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• 1,3 million WLWH become pregnant each year (WHO 2020)





Tsempano update
(World AIDS 2020)

A small non significant 
increase in neural tube 

defect for women taking 
DTG around conception 

0.19% (95% CI 0.09 to 0.4) vs 
0.11% (95% CI 0.07 to 0.17)

with other ART.

RAL 400 mg bid
RAL 1200 mg QD 

Pharmacokinetics is currently 
under investigation in the 

PANNA study
Prospective data: no neural 

tube defet among 456 
women with periconception 

intake

TAF instead of TDF has 
been studied in RCT in 
pregnant women  
starting from 14-28 
weeks
(IMPAACT2010/VESTED 
study)

DRV/r 600 mg bid



• Uganda and South Africa

• RCT open labelled

• 268 pregnant woman

• Start DTG vs EFV after 28 weeks of pregnancy

• In non pregnant adults

time to CV <50 cp/ml 
• DTG 28 days 

• EFV 84 days

55 days

43%

74%



• Multicentric (Botswana, South Africa, Tanzania, Uganda, Zimbabwe, (87%); Brazil (9%); 
Thailand, India (4%) and USA (1%))

• Open label, RCT phase 3 trial

• Virological efficacy and safety of 3 ART regimens

• Inclusion: Pregnant (W14-28 at inclusion) WLWH ART naïve (exception: previous PEP or 
treatment only in previous pregnancy accepted or already treatd for less than 14 days)

April 2021

TDF/FTC DTG
TAF/ FTC DTG
TDF/ FTC EFV



Dolutegravir containing regimens met the superiority criteria 
<200 cp/ml at delivery: 98% vs 91% EFV regimen 
(estimated difference 6,5 (95%CI:2-10,7),p=0,0052)
<50 cp/ml at delivery: 95% vs 80% EFV regimen 
(estimated difference 15,5 (95%CI:9,5-24),p<0,0001)

Shorter time to viral suppression

The IMPAACT trial

Lockman S et al.  The Lancet. April 2021



Composite adverse pregnancy outcome

Lockman S et al.  The Lancet. April 2021
• Spontaneous abortion <20 weeks
• Stillbirth ≥ 20 weeks
• Preterm <37 sem
• Small gestational age (<10th percentile)

?
-Linked with weight gain that was the 
higher with TAF at T2 and T3 but still less 
than the expected WG 0,42 kg/week

Inadequate weight gain in pregnancy is 
associated with preterm birth and small 
gestational age

The IMPAACT trial

Lockman S et al.  The Lancet. April 2021



The IMPACT STUDY

Lockman S et al.  The Lancet. April 2021

• Similar rate of AE event between regimens

• Higher rate of infant death in EFV based 
regimen

Dolutegravir compared to EFV

Higher and more rapid virological efficacy

Better tolerability

Previously acquired EFV resistance? 9-20% in 
SSAfrica



EACS guidelines
Women planning to be pregnant

• If ART regimen is temporarily switched because of planned pregnancy

decision should be DISCUSSED and INDIVIDUALISED to each woman 
according to 

• preference, tolerability, compliance and adherence issues

• Potential subexposure due to pharmacokinetics

Insufficient data in pregnancy for 

• Elvitegravir

• Biktegravir

• Doravirine

• RAL qd regimens

• Dual regimen 

Risk of lower exposure if

• COBICISTAT
• DRV/r QD
• RPV



WLWH becoming pregnant on a stable regimen
with HIVRNA < 50 cp/ml

88% of WLWH under EVG from pre-pregnancy up to delivery

had CV <40 cp/ml at time of delivery

FPCS

247 WLWH under rilpivirine regimens with cv<50 cp/ml before 
pregnancy

74,5% were switched to non rilpivirine ART according to 
guidelines…and to several pills regimens instead of once daily

Switching was associated with rebound in 20% (median 160 
cp/ml but range 59-223.648); all but one resuppressed at 
delivery

compared to 0% in non switching women.

2019



EACS guidelines

Pregnant women 

• If naïve: start ART triple therapy as soon as possible

• If third trimester: include INSTI (RAL bid or Dolutegravir)

• Monitor women every month or 2 months depending on adherence 
and previous sustained undetectable VL or not

• Control VL every 2 months and at week 36 of gestation

• If CV>50 cp/ml at W34-36, (during labour)
• plan Cesarian section on W38: (cut-off?)
• IV ZDV during labour and delivery
• PEP in children “according to local guidelines”



Threshold of HIV VL Week 36 
for prevention measures

Programmed Cesarian section at 38 weeks IV ZDV per partum

recommended considered recommended considered

EACS
Oct 2021

>50 cp/ml >50 cp/ml

DHHS
Dec 2020

>1000 cp/ml >1000 cp/ml 50-1000 cp/ml

BHIVA
2020

> 400 cp/ml 50-399 cp/ml >1000 cp/ml 50-1000 cp/ml



EACS: ART in children
! Also 

Weight 
based!



EACS
Breastfeeding

• Should be discussed as soon as possible in pregnancy (or even before?)

• Against breastfeeding

• If the woman choose to breastfeed
• No evidence supporting PreP for the child
• Input/FU by a multidisciplinary team (adult HIV specialist, pediatrician, gynecologist)
• Monthly FU
• Increased VL FU for both mother and child including after cessation
• if mother VL> 50 immediate cessation
• If mastitis, child mouth or gut infection: advice by the multidisciplinary team

• TDM in milk



PEP for the infant

Since 2016
84/96 didn’t receive ZDV PEP because VL <50 cp/ml at 
the end of pregnancy



Safety of ARV on fetus
The EFV story

• Teratogenic in animals: CNS abnormalities

• In humans, numerous studies could not show an association

• Several studies with prospective screening including up to 1 year of life did detect CNS defects

• WHO recommended EFV as first line therapy because of favorable balance between benefits and risks

SMARTT  Pediatric HIV/AIDS Cohort Study in USA: up to 4 years

• Neurological (microcephaly, febrile seizure or other CNSAb) or ophtalmological Ab : 

6,2% (vs 0,3-2% in similar previous study)

• Diagnostic at 2 years
 In utero EFV (n=3653) was associated with 50% increased risk of abnormalities

 DTG (n=782) signal but not significant because not enough cases



Safety of ARV on fetus
« The INSTI story » ?

• Signal in Tsempano study that did waine when folic acid was given
• Recommended as first line including in pregnant WLWH

• Integrase inhibitors target HIV integrase, an HIV enzyme
responsible for integration of viral cDNA into host genome. 

• RAG complex, comprising of RAG1 and RAG2, is essential for
the generation of antigen receptor diversity and its absence
leads to immunodeficiency diseases. 

• RAG1, a critical enzyme involved in V(D)J recombination exhibits
structural similarity to HIV integrase and shares a common active site with HIV integrase. 

• Treatment with Elvitegravir resulted in significant reduction of mature B lymphocytes in 70%
of mice studied. 



Conclusion
• INSTI and DTG in particular are recommended as first line therapy in naive WLWH 

that starts treatment during pregnancy

• Switch to « safer » drug in previously suppressed and stable women might lead to 
viral rebound and the benefit should be put in balance with the risks

• Close monitoring of pregnant women is needed

• We should continue to pay attention to safety of drug used in pregnant women

• We need a longer term FU of HIV-exposed but non infected children to detect
potential AE of drug exposure


