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ANRS C01/C011 EPF — Information for researchers

Title: National prospective study on mother-to-child transmission of HIV-1 and/or HIV-2 and its prevention

In brief

Principal Investigator: Dr Josiane WARSZAWSKI

Organisation/teams: INSERM-Université Paris-Saclay Joint Unit — CESP-INSERM U1018 —
Clinical Epidemiology and Pharmacoepidemiology Team / AP-HP Health Service
Public

Date: The first participant was enrolled on 24 September 1984
End of mother enrolment: 28 June 2022
End of follow-up for newborns: 29 March 2023

Average number of mother-child pairs expected: 900 to 1,000 annually, totalling
total: 26,976 women living with HIV enrolled during pregnancy or at delivery (9,988 before
2005, 11,291 in CO1 and 5,687 in CO11).

Research status: Completed

Condition: HIV-1 and HIV-2

Funding body: Inserm — ANRS MIE

Funded by ANRS MIE

The project

The ANRS CO1 EPF study is a national prospective cohort study, launched in late 1984, aimed at
estimating the rate of mother-to-child transmission of HIV-1 and/or HIV-2 (MTCT), assessing its
trends, and subsequently evaluating the tolerability and efficacy of strategies to prevent this
transmission (PMTCT), as well as identifying situations of vulnerability. From 2004 onwards, it
comprised a detailed arm (CO1) and a simplified arm (CO11), drawing on a network of maternity
units in France and the French overseas departments, including approximately 900 HIV-positive
women each year who wished to carry their pregnancies to term, as well as their newborns.

Newborns born to these mothers who were diagnosed as HIV-positive were included in the CO10
cohort for long-term follow-up until they reached the age of majority.

The main objective, initially focused on assessing the effectiveness of PMTCT strategies, shifted
from the 2000s onwards towards identifying the impact of antiretroviral treatments on the
health of mothers and uninfected children in the short, medium and long term. Specific
objectives include the study of PMTCT practices, risk factors for non-adherence to
recommendations, the role of precarious living conditions, disclosure of HIV status, and co-
infections. The study also examines the effects of treatment on pregnancy, preterm birth,
congenital malformations and infant morbidity.

Follow-up is based on clinical and biological data collected for up to 24 months in the child, with
the period extended in the event of illness. Samples for biobanks were collected with the
mothers’ consent. Inclusion in the cohort is based on the collection of a ‘no objection’
declaration, except in the case of biobanks, for which explicit consent was sought. Since
Amendment 15, no further samples have been collected for biobanks. The study has

contributed to public health surveillance, the improvement of guidelines and the
implementation of therapeutic trials.

Publication List of CO1/CO11 publications in the appendix
References
Study type National, prospective, multicentre cohort study
Main Launched in 1985 (with a single enrolment at the end of 1984), the objectives of this cohort have
objectives | evolved in line with advances in the prevention of mother-to-child transmission of HIV. From 2005
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prevention of mother-to-child transmission of HIV (PMTCT), the efficacy of which has been
demonstrated, both for the mother during pregnancy and the postpartum period and for the
child in the short, medium and, where possible, long term.

This observational study, conducted within the largest and longest-running national cohort,
primarily involved describing the combined evolution of PMTCT strategies and the sustained
effectiveness of these strategies in preventing transmission, alongside their impact on the

course and outcome of pregnancy and their toxicity/tolerability in children not infected with

HIV.

Specific
objectives

e To investigate the frequency and risk factors associated with PMTCT strategies that do not
comply with expert group recommendations, taking into account how these have evolved
over time,

¢ To analyse the role of precarious living conditions and the disclosure of HIV status on clinical
management

e To assess the impact of changes in clinical management over time on transmission
rates, particularly in terms of the timing of cART initiation and the type of
medicines, mode of delivery, perinatal and postnatal prophylaxis, as well as practices that are
on the rise (assisted reproductive technology, amniocentesis, etc.)

e To assess trends in the prevalence of breastfeeding amongst women living with HIV, which
is not currently recommended in France

e To study the immunovirological response during pregnancy according to the duration and
type of antiretroviral treatment received

e Toinvestigate the relationships between preterm birth, modes of delivery and
therapeutic strategies, and the associated morbidity

e To estimate the incidence of conditions occurring during and following pregnancy, their
association with preterm birth and their links to the antiretroviral treatments received

¢ Toinvestigate the prevalence, management and risk of transmission of maternal co-
infections (HBV, HCV, CMV).

e To assess the potential role of maternal HIV, social vulnerability, perinatal exposures or
obstetric management with antiretrovirals on growth, perinatal and infant mortality, the
occurrence of congenital malformations, haematological and biochemical abnormalities,
serious infectious diseases, serious neurological disorders, cancers, endocrine disorders or
conditions related to mitochondrial toxicity, and unexpected conditions in uninfected
children

e To assess the medium- and long-term health risks for children not infected with HIV

Inclusion criteria

Any woman of legal age infected with HIV-1 and/or HIV-2 is eligible:

for inclusion | - who wishes to carry her pregnancy to term and give birth in one of the maternity units
participating in the study (list in the appendix). Inclusion takes place as soon as possible after
conception, regardless of the outcome, if possible before the 28th week,
- or who has had a pregnancy monitored at one of the maternity units participating in the study,
regardless of the outcome,
- or giving birth at one of the maternity units participating in the study,
- and not having expressed any objection to taking part.
In all three cases, HIV infection must have been known prior to this pregnancy or diagnosed
during the pregnancy or within 7 days following delivery.
Exclusion
. . None
inclusion
Main . .
. Mother-to-child transmission of HIV,
primary
assessme

nt
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Secondary | Mode of delivery
outcome | Maternal and neonatal health indicators Infant
measures | development up to 24 months Adverse effects of
PMTCT strategies
Summary

A — Study methodology and type of data and/or samples collected

B — Access procedures for the collection

A — Study methodology and type of data and/or samples collected

Data and
samples
collected

Biobanks

For pregnant women included in ANRS-CO1 who have signed a

written consent, a biobank is centralised at the National Centre for

Perinatal Haemobiology Reference Centre at Saint-Antoine Hospital in Paris
(in charge: A Mailloux, S Renoul), comprising aliquots of:

1°) between 1989 and 2001.: cells initially stored in liquid nitrogen,

subsequently transferred to -80°, plasma and serum from samples

taken from mothers and children included in the EPF cohort prior to

it evolved into CO1/C010/C0O11 from 2005 onwards. All

samples were repatriated from the sites, including the serobank of the
SEROGEST sub-study, stored at the Antoine Béclére Hospital in Clamart, was
was also transferred in 2007 to the CNRHP in Saint-Antoine.

2°) between 2005 and 2019: whole blood and plasma from

two 7-ml EDTA tubes collected at the end of pregnancy for the purpose of
freezing three 1-ml aliquots of plasma and three 1-ml aliquots

of whole blood taken from the mothers at the end of pregnancy, frozen
and stored in

the laboratories of the ANRS CO1 centres, then returned on average once
a year, at —80°C by an approved courier, from the laboratories at the
inclusion or follow-up sites to the CNRHP at Saint-Antoine Hospital in Paris
(storage at -80°C). A complete blood count was to be

ordered and collected on the same day.

This biobank is to be transferred to the ANRS biobank in

Bordeaux

Data collected

The data collected have evolved since 1984 to keep pace with

advances in knowledge and emerging issues. These

detailed therapeutic, clinical and biological questionnaires were
completed by doctors or medical assistants based on medical records:
for mothers, at the end of pregnancy; for children: at birth,

at 6 months (summarising the 1-, 3- and 6-month check-ups), 12 months
and 18—-24 months,

and beyond 2 years via follow-up forms in the event of persistent clinical
or persistent biological abnormalities. The sites participating in the ANRS-
CO11 study — the ‘National Observatory for Children Born to HIV-Positive
Mothers’

” prior to Amendment 15 continued, if they so wished, to

complete a simplified case report form.
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Research design: ANRS EPFCO1/C011/C0O10 and COVERTE CO19 mother-child cohorts

Transmission VIH = enfants infectés - transition a I'dge adulte = vieillissement

PTME
Enfants non infectés : devenir a court et long termes
EPF ANRS-CO1/CO11 l EPF ANRS-CO10 I COVERTE ANRS-CO19
Femmes enceintes VIH+ NNés Enfants < 18 ans VIH+ Adultes > 18 ans VIH+
grossesse issue 2 ans 13 ans 18 ans 25 ans

1985-2004 : EPF (commun) | 1985-2004 : nés de meres incluses dans EPF | 2010-2015: 18-25 ans a inclusion

depuis 2005 : < 13 ans a l'inclusion diagnostic VIH < 13 ans
Depuis 2005 : ?  VIH+
Recueil détaillé dans CO1  [E® . :: 2
2/3 des grossesses [ v rd
RecueilsimplifiédansCOll N NN SEEEEEESEAEAESASEEEESEEEEEEEEEEEEEEES )
1/3 des grossesses VIH- volontaires sains
?  VIH- >
| e —

Matern'*tés mmm) Services de pédiatrie =1
Services de médecine d’adultes

co1 €010 co1s

10 services pédiatriques

18 maternités lle de France 13 services pédiatriques lle de France
11 maternités province 12 services pédiatriques province 6 lle de France et 1 province
3 Belgique

co11 58 services d'adultes .

e 22 lle de France, 32 province, 2 DOM
15 maternités lle de France 3 Belgi
36 maternités province Nt < gllque ontai )
5 DOM pour les volontaires sains

(*) Nnés: newborns

Sampling schedule: no samples were taken as part of the cohort, except for the biobank from pregnant women

and children, provided signed consent was obtained.

Follow-up procedures: standardised data collection based on routine medical follow-up. This data
collection has varied over time to adapt to new research questions in line with advances in PMTCT
strategies, with the following from 2005 onwards:
- For mothers: detailed data in CO1 at the 1st2ndgnd3rdtrimesters, and at the end of pregnancy
in CO1; simplified data in CO11: at delivery with a summary of key pregnancy events
- For newborns not infected with HIV, for CO1 and CO11: at birth, at 1, 3 and 6 months, at
12 months, and at 18-24 months
- For children infected with HIV, follow-up ceases in CO1 upon diagnosis of the infection,
and they are included in the cohort of infected children (CO10)

B — Procedures for accessing the collection

1- Project submission: via the sample request form on the website

2- Project assessment: by the scientific committee or independent experts

3- Provision of the collection: final decision by ANRS MIE management or the scientific advisory board
4- Contact email address for submitting your project: biobanque@anrs.fr
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