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FEMALE VOICE: (unintelligible)

RUTH NDUATI: nother-to-child to infusion (m sspelled?)
of HI'V and before the primary data in several of the
presentations yesterday. (unintelligible) alone does not work
and maternal HIV (unintelligible) does have a significant
affect on the efficacy of this drug. We also know t hat short-
course reginmens can give efficacy levels simlar to triple-drug
combi nations and we are | ooking forward to the (unintelligible)
little to do when we listen to the results fromthe SIMA
(m sspell ed?) Study. This is remarkable progress. We know,
we’ ve tal ked about infronproflatus being potent and the
(unintelligible) as being critical. This intervention wil
require a wal k-in health service. It requires a nother who can
drop in the hospital at the right time for (unintelligible). It
requires a nother who can drop at the right time for her
delivery and if we mss the delivery, who's there in the post-
(unintelligible) for us to be able to give the interventions.
Just remenmber the context in which you do this. Now
breastfeeding continues to dimnish our efficacy of protocols
to adm nister (unintelligible) period and it is interesting to
note that the protocol (unintelligible) is increased efficacy
in the distant (m sspelled?) studies. A |lot of that
conservation of that efficacy is that wonen are breastfeeding

for shorter durations of time. Yet we know that breastfeeding

will continue to be a reality for many, many wonen who are HI V-

1, . . . .
kaisernetwork.org makes every effort to ensure the accuracy of written transcripts, but due to the nature of transcribing recorded
material and the deadlines involved, they may contain errors or incomplete content. We apologize for any inaccuracies.



| nternational Al DS Society 3
2nd | AS Conference on H V Pat hogenesi s and Treat nent

7/ 16/ 03

infected in our part of the world. You saw this
(unintelligible) prevented yesterday when we showed the
incidence of breast mlk transm ssion as being (unintelligible)
at 5% and that’'s overall about 44% of the transm ssion is from
breastfeeding. Now | think it is inportant for us to understand
on this plan what are the risk factors around breastfeeding, if
we are to inprove the performance of our short-course protocols
in prevention of mother-to-child transm ssion. I n some of our
wor ks that were recently published, we have | ooked at breast
mlk for nothers who are HIV-infected and try to | ook at what
are the risk factors for transm ssion and the first we have
found is that 80% of breast m |k sanmples from HI V-i nfected
women have detectible H V virus and that there is a correlation
bet ween the anount of virus in breast m |k and nother disease
status, so nothers who have high viral |oad, nothers who are

I munosuppressed are nore |ikely to have higher amounts of
breast mlk virus in their breast m I k. Now when we | ook at the
rel ati onship between the breast mlk viral |oad and

transm ssion, we can see a (unintelligible) fromthis slide

t hat women who have hi gher ampunts of virus in breast mlk are
more likely to transmt to their infant. What’'s al so
interesting is that the anount of virus in breast mlk is
several amount (m sspelled?) |lower than that found in plasna.

Now everything we have | ooked at is a pattern of HIV sharing

(m sspelled?) breast mlk and we find that we | ooked at breast
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m | k, over 400 sanples of breast mlk fromour nearly 200 wonen
and we | ooked at an average of 3-4 sanples of breast m |k per
not her and we found that only 4% of the wonmen in our studies
had undetectable virus at all time points when we | ooked at
their breast mlIk. We found that 56.5% had virus, detectible
virus sone of the time and nearly 40% had detectible virus all
the time, and when we | ooked at the relationship between when
we had virus some of the time or none of the time on

transm ssion, you can see the relationships are very clear,

t hat women who don’t have virus in their breast mlk at any
time point did not transmt to their infant. We al so had
intermttent shedding transmtted about 20%..there was an
overload transm ssion or 20% of themtransmtted to their
infants while those who have consi stent sheddi ng, over 40%
transmtted to their infants. Now this data, | think it will be
useful as we | ook at new ways of increasing the efficacy of our
protocols in prevention of nmother-to-child transm ssion of HIV.
| believe, for exanple, the (unintelligible) have studied,

whi ch | ooks at the use of conbination ARVsS in women who
normally not qualify for (unintelligible) therapy would be very
important in trying to answer this question. Although we saw a
rel ati onship between CD4 count and viral |oad and the amunt of
HV in breast mlk, it’s not on...a | ot of women who were CD4

count about 200 who had detectible virus in their breast mlKk

on sonetinmes-high viral load, so this study will be very
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i mportant. Now we have focused very much around anti-retroviral
t herapy and | just want to sort of take us back to ground zero
in the health center system you know in devel oped country
settings. This is different fromour (unintelligible). Nowin
order to deliver this intervention, wonmen nust be ready to be
tested, they nmust | ook at their results and they nmust cone back
to the pick up their ARVs. There is data from nore than 4000
wonmen who are offered, who presented in health facilities where
we were doing PNPTV (m sspelled?). The green bar shows all the
women who came in for their first-time visit. The blue bar
shows the woman who actually, who received one-on-one
counseling so that they could make a deci sion about testing and
the | ast blue bar shows the wonen who actually accepted
testing, while the green bar shows women who are tested and
came back and collected their results. Now with this kind of
pattern of health seeking data (m sspelled?), if you have an
intervention that's only 50% efficaci ous, say |ike they had
nevi rapi ne short protocol, you are unable to prevent 10% of the
infant infections in these health facilities. | think we need
to keep remenbering this, that we should not focus only on the
ARVs and how are they working, we also have to devote sone
energy in how to get this intervention to work within the
settings that women present thenselves to. This is nmy | ast

slide and just to rem nd ourselves that prevention of nother-

to-child transm ssion of HIV, for us to achieve the successes
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t hat have been seen in the devel oped countries, we need to do
all this, we need to do primary prevention, we need to be very
unhappy that 15-20% of (unintelligible) wonen, young wonen, age
15-25 are HIV-infected, we are not doing enough primry
prevention. We need to (unintelligible) here, there was a

di scussi on about wonmen com ng back, subsequent pregnancies for
prophylaxis. | think we need to be clear that we don’'t want HV
exposed babies. We need to see childbirth as not just
childbirth, but bringing up a child for 20-years. W need to be
courageous to tal k about these issues, and then we need to give
care and support and | think enough has been di scussed about
care and support for wonen and children, as part of the package

of care to prevent nother-to-child transm ssion of H V. |’d

like to stop here and let ny coll eague, G enda tal k. W have a

very, | think and interesting series of abstracts to be
presented and we’' Il defer the questions until the end and I
hope there will be sone lively discussions around here. Now

"1l do like Jim Macintyre (m sspelled?) in terns of

i ntroduction. G enda, you all know her. She’'s here. | think she
is one of the leaders in this field of nother-to-child...
research on nmother-to-child transm ssion of HI V. She’'s goes
back...she’s a veteran of this too and she’s an expert in
(unintelligible). She works at Wt’s (m sspelled?) University,
she works at Baragwaneth Hospital in Soweto and her current

work is not only in this clinical trials around preventi on of
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mot her-to-child transm ssion of H'V, but she does work in the
field of vaccines and (unintelligible) to prevent the nother-
to-child transm ssion of HIV.

GLENDA GRAY: Good norning everybody. This talk has
caused ne lots of (unintelligible) and |I’ve changed it about 20
times since |’ve been here. |’ve got slides and the interesting
t hi ngs have been incredibly well covered in this conference and
| was trying to make sure that what | covered had focused on
different things and that we wouldn't repeat a |ot of this
stuff. I’"’malso not going to repeat a |lot of the |ate breakers
and |’ m not going to mention (unintelligible) and the results
of his study and so |’ m going to focus on where we should be
going and 1’'Il | ook at sonme of the issues |I think that there
out there and we try to inplement into such prograns in the
devel oping world. So | should say that why do we need to | ook
beyond nevirapi ne or why do we need to maxi m ze nevirapine
cover? And I think that it’s a failure on inadequate drug | evel
(m sspelled?) that by 2002, 3.2 mllion were infected with H'V
and nost of these were infected in the devel oping world and was
nostly by nother-to-child transm ssion and despite this, since
1997, we’ve seen seven |large random zed controlled studies in
t he devel oping countries and five of these large trials have
i nvol ved (unintelligible) populations, and these interventions

did affect efficacy and we know that the interventions reduce

transm ssion by about 50% even in the presence of
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breastfeeding. Sorry |I think | lost a slide somewhere. So
despite the fact that we do have interventions and |I think the
nost i nportant intervention to mention is the H VNET 012 study
done in Uganda. It set the stage for easy and rapid

i mpl ement ati on of prograns that could at | east halt

transm ssion from nother-to-child and I’ m not going to repeat
the slides, but just to show you that at six-weeks, a single
dose of nevirapine for nother and a single dose for baby who
had transm ssions around 12.7% and even up to one year,

transm ssion rates of around 19.5 (m sspelled?) show ng that
even with prolonged breastfeeding, the (unintelligible)
intervention did work. This study was (unintelligible) study,
whi ch nmodified the 012 nevirapine, gave two doses to the nother
and a single dose of nevirapine was conpleted to the
(unintelligible) RW (m sspelled?) study, which was an

i ntrapartum postpartum regi men of ADP/ CTC and there you can see
t hat at eight weeks of age, 9.3% of infants were infected as
conmpared to 12.2% and this was (unintelligible) They sort of
denmonstrated that ultra-short course regi nens and given in

| abor and post-natal to the infant could reduce infection quite
efficiently in (unintelligible) even in the presence of
breastfeedi ng. So what do we need? |I’m showi ng you two studies
t hat show that we can reduce transm ssion on about 50% What do
we need to do to control and eradicate pediatric H V-infection

in the developing world? I’m going to argue that we need border
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access and we need to inprove are coverage of nevirapine
progranms in the developing world. We will need to optim ze once
we’ ve managed to i nprove coverage needs after mild

(m sspell ed?) regimens. We need better drugs. We need to

i ndi vidualize prophylaxis and we need to maxim ze the reduction
in transm ssion rates and not be happy with transm ssion rates
t hat are around 8-12% And we need to do this because even

t hough we have these reginmens that have been well described,

bet ween 1900 and 2000, 200 infants are infected per day by

not her-to-child transm ssion and reach today in 2003, only 3%
of HIV-infected women in Africa have access to these prograns
and there are |lots of challenges in terms of coverage and this
is one exanple in (unintelligible) and it shows that of the
people that visit the international clinic, 71% accepted
testing, of these 97% were tested and of those 14% were HI V-
infected and this is the ampbunt that got nevirapine, which is
about 20% of those that were eligible for nevirapine. So you
can see that we are having trouble in translating our research
in interaction and this only happens in the nevirapine prograns
and this is an exanple of a programin West Africa where you
can see that of the wonen who were eligible for the program
this is the anount that accepted testing, this is the anount
who were HIV-positive. And 30% of wonmen that eligible for the

AZT program actually got it and so we obviously need to do a

ot more work in making sure that wonmen get the prograns that
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t hey need. There are sonme successes in terns of
operationalizing the nevirapine programand |I'd |like to report
on the success that we’ve had at our (unintelligible). Last
year we screened 50,000 (unintelligible) or which were 30% were
positive and we managed to give 72% of wonen nevirapine at the
time of post-test counseling. Obviously, (unintelligible) we
need to make sure that the nevirapine intervention is effective
and |’ mgoing to show you sone effectiveness studies done in
some of the spots (m sspelled?) in Africa and this is just
comments on the transm ssion of HI V-RC. The first one |’ m going
to talk about is a study done in Coronation Hospital by Carl
Schi nman (m sspell ed?) that showed a transm ssion rate in an
un- breastfed infants in Coronation, which is a little suburb
out si de Johannesburg, about 8.9% at three-nonths of age. Janes
showed simlar results in a study |ooking at sites in South
Africa in King Edward and Bella (m sspelled?), which show
transm ssion rates of around 10% then in predom nately fornul a-
fed infants. (unintelligible) transm ssion rates of 11.2% and
again in 12% in Racha (m sspelled?) So we are seeing that the
nevirapi ne regi men when translated into action does reduce
transm ssion and continue to do that. But obviously, we need to
optim ze reginen, so now that we’ve got down to
(unintelligible) devel oping countries, how to we maxim ze their

transm ssion? How do we mnimze transm ssion rates and

optimze originally? And I won't just talk about one...l want to
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tal k about a couple of studies. |I won't nention one that has
been presented today, but this is one that France ought to be
presenting at the retrovirus conference. It showed by adding a
si ngl e-dose of nevirapine to the nother and infant under a
background of AZT, reduced transm ssion rates were around 5%
So you can maxim ze transm ssions by playing around with
nevirapine at the tinme of delivery and to the infant. Mark
Ellimen (m sspelled?) presented as his work at this conference,
t hat by addi ng nevirapine and (unintelligible) and then adding
nevirapine to the nother and infant and or nmaternal
(unintelligible) early, you get transm ssion rates of around
2.1% in un-breastfed populations, but it’s possible to take
(unintelligible) add nevirapine and reduce transm ssion’s
further. Obviously the (unintelligible) are the issues around
the (unintelligible) resistance, which I'll deal with |ater.

Ct her studies that we need to |l ook at in terns of devel oping
country settings are other drugs and al nost preventing this day
to where...we had D4DDR (m sspell ed?) hidden in the conbination
t herapy and got transm ssion rates in nunbers where popul ation
(unintelligible) to under 5% Looking at avoi ding nevirapine
only studies, this study has just started in South Africa. It’s
a big and extensive study. James is the principle investigator
and basically we are | ooking at a three-arm The inhibitor one,

two armand |’ m | ooking at adding AZT and 3TC in intrapartum

and postpartum period for between three and seven days.
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Hopefully we’ll have the results in about a year’'s tine. So |
was tal ki ng about optim zing regimens and | also think that
there is a need, and | heard fromthe questions yesterday, the
need for better drugs, or for exploring other options and I

t hi nk one of the nost exacting options that needs to be
explored is the tenofovir or PMPA (unintelligible) and this is
an NRTR that (unintelligible) that doesn’t have to be
phosphorylated to the axis. It has a fairly long half-life and
it remains stable, which is very inportant against the
background of drug-resistance HI'V strains in vitro and it
(unintelligible) in the maternal, future maternal therapeutic
options, once these are available to wonen. And al so

i mportantly, it has been shown to prevent or enolliate HV

di sease in newborn (unintelligible). So I think we need to | ook
at new drugs that the PAPPG (m sspell ed?) has been working on

t he protocol, but anything between two and four years and
not hi ng’ s happening. | think we need to rapidly translate

di spatchi ng new drugs into sonme kind of intervention.
Furthermore, we need to also individualize and (unintelligible)
prophylaxis. | think it’s time in the developing world to try
and make sure that we maxim ze reductions in transm ssion by

| ooki ng at maternal disease. And just to show you this rather
hackneyed and (unintelligible) of the world, but to show you
the correlation between RNA | evels and anti-retroviral use in

transm ssion rates and clearly it’s inportant that the nore
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complicated and (unintelligible) and reginens do to reduce
transm ssion rates to the fullest and these irrational

i ndi vidual regines, if you ook at the (unintelligible) and you
| ook at transm ssion rates of CD4 counts, you can see
(unintelligible) CD4 counts of under 200, the intervention had
a real inmpact on transm ssion and the maxi mum i npact you got
fromthe 012 regime, particularly in the nevirapine arm was
when the CD4 counts were between about 500 over 3 and 350 over
500 and so we need to then | ook at a further CD4 counts and see
whet her we can maxim ze at an individual |level interventions
which will reduce transm ssion. Simlarly, you see in data from
(unintelligible) that the CD4 count is about 500 and you have
maxi mal reductions in transm ssion rates and as conpared to CD4
counts of under 500 would be around 82 (m sspelled?) in the

pl acebo arm so the indications are such, we need to
(unintelligible) to maternal disease in the devel opi ng worl d.
So what do we need to transfer that? | think that |’ ve showed
you (unintelligible) optimze on different drugs. We al so, even
t hough we need to inprove axis in coverage, we need to maxim ze
reduction in transm ssion in devel opi ng worlds and obvi ously,
we want to mmc the kind of figures seen in the devel oped
wor |l d where people (unintelligible) of 1% plus they have access
to (unintelligible) anti-retroviral therapy, no breastfeeding

and (unintelligible) infection. For the nonent we know in the

devel oping world that two drugs are better than one based on
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rates of transm ssion and you can see that the (unintelligible)
regi me that AZT was inferior as conpared to AZT with single
does nevirapine and in Africa, we’'ve seen that AZT with single
dose nevirapine, when conpared to AZT 3DC is better and at once
you can see that addition of single dose nevirapine mnimzes
transm ssion even further. We studied a little bit about post-
natal transm ssion, so |’mnot going to do a lot with that, but
just to add on the role of HIV vaccine (unintelligible)

transm ssion and the rationale for using HV vaccination in the
post-natal period is because you only need to i mmunize and in
addition is only need for the duration of breastfeeding. And it
woul d be easy to inplenment a vaccine program because the
governnent vaccine delivery systens are set up for infants. And
there are a couple of (unintelligible) which I won't nmention
too much is the PAPPG (unintelligible) is the prom se that was
done by (unintelligible) they | ooked at vaccine induced
preproducti on of immuni zed nonkeys who received multiple
chal l enges of (unintelligible) and then there is the work by
(unintelligible) which is a collaboration between Harvard

Medi cal School and (unintelligible) to do a study of nonochrone
anti bodies to deliver the H V epitopes and this is for the
express purpose of erasing (unintelligible) transm ssion and

t hey are having some proof of concept (m sspelled?) studies

t hat are showi ng have shown that high doses of nonochrom c

anti bodi es can protect nonkeys agai nst high dose oral

1, . . . .
kaisernetwork.org makes every effort to ensure the accuracy of written transcripts, but due to the nature of transcribing recorded
material and the deadlines involved, they may contain errors or incomplete content. We apologize for any inaccuracies.



| nternational Al DS Society 15
2nd | AS Conference on H V Pat hogenesi s and Treat nent

7/ 16/ 03

chall enges and this is the way we need to nove in terns of
post-natal transm ssion, particularly through the unexposed

i nfants and women who (unintelligible) in the devel oping world
too hot to mnimze breastfed transm ssion. Simlarly, the
(unintelligible) that | ooks at an (unintelligible) vaccine and
basically | ooking at (unintelligible) imune responses and
infected infants who are born to HIV-infected woman who have
CD4 counts over 500, and we need to see the results of the

i mmune (unintelligible) and see how this is tol erated newborns
and young infants. So what should we be worried about? And |
think that we have heard in the conference that we are worried
about nevirapine resistance and we are worried about what

nevi rapi ne resistance would do to future maternal ...or infant’s
t herapeutic options and to subsequent pregnancies. And just to
say that we are seeing quite a high rate of nevirapine
resistance in all the studies that are (unintelligible) and in
all the nevirapine containing studies. At 20% in the
(unintelligible) or simlar rates on devel opment studies is
reporting simlar rates as was previous published studies,
(unintelligible) nevirapine and we’ve got 67% (unintelligible)
nmut ati on and the HPT (m sspelled?) and the LT3 showed both
birthmark and plasma resistant mutation, 65%in birthmark and
24.3% in plasma and we need to worry about these issues around

birthmark transm ssion and what inpact this has on future

mat ernal options for therapy. In terms of infants, we see high
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rates of nevirapine resistance, 36%in the 012, and in the
(unintelligible) we saw 53% and 53% in nmutations and basically
some of the (unintelligible) presented an infant where there

m ght have been sonme birthmark transm ssion of the nevirapine
resi stance nutations. In ternms of the HPT and LT3, the

predom nant nutation was the 103, the (unintelligible) and the
109 and as | nentioned before, the presence of (unintelligible)
birthmark and it’s a bit of a concern that there is increased
(unintelligible) mutations in birthmark as conpared to plasm
and we need to see on what this does and what inmpact this has
on birthmark transm ssion. (unintelligible) and nevirapine
resi stance and that is to be one of six new nutations which has
been described in (unintelligible) which seens to predisposed
to in developing this and this was a study show ng, which
showed resistance to (unintelligible) but not to nevirapine or
the (unintelligible) and this caused high resistance to both
nevi rapi ne and the (unintelligible) and our group | ooked at
some of our specinmens from pregnant women and we al so found of
the 161 wonmen at six-weeks, we found 5% having the
(unintelligible) mutation. And we just need to know what this
means for future options in women. In conclusion I’'d like to
show you this graph where we’ ve seen escal ati ng and out - of -
control pediatric HV epidemc at a global |evel and we’ ve
descri bed the mode of transm ssion; we found that the 076

regi men can reduce transm ssion by about 2/3 in *96. W found
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out in 1998 that the 3DC short course did work. We described

how wonderful the nevirapine regimens were in 1999 and we still
haven’t’ managed to eradicate or control pediatric HI'V in the
devel oping world. And I’mgoing to finish with a quote from

Nel son Mandela, which | (unintelligible). “W have failed to
translate HIV progress into action where it is nost needed and

this is a global injustice.” “It’'s a travesty of human rights.”
And | think that’s part of our work here is to try and make
sure that we translate what we | earn very quickly in few
operational research in the countries where it is nobst needed.
Thanks.

FEMALE VO CE: Am | going to do the nest introduction?
| think we can carry on now with the extracts and I’m going to
i ntroduce our first speaker from Cote d' lvoire, Dr. Ekouevi,
who' s going to present hyperlipidema in (unintelligible) cause
of entry to prevent nother-to-child transm ssion and this is
fromthe ANRS 1209 Study. Thanks.

DI DI ER EKOUEVI : Good norning. |I'’m (unintelligible) Cote
dlvoire and |’ mvery pleased to present today the results of
the ANRS 1209 Study undertaken at Cote d'lvoire in
(unintelligible) peri-partumto a sharp course of
(unintelligible) prevent nother-to-child transm ssion of HIV.
Since 1999, the (unintelligible) toxicity has been discovered

in infants. (unintelligible) |Iong-course reginmen of

(unintelligible) want to activate infected nother
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(unintelligible) dysfunction. This observation was not found in
t he American infant cord and the reconmmendati on at this nonment
was to continue to explore this toxic side effect and to
(unintelligible) dysfunction (unintelligible) can be used. This
(unintelligible) had a good sensitivity, but not specific for
me to control dysfunction. There is a (unintelligible) during
pregnancy. Our know edge (unintelligible) presented in the AIDS
conference in Barcelona reported that 50% of infants had
hyperlipidema in Spain and 52% in ltalia. In Africa, where a
short-course regimen of (unintelligible) there has not been yet
any study about hyperlipidema in infants born to HIV-1

i nfected women and exposed to anti-retroviral. The objective of
this study were firstly to estimate the preval ence of
hyperlipidema in infants born to HI V-1 infected wonen
(unintelligible) during pregnancy. Secondly, to determ ne the
risk factor (unintelligible) with hyperlipidema and finally to
study the (unintelligible) and clinical (unintelligible) of

i nfant presenting hyperlipidema. (unintelligible) study was
set up in infants born to HI V-1 infected women between NOS
1201, 1202, (unintelligible) Cote d lvoire. Al HV infected
pregnant women (unintelligible) of pregnancy and
(unintelligible) Al children with (unintelligible) one dose
every six hours during the first seven days of life and a

single dose of (unintelligible) on day two or day three.

Concerning | aboratory tests, (unintelligible) to determ ne was
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called into to assay (unintelligible) dysfunction guideline.
(unintelligible) level was synmptomatic (unintelligible) in
children at 4, 6, and 12-weeks of life by (unintelligible). in
col |l aboration with (unintelligible) University Hospital

| aboratory in France. For this study, we have defined
hyperlipidem a as (unintelligible) we consider this follow-up
by (unintelligible) infection status (unintelligible) after
birth and (unintelligible) treatment. In nother, we have
considered only (unintelligible) hyperlipidem a. Now I’ m going
to present the main results of this study. A total of 140
newborns were included in this study. 350 (unintelligible) 1.2-
2.7 mnimal, (unintelligible) was 2.0, standard devi ati on was
1.2 mnimal. 54 of 140 (unintelligible) 2.5 mniml. Because we
want to confirmthe first (unintelligible) 150 infants who, at

| east (unintelligible) study. So hyperlipidem a defined by true
measure (unintelligible) 2.5 mnimal or detecting in 17 infants
out of 150 in France. So (unintelligible) is estimated at 14. 8%
(unintelligible) reaching 8.2% to 21.4% difference.
(unintelligible) was 3.3 mnimal and ran between 2.7 to 6.3

m nimal. This table showed that there is no risk factor

associ ated with hyperlipidem a in our study. (unintelligible)
hyperlipidema in our study. However, we found that there was a
trend of significance when otherwi se (unintelligible) is

better. The second table also shows no mater nal

(unintelligible) hyperlipidema. The third part of the study
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were (unintelligible) treatnent. The duration of maternal
(unintelligible) treatment was 33 days and was no difference in
the two groups. Concerning clinical manifestation, all
hyperlipidema is (unintelligible) because none of the children
were presented (unintelligible) hyperlipidema (unintelligible)
clinical manifestation |ike abdom nal pain, nuscul ar
mani f estati on, or neurol ogical manifestation. What is the
(unintelligible)? In forty infants, (unintelligible) to normal
(unintelligible) in the first six-months of |ife except three
of these infants who had (unintelligible) of 2.5 mnimal after
six-nonths. This figure was on the value of (unintelligible).
The (unintelligible) level was no difference between 2.7 and
4.8 mnimal at four-weeks. We also show that hyperlipidem a has
reversed spontaneously to normal value at (unintelligible) and
only three infants had (unintelligible). We show here in
(unintelligible) the value of the (unintelligible) |level for
these three infants who had birth response hyperlipidem a. The
val ue was reaching 3.6 mnimal to 5.7 mnimal. In conclusion
this study shows that hyperlipidem a can be detected by
screening in infants was nore than we first short-course
(unintelligible) for PMICT (m sspelled?) in Africa. No risk
factor was found to be significantly associated with
hyperlipidema. Only (unintelligible) significantly shown if an
i nfant took a high dose of (unintelligible) during the first

(unintelligible) of Iife. Simlar observation was found in HI V-
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1 infected infants treated with (unintelligible) to use
(unintelligible). There is no need after this stage to take
this finding into consideration and (unintelligible) public
heal t h acconmmodati on for Africa. To finish ny presentation,
this study was supported by (unintelligible) and |I would |ike
to thank the French (unintelligible) for financial assistance.
(unintelligible) for their contribution of design and contents
of the study and I would like to thank the (unintelligible)
study group. Thank you for your attention.

FEMALE VO CE: | think we can allow two or three
guestions before we carry on. Are there any questions? Okay, |
think we can continue. Thank you very nmuch. |I’mgoing to
i ntroduce Francois Dabis. It gives ne great pleasure to
i ntroduce himand he is going to present the ANRS 1021
(unintelligible) Cote d |voire. Thanks.

FRANCOI S DABI'S: Good morning. This is one of the
contributions of the (unintelligible) group, evaluation of
combi nation direct therapy for PNPPT and today | will report
the prelimnary results of effectiveness of the conmbination of
a short-course of VWD (m sspelled?) and 3TC plus periodic
nevi rapine to prevent transm ssion, peri-partumtransm ssion in
West Africa and in (unintelligible). Just to drive you to the
background of where we were about a year ago at the Barcel ona

conference, you remember that for peri-partumtransm ssion, we

suffered (m sspelled?) about a rate of 20-25% in nost African
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popul ati ons with zidovudi ne al one, we were in the range of 14%
wi th nevirapine alone, (unintelligible) showed us that VVD plus
3TC was possibly |ower although it was not specifically
different and we showed | ast year prelimnary results in the
same program 1201, (unintelligible) show ng that VVD plus

nevi rapi ne could reduce this transm ssion even |ower. The final
results that | reported in Boston earlier this year giving us a
transm ssion rate of 6.4% with the conmbination of VVD plus
nevirapine. On the top of that, we know from the ANRS 1075
Study in France that the combination of VVD plus 3TC is also
quite interesting, so why should we go further down or is it
needed to go further down? Yes indeed, if we |ook at the WHO
recommendati on for 2000, clearly they...(unintelligible)
advertise for using any anti-retroviral reginmen of validated
efficacy, but still advertising for constantly researching in
this area and we believe after the Barcel ona Conference that
there was still room for |ooking for nore advanced
interventions to prevent peri-partumtransm ssion in this
context, so our program has been aimng, in fact, to a package
of interventions and for the peri-partum phase, as | said, we
started with VVD and nevirapine. It looks like a little bit
software version, but we call that 1.0 version of our program
reported last year in Buffalo, (unintelligible) in Boston and

medi a just reported the results and the possi ble consequences

with hyperlipidema. So what | will report to you today is the
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version 1.1, so to speak, using VVD, 3TC, and nevirapine in the
use of peri-partum But because we were thinking of |eaving a
package of information, we have conbined this peri-partum
interventions to a systematic proposals of post-partum
interventions and this is a (unintelligible) complinment of the
project and (unintelligible) two days ago presented the
presentation nunber 63, the premumresults for this post-
partum phase, but in this post-partum phase, they used no
additional anti-retroviral exposure, so in this 1.1 trial
version, this is really the conbination of VVD, 3TC, and

nevi rapine. We are certainly choosing be efficacy, but also of
course by tolerance and when we noved from VVD to
(unintelligible) VVD treated with nevirapine, we had the goal
to go below 5% and meaning that we will possibly do at |east a
hal f better than what we were doing with VVD plus nevirapine.
This is again a non-random zed intervention trial. We felt that
there was again (unintelligible) continuity of random zed
trials in this context and extremely difficult to do. We only
work with women who were diagnosed and consent and i nform of
their studies. From VVD to nevirapine, we decided to move from
36-weeks to 32-weeks. The reason is that in (unintelligible),
wonen tend to come relatively early in their third trinmester of
pregnancy (unintelligible) or possibly at the end of the second
trimester and the experience we have with VVD and nevirapine

was that we were reasonably often asked wonmen to wait and to
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come back at least a nonth later to initiate treatment and felt
that their was no good reason to wait when wonmen were already
booked and were already in the (unintelligible) system The

ot her reason is that the VVD treatnment conbination in France,
have been used roughly around the same tinme period for
treatment introduction of 3TC and the conparison would be nore
interesting in this respect. So the three part and the anti -
(unintelligible) regimen is really the use of the Conmbivir, the
Conmbi vir drug, the conbination of the three drugs from 32-weeks
and then we have this | oading dose of Conbivir again at the
begi nni ng of | abor and which is sort of boosted by the dose of
nevi rapi ne, which is given at 12 dose of nevirapine. As far as
the (unintelligible) acconpani nent is concerned, we have

remai ned to what we have |earned to use with the version 1.0,
which is VVD plus nevirapine, so as you can see there is no
nevirapine in the unit or reginmen and the reason is that there
was a good docunentation in France that adding nevirapine to

t he neonate was creating an environnment of anem a and
neutropenia and we even felt, we didn't feel that that was very
appropriate, to do that for children in this African setting.
What you may see also is that the antenatal reginmen of the
wonmen i s continued for about three days post-partum so
basically the nucl eoside reginmen, the affect of the nucl eoside
regi men stops at the same time then the boost of nevirapine

t hat has been given during | abor considering the different
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hal f-1ife of the two-drug reginmen. In terms of judgment
criteria, we rely now on (unintelligible) viral |oad, but the
big difference with previous work that we are then | everaging
on is now that we are using a new technol ogy, the real-tinme
(unintelligible) technol ogy at four-weeks. There is a poster by
Francois Wade (m sspell ed?), poster nunber 21177 conparing this
to commercial VDNA (m sspell ed?) methods. The beauty of this
met hod is that you get extrenely reliable results with the
previ ous ones, but it’s about ten times |less costly, with a
cost by diagnostic of about $8.00. So we can turn the diagnosis
infection at six-weeks or after the four-weeks (unintelligible)
tolerance criteria for the neonate and al so | ook at
(unintelligible), before there was no clinical rush in these
areas (m sspelled?). Okay the conparison that we will make is
to conpare this three-drug reginmen to the previous two-drug
regi men an also to the single-drug reginmen. The three studies
have been done in the same popul ation and we have good data of

1

the same quality to conpare. So let’s | ook at that and
(unintelligible) so this is the |last chance for you to conpare
regi mens before I go to the results. In peri-partum we nove
from VVD alone to VVD for a | onger period than to VVD three
(unintelligible) for even a slightly longer period and in
(unintelligible), we move from VVD alone to VVD plus nevirapine

and now VVD treated nevirapine and in post-partum we drop the

VVD al one to nove to neonate, VVD plus nevirapine and now
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neonate VVD plus 3TC for three days and the same thing here for
t he neonate. Okay, conparisons, all the tables will be
presented the sane way. Here you will add the first colum wth
the three drugs, then the colum with the two drugs, then the
colum with one drug. Conparison one nmeans three drugs versus
two, in conparison here nmeans three drugs versus one and only
the significant results will be labeled in white. No difference
of henogl obin at baseline, here significant differences in CD4
and between groups and we will adjust for that in all the
comparisons. As far as (unintelligible) is concerned, very
conmpar abl e results and, as expected, the |length of treatment
with three drugs has been | onger as was part of the design,
al though no other meaningful difference for a paraneter as a
foll ow-up. As far as accessibility is concerned, we’'ve been
movi ng from zi dovudi ne to zi dovudi ne plus nevirapi ne and now
the three drugs, we have (unintelligible) the acceptance of the
regi men, however between two drugs and three drugs and the
(unintelligible) were roughly the same, we had absol utely
i dentical acceptance of the drug reginen and for the neonat al
treatment, we are no different between the two.

As far as tolerance is concerned, we had very few
severe events have been reported and no statistical difference,
again, same thing for the live birth and very conparabl e

neonatal deaths, 28:1000, 16:1000, 21:1000. For now, what are

the overall results in terms of transm ssion, so for the three
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drug conbination that’'s prelimnary analysis, however, |
(unintelligible) almst 200 children. We have only nine
infected children or a transm ssion rate of 4.5% In eight of

t hese eight infected children who are positive at day two, the
first real time PCR (m sspelled?) until we believe we are al
(unintelligible) here, out of the 23 that we had positive with
4-6% transm ssion rate, we had about 14 which (unintelligible)
and here you have the reference of the AZT al one, so we do
efficacy conmparing the three drugs to the two drugs, the
advantage to adding the third drug to the two is |imted and
absolutely not statistically significant and is even when
adjusted in CD4, but again you can conpare three drugs to one,

t he advant age has becone extraordinary inportant now and it’s
even nore inmportant when you are just on CD4. Considering the
primary data that we have on about 200 children, are scientists
here have advi sed that we should not continue the study nmuch
beyond what we are so far, because it would be absolutely

i mpossi ble to conpare these two groups in a statistical fashion
unl ess having nore than thousands of (unintelligible) that we
are not capable of having, so we will remain in a non-
statistical difference here between these two groups. W have
broken down our (unintelligible) by CD4 strata and the by
breastfeedi ng exposure. By CD4 strata you can see that bel ow

200 CD4 we have results that |ook slightly better, however,

none of these reach statistical significance. For the other
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strata, by noving fromone drug to the two drugs was extrenely
i mportant, and noving fromtwo drugs to three drugs didn't nmake
any difference. Sanme thing here and sanme thing here. Again,
we are certainly lacking statistical power, but it becones
extraordinarily difficult to make any concl usions on that.

Wth respect to breastfeeding, now we conpare colum by col um.
For the two drugs there was no statistical difference between

t hose who were exposed to breastfeeding and those exposed to
formul a feeding and here, same thing, very conparable -- very
conmparable results. But again, we are only tal king about four
weeks of exposure to breastfeeding in this breastfeeding group.
So where do we stand in terns of results? Clearly, we are --
we stand now at the |lowest result that has been obtained so
far. No -- inpossibility for us to denonstrate a statistical
difference between the previous regi nen and we have also to
take into account substantive differences in CD4 and
(unintelligible) when we have it. But it's (unintelligible) in
all the studies. Our previous study was extrenely lowin terns
of CD4 and just by that (unintelligible) if you could see this
one is slightly better and we have al so an extrenely good
efficacy. So, as far as results is concerned for the findings
of the study, we can conclude that certainly there is very good
(unintelligible), as you can see, of this reginmen, that there

hasn't been any conparable data so far. W have, as | said, we

will stop enrollment again of this nonth's formerly in this
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scientific trial. The advantage versus (unintelligible)
remai ns uncertain and not necessarily obvious. Certainly, we
need to (unintelligible) data and, nore inportantly, drug
resi stance data to fully understand the advantage and
di sadvant ages of this new protocol. And again, we have seen
t hat bel ow 200 CD4, certainly we can -- we have to do better
and in a different way than this. And the (unintelligible) has
been one of the approach, but is a privilege for not using
(unintelligible) during pregnancy. So, for (unintelligible),
we clearly think of the nmoment. It's too early to say whet her
this should be considered as one of the options in the WHO
St andards. Certainly, we need to (unintelligible) incidents of
viral resistance. W need to consider what the consequences it
will be to use this reginen if the woman needs to have later in
her |ife and we need to consider using balance with the use of
i medi ate (unintelligible) between the last trimester of
pregnancy. Again, we are noving in the direction with the
(unintelligible) drug initiative. In fact, we will start it
next nmonth in. So, instead of showi ng you again the |ist of
menbers of our team | would like to just show you a picture of
this wonderful group that has been doing all these studies in
(unintelligible). Thank you very nuch.

RUTH NDUATI : Thanks, Francois. Do we have any tine

for -- oh, we have sone time for questions. | see we've got a

few there. Can we have the lights on so we can see who's
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asking questions, if there are any. (Unintelligible). Over
t here?

MALE VOI CE: Francois -- over here. Thanks for a
| ovely study and a very inportant one. |'ma bit concerned
about your ability to draw conclusions. From the begi nning,
you nmust have realized you were under powered even if you
proj ected dropping the transm ssion rate to 3 percent or 2.5
percent to really draw statistical conclusions. So maybe
statistical difference wasn't really the end point you were
going for. But what's really going to matter, as |'m sure you
know, is the difference in resistance. And how are you powered
for | ooking at differences in both Nevirapine and 3TC
resi stance over time?

FRANCO S DABI'S: As far as the efficacy is concerned,

originally when we were advised by our Scientific Board to nove

from (unintelligible) to the conbination -- the
(unintelligible) we had, in fact, in the higher estimte of
transm ssion, (unintelligible) plus Nevirapine. |In fact, |

reported (unintelligible) results let's say in Barcel ona which
were at | east one point higher than that. So, therefore, we
felt we were still in the position to statistically denonstrate
an advantage of the conbination of -- by using
(unintelligible). As you have seen now is the final result and
the final estimate (unintelligible). W are nmuch |ower, 6.4

percent; therefore, it beconmes extrenmely difficult to go | ower.
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And, again, we are probably seeing differences that are not
extremely inmportant from-- in the public standpoint and adding
t housands of observations to denmonstrate it was not felt to be
necessarily inmportant. But at the begi nning, we were enpowered
to be able to draw the conclusion that (unintelligible) plus
(unintelligible) would do half better than the interimestimte
of (unintelligible). As far as (unintelligible) is concerned,
| am not sure that any of the resistance studies so far have
made a serious statistical consideration on different incidents
of preventive resistance. This resistance have to do
(unintelligible) have to do in African settings. W rule out
about one of the observations in our cities when the study is
finished. W are talking, according to the French study, to a
relatively high frequency of resistance to (unintelligible), at
| east that's what was done in the (unintelligible). So we may
be able to have a reasonable estimte of the preval ence of
resi stance.

MALE VO CE: (Unintelligible) further about a
resi stance i ssue because like in Thailand they will have been
containing regimens that we used for (unintelligible). Okay?
So ny question is could you predict that in a full regi men of
SAT, the old 76 regimen, the full regimen, both to the nothers
and the infants, whether the (unintelligible) will add any nore
benefit to the regi men.

FRANCO S DABI'S: It's very hard for us to draw any
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conclusion or really comment on this based on our observation
in the sense that as you have seen, wonmen do the first booking
sometinmes (unintelligible) trimester, beginning of the third
trimester. So we are far fromthe standard of 76 regi men or
the reginmen that you, | believe, are using in Thailand. W
know that there is only one evidence fromthe 316 trial trying
to |l ook at the exact contribution of Nevirapine to |ong
regimens. |It's extrenely difficult to make these type of
concl usi ons based on their findings. However, | believe that
PHPT t hrough trial that was prelimnarily reported two days
(unintelligible) may answer your question. But | don't think
the prelimnary finding that we saw two days ago will provide
t he answer.

RUTH NDUATI : Next question in the m ddle.

MALE VO CE: Can you tell us -- two questions. Can you
tell us anything about adherence in the related study perhaps
conpared to the earlier ones, and also over time, has there
been any di scerni ble change in the background transm ssion rate
for wonen not included in your intervention studies?

FRANCOI S DABI'S: As far as adherence is concerned, we
have | ooked at various -- with a sinple social denmographic
factor that could explain differences in adherence. 1It's hard
to really cite what studies we've (unintelligible) the data and

al so because we have also a few nunmber of non adherent wonen.

My personal feeling, but it's not really well supported by
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data, is that the big difference between the GDD (m sspell ed?)
and the next stages has been that the GDD was really
(unintelligible) control trials where women were faced with
completely different setting of explanations and invol vement
and that makes then why the adherence was nore conplex for
them But | cannot really nmake sure -- in the two other phases
we were alnmost in the direction of operational adm nistration
of the drug. As far as the background transm ssion rate is
concerned, |I'’m not aware of any study |ooking in parallel to
groups of women or nmen exposed to any antiretroviral reginen at
the same tinme that we were conducting the studies. | cannot
answer t hat.

RUTH NDUATI :  Next.

MALE VOl CE: Thank you very nmuch. (Unintelligible)
from Uganda. My question is concerning the management, the
(unintelligible) management of this (unintelligible). In an
(unintelligible) variable era, sonmetimes the conpliance or the
adherence to treatnment has not been adequate. What have been
this (unintelligible) was (unintelligible) extracted and the
(unintelligible) or for that matter, the drugs are not the
(unintelligible). W have been accused over many tines
extracting the data on a (unintelligible). How do you handle
the (unintelligible) chance of these resistances and ot her

(unintelligible) as a result of (unintelligible) of noralities

of the (unintelligible) has been extracted?
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FRANCO S DABI'S: MW answer is that certainly when
i ntroduci ng possibly half as one of the possible strategies for
some groups of women, not only transm ssion will be inportant

but adherence and the true consequences of what has happened up

to delivery and (unintelligible) will be critical because we
are setting the scene for the future treatnent. And |I'm sure a
| ot of data will have to be gathered to understand how easy it

is or howdifficult it is to initiate half during pregnancy. |
bel i eve obstetricians in Europe or in the U S. find very, very
different situations, sonetinmes easy, sonmetimes difficult, and
we need to |earn that and docunent that before making the new
recommendations. So it's not only a matter of eradicating the
di sease, projecting disease, for a few wonen. |It's a matter of
doing this at the same time that we are setting the appropriate
scene for continuing half in the same popul ati ons.

RUTH NDUATI : | don't think there's any nobre questions.
No, okay. Thanks, Francois.

RUTH NDUATI: Thank you very nmuch, Francois. You're,
as al ways, very stinulating presentations. W now nove to the
next speaker which is (unintelligible). And this is being
presented by (unintelligible). This is a study done out of the
School of Public Health and Primary Heal thcare in
(Unintelligible), (unintelligible) Institute of Topical
Medi ci ne, Ant wer p.

DAVI D COETZEE: Just waiting for it to come onto the
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screen. Here you go. Okay. Thank you. This study was
conducted by Catherine Hildebrand (m sspelled?) in Kiucha

(m sspelled?) which is a township close to the (unintelligible)
of Capetown to | ook at the feeding practices of nmothers who
enrolled in the Mother to Child Transm ssion Project. Ever
since the first cases of HV transm ssion through breastfeeding
were acknow edged, there's been a fierce debate on guidelines
for infant feeding in (unintelligible) setting such as Kiucha.
And the question being when is it safe and feasible to formula
feed as breastfeeding protects agai nst other diseases. Kiucha
is an urban township with approxi mtely 500,000 inhabitants and
we estimated that about 10 percent, or 50,000, are HIV
positive. These show quarter by quarter the nothers, the
pregnant nothers, who are enrolled in the anti natal program
and it shows you how from 1999 the preval ence of HIV anpbngst

nmot hers is increased from about 14 percent to 25 percent in
January to March 2003. The DODCT program was started in 1999
in mdw fe obstetric units where approximtely 7,000 wonen
deliver each year. And today it's nore than 4,000 wonen have
been di agnosed and treated as part of this program At the
time of this study, AZT only was used and given at 34 weeks and
during delivery. Mothers attend the service weekly after the
child is born in order to obtain free formula for nine nonths.

Support groups are also very inmportant part of the program and

this is both inter natal and postnatal. (Unintelligible) is

1, . . . .
kaisernetwork.org makes every effort to ensure the accuracy of written transcripts, but due to the nature of transcribing recorded
material and the deadlines involved, they may contain errors or incomplete content. We apologize for any inaccuracies.



| nternational Al DS Society 36
2nd | AS Conference on H V Pat hogenesi s and Treat nent

7/ 16/ 03

provided from si x weeks of age. In terms of the program 96
percent of nothers accept testing, accept HIV testing, and of

t he nothers who are HIV positive, approximtely 78 percent
actually enroll in the PNTCT program O her aspects of the HV
programin Kiucha, public services for HV infected persons
were opened within the primary healthcare services in Kiucha in
February 2002 and (unintelligible) was introduced in May 2001.
To date, approximtely 25 percent of the persons on
(unintelligible) have cone fromthe Prevention of Mther to
Child Transm ssion Program \Vhat are the major issues relating
to fornmula feeding, which is breastfeeding in this setting? As
| said, the risk of H 'V transm ssion versus the risk of death
from ot her causes, the problem of stigma and di scrimnation

whi ch may prevent wonen from fornula feeding and a third issue
is that nmothers nmay | eave the area and nove to other areas,
particularly nmore rural areas, where the risks of death from

ot her causes are greater. So the objectives of the study were
to identify the proportion of HIV infected wonmen who are
breastfeeding and who are fornula feeding, and |I'll define
these in a mnute, to identify women who nmade the choice

t hensel ves, so was it their own choice to formula feed or not,
to identify the constraints which women faced in inplenmenting
their choice and then to identify episodes of diarrhea in their

child. So there's a (unintelligible) survey of wonen attending

t he postnatal clinics where the nothers come who are enrolled
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in the Prevention of Mother to Child Program a sanmple of
consecutive wonmen and the wonen were interviewed at the clinics
by trained interviewers who were not nurses and they were not
linked to the clinics in any way in the | anguage of the wonmen.
In addition, six focus groups were held with 38 of the wonmen.
Excl usive breastfeeding was defined as only breast m |k taken
and no other solids or liquids, including water and herbal teas
and fornula feeding was defined as formula and no breast mlKk,
but other |iquids not contraindicated. 113 wonmen were included
in the analysis and the nedian age of the infants was 8.5
weeks. And 96 percent of the women said that they did not
breastfeed at all. Four wonmen breastfed only and one woman
breastfed and fornula fed. The reasons given for choosing this
met hod of feeding, and this is an open question, 65 percent of
wonmen said that they themsel ves had made that decision in order
to prevent transm ssion to their child, whereas 35 percent said
that they were advised or told by the clinic to breastfeed or
not to breastfeed and that's why they did so. The reason why

t he ot her wonen breastfed and didn't fornula feed was that they
did not want to disclose their status or had difficulty in not
breastfeedi ng because that would disclose their status. Wonen
wer e asked about disclosure of HV status and two different
guestions were asked. One was about disclosure in general and

t he ot her about disclosure to nmenmbers of their househol d. 69

percent of women had disclosed to sonmeone el se, but only 57
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percent had disclosed to soneone in the household. Alnpst 10
percent had disclosed to everyone in the househol d,
approximately 50 percent to some nenbers and 43 percent to no
one else in the household. As to whether women would stay in
the area or nove out of the area, the median tinme they had
lived in the area was six years. 88 percent of wonen said they
intended to stay for a long time, 8 percent said that they
woul d | eave very soon and we wonder if these wonen didn't
specifically come to the area because of the PNTCT program and
4 percent did not know how | ong they would stay. 71 percent of
wonen said they had access to safe tap water, portable water,

at their house. It wasn't necessarily in the house, but it was
at the house. And approximately 30 percent had to walk to
fetch water with the nedian tine to fetch water being five

m nutes. And 75 percent of wonmen have electricity at their
house. Asking nmother about episodes of diarrhea, 70 percent
said their child had not had diarrhea, 27 percent said there
was one episode and 3 percent said that their child had two

epi sodes. However, none of the children were admtted to
hospital for these episodes of diarrhea. |In terns of the focus
groups, it was obvious that stigma is still very high and wonmen
actually lie to their friends and famly about their HV status
because if they don't breastfeed it's viewed as being HV

positive. So the reasons given are that they have TB, chronic

di seases such as hypertension, they have bad m |k, problens
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with feeding previous child or that they had had a cesarean
section. So women felt that the stigma related to not
breastfeeding was nostly linked to HI'V. And a comon quote was
t hat, "When people ask me why I'm formula feeding, what they're
really asking is am | HIV positive." Yet, nopst wonen

acknow edge that in the comunity breast and formula feeding is
common and acceptable. They also indicated that support groups
were very valuable in deciding not to breastfeed and the reason
for this was that they could share stories and give nutual
support to each other so that they could breast -- so that they
could fornmula feed. Many wonen said it was the only time to
tal k about their status and to ask questions and they
appreciated the talks and information that was distributed at
support groups. Most HIV infected wonmen do not breastfeed in
Kiucha and this setting is simlar to many other urban areas in
South Africa. Approximately 60 percent of the popul ation of
South Africa live in urban areas. The majority of the wonmen
chose not to breastfeed. They made the decision thensel ves,

al though they had this behind other reasons because stigma is
still present. But wonen find ways and -- to counter this.

The women found support groups very hel pful in
(Unintelligible). 1In addition, data fromthe Health

| nformati on System (audio out) in the city accepting (audio
out). Thank you.

RUTH NDUATI: Thank you very nuch for that
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presentation. The (unintelligible) is open for discussion.
Yes, | can see there's sonme questions.
MALE VO CE: | think this study is an excellent study.
| would strongly reconmmend that this study should be kept as a
best practice exanple by (unintelligible). | think
(unintelligible) that breastfeeding is not possible in poor
countries, so | really admre this one. M question is who
else (unintelligible) for the fornmula feedings, the governnent
or (unintelligible) or the governnent pays for then? Who pays
for the (unintelligible)?
DAVI D COETZEE: It is paid by the provincial
governnents of Lew stown Cape, so it's paid by the governnent.
MALE VO CE: Okay. So if you present this to the South
African governnment, will they accept the fact that, you know,
from now on there should not be any breastfeeding in South
Africa? Do you think that will be status for doing that?
DAVI D COETZEE: Certainly the provincial governnment of
the Western Cape | think accepts that, but | can't say the
whol e country, and (Unintelligible).
RUTH NDUATI: Yes, there's another question there.
MALE VO CE: Hi. A nice study, but do you have any
informati on on how many wonen were approached to answer whet her
-- and how many agreed to actually -- what percentage of wonen

who were approached to be interviewed agreed because of course

if -- depending on that percentage depends on how
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representative of the total sanple.

DAVI D COETZEE: Katherine wanted 120 wonmen in the study
and she got 113. | think two were al so excluded for other
reasons. So it was a small number actually refused to
partici pate.

RUTH NDUATI: Yes, far corner. And please say who you
are and where you're from

FEMALE VOCE |'mDr. (Unintelligible) from Kenya. Can
you hear nme?

RUTH NDUATI :  Yes.

FEMALE VO CE: |I'mDr. (Unintelligible) from Kenya.
| ' m gl ad about your findings. The only problem | have is you
are (unintelligible). Because |I do have a feeling that the
(unintelligible) that you present is the same (unintelligible)
that is being followed for the other studies, and | wi sh you
coul d have presented nore of the perspective data rather than
having a cross section of data. Sone of the things that
weren't clear fromthese kind of a study design was when you
talk of diarrhea was it, |like, every day or rare or was it
within the |last so many days or when you tal k of exclusive
breastfeeding was it over this last 24 hours or ever, you know,
wi thin and then kind of do (unintelligible) your children into
the (unintelligible) and the |like so that when you present it,

it has nore strength init. W do also have a sim|ar

experience in Kenya, although nmost of our women actually choose
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to breastfeed regardless of all the effort and even provision
of pre-formula. They still choose to breastfeed. But to get a
nmot her to actually accept to fornmula feed, we invest a lot in
counseling them and getting themready. So | don't know what

ki nd of experience you have in this group that you're dealing
with. Do you invest a lot in terns of counseling,
denonstrating the fornmula feeding preparation so that by the
time they get to actually give the formula, they can give it
safely within this kind of setup? Thank you.

DAVI D COETZEE: | can't renenber all the questions. It
was asked if they ever breastfed, yes, so it was fromthis.
They were asked if the child had diarrhea in the last nmonth. In
fact, data shows that it's best to ask in the [ast two weeks
and that's the best recall. But, in fact, they were asked here
in the previous two nonths or in the previous nmonth. And the
ot her question relating to support groups and counseling, yes,
a large enphasis is placed on talking to the nothers about
breast and formula feeding and the risks and supporting the
mot hers in their choice.

RUTH NDUATI: Okay. (Unintelligible).

MALE VO CE: | agree that it's a nice study. But, this
whol e area has been asked already so | won't repeat that
guestion. But the issue |I think that the issue of formula feed

or breastfeed, breastfeeding in H 'V women in devel opi ng

countries, | think it's (unintelligible) in addition to the
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(unintelligible) that would come with it. Also | think the
i ssue of cost is one very inportant factor. It would be

interesting to know the inconme |evels of the women who were in
your cohorts. It also have been (unintelligible) to know the
outcone of the babies of these children. Because of costs we
know that's not (unintelligible) women who breast and formul a
feed just to save sonme costs. So the first one is what are the
inconme | evels of these wonen? And the second one, do you have
any plans to (unintelligible) to know the outcome of being
fornmula fed?

DAVI D COETZEE: Okay. The wonen don't pay for the
formul a. I would -- the majority of wonen are, in fact,
unenpl oyed and they don’'t pay for the formula. The fornula is
given to themfree. |In ternms of -- it would be ideal to do an
| ongi tudi nal study and to follow our cohorts. In terns of
transm ssion rates, at the time that this study was done the
transm ssion rate was 11.9. Since then, Nevirapine has been
added as well. So -- and we are doing a (unintelligible) at
the monment. Unfortunately, our nmenbers are still under 100.
They're around 90. And the transm ssion rate is 8 percent.
Obviously that's a very wi de confidence interval and we w ||
only have that information in the next probably three or four
nont hs.

MODERATOR: | think there's one nore question there.

DAVI D COETZEE: But the regi nen has changed.
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MALE SPEAKER: (Unintelligible), Uganda. M ne was to
do, again, relate -- sonething related to the study design.
What's the underlying infection rate of the area and the
popul ati on? Again, our experience has been that in the natural
hi story studies that people who are involved in such studies in
fact even have the children who are involved in these studies
have nmuch | ower infect w thout anything being done, anything
different being done, but because they're in the study then
t hey're accessing the healthcare -- a much better heal thcare
system of low infant nortality rates than, in fact, the rest of
t he popul ation. And again, related to that, you mght be in a
setting where the area infection is (unintelligible). The
ot her issue is regarding that you had only about 113 and
probably you say there were only four who were exclusively
breastfeeding. That -- | don't see how you can actually make a
comparison in terms of infections when one group has only four
individuals. So in terms of determning (unintelligible) those
who are breastfeeding versus those who are not breastfeeding I
t hink m ght be different. | don't see how you can do that with
t hat sanpl e size.

DAVI D COETZEE: We don't know the HIV status of these
children. But | agree, we would have to | ook also at the
spillover effect in terms of other wonmen who HI -- who are not

HI V positive, not breastfeeding their child.

MODERATOR: Thank you for all these wonderful -- yes,
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one more. | think we have time for that.

MALE VOl CE: Thank you very nmuch. [I'd like to thank
you for a nice presentation. I'minmpressed with the support

group. How far were the husbands involved in this progranf?
Because none of the problens of stigma in the famly, it's

i mportant the father of the child. Are these wonen all married
or what were the (unintelligible) of the husbands? Too, the
other thing is that you | ook at that data, what happens to the
acute respiratory infections in these children on fornmula? Are
there any allergies, things (unintelligible)? (Unintelligible)
the (unintelligible) about allergies in breastfeeding versus
fornmul a?

DAVI D COETZEE: Okay. Unfortunately, the fathers were
not involved. And often, the nother had not disclosed to the
father of the child. In terms -- we only |ooked at diarrhea.
We didn't | ook at any ot her diseases.

MODERATOR: Thank you very nmuch. | have one question
for you and also (unintelligible) this is, | think, an
excel l ent exanmpl e of governnment's conmm tnent, original
government's comm tnment to prevention. | think the fact that
t hey provided the fornmula is part of the step towards that. My
guestion is about this peer groups, the support groups. To
what extent is support to choose formula support and not peer
pressure?

DAVI D COETZEE: Well, as you see, also 30 percent of
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the nothers actually did it because the clinic said that they
should be. So I'"'msure there is a degree of peer pressure and
there is a degree of being told by the health service that's
what you should do. But by far the majority of women made the
choice thenselves. But |I'm sure the support groups do have an
i nfluence on their decision.

MODERATOR: Okay. Thank you very nuch. Il will cal
t he next speaker. | just want to say South Africa is not the
rest of Africa. And 35 percent of wonmen have no access to
electricity is not the normin many African cities. | think
there still is some (unintelligible). It shows what you can do
when we have a little nore resources. But the question
(unintelligible) are very valid for the rest of us in the
continent. Now, the next presenter is Marie Newell, a dear
friend of mne for many years and she's presenting what's
carried out actually by many of you who are here, you know, and
this is the (unintelligible), which as she'll tell you, is a

contribution of work from many, many studies w thin South

Africa. So sit back and enjoy your own work and ask many

guesti ons.

MARI E NEWELL: Thanks very nuch, Ruth. | hope you
weren't | ooking at ny face when you said that |I'd been around
for along tinme. | do (unintelligible) in presenting the data

on |l ongevity anongst HIV infected nothers and children's

feeding nodality. And | present this data on behalf of the
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Breastfeeding and HI V International Transm ssion Study Group.
We know that breastfeeding is a general benefit to both infants
and maternal health inproving infant and child nortality and
maki ng child spacing nore favorable to maternal health, and

al so having psychol ogi cal benefits for both infants and

mot hers. Breastfeeding, however, substantially increases the
risk of HHVinfection in infants as we have heard both this
mor ni ng and yesterday in several presentations. W know very
little about the effect that breastfeeding has on the health of
HI'V i nfected women thenmselves. But |limted evidence fromtwo
studies in Africa regarding the associati on between
breastfeeding and nortality amongst HIV infected nothers gave
conflicting results. One study in Nairobi and Kenya suggested
that the nortality in breastfeeding wonen was substantially

hi gher than in non-breastfeeding wonmen in the two years

foll owing delivery whereas a study in Durban in South Africa
suggested that there was no evidence of any effect on nmobility
and nortality in exquisitely breastfeeding wonen. W both
aimed to estimate the rate of nortality ampongst HIV infected
breastfeedi ng wonen over an 18-nmonth period follow ng delivery.
We wanted also to identify any factors that could possibly be
associated with nortality amongst HIV infected breastfeeding
wonmen and we wanted to conmpare nortality anmong breastfeeding

and non-breastfeeding wonen in (Unintelligible) in Africa.

There were in a full data set from nine mther to child
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transm ssion and prevention trials that have been carried out
in mainly breastfeedi ng populations in (Unintelligible) and
Africa where the children's feeding nodality had been regularly
assessed provided 4,237 nothers that could be evaluated in this
analysis. This data set was collated to estimate the risk of
postnatal transm ssion through breastfeeding, but provided a
uni que opportunity for these additional analysis on the
mortality in the wonmen -- in the nothers. |In the 18 nonths
followi ng delivery, a total of 162 mothers died. The nmedian
time to death was 9.8 nmonths. The medi an CD4 count assessed
around the tinme of delivery was 464 cells a mlliliter. 11
percent of these women had a CD4 count of |ess than 200 cells,
45 percent had CD4 counts between 200 and 500 and 44 percent of
women had CD4 counts of 500 or nore. 3,717 women, or 88
percent, ever breastfed and the nmedi an duration of
breastfeeding in this group was 8.8 nonths. 40 percent of
women were still breastfeeding at 18 nonths. So what we are
tal ki ng about really is a popul ati on where breastfeeding is
very comon and prolonged, but where overall the H 'V rel ated
health status was not so bad. 362 deaths in the 18-nmonth
period translates in an overall nortality rate of
(unintelligible) years of followup. The (unintelligible)

anal yses infant feeding nodality defined as ever versus never

breastfeedi ng was not associated with nmothers' nortality in

this 18-nonth period. However, in nmultivariate analysis where
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we adj usted for geographical |ocation of the child, factors
associated with maternal -- with nothers' nortality in the 18
nont hs period were the duration of breastfeeding and the medi an
CD4 count around the time of delivery. |In these nmultivariate
model s, nortality was | ower in wonen who ever breastfed than in
t hose who never breastfed, but the statistical significance was
of borderline. Mothers who breastfed for nine nmonths or | onger
had a | ower risk of nortality than those who breastfed for a
shorter period. And in CD4 stratified analysis, the

associ ation between duration of breastfeeding and nortality was
apparent for wonen with counts of |ess than 200 cells per
milliliter, but not for those with CD4 cell counts above their
(unintelligible). When we |ooked at the breastfeeding variable
in a slightly different way, in a nore dynam c way, and where
we categorized the experience of each point in time whether the
women were still breastfeeding or whether they had ceased
breastfeeding either |Iess than three nonths previously or nore
t han three nmonths before the |last visit or before they died.
And in a proportional (unintelligible) where this variable was
allowed for in a tinme dependent manner we saw it as | ooking in
a model, in the first nodel, where we just allowed for the

i nfant feeding variable we saw substantial and significant

di fferences between the reference group that never breastfeeded

and the different categories of breastfeeding in terms of the

nmortality, but that the direction of the association went in
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opposite ways. However, it's very inportant to allow for the
geogr aphical | ocation of the trial setting because not only is
the (unintelligible) nortality different -- very different when
you conpare West Africa, East Africa or South Africa, but also
the -- whether or not the child was breastfed varies by these

| ocations. And if they are breastfed, there are very | arge
differences in the duration of breastfeeding. So when we

al l owed for geographical |ocations in nmodel two, as well as the
breastfeedi ng variable, the only significant difference was the
substantially decreased nortality in women who still breastfed
at their last assessnment. The formal CD4 information -- count
informati on was avail able for about 80 percent of the wonmen

t hat were involved in these trials and we had -- we did a sub
anal ysis on 3,240 wonmen and included maternal CD4 counts in
this proportional (unintelligible) analysis with the
breastfeeding variable, in a time dependent manner. The only
significant results were again the substantially |ower risk of
mortality in women who were still breastfed at the | ast
assessment versus those who had never breastfed and
(unintelligible) that was virtually the same as the one that |
showed in the previous slide. There was a (unintelligible) of
increased risk of dying in women who had a CD4 count around the
time of delivery of |less than 200 cells and a substantially

| ower nortality in South Africa. So, in conclusion, wonmen who

have advanced di sease, as indicated by a | ow CD4 account around
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the time of delivery, had a greatly increased risk of dying in
the nonths follow ng delivery. Although nortality rates in the
first 18 nmonths postpartum was | ower in women who ever than in
t hose who never breastfed, this was not statistically
significant. Anpbngst the breastfeeders, nortality was higher
in the group with the shortest duration and it was |lower in

t hose who were still breastfeeding at the tinme of | ast
assessnent. And this would suggest that those -- that we are
dealing here with reverse (unintelligible) with wonen who are
wel | and healthy and are able to continue breastfeeding for

| onger periods. This association is likely to be very conpl ex

and very difficult to evaluate in observational data, but we

are trying our best to investigate this further. Thank you. |
said that | was presenting this data on behalf of a |arge group
of people, some of which -- some of whom have been listed in

the slides, but who should also be recognized that each of

t hese principle investigators of the various trials depends on
a |large team of | ocal people that hel ped themwi th the support
and care for these women and their children. The
(Unintelligible) H'V transm ssion study is a collaboration

bet ween the (Unintelligible) working group on Mother to Child
Transm ssion and NI CHD. Financial support for the data
analysis came from NICHD with a contract with the Data
Management Center at (Unintelligible). And additional

financial support specifically for this analysis on maternal
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nortality was provided by WHOUNH and speci al thanks to
(Unintelligible). Thank you.

RUTH NDUATI: Thank you very nuch for that
presentation. That presentation is now open for discussion,
guestions. Yes?

MALE SPEAKER: Hi. Thank you. M ke Silverman from
Canada, a nice study. Do you feel that this resolves the
guestion at all or do you feel because the wonen seemto be
sel f-selecting, that the sick wonen are not -- are stopping
breastfeedi ng when they get sick that this is evidence that we
should do a random zed trial as nmuch as we can do a random zed
trial encouraging wonen to breastfeed and not breastfeed to
answer the question?

MARI E NEWELL: | don't think I would want to repeat the
experience that (unintelligible) having a random zed trial of
infant feeding to investigate the nortality experience of the
mot hers. | think that the results fromthis trial, fromthis
(unintelligible) suggests that the nortality in these women is
associated with H'V status, that wonen who have advanced
di sease are nore likely to die and these wonen can -- what
seenms to be happening is that these women beconme ill and are no
| onger able to breastfeed and then they die. So you get a bit
of a (unintelligible) reverse causality. | think that for ne,

the very big evidence, the big results fromthis is the |arge

differences in nortality by geographical |ocation and it
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hi ghlights the issue that it is very difficult to conpare

i ndi vidual study results if you don't take into account the
background (unintelligible) where these studies have been
carried out. | do think that, to cone back, | do think that it
woul d be very interesting to see the results fromthe various
trials that are about to start where nutritional

suppl enentation to breastfeeding women is being eval uat ed.

And | think that that will sort of contribute to the

i nformati on that we have here.

RUTH NDUATI: We have a question here and then --

MALE VO CE: (Unintelligible), United States. Thank
you for a very anmbitious attenpt to take on a very difficult
gquestion. But | think as you just pointed out with the huge
het erogeneity, it kind of renders med anal ysis not a very
useful tool to answer the question. But ny question is can you
| ook at the strata in which we would be nost |likely to see an
effect, that is women from high nortality |ocations with | ow
CD4 counts, pool those wonen and see if within that group who
are likely to have an equal possibility of breastfeeding,
whet her or not there's a difference in nmortality?

MARI E NEWELL: That's the first (unintelligible)
waiting for and I haven't got that at the nmoment. And
(unintelligible) the data sets are the background the person
who has that analysis because it's (unintelligible) avail able.

And the -- however, if you |look at the strata sites or the sort
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of frequency tables mainly and by duration of breastfeedi ng by
the different [ocations and by the different CD4 counts, it
does | ook like the different occasions to give the sane
results, that the nortality is very high wherever you are if
your CD4 count is |low and that the differences between ever and
never breastfeeders are not statistically significant, but
that's probably due to a |lack of power and that if there is any
difference it's just not | arge enough to show up. Actually
what | want to say is that in this trial because the -- in this
(unintelligible) analysis both the Nairobi trial that showed
the original results and the vitamn A trial which showed the
opposite results, | included and what it is interesting is that
the CD4 counts in the women fromthe -- the breastfeedi ng wonen
fromthe Nairobi trial is substantially |ower than the CD4
count fromthe women from (unintelligible) which partly hel ps
in explaining the contradictory results.

MALE VO CE: (Unintelligible) I'"ve probably forgotten
it if you told ne before. But the third difference, if you
exclude maternal nortality in the first six weeks of the
(unintelligible) causes because we know that we've seen
(unintelligible) nortality in HV infected wonen and that that
differs dramatically also between (unintelligible) and the
other areas. And it seens unlikely that breastfeeding is going

to inpact in those obstetric, (unintelligible) obstetric causes

those first few weeks. Wuld that make any difference if you
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MARI E NEWELL: That's a very good question, Janmes. You
haven't asked nme that before and the (unintelligible). | don't
know whet her the nunbers are | arge enough. W had 162 deat hs
before 18 months. We had 128 deaths before -- 142 deaths
before 12 nmonths, so there may not actually be enough deaths in
the first six weeks. But | could certainly ask the strata
stations to have a | ook at that.

RUTH NDUATI: It | ooks like there are no other
guestions. Thank you very much for the presentation and
(unintelligible). And then | would Iike to take the
opportunity to wish you a safe journey as you go back home to

wher ever you conme from

[ END OF RECORDI NG]
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