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Pregnancy, ARV Drugs,
Viral Suppression,
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Randomized Trial of RAL vs EFV-Based ART -
_I Started in Late Pregnancy:. IMPAACT P1081 }Q

Mirochnick M et al. CROI, 2019 Seattle Abs. 39LB

A

Randomized trial of RAL+2NRTI vs EFV+2NRTI in 408 pregnant
ART-naive women S America, Africa, Thailand and US presenting

t o ANC -3a@ weeks (|l ater expanded
Primary endpoint is virologic response (VL <200) at delivery.

20-36 deli 24 wk
wks GA elivery PP

ART-
naive <202 EFV + 2 NRTI EFV + 2 NRTI

>20-36

WA RAL + 2 NRTI RAL + 2 NRTI

Delivery Efavirenz Raltegravir P value
VL <200 84% (151/179) 94% (174/183) <0.001
Enrolled 20 to <28 wks 97% (87/90) 96% (85/88) NS

Enrolled 28 to <37 wks 71% (64/89) 93% (89/95) 0.05




I More Rapid VL Decline with RAL than EFV  Queaer
i Mirochnick M et al. CROI, 2019 Seattle Abs. 39LB
N A VL decline was greater in
87 T~ raltegravir arm than efavirenz arm
3 - Median Time to at study weeks 2, 4 and 6.
f;u 050 L= VL <200 [ / L: n -
RAL: 8 dage. A Both regimens well-tolerated; no
EFV: 15 days difference AE, stillbirth, preterm.
A 1 raltegravir and 6 efavirenz
e infants were infected (p=0.06).
Time from randomization (days)
Efavirenz Raltegravir P-value
VL ZwkR gnd sustained to delivery  84/131 (64%)  121/132 (92%)  <0.001
VL 02.0 |l og Zdewk?2 i 91/131(69%)  123/132(93%)  <0.001
VL <1,000 all time pt after wk 4 117/123 (95%)  115/120 (96%) NS
Stayed on study drug through delivery 129/131 (98%)  131/132 (99%) NS




DTG vs EFV When Starting ART

In Late Pregnancy
e Khoo S et al. CROI 2019 Seattle, WA Abs. 40LB

QDotPHln 2

A Open-label randomized trial of DTG+2NRTI vs EFV+2NRTI in 268
pregnantART-napypuve women presenting-t
36 weeks gestation in Kampala and Cape Town.

A Primary endpoint is virologic response (VL <50) at delivery.

Randomize median 3d
Start
ART 4w PP PP PP PP PP PP

delivery

ART- . Maternal VL all
naive
>28-36
wks

gest

EFV + 2 NRTI EFV + 2 NRTI
' , , () Infant VL (dx)

DTG+ 2 NRTI DTG + 2 NRTI

LX) O e © o o o
Q O O O O
Analysis at delivery (ITT): 122 DTG, 115 EFV

Median gestation age at enroliment, 31 weeks

No difference in baseline VL (median 4.4 log), CD4 (median 445), prior
obstetric history, gestation, BMI



More Rapid VL Decline with

= Dolutegravir than Efavirenz 0 DolPHIN 2
o Khoo S et al. CROI 2019 Seattle, WA Abs 40LB

A Primary outcome
I Time on medication before delivery, median 55 days

Delivery Dolutegravir Efavirenz aRR DTG vs EFV* P value
VL <50 73.8% (90/122)  42.6% (49/115) 1.66 (1.2, 2.1) <0.0001
VL <1000 92.6% (113/122) 82.6% (95/115) 1.11 (1.0, 1.2) 0.0513
*Adjusted for age, country, VL (<> 100,000), CD4 (<>200), GA at start ART
100% T@DTG mEFV

78. 9% Lower efficacy

80%  73.7% 75.9%

both at high RNA

57.1%
0, ”
48.9% 4:2 ” 45 9%
23 5%
14 3%

Overall VL <100,000 VL >= 100 000 CD4 >=200 CD4 <200 GA <36 wk
Total N 237 198 206 200

VL strata CD4 strata GA at entry strata

60%

42.6%
40%

Percent VL <50 c¢/mL

20%

0%




More Rapid VL Decline with

- - Dolutegravir than Efavirenz QDolPHln 2
. Khoo S et al. CROI 2019 Seattle, WA Abs 40LB

uuuuuuuuuuuuuu

Time to VL <50 ¢/mL (primary endpoint) Time to VL <1000 ¢/mL DTG: 113/122 (926%)

1.0+

1.0+ |
DTG:90/122: (73.8%

GipLLa (13.8%) -7 EFV: 95/115: (82.6%)
% | goﬁ |
: EFVI49/115: (42.6%) ¢ :
: r--'_'- é
E Lo __|" T o044 |, oo ___ |
‘E' ' 'E s

0.2 | [ O |

| p<0.0001 | p=0.05
0.0 | 0.04 | .

median time ART
before delivery (55d)

A Preterm rates similar (17% DTG, 16% EFV, similar to
Botswana 18%)

A 4 stillbirths 7 all DTG arm
A 3 infant infections at birth (thought IU infection) i all DTG arm



ART Regimen and Viral Suppression

" In Pregnant Women, Brazil
— Pascom ARP et al. CROI 2019 Seattle, WA Abs. 760

A 8,539 pregnant women age >15 years (median 29 years); 38% ART naive
(63% RAL, 49% EFV), 42% ART >2 years.
A VL <50 c/mL 2-6 months after first prescription in pregnancy: overall 77%

Multivariate analysis, compared to EFV ART, 36% higher odds of
suppression if on RAL (aOR 1.36, 1.1-1.7) and 49% lower odds

suppression if using (aOR 0.51, 0.4-0.7)
ART Regimen First Dispensed in Pregnancy )
100% —
Eooe 5% oo 020 76% 80% : | .
S 80% 3% 71% A Other factors associated
o
2 60% with suppression:
S 400 Lower baseline VL
c Higher baseline CD4
> 20%
N Older age
0% o ,g\: o %&: (b&: @: Higher education level
& ¢ & & & © Lower time on ART
& & & V,\A &



Maternal ARV Resistance and MTCT, PROMISE
Boyce CL et al. CROI 2019 Seattle, WA Abs. 769 ﬂ”' ACT

% PROMISE

PROMISE 1077 BF Antepartum and Postpartum Schema

U Trarismissinn BF Tralnsmissinn
f | !
L | l |
I | T

1
Pregnancy (14-40 wks) Birth 2 wks

Breastfeeding

Cessation
® Antepartum Randomization:

. Postpartum Randomization:
ZDV + sdNVP/TRYV talil Maternal Triple ARV + Infant NVP (6 wks)
on £3

OR
Triple ARV (Pl-based) Infant NVP Prophylaxis ONLY

A Nested case-control study (1 transmitting:3 non-transmitting mother-
infant pairs) to evaluate maternal/infant drug resistance (DR) and MTCT:
I Cases: 85 transmitting mothers/infant:

A 48 in utero/peripartum (IU)
A 37 breastfeeding (BF)

1 Control: 254 non-transmitting mothers matched by delivery date
and site



Maternal ARV Resistance and MTCT, PROMISE ,
Boyce CL et al. CROI 2019 Seattle, WA Abs. 769 Jueiet

» PROMISE

Frequency maternal HIV DR at infant dx Py —— I E TR
o IDR Genotype (WT Genotype) 2.35 (1.01-5.37) 0.043
2 40% Cases M Controls :Antepadum Triple ARV (None, Late Presenter) 0.24 (0.09-0.67)  0.008 —
: — Aot Z0¥ monory S Lle Pretel_DAEO1100 010
g 30%* £ trial; Fowler et o Engl ed 2016.375:1726-3
§; 205¢] e A Maternal DR in transmitters at infant dx was associated
-2 with MTCT during BF but not 1U/peripartum.
Pl I .._ A After adjusting for HIV RNA, maternal DR was
U/Peripartum Breastfeeding 'D\ferall S I g n I f I C a n t I y a S S O C I a t e d \
Type of Mother-to-Child Transmission
Infant DR at diagnosis Emergence of Infant DR During BF < .. . . ;
- g W peer e A DR ininfant at diagnosis was higher

/ in infants diagnosed BF vs IU/IP.

A Comparing DR at diagnosis, ART
start and last visit, DR emerged over

Parcentage of Infants
2 3
X F

Parcentage of Infanta with DR

time (exposure of infant to maternal
Te R ity ART via BM or infant NVP.
Type of Mother-to-Child Transmission . . .
Median time dx and ART start prophylaxis or ART failure infant?).
Concordance DR in mother IU/IP: 6 wk (range 5-23) ,
and infant at infant dx (N=72) BF: 10wk (range 1-24) A In those with DR, finding WT in
Median time dx and last visit HISR- :
\UAIP- 14 wks (range 1.204) mother and DR in infant at infant dx
B oot 01 BF: 48 wks (range 1-92) most common (suggesting DR

B Discordant (DR Mother, WT Infant)

Discordant (WT Mother, DR Infant) a”Slng de novo In Infant)-




Maternal HIV RNA After Delivery is Correlated
with Infected Infant Pre-Treatment HIV RNA
™ Sakol-Mosethl M et al. CROI 2019 Seattle, WA Abs.797

A Data from 40 mother-infant pairs from the Early Infant Treatment Study
enrolled at <7 days from delivery (median 2 d).

A All infants received sdNVP at birth and AZT BID per MOH protocol until
HIV dx, when changed to ART.

A Maternal RNA done at infant enroliment (median 2 d PP); infant RNA at
baseline prior to ART.

A Higher maternal RNA correlated with higher pre-treatment infant RNA.
A Lowest infant RNA values in those exposed IU to DTG.

ART exposure in | Median Duration of in- | Median Maternal HIV RNA Median Infant HIV RNA Correlation*
utero utero ART exposure (copies/ml) / [range] (copies/ml) / [range] r-value / p-value
(weeks) / [range]

No ART exposure NA 64,072 [547,491512] 31,708 [<40, >10000000] 0.41/0.11
(n=17)
EFV-based ART 14 [1, 39] 10,259 [67, 144729] 1749 [1005, 1111950] 0.42 /0.23
{(n=10)
DTG-based ART 11 [1, 29] 56 [<40, 85697] 310([79, 389270] 0.88 [/ <0,001
(n=11)

r-base VA" 20,085 123012, 342571 | 80,430 17244, 143616) NA"
(n=2)
Total (n=40) 2.5 [0, 40] 24,789 [<40, 491512] 11,335 [<40, >10000000] I 0.63 / <0.001 I

* by Spearman’s correlation , ¥ not applicable because of small sample size (n=2).




HBV Viremia and Adverse Infant Outcome

Jueazer—in Women with HIV/HBV Coinfection Al
Bhattacharya D et al. CROI 2019 Seatte, WA Abs. 41

A Retrospective testing maternal samples from HPTN 046 (extended
Infant NVP for prevention postnatal transmission, 2007-2010) for HBV
viral load at L/D.

A Of 2016 women, 88 (4.4%) had HBV/HIV coinfection; evaluated
association of high HBV VL with infant outcomes.

Outcome HIV Alone HIV/HBV (N=78) HIV/HBV (N=10) P value
(N=1953) HBV <10° 1U/mL HBV >10%1U/mL | HBV >10° vs HIV

194 (10%) 5 (6%) 3 (30%) 0.04
Birth defect 83 (4%) 2 (3%) 0 NS
HIV infection 71 (4%) 0 2 (20%) 0.01
Infant death 75 (4%) 0 0 NS
HIV/LBW 254 (13%) 5 (6%) 4 (40%) 0.02

LBW: Covariates maternal age, CD4 at delivery, receipt of CART during pregnancy
Infection/death: Covariates maternal age, CD4 at delivery, receipt of cART during pregnancy, infant NVP assignment

A When compared to women with HIV alone, HIV/HBV coinfected women
had association with infant LBW and HIV infection, adjusting for
maternal CD4 and maternal cART.

A Reducing HBV VL may have benefit beyond prevention of HBV MTCT.



Adverse Birth Outcome in Women with HIV

Acquired Perinatally vs Sexually, Botswana
Fennell C et al. CROI 2019 Seattle, WA Abs. 752

A Compared pregnancy outcome in 255 women with perinatal HIV vs 6,773
women with sexually-acquired HIV in birth surveillance study.

A Perinatal women younger (20 vs 24 years); more likely primagravida
(77.6% vs 35.5%); & more likely receiving NVP-based ART in pregnancy.

A Only SGA more frequent with perinatal infection unadjusted analysis.
A Multivariate analysis, only NVP-ART associated with adverse outcome.

Initial ART Regimen Prescribed or Continued During Pregnancy Ay Adverse Any Severe Adverse
1:: outcom’z"

N aRR (95% Cl) aRR (95% Cl)
27 . 1.13 (0.97, 1.32) 0.81 (0.57, 1.15)
5 % Maternal Age 1,00 (0.99, 1.01) 1.01 (0.99,1.05)

g w | 38.4% !

30
20
10

0

5.2%
-

NVP-Based ART

EFV-Based ART

her'

"PHIV (n=255)  ®Sexually HIV-Infected (n=6,773)
'Other ART regimen includes any LPV or DTG-based ART

Preterm Delive

Neonatal Death

Congenital
Abnormalities

LBW?
SGA

1.09 (0.87, 1.37)
0.76 (0.31, 1.83)
0.48 (0.12, 1.91)

0.83 (0.37, 1.85)

1.16 (0.90, 1.49)

1.20 (0.93, 1.56)
0.90 (0.34, 2.34)
0.53 (0.12, 2.31)

0.91(0.38, 2.15)

0.94 (0.71, 1.25)

Tertiary/Secondary

Occupation
Salaried
Non-Salarie

g
=
g
W

@

g

2o

0.95 (0.77, 1.18)
0.87 (0.80, 0.94)
Reference

0.93 (0.83, 1.05)
Reference

1.10 (0.93, 1.30)
1.24 (1.06, 1.44)
Reference

0.77 (0.49, 1.19)
0.72 (0.61, 0.85)
Reference

0.91 (0.71, 1.17)
Reference

0.85 (0.63, 1.16)
1.08 (0.82, 1.43)
Reference

Initial ART?
NVP-Based ART
Other

1.33 (1.19, 1.49)
Reference

1.95 (1.58, 2.39)
Reference

occupation, and education
ALBW = Low birth weight (<2500g)

Any advarse outcomes include praterm delivery, small for gestational age, neonatal death, and Stilbirth
*Any severe adverse oulcomes include very preterm delivery (<32 weeks), very small for gestational age (<3 %),

necnatal death, and stillbirh
1.33 (1.07, 1.65) 1.06 (0.83, 1.35) I 10ther ART Regimen includes any LFV, EFV, or DTG-based ART
4 H i 5
Adjusted for Inilial ART regimen prescribed or continued during pregnancy, maternal age, gravida, a.:ﬂj;:tllzi for initial ART regimen prescribed or continued during pregnancy, matarnal age, gravida, oceupation, and




Timing Maternal ART and Stillbirth, Malawi
Msukwa MT et al. CROI 2019 Seattle, WA Abs. 754

A Evaluated rate stillbirth among women on ART who delivered singleton
live birth or stillbirth at GA >28 wks between 2012 and 2015 at 20
clinics; overall rate stillbirth 2.5%. ART initiation stratified by:

ART before pregnancy: 5,961 (71%)
ART 1st/2nd trimester: 1,128 (14%)
ART 3/ trimester or labor: 1,291 (15%)

Potential Predictors of Stillbirth

A Timing of ART initiation was
not associated with stillbirth.

1 A Predictors of stillbirth: older
maternal age (>35 years),
' | delivery at <34 weeks
gestation, breech vaginal
delivery, and any maternal
obstetric complication.




