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Background

» WHO guidelines: TDF/XTC/DTG is the recommended first-line regimen for HIV, and TAF/FTC+DTG may be
considered for patients with established osteoporosis and/or impaired renal function’
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» DTG is associated with significant weight gain and clinical obesity**

» Pre-pregnancy obesity (BMI 230kg/m?) increases the risk of adverse pregnancy and child health outcomes>7

» Aim: To model the long-term risk of adverse outcomes in pregnancy and child development due to ARV-
associated weight gain among HIV-positive pregnant women in the ADVANCE trial over three years (144 weeks)
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I. ADVANCE (2017-2022) — study design?®
Open label, Phase lll trial, South Africa

TAFIFTC+DTG

n =351

1,053 ART-naive TDF/FTC+DTG
patients n = 351

02 Weaks=———

Study visits: baseline, Weeks 4, 12, 24, 36,

48, 60, 72, 84 and 96 then every 24 weeks

Methods

Il. Systematic Review of adverse pregnancy and child health
outcomes in females with an obese versus normal pre-pregnancy BMI

Medline, EMBASE, Maternal & Infant care and Global
Health database searched

3

Selected cohort studies evaluating the impact of maternal
obesity on adverse health outcomes in pregnancy

3

Compared the risk of adverse pregnancy outcomes in
women with an obese versus normal BMI (230 kg/m?
versus 18.5-24.9 kg/m?)

f‘, 25 studies were selected for analysis

Relative risk for each adverse outcome
calculated using Revman 5.3 Software

Ill. Risk Prediction Analyses - Relative risks of the systematic reviews combined with treatment-associated obesity rates of
each treatment group in the ADVANCE trial to predict the number of adverse pregnancy and child health outcomes
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Results (1/2)

|. Statistical Analysis: Treatment-associated obesity Il. Systematic Review: Pre-pregnancy obesity significantly increases
rates among women in ADVANCE with a normal the risk of adverse maternal, infant and child health outcomes
baseline BMI (18.5-24.9 kg/m?) — 144 weeks
Adverse outcomes Relative Risk 5% CI p-values
25 Gestational hypertension 3.68 [2.97, 4.55] pre0. 00001
Gestational diabetes 4.31 [3.18, 5.85] pre0L 00001
19%
20 Pre-eclampsia 4.06 [3.00,533 | p<D.00001
Pastpartum haemorrhage 1.23 [1.01, 1.50] p=0.04
15
Caesarean seclion 1.64 [1.55, 1.73] preeCL 0000
10 Large-for-gestational-age 2.04 [1.85, 2.52] p=0.00001
Macrosomia 248 [2.10, 2.93] pre0. 00001
5%
5 Child overweight and obesity 3.75 [2.41, 5.86) p<0.001
ﬂ"}"’n Child cardiometabolic nsk 2549 [1.93, 3.48) p=0.00001
0 factors
TAF/FTC+DTG TDF/FTC+DTG TDF/FTC/EFV Child respiratory disorders 1,66 [1.14, 2.43] p=0.009
[asthma)
Child neurodeveloprmental 1.93 [1.30, 2.88] p=0.001
disorders




Results (2/2)

lll. Risk Prediction Analyses: Predicted risk of adverse pregnancy and child health outcomes from
baseline to Week 144 in ADVANCE
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Conclusion

» Pre-conception weight gain on antiretrovirals could substantially increase adverse outcomes in
pregnancy and child health, especially among women receiving TAF/FTC+DTG.

» For every 100 women becoming pregnant after three years of TAF/FTC+DTG treatment, this
analysis predicted 18 additional adverse outcomes.

» New stopping rules may be required to switch women off TAF/FTC+DTG and similar
combination treatments, to prevent obesity being the new epidemic among HIV patients.
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