Resistance mutations detected by OLA of HIV-1 DNA
at the initiation of nevirapine containing ART
are associated with virologic failure
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Intrapartum Exposure to Nevirapine
and Subsequent Maternal Responses
to Nevirapine-Based Antiretroviral Therapy

Jourdain, et al, NEJM, 2004
Lockman, et al, NEJM, 2007
Lockman, et al, CROI, 2009

[ Intrapartum nevirapine,
NNRTI mutations

80—
93 68
E 60
‘g“ 52
k3
v - 38
g 33 36
A"
° 25
S 20—
£
=
0 0 0
Baseline 3 Months 6 Months

HIV-1 Resistance Testing 10d post-partum not

statistically associated with virologic failure
- Jourdain et al, NEJM 2004

Proportions With Virologic Failure or Death,
By Presence of NVP Resistance at Baseline

p0.006
73% " NVP arm,

n=120

LPV/r arm,
n=119

Overall NVP
resistance resistance

P value for interaction (of difference between treatment arms

and presence/absence of resistance) = 0.040 rm

HIV-1 Resistance Testing at ART start
seemed to be associated with virologic failure
- Jourdain et al, NEJM 2004




Women Analyzed & Oligonucleotide Ligation Assay (OLA) Results

Women initiating NVP-ART

after sdNVP (n = 269)

11 specimens missing at ART initiation

4 with insufficient DNA recovery
from ART initiation specimen

Real-time PCR to quantify
HIV-1 DNA (n = 254) 4 specimens did not amplify

in real time PCR

54 had < 100 copies of HIV-1 DNA

Amplification of HIV-1 pol
by PCR (n = 196)

14 specimens failed to amplify in PCR

1 specimen OLA failed

OLA results (n = 181):
148 sdNVP exposed
33 placebo exposed

|

sdNVP exposed women

Placebo exposed women
No mutations

26% with any mutation
(13% K103N, 5% Y181C, 19% G190A)




ard RrRatio 0 0l10QICa s 40 SO = 0Q
. Adjusted
Characteristic Hazard Ratio o 6 | Hazard Ratio | P value
(95% CI)
(95% CI)
Mutations (by OLA)
4.94 "
KAO3N (2.61-9.36) < (0.001
6.10 "
Y181C (2.55-14.6) < (0.001
2.84 *
G190A (1.52-5.32) 0.001
2 1 NVP-resistance mutations 3.81 < 0,001 2.47 0.004
(K103N, Y181C and/or G190A) (2.13-6.82) 1.34-4.54)
2 2 NVP-resistance mutations 5.56 <0.001 .
{K103N, Y181C and/or G190A) (2.85-10.85) '
Plasma HIV-1 RNA
above median (4.58 | a/ml) during pregnanc . 0.004 *
v n (2.95 1091 uning pregnancy (1.32-4.44) :
above median (4.77 | a/ml) at initiation of NVP-ART 2'21 0.01 s 0.007
v an (2.071084 nitat (1.20-4.05) ' (1.27-4 47) '
CD4 cell count
bel dian (183 eells/mm®) duri 2.03 0.02 NS
elow median ( cells/mm?) during pregnancy (1.11-3.73) .
. A 1.16 0.61
below median (152 cells/mm”) at initiation of NVP-ART (0.65-2.08) :
Time from sdNVP to ART < 6 months 3.35 < 0.001 e 0.001
= (1.78-6.29) ' 1.65-6.21) '
. 1.38
NNRTI resistance detected 10d pﬂﬁ-t partum 0.28

(0.77-2.50)




Outcome based on OLA results (n = 181):

>~ P < 0.0001
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Months after antiretroviral treatment initiation
Placebo recipients without NVP-resistance by OLA(n=33)

— s dNVP recipients without NVP-resistanceby OLA(n=110)
sdNVP recipients with =1 NVP-resistance by OLA(n=38)




Summary & Conclusions:

* NVP resistance by OLA (> 5%) from HIV-1 DNA at ART-
start was independently associated with virological failure

* ART outcomes similar in sdNVP-exposed women with no
OLA mutations and placebo-exposed women

* Findings suggest that HIVV-1 DNA resistance testing with
a more sensitive method may be an effective pre-ART
resistance testing strategy
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