HIV testmg m pregnancy What happens m counselling 
Sherr Lorralnel C N Hudson2 A M Bergemstrom l EU Team I Dept of Prrmary Care & PopulatIOn SCiences 

Royal Free Hospital School of Medlcme London 2St Bartholomew's School London UK 

Background LIttle IS known about how HIV discussIOn IS currently handled In the context of general maternIty 
care This study was conducted to examIne the Impact of HI V testIng for pregnant women, the content of pre-H I V 
test counsellIng and the obstetrIc staff perspectIve of HI V discussion Method The study was carrIed out In four 

phases Consecutive attenders m four London antenatal clImcs with different testIng polICies completed a 
questIOnnaIre pnor to an antenatal consultatIOn (N == 697) A selectIOn of the consultations were observed (N == 154) 
and a questionnaIre was subsequently completed by a sub sample of women (N = 226) follOWIng the consultatIOn 
Finally a sample of obstetnc staff (N == 345) completed a questIOnnaire Results A average of I 7 mmutes was 

spent on disCUSSIng HIV infection and testIng durIng the antenatal consultatIOns which lasted a mean of 33 1 
mmutes Although Immediately before the consultatIOn 31 4% of the women mtended to have an HIV test the rate 
of Intention decreased to 17 6% after the consultatIOn The mentIOn of HIV nsk factors dunng the consultation was 
Infrequent the most common beIng sexual behaVIOur, which was mentioned In ]] 7% of the consultatIOns Where 
potential InterventIOns to reduce vertical transmiSSIOn were raIsed (20% of consultatIOns) Retrovlral treatment was 

mentIOned for fewer than one In ten women and mode of Infant feedIng WIth one In five women DISCUSSion on 
pOSSible mental health ImphcatlOns and future HIV nsk reductIOn was mfrequent ConclUSIOn The avaIlable time 
to diSCUSS HIV Issues WithIn the context of antenatal c1lmcs IS lImited Although many women are already Informed 
about HIV a dnve to promote HIV testIng IS a diSInCentive for many to test Strategies to promote HIV testIng may 

be short-Sighted and perhaps strategies aimed at women to prOVide them With more realIstiC Information update and 
a two way dialogue may be the better way forward 
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