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Table 1. Outline of the Guidelines Development Process

Topic

Comment

Goal of the guidelines

Provide guidance to HIV care practitioners on the optimal use of antiretroviral (ARV) agents in
pregnant women for treatment of HIV infection and for prevention of mother-to-child transmission
(PMTCT) of HIV in the United States.

Panel members

The Panel is composed of approximately 30 voting members who have expertise in management of
pregnant HIV-infected women (such as training in either obstetrics/gynecology or women'’s health)
and interventions for PMTCT (such as specialized training in pediatric HIV infection) as well as
community representatives with knowledge of HIV infection in pregnant women and interventions for
PMTCT. The U.S. government representatives, appointed by their agencies, include at least 1
representative from each of the following Department of Health and Human Services agencies: the
Centers for Disease Control and Prevention, the Food and Drug Administration (FDA), the Health
Resources and Services Administration (HRSA), and the National Institutes of Health (NIH).
Members who do not represent U.S. government agencies are selected by Panel members after an
open announcement to call for nominations. Each member serves on the Panel for a 3-year period,
with an option for reappointment. A list of all Panel members can be found in the Panel Roster.

Financial disclosures

All members of the Panel submit a written financial disclosure annually reporting any association
with manufacturers of ARV drugs or diagnostics used for management of HIV infections. A list of
the latest disclosures is available on the AIDS/info website (http:/aidsinfo.nih.gov).

Users of the guidelines

Providers of care to HIV-infected pregnant women and to HIV-exposed infants

Developer

Panel on Treatment of HIV-Infected Pregnant Women and Prevention of Perinatal Transmission—
a working group of OARAC

Funding source

Office of AIDS Research, NIH

Evidence for
recommendations

The recommendations in these guidelines are generally based on studies published in peer-
reviewed journals. On some occasions, particularly when new information may affect patient safety,
unpublished data presented at major conferences or prepared by the FDA and/or manufacturers as
warnings to the public may be used as evidence to revise the guidelines.

Recommendation
grading

See Table 2.

Method of synthesizing
data

Each section of the guidelines is assigned to a small group of Panel members with expertise in the
area of interest. A structured literature search is conducted by staff from the HIV/AIDS National
Resource Center at the Francois-Xavier Bagnoud Center (through funding from HRSA) and provided
to the Panel working group. The members review and synthesize the available data and propose
recommendations to the entire Panel. The Panel discusses and votes on all proposals during monthly
teleconferences. Proposals receiving endorsement from a consensus of members are included in the
guidelines as official Panel recommendations.

Other guidelines

These guidelines focus on HIV-infected pregnant women and their infants. Other guidelines outline
the use of ARV agents in non-pregnant HIV-infected adults and adolescents, HIV-infected children,
and people who experience occupational or nonoccupational exposure to HIV. The guidelines
described are also available on the AIDS/nfo website (http://www.aidsinfo.nih.gov). Preconception
management for non-pregnant women of reproductive age is briefly discussed in this document.
However, for more detailed discussion on issues of treatment of non-pregnant adults, the Working
Group defers to the designated expertise offered by Panels that have developed those guidelines.
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Table 1. Outline of the Guidelines Development Process, cont’d

Topic

Comment

Update plan

The Panel meets monthly by teleconference to review data that may warrant modification of the
guidelines. Updates may be prompted by new drug approvals (or new indications, new dosing
formulations, or changes in dosing frequency), significant new safety or efficacy data, or other
information that may have a significant impact on the clinical care of patients. In the event of
significant new data that may affect patient safety, the Panel may issue a warning announcement
and accompanying recommendations on the AIDSinfo website until the guidelines can be updated
with appropriate changes. Updated guidelines are available at the AIDSinfo website
(http://www.aidsinfo.nih.gov).

Public comments

A 2-week public comment period follows release of the updated guidelines on the AIDSinfo website.

The Panel reviews comments received to determine whether additional revisions to the guidelines
are indicated. The public may also submit comments to the Panel at any time at

contactus@aidsinfo.nih.gov.

Table 2. Rating Scheme for Recommendations

Strength of Recommendation Quality of Evidence for Recommendation

B: Moderate recommendation for the statement

C: Optional recommendation for the statement

A: Strong recommendation for the statement I: One or more randomized trials with clinical outcomes and/or validated

laboratory endpoints

IIl: One or more well-designed, nonrandomized trials or observational
cohort studies with long-term clinical outcomes

llI: Expert opinion
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Table 3. Results of Major Studies on Antiretroviral Prophylaxis to Prevent Mother-to-Child
Transmission of HIV (page 1 of 9)

Ivory Coast, Burkina Faso'® 3
Breastfeeding

Oral IP

mother only

Study . . Mother-to-Child
Location(s) A("'\g:,e)t:;:‘l"'rgl A"Iﬁ'::r::'t‘:l;“d Postpartum | Transmission (MTCT) Rate
Mode of Infant Feeding g P and Efficacy
PACTG 076 ZDV vs. placebo | Long (from 14 weeks) | Long (6 weeks), | e MTCT at 18 months was
United States, France®* V1P infant only 8.3% in ZDV arm vs. 25.5%
Formula feeding in placebo arm (68%
efficacy).

CDC short-course ZDV trial ZDV vs. placebo | Short (from 36 weeks) | None * MTCT at 6 months was 9.4%
Thailand!! Oral IP inZDV arm vs. 18.9% in
Formula feeding fa placebo arm (50% efficacy).
DITRAME (ANRS 049a) trial | ZDV vs. placebo | Short (from 36 weeks) | Short (1 week), | ® MTCT was 18.0% in ZDV arm

vS. 27.5% in placebo arm at 6
months (38% efficacy) and
21.5% vs. 30.6% at 15
months (30% efficacy).

* MTCT was 22.5% in ZDV arm
vS. 30.2% in placebo arm in
pooled analysis at 24 months
(26% efficacy).

CDC short-course ZDV trial
Ivory Coast® '
Breastfeeding

ZDV vs. placebo

Short (from 36 weeks)
Oral IP

None

* MTCT was 16.5% in ZDV arm
vS. 26.1% in placebo arm at 3
months (37% efficacy).

* MTCT was 22.5% in ZDV arm
vs. 30.2% in placebo arm in
pooled analysis at 24 months
(26% efficacy).
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Table 3. Results of Major Studies on Antiretroviral Prophylaxis to Prevent Mother-to-Child
Transmission of HIV (page 2 of 9)

Study
Location(s)

Mode of Infant Feeding

Antiretroviral
(ARV) Drugs

Antepartum and
Intrapartum

Postpartum

Mother-to-Child
Transmission (MTCT) Rate
and Efficacy

PETRA trial

South Africa, Tanzania, and
Uganda*

Breastfeeding and formula
feeding

AP/IP/PP ZDV +
3TC vs. IP/PP
ZDV + 3TC vs. IP-
only ZDV + 3TC
vs. placebo

Short (from 36 weeks)
Oral IP

Short (1 week),
mother and
infant

* MTCT was 5.7% at 6 weeks
for AP/IP/PP ZDV + 3TC,
8.9% for IP/PP ZDV + 3TC,
14.2% for IP-only ZDV + 3TC,
and 15.3% for placebo
(efficacy compared with
placebo: 63%, 42%, and 0%,
respectively).

e MITCT was 14.9% at 18
months for AP/IP/PP ZDV +
3TC, 18.1% for IP/PP ZDV +
3TC, 20.0% for IP-only ZDV +
3TC, and 22.2% for placebo
(efficacy compared with
placebo: 34%, 18%, and 0%,
respectively).

HIVNET 012 trial Uganda’
Breastfeeding

sdNVP vs. ZDV

No AP ARV

Oral IP: sdNVP vs. oral
ZDV

sdNVP within
72 hours of
birth, infant
only vs. ZDV (1
week), infant
only

* MTCT was 11.8% in NVP arm
vs. 20.0% in ZDV arm at 6-8
weeks (42% efficacy); 15.7%
in NVP arm vs. 25.8% in ZDV
arm at 18 months (41%
efficacy).

SAINT trial

South Africa’
Breastfeeding and formula
feeding

sdNVP vs. ZDV +
31C

No AP ARV

Oral IP: sdNVP vs.
ZDV + 3TC

sdNVP within
48 hours of
birth, mother
and infant vs.
ZDV + 3TC (1
week), mother
and infant

* MTCT was 12.3% in sdNVP
armvs. 9.3% in ZDV + 3TC
arm at 8 weeks (difference
not statistically significant,
P=0.11).

Perinatal HIV Prevention
Trial (PHPT-1)
Thailand!?

Formula feeding

Four ZDV
regimens with
different
durations of AP
and infant PP
administration, no
placebo

Long (from 28 weeks),
short (from 36 weeks)

Oral IP

Long (6 weeks),
short (3 days),
infant only

* Short-short arm stopped at
interim analysis (10.5%).
MTCT was 6.5% in long-long
armvs. 4.7% in long-short
arm and 8.6% in short-long
arm at 6 months (no
statistical difference). /In utero
transmission was
significantly higher with short
vs. long maternal therapy
regimens (5.1% vs. 1.6%).
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Table 3. Results of Major Studies on Antiretroviral Prophylaxis to Prevent Mother-to-Child
Transmission of HIV (page 3 of 9)

Study . . Mother-to-Child

Location(s) A(IR:;I";i)tI‘D(::IIII':l Anlﬁ':aa'::,'t':l;“d Postpartum | Transmission (MTCT) Rate
Mode of Infant Feeding 9 P and Efficacy
PACTG 316 trial Bahamas, | sdNVP vs. placebo | Nonstudy ARV Placebo vs. * 77% of women received dual-
Belgium, Brazil, France, among women regimen sdNVP within or triple-combination ARV
Germany, Italy, Spain, already receiving ] 72 hours of regimens during pregnancy.
Sweden, Switzerland, ZDV alone (23%) | Oral IP-placebo vs. .y, | .
United Kingdom, United or ZDV + other SdNVP + IV ZDV nonstudy ARV | Trial stopped ea_rly because O_f
States?! ARV drugs (77% drugs (ZDV), ver})/ low MIGT in both armf.
Formula feeding combination infant only 1.4% in sdNVP arn: vs. 1.6%

therapy) in placebo arm (53% of MTCT

was in utero).

Breastfeeding

1 week, infant
only

Perinatal HIV Prevention ZDV alone vs. ZDV | ZDV from 28 weeks | ZDV for 1 week | e ZDV-alone arm was stopped
Trial (PHPT-2) + maternal and ] with or without | because of higher MTCT than
Thailand? infant saNvPvs, | Oral IP-ZDValone or | ¢unvp infant | the NVP-NVP arm (6.3% vs.
Formula feeding ZDV + maternal ZDV + sdNVP only 1.1%). In arms in which the
sdNVP mother received sdNVP, MTCT
rate did not differ significantly
between the infant receiving or
not receiving SANVP (2.0% vs.
2.8%).
DITRAME Plus (ANRS Open label, ZDV + | ZDV from 36 weeks | sdNVP +ZDV |« MTCT was 6.5% (95% Cl,
1201.0) trial sdNVP _ for 1 week, 3.9%-9.1%) at 6 weeks;
Ivory Coast'* Oral IP- ZDV plus infant only MTCT for historical control
Breastfeeding and formula SdNVP group receiving short ZDV
feeding (98% breastfed) was 12.8%.
DITRAME Plus (ANRS Open label, ZDV + | ZDV +3TC from 32 | sdNVP +ZDV | « MTCT was 4.7% (95% Cl,
1201.1) trial 3TC + sdNVP weeks (stopped at 3 | for 1 week, 2.4%—7.0%) at 6 weeks;
Ivory Coast'* days PP) infant only MTCT for historical control
Breastfeeding and formula . group receiving short ZDV
feeding Oral IP- ZDV + 3TC + (98% breastfed) was 12.8%.
sdNVP
NVAZ trial Neonatal sdNVP No AP or IP ARV sdNVP with or | « MTCT was 15.3% in sdNVP +
Malawi¢ vs. sdNVP + ZDV | (latecomers) without ZDV for | ZDV arm and 20.9% in
Breastfeeding 1 week, infant sdNVP-only arm at 6-8 weeks.
only MTCT rate at 6-8 weeks
among infants who were HIV
uninfected at birth was 7.7%
and 12.1%, respectively (36%
efficacy).
Postnatal NVP + ZDV trial Neonatal sdNVP No AP ARV SdNVP with or | « MTCT was 16.3% in NVP +
Malawi’ vs. sdNVP + ZDV Oral IP: sdNVP without ZDV for | ZDV arm and 14.1% in sdNVP-

only arm at 6-8 weeks
(difference not statistically
significant). MTCT rate at 6-8
weeks among infants who were
HIV uninfected at birth was
6.5% and 16.9%, respectively.
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Table 3. Results of Major Studies on Antiretroviral Prophylaxis to Prevent Mother-to-Child
Transmission of HIV (page 4 of 9)

Botswana??- 3¢

feeding

Breastfeeding and formula

ZDV with/without
maternal and infant
sdNVP and
with/without
breastfeeding

Revised: short-
course ZDV + infant
SdNVP with/without
maternal sdNVP and
with/without
breastfeeding;
women with CD4 T-
lymphocyte
(CD4-cell) counts
<200 cells/mm?
receive combination
therapy

ZDV from 34
weeks

Oral IP: ZDV +
either sdNVP vs.
placebo

randomization

Breastfeeding +
ZDV (infant) 6
months +
SdNVP, infant
only

VS.

Formula feeding
+ZDV (infant) 4
weeks + sdNVP,
infant only

Study . . Mother-to-Child
Location(s) A(:t&:;trnt::lrgl A'}L‘i’::"a“r't':l:l“d Postpartum | Transmission (MTCT) Rate
Mode of Infant Feeding g P and Efficacy
Post-exposure Infant Neonatal sSANVP vs. | No AP or IP ARV | sdNVP vs. ZDV | e For formula-fed infants only,
Prophylaxis ZDV for 6 weeks for 6 weeks MTCT was 14.3% in sdNVP
South Africa® armvs. 14.1% in ZDV arm at 6
Breastfeeding and formula weeks (not significant, P =
feeding 0.30). For breastfed infants
only, MTCT was 12.2% in
sdNVP arm and 19.6% in ZDV
arm (P=0.03).
Mashi Initial: short-course | 1st randomization | 2nd e |nitial design: In formula-

feeding arm, MTCT at 1 month
was 2.4% in maternal and
infant sANVP arm and 8.3% in
placebo arm (P =0.05). In
breastfeeding + infant ZDV
arm, MTCT at 1 month was
8.4% in sdNVP arm and 4.1%
in placebo arm (difference not
statistically significant).

* Revised design: MTCT at 1
month was 4.3% in maternal +

infant sdNVP arm and 3.7% in
maternal placebo + infant
sdNVP arm (no significant
difference; no interaction with
mode of infant feeding).

e MTCT at 7 months was 9.1% in
breastfeeding + ZDV arm and
5.6% in formula-feeding arm;
mortality at 7 months was 4.9%
in breastfeeding + ZDV arm vs.
9.3% in formula-feeding arm;
HIV-free survival at 18 months
was 15.6% breastfeeding +
ZDV armvs. 14.2% formula-
feeding arm.
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Table 3. Results of Major Studies on Antiretroviral Prophylaxis to Prevent Mother-to-Child
Transmission of HIV (page 5 of 9)

Study
Location(s)

Mode of Infant Feeding

Antiretroviral
(ARV) Drugs

Antepartum and
Intrapartum

Postpartum

Mother-to-Child
Transmission (MTCT) Rate
and Efficacy

SWEN

Breastfeeding

Uganda, Ethiopia, India?

sdNVP vs. NVP for 6
weeks

No AP ARV
Oral IP: sdNVP

Infant sANVP
vs. NVP for 6
weeks

e Postnatal infection in infants
uninfected at birth:

- MTCT at 6 weeks was 5.3%
in SANVP arm vs. 2.5% in
extended NVP arm (risk
ratio 0.54, P=0.009).

- MTCT at 6 months was
9.0% in sdNVP arm vs.
6.9% in extended NVP arm
(risk ratio 0.80, P=0.16).

* HIV-free survival was
significantly lower in extended
NVP arm at both 6 weeks and
6 months of age.

PEPI-Malawi Trial
Malawi??
Breastfeeding

sdNVP + ZDV for 1
week (control) vs.
two extended infant

No AP ARV
Oral IP: sdNVP (if

Infant SANVP +
ZDV for 1 week
(control) vs.

* Postnatal infection in infants
uninfected at birth:

regimens (NVP or mother presents in control + NVP - IVIT(())T_at age 6 weeks \A;as_
NVP/ZDV) for 14 time) for 14 weeks 5.1% in control vs. 1.7% in
weeks vs. control + extended NVP (67%
NVP/ZDV for 14 efficacy) and 1.6% in
weeks extended NVP/ZDV arms
(69% efficacy).
- MTCT at age 9 months was
10.6% in control vs. 5.2% in
extended NVP (51%
efficacy) and 6.4% in
extended NVP/ZDV arms
(40% efficacy).
* No significant difference in
MTCT between the extended
prophylaxis arms; however,
more hematologic toxicity with
NVP/ZDV.
MITRA Infant 3TC for 6 ZDV/3TC from 36 | Maternal * MTCT at age 6 months was
Tanzania® months weeks through ZDV/3TC for 1 4.9% (postnatal MTCT
Breastfeeding (observational) labor week; infant between ages 6 weeks and 6
3TC for 6 months was 1.2%).
months
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Table 3. Results of Major Studies on Antiretroviral Prophylaxis to Prevent Mother-to-Child
Transmission of HIV (page 6 of 9)

drug prophylaxis in
women with CD4-cell
counts of 200-500
cells/mm?

From 28 weeks
through labor

ZDV for 1 week

Arm 2: Maternal
ZDV/3TC for 1
week (no
further
postnatal
prophylaxis);
infant sANVP +
ZDV for 1 week
(no further
postnatal
prophylaxis)

Study . . Mother-to-Child
Location(s) A(:t&"'f)t:::":l A“ﬁ;’::'::ﬂ;“d Postpartum | Transmission (MTCT) Rate
Mode of Infant Feeding g P and Efficacy
Kisumu Breastfeeding Maternal triple-drug | ZDV/3TG/NVP Maternal * MTCT at age 6 months was
Study (KiBS) prophylaxis (NFV if CD4-cell ZDV/3TG/NVP 5.0% (postnatal MTCT
Kenya?’ (observational) count >250 (NFV if CD4-cell | between ages 7 days and 6
Breastfeeding cells/mm?) from count >250 months was 2.6%).
34 weeks through | cells/mm?) for
labor 6 months;
infant sdNVP
MITRA-PLUS Maternal triple-drug | ZDV/3TG/NVP Maternal * MTCT at age 6 months was
Tanzania®* prophylaxis (NFV if CD4-cell ZDV/3TC/NVP 5.0% (postnatal MTCT
Breastfeeding (observational) count >200 (NFV if CD4-cell | between ages 6 weeks and 6
cells/mm?) from count >200 months was 0.9%), not
34 weeks through | cells/mm?) for significantly different from 6
labor 6 months; months infant prophylaxis in
infant ZDV/3TC | MITRA.
for 1 week
Kesho Bora Antepartum Arm 1: Arm 1: Maternal | e MTCT at birth was 1.8% with
Multi-African!® ZDV/sdNVP with no | ZDV/3TG/LPV/r ZDV/3TC/LPV/r maternal triple-drug
Breastfeeding primarily postnatal prophylaxis ] for 6 months; prophylaxis Arm 1 and 2.5%
vs. maternal triple- QBT/ i.s dNVP infant SANVP + with ZDV/sdNVP Arm 2, not

significantly different. In

women with CD4-cell counts
350-500 cells/mm?, MTCT at
birth was 1.7% in both arms.

* MTCT at age 12 months was
5.4% with maternal triple-drug
prophylaxis Arm 1 and 9.5%
with ZDV/sdNVP (with no
further postnatal prophylaxis
after 1 week) Arm 2 (P=
0.029).

Mma Bana
Botswana'
Breastfeeding

Maternal triple-drug
prophylaxis
(compares 2
regimens) in women
with CD4-cell counts
>200 cells/mm?

Ar
DV/3TC/ABC

z
Arm 2:
ZDV/3TC/LPV/r

1:

=i

From 26 weeks
through labor

Arm 1: Maternal
ZDV/3TC/ABC
for 6 months;
infant SANVP +
ZDV for 4
weeks

Arm 2: Maternal
ZDV/3TCG/LPV/r
for 6 months;
infant SANVP +
ZDV for 4
weeks

* MTCT at age 6 months overall
was 1.3%: 2.1% in
ZDV/3TC/ABC Arm 1 and 0.4%
in ZDV/3TC/LPV/r Arm 2 (P =
0.53).
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Table 3. Results of Major Studies on Antiretroviral Prophylaxis to Prevent Mother-to-Child
Transmission of HIV (page 7 of 9)

sdNVP

for 6 months

Arm 3: Control as
above, then infant
NVP for 6 months

Study . . Mother-to-Child
Location(s) A(:g:;a)t:::::l A'}:‘i‘::;g'r't':‘:‘"d Postpartum Transmission (MTCT) Rate
Mode of Infant Feeding and Efficacy
BAN Postpartum No AP drugs Arm 1 (control): | » Postnatal infection in infants
Malawi®-37 maternal triple- IP reqi _ Maternal ZDV/3TC | uninfected at age 2 weeks:
Breastfeeding drug prophylaxis regimens: for 1 week; infant | MTCT at age 28 weeks was
vs. infant NVP in _ Arm 1 (control): sdNVP + ZDV/3TC 5.7% in control Arm 1: 2.9%
women with CD4- | ZDV/3TC + sdNVP | for 1 week ) .
cell counts 2250 in maternal triple-drug
cells/mm? - Arm 2: ZDV/3TC + | Arm 2: Control as prophylaxis Arm 2 (P=0.009
sdNVP above, then vs. control); 1.7% in infant
maternal NVP Arm 3 (P <0.001 vs.
Arm 3: ZDV/STC + | 7Dv/3TC/LPV/r control).

- MTCT at age 48 weeks was
7.0% in control Arm 1; 4% in
maternal triple-drug
prophylaxis Arm 2 (P = 0.0273
vs. control); 4% in infant NVP
Arm 3 (P=0.0027 vs.
control).

* No significant difference
between maternal triple-drug
prophylaxis Arm 2 and infant
NVP Arm 3 (P=0.12 at 28
weeks and P=0.426 at 48
weeks).
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Table 3. Results of Major Studies on Antiretroviral Prophylaxis to Prevent Mother-to-Child
Transmission of HIV (page 8 of 9)

months of age

Arm 2: Daily

infant placebo
from 6 weeks
through age 6
months of age

Study . . Mother-to-Child
Location(s) A(:g:,e)trn‘::":l Al}:l(il::rtal:'lt‘:l:lnd Postpartum Transmission (MTCT) Rate
Mode of Infant Feeding g P and Efficacy
HPTN 046 Postpartum AP drugs allowed | All infants * |n infants uninfected at age 6
South Africa, Tanzania, prophylaxis of if required for received daily weeks, the 6-month infant HIV
Uganda, Zimbabwe?? breast milk maternal health NVP from birth infection rate was 1.1% (0.3%—
Breastfeeding transmission of through age 6 1.8%) in the extended NVP Arm
HIV with 6 weeks weeks. 1 and 2.4% (1.3%-3.6%) in the
vs. 6 months of - placebo Arm 2 (P=0.048).
infant NVP Arm 1: Daily
infant NVP from 6 | At infant randomization at age 6
weeks through 6 weeks, 29% of mothers in each

arm were receiving a triple-drug
ARV regimen for treatment of
HIV.

* For mothers receiving triple-
drug ARV regimens at the time
of randomization, in infants
uninfected at age 6 weeks, the
6-month infant HIV infection
rate was 0.2% and not
statistically different between
extended NVP Arm 1 (0.5%)
and placebo Arm 2 (0%).

e For mothers with CD4-cell
counts >350 cells/mm?* who
were not receiving triple-drug
ARV regimens, in infants
uninfected at age 6 weeks, the
6-month infant HIV infection
rate was 0.7% (0%—1.5%) in
the extended NVP Arm 1 and
2.8% (1.3%—4.4%) in the
placebo Arm 2 (P=0.014).
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Table 3. Results of Major Studies on Antiretroviral Prophylaxis to Prevent Mother-to-Child
Transmission of HIV (page 9 of 9)

Lo:;rig‘:i(s) : A(:ﬁ:;a)trnt::ggl A'}:‘i‘::;::,'t‘:l:‘“d Postpartum Transﬂ?;:;):tzimﬁ%‘:})l Rate
Mode of Infant Feeding and Efficacy
NICHD-lHPTN 040/PACTG Infant prophylaxis | No AP drugs Arm 1 (control): | e !P HIV tra}nsmissign among
Argenina, Brazi, South | s, Bwesks miant | 1T O (3 8% 190 20V
Africa, United States!® ZDV plus three presented early (Arm 1) vs. 2.2% (1.2%—3.9%)

Formula feeding

doses of NVP in
first week of life vs.
6 weeks infant ZDV
plus 2 weeks of
3TC/NFV

enough, IV ZDV
during labor
through delivery

Arm 2: Control as
above plus NVP
with first dose
within 48 hours of
birth, second
dose 48 hours
later, and third
dose 96 hours
after the second
dose

Arm 3: Control as
above, plus 3TC
and NFV from
birth through 2
weeks of age

in ZDV plus NVP (Arm 2) (P=
0.046 compared with Arm 1)
vs. 2.4% (1.4%—-4.3%) in ZDV
plus 3TC/NFV (Arm 3) (P=
0.046 compared with Arm 1).

* Qverall HIV transmission rates,
including in utero infection:
11.0% (8.7%—14.0%) ZDV
(Arm 1) vs. 7.1% (5.2%—9.6%)
in ZDV plus NVP (Arm 2) (P=
0.035 compared with Arm 1)
VS. 7.4% (5.4%-9.9%) in ZDV
plus 3TCG/NFV (Arm 3) (P=
0.035 compared with Arm 1).

e Grade 3 or 4 neutropenia more
frequent in ZDV/3TC/NFV Arm
3, 70 infants, compared with
ZDV alone Arm 1, 33 infants, or
ZDV/NVP Arm 2, 32 infants (P
<0.001).

Key to Abbreviations: 3TC = lamivudine, ABC = abacavir, AP = antepartum, ARV = antiretroviral, CDC = Centers for Disease Control and Prevention,
Cl = confidence interval, IP = intrapartum, IV = intravenous, LPV/r = lopinavir/ritonavir, MTCT = mother-to-child transmission, NFV = nelfinavir,
NVP = nevirapine, PP = postpartum, sd = single-dose, ZDV = zidovudine

Recommendations for Use of Antiretroviral Drugs in Pregnant HIV-1-Infected Women for Maternal Health and Interventions to
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Table 4: Drug Interactions Between Antiretroviral Agents and Hormonal Contraceptives

(page 1 of 2)

Data on drug interactions between antiretroviral (ARV) agents and hormonal contraceptives primarily come
from drug labels and the clinical implications have not been well studied. The magnitude of changes in
contraceptive drug levels that may reduce contraceptive efficacy or increase contraceptive-associated adverse
effects is unknown. Hormonal contraceptives can be used with antiretroviral therapy (ART) in women
without other contraindications. Additional or alternative methods of contraception may be recommended

when drug interactions are kn

owI.

Antiretroviral Drug

Effect on Drug Levels

Dosing Recommendation/
Clinical Comment

Non-nucleoside Reverse Transcr

iptase Inhibitor (NNRTI)

Norethindrone: no significant change

Efavirenz Oral ethinyl estradiol/norgestimate: A reliable method of barrier contraception
(EFV) No effect on ethinyl estradiol must be used in addition to hormonal
concentrations; contraceptives. Efavirenz had no effect on

1 active metabolites of norgestimate ethinyl estradiol concentrations, but

(levonorgestrel AUC 183%; norelgestromin | progestin levels (norelgestromin and

AUC 164%) levonorgestrel) were markedly decreased. No
effect of ethinyl estradiol/norgestimate on
efavirenz plasma concentrations was
observed.

Implant: | etonogestrel A reliable method of barrier contraception
must be used in addition to hormonal
contraceptives. The interaction between
etonogestrel and efavirenz has not been
studied. Decreased exposure of etonogestrel
may be expected. In postmarketing reports,
contraceptive failure with etonogestrel has
been noted in efavirenz-exposed patients.

Levonorgestrel AUC 158% Effectiveness of emergency postcoital
contraception may be diminished.

Etravirine Ethinyl estradiol AUC 122% No dosage adjustment needed.

ETR

(ETR) Norethindrone: no significant effect

Nevirapine Ethinyl estradiol AUC 120% Additional methods recommended;

NVP lternative meth n nsi .

(NVP) Norethindrone AUG 119% alternative methods can be considered
DMPA: no significant change No dosage adjustment needed.

Rilpivirine Ethinyl estradiol AUC T14% No dose adjustment needed.

(RPV)

Ritonavir (RTV)-boosted Proteas

e Inhibitor (PI)

Atazanavir/ritonavir
(ATV/r)

1 Ethinyl estradiol

T Norgestimate

Oral contraceptive should contain =35 mcg
ethinyl estradiol. Oral contraceptives
containing progestins other than
norethindrone or norgestimate have not been
studied.

Recommendations for Use of Antiretroviral Drugs in Pregnant HIV-1-Infected Women for Maternal Health and Interventions to
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Table 4: Drug Interactions Between Antiretroviral Agents and Hormonal Contraceptives

(page 2 of 2)

Antiretroviral Drug

Effect on Drug Levels

Dosing Recommendation/
Clinical Comment

Darunavir/ritonavir
(DRV/r)

Ethinyl estradiol AUC 144%
Norethindrone AUC 114%

Additional methods recommended:; alternative
methods can be considered.

Fosamprenavir/ritonavir
(FPV/I)

Ethinyl estradiol AUC 137%
Norethindrone AUC {34%

Alternative methods of nonhormonal
contraception are recommended.

Lopinavir/ritonavir
(LPV/r)

Ethinyl estradiol AUGC 142%
Norethindrone AUC 117%

Additional methods recommended; alternative
methods can be considered.

Saquinavir/ritonavir

LEthinyl estradiol

Additional methods recommended; alternative

(SQvrr) methods can be considered.
Tipranavir/ritonavir Ethinyl estradiol AUC 148% Additional methods recommended,; alternative
(TPV/r) methods can be considered.

Norethindrone: no significant change

Pl without RTV

Atazanavir
(ATV)

Ethinyl estradiol AUC T48%
Norethindrone AUC T110%

Oral contraceptive should contain <30 mcg of
ethinyl estradiol or use alternative method. Oral
contraceptives containing <25 mcg ethinyl
estradiol or progestins other than norethindrone
or norgestimate have not been studied.

Fosamprenavir

Amprenavir: T Ethinyl estradiol and T

Use alternative method.

(FPY) norethindrone Use of fosamprenavir alone with ethinyl
Fosamprenavir with ethinyl estradiol/norethindrone may lead to loss of
estradiol/norethindrone: virologic response.

1 Amprenavir (AUC 22%, Cpyiry 20%)

Indinavir Ethinyl estradiol AUC 125% No dose adjustment needed.

(1DV) Norethindrone AUC T26%

Nelfinavir Ethinyl estradiol AUC 147% Additional methods recommended,; alternative

(NFV) Norethindrone AUG 118% methods may be considered.

CCR5 Antagonist

Maraviroc No significant effect on ethinyl estradiol | No dose adjustment needed.

(MVC) or levonorgestrel

Integrase Inhibitor

?F?XE?ravir No significant effect No dose adjustment needed.

Key to Abbreviations: AUC = area under the curve, Cp,j, = minimum plasma concentration, DMPA = depot medroxyprogesterone acetate

Table 4 derived from: Panel on Antiretroviral Guidelines for Adults and Adolescents. Guidelines for the use of antiretroviral agents in HIV-1-
infected adults and adolescents. Department of Health and Human Services. Available at
http://aidsinfo.nih.gov/contentfiles/lvguidelines/AdultandAdolescentGL.pdf. Tables 15a, 15b, and 15d. Accessed June 7, 2012.
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Table 5. Antiretroviral Drug Use in Pregnant HIV-Infected Women: Pharmacokinetic and Toxicity Data in Human Pregnancy and
Recommendations for Use in Pregnancy (page 1 of 16)

(See also Safety and Toxicity of Individual Antiretroviral Drugs in Pregnancy supplement for additional toxicity data and Guidelines for the Use of Antiretroviral Agents in HIV-1-

infected Adults and Adolescents for detailed guidelines regarding treatment options.)

ARV Drug
Generic Name . Dosing Recommendations for Use in PKs in .
(Abbreviation) Formulation Recommendations* Pregnancy Pregnancy® Concerns In Pregnancy
Trade Name
NRTIs NRTIs are recommended for use as part of See text for discussion of potential
combination regimens, usually including two maternal and infant mitochondrial
NRTIs with either an NNRTI or one or more toxicity.
Pls. Use of single or dual NRTIs alone is not
recommended for treatment of HIV infection.
Preferred Agents
Lamivudine Epivir Epivir Because of extensive experience with 3TC in | PK not significantly | No evidence of human
(3TC) 150-, 300-mg 150 mg BID or pregnancy in combination with ZDV, 3TC plus | altered in teratogenicity (can rule out 1.5-fold
Epivir tablets or 10- 300 mg once daily ZDV is a recommended dual-NRTI backbone | pregnancy; no increase in overall birth defects).?
mg/mL oral Take without it for pregnant women. change in dose Well tolerated; short-term safety
solution axe without regard o indicated.>* High demonstrated for mothers and
meals. placental transfer | infants. If hepatitis B coinfected,
E:E)Fn-blwr """" E)E);n-lgl;/lr """"""" to fetus. possible hepatitis B flare if drug
Mmg N 1 tablet BID stpppa_ed postpartym; see Special
ZDV 300 mg Sltgatloqs: Hepatitis B Virus
Coinfection.
Epzicom Epzicom
3TC 300 mg + 1 tablet once daily
ABC 600 mg
Trizivir Trizivir
3TC 150 mg + 1 tablet BID
ZDV 300 mg +
ABC 300 mg

Recommendations for Use of Antiretroviral Drugs in Pregnant HIV-1-Infected Women for Maternal Health and Interventions to Reduce Perinatal HIV Transmission
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Table 5. Antiretroviral Drug Use in Pregnant HIV-Infected Women: Pharmacokinetic and Toxicity Data in Human Pregnancy and
Recommendations for Use in Pregnancy (page 2 of 16)

ARV Drug
Generic Name . Dosing Recommendations for Use in PKs in .
(Abbreviation) Formulation Recommendations® Pregnancy Pregnancy® Concerns in Pregnancy
Trade Name
Zidovudine Retrovir Retrovir Because of extensive experience with | PK not significantly | No evidence of human
(AZT, ZDV) 100-mg capsules, 300 mg BID or ZDV in pregnancy in combination with | altered in pregnancy; | teratogenicity (can rule out 1.5-fold
Retrovir 300-mg tablets, 200mg TID 3TC, ZDV plus 3TC is a recommended | no change in dose increase in overall birth defects).?
10-mg/mL IV solution, ) dual-NRTI backbone for pregnant indicated.2¢ High Well tolerated; short-term safety
10-mg/mL oral solution Take without regard to women. placental transfer to | demonstrated for mothers and
_“““““““““"""-Te_a_ls:. _______________ fetus. infants.
Combivir Combivir
ZDV 300 mg + 1 tablet BID
3TC 150 mg
Trizivir® Trizivir
ZDV 300 mg + 1 tablet BID
3TC 150 mg +
ABC 300 mg
Alternative Agents
Abacavir Ziagen Ziagen Alternative NRTI for dual-NRT]I PK not significantly | No evidence of human
(ABC) 300-mg tablets or 20-mg/mL | 300 mg BID or backbone of combination regimens. altered in pregnancy; | teratogenicity (can rule out 2-fold
Ziagen oral solution 600 mg once daily See footnote regarding use in triple- no change in dose increase in overall birth defects).?
. NRTI regimen.© indicated.?” High Hypersensitivity reactions occur in
Take without regard to placental transferto | ~5%—-8% of non-pregnant
meals. fetus. individuals; a much smaller
Fm======mmsemsse——e———eeope-- bbbl percentage are fatal and are usually
Epzicom Epzicom , associated with re-challenge. Rate
ABC 600 mg + 1tablet once daily in pregnancy unknown. Testing for
3TC 300 mg HLA-B*5701 identifies patients at
risk of reactions 2 2° and should
Thgvie | Trzvie ] be done and documented as
ABC 300 mg + 1 tablet BID negative before starting ABC.
ZDV 300 mg + Patients should be educated
3TC 150 mg regarding symptoms of
hypersensitivity reaction.
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Table 5. Antiretroviral Drug Use in Pregnant HIV-Infected Women: Pharmacokinetic and Toxicity Data in Human Pregnancy and
Recommendations for Use in Pregnancy (page 3 of 16)

ARV Drug
Generic Name . Dosing Recommendations for Use PKs in .
(Abbreviation) Formulation Recommendations® in Pregnancy Pregnancy® Concerns in Pregnancy
Trade Name
Alternative Agents, continued
Emtricitabine Emtriva Emtriva Alternative NRTI for dual-NRTI PK study shows No evidence of human teratogenicity

reduce side effects.

(FTC) 200-mg capsule 200-mg capsule once daily or | backbone of combination slightly lower levels | (can rule out 2-fold increase in
Emtriva or 10-mg/mL oral solution | 240-mg (24-mL) oral regimens. in third trimester, overall birth defects).?® If hepatitis B
solution once daily compared with coinfected, possible hepatitis B flare
. postpartum.*° No if drug stopped postpartum; see
Take without regard to meals. clear need to Special Situations: Hepatitis B Virus
-fr-u-v-aaé """"""""" -TFu-v-a-dh """""""""" increase dose. High | Coinfection.
FTC 200 mg + TDF 300 mg | 1 tablet once daily pacental transfer t
A | Aripa |
FTC 200 mg + 1 tablet at or before bedtime
d
EFVF 600 mg + Take on an empty stomach to
TDF 300 mg .
reduce side effects.
Tenofovir Viread Viread Alternative NRTI for dual-NRTI AUC lower in third No evidence of human teratogenicity
Disoproxil 300-mg tablet 1 tablet once daily backbone of combination trimester than (can rule out 2-fold increase in
Fumarate Take without dt | regimens. TDF would be a postpartum but overall birth defects).?* Studies in
(oRy E_’_Ei‘_'v_'__o_u_ f?f‘[__(i _mea::: | preferred NRTI in combination trough levels monkeys at doses approximately 2-
Viread Truvada Truvada with 3TC or FTC in women with adequate.’! High fold higher than that for human
TDF 300 mg + FTC 200 mg | 1 tablet once daily chronic HBV infection. Because of | placental transfer to | therapeutic use show decreased fetal
e potential for renal toxicity, renal | fetus.” 32-3 growth and reduction in fetal bone
Atripla Atripla , function should be monitored. porosity within 2 months of starting
EE\;S(?(?O??; 11tablet at or before bedtime maternal therapy.3¢ Clinical studies in
+ . .
Take on an empty stomach to humans (particularly children) show
FTC 200 mg bone demineralization with chronic

use; clinical significance unknown.?”
3% |f hepatitis B coinfected, possible
hepatitis B flare if drug stopped
postpartum; see Special Situations:
Hepatitis B Virus Coinfection.
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Table 5. Antiretroviral Drug Use in Pregnant HIV-Infected Women:

Recommendations for Use in Pregnancy (page 4 of 16)

Pharmacokinetic and Toxicity Data in Human Pregnancy and

generic didanosine
(dose same as

Buffered tablets (non-EC)
no longer available

Body weight <60kg: 250 mg
once daily; with TDF, 200 mg

in special circumstances where
preferred or alternative NRTIs

indicated.*® Moderate
placental transfer to

ARV Drug
Generic Name . Dosing Recommendations for Use PKs in .
(Abbreviation) Formulation Recommendations® in Pregnancy Pregnancy® Concerns in Pregnancy
Trade Name

Use in Special Circumstances
Didanosine Videx EC Body weight =60kg: 400 mg | Because of the need to administer | PK not significantly | In the APR, an increased rate of birth
(adl) 125-, 200-, 250-, 400-mg | once daily; with TDF, 250 mg | on empty stomach and potential | altered in pregnancy; | defects with ddl compared to general
Videx EC, capsules once daily toxicity, ddl should be used only | no change in dose population was noted after both first

trimester (19/409, 4.6%, 95% Cl,
2.8-7.2) and later exposure (20/460,

Take without regard to meals.

WHO recommends 30-mg
BID dosing regardless of
body weight.

cannot be used. d4T should not
be used with ddl or ZDV.

placental transfer.

Videx EC) . cannot be used. ddl should not fetus. 4.3%, 95% Cl 2.7-6.6). This
Videx once daily be used with d4T. difference may have been due to
10-mg/mL oral solution Take 1/2 hour before or 2 maternal characteristics such as
hours after a meal. older age or more advanced disease
i , among women using ddl. No specific
Prefe_rreq dosing with oral pattern of defects was noted and
solution is BID (total daily clinical relevance is uncertain. Lactic
dose divided into 2 doses). acidosis, sometimes fatal, has been
reported in pregnant women
receiving dd! and d4T together.4% 4!
Stavudine Zerit Body weight =60 kg: Because of potential toxicities, PKs not significantly | No evidence of human teratogenicity
(d4T) 15-, 20-, 30-, 40-mg 40 mg BID d4T should be used only in altered in pregnancy; | (can rule out 2-fold increase in
Zerit capsules or 1-mg/mL oral Bodv weiaht <60 ka: special circumstances where no change in dose overall birth defects).?* Lactic
solution 30 n‘:g Bllg g preferred or alternative NRTIs indicated.’ High acidosis, sometimes fatal, has been

reported in pregnant women
receiving ddl and d4T together.4% 4!
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Table 5. Antiretroviral Drug Use in Pregnant HIV-Infected Women: Pharmacokinetic and Toxicity Data in Human Pregnancy and
Recommendations for Use in Pregnancy (page 5 of 16)

Take without regard to meals.

Repeat lead-in period if
therapy is discontinued for
>7 days.

In patients who develop mild-
to-moderate rash without
constitutional symptoms
during lead-in, continue lead-
in dosing until rash resolves,
but <28 days total.

>250 cells/mm? only if benefit
clearly outweighs risk because of
the increased risk of potentially
life-threatening hepatotoxicity in
women with high CD4-cell
counts. Elevated transaminase
levels at baseline also may
increase the risk of NVP toxicity.
Women who become pregnant
while taking NVP-containing
regimens and are tolerating them
well can continue therapy,
regardless of CD4-cell count.

indicated.*>** High
placental transfer to
fetus.

ARV Drug
Generic Name . Dosing Recommendations for Use PKs in .
(Abbreviation) Sl L Recommendations® in Pregnancy Pregnancy® Concerns in Pregnancy
Trade Name
NNRTIs NNRTIs are recommended for Hypersensitivity reactions, including
use in combination regimens with hepatic toxicity, and rash more
2 NRTI drugs. common in women; unclear if
increased in pregnancy.
Preferred Agents
Nevirapine 200-mg tablets or 200 mg once daily for 14 NVP should be initiated in PK not significantly | No evidence of human teratogenicity
(NVP) 50-mg/5-mL oral days (lead-in period); pregnant women with CD4 T- altered in pregnancy; | (can rule out 2-fold increase in
Viramune suspension thereafter, 200 mg BID lymphocyte (CD4-cell) counts no change in dose overall birth defects).’ Increased

risk of symptomatic, often rash-
associated, and potentially fatal liver
toxicity among women with CD4-cell
counts >250/mm? when first
initiating therapy; 4> 46 unclear if
pregnancy increases risk.

Recommendations for Use of Antiretroviral Drugs in Pregnant HIV-1-Infected Women for Maternal Health and Interventions to Reduce Perinatal HIV Transmission

Downloaded from http://aidsinfo.nih.gov/quidelines on 2/19/2013 EST.

in the United States

18




Table 5. Antiretroviral Drug Use in Pregnant HIV-Infected Women: Pharmacokinetic and Toxicity Data in Human Pregnancy and
Recommendations for Use in Pregnancy (page 6 of 16)

Atripla
EFV¢ 600 mg

+FTC 200 mg
+ TDF 300 mg

Take on an empty stomach
to reduce side effects.

1 tablet once daily at or
before bedtime

counseling about the potential risk to
the fetus and desirability of avoiding
pregnancy while on EFV-containing
regimens. Alternate ARV regimens that
do not include EFV should be strongly
considered in women who 1) are
planning to become pregnant or 2) are
sexually active and not using effective
contraception, assuming these
alternative regimens are acceptable to
the provider and are not thought to
compromise the health of the woman.
Because the risk of neural tube defects
is restricted to the first 5—6 weeks of
pregnancy and pregnancy is rarely
recognized before 4-6 weeks of
pregnancy, and unnecessary ARV drug
changes during pregnancy may be
associated with loss of viral control and
increased risk of perinatal
transmission, EFV may be continued in
pregnant women receiving an EFV-
based regimen who present for
antenatal care in the first trimester,
provided there is virologic suppression
on the regimen (see HIV-Infected
Pregnant Women Who are Currently
Receiving Antiretroviral Treatment).

with postpartum, but
nearly all third-
trimester subjects
exceeded target
exposure and no
change in dose is
indicated.*” Moderate
placental transfer to
fetus.

ARV Drug
Generic Name . Dosing Recommendations for Use in PKs in .
(Abbreviation) Formulation Recommendations® Pregnancy Pregnancy® Concerns in Pregnancy
Trade Name

Use in Special Circumstances
Efavirenz! 50-, 200-mg capsules | 600 mg once daily at or Non-pregnant women of childbearing | AUC decreased FDA Pregnancy Class D; significant
(EFV) or 600-mg tablets before bedtime potential should undergo pregnancy during third malformations (anencephaly,
Sustiva testing before initiation of EFV and trimester, compared | anophthalmia, cleft palate) were

observed in 3 of 20 infants (15%)
born to cynomolgus monkeys
receiving EFV during the first
trimester at a dose resulting in
plasma levels comparable to
systemic human therapeutic
exposure. There are 4 retrospective
case reports and 1 prospective case
report of neural tube defects in
humans with first-trimester exposure
and 1 prospective case of
anophthalmia with facial clefts; 25 4%
49 relative risk unclear.
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Table 5. Antiretroviral Drug Use in Pregnant HIV-Infected Women: Pharmacokinetic and Toxicity Data in Human Pregnancy and
Recommendations for Use in Pregnancy (page 7 of 16)

in combination regimens with
2 NRTI drugs.

ARV Drug
Generic Name . Dosing Recommendations for . N .
(Abbreviation) Formulation T T B T Use in Pregnancy PKs in Pregnancy Concerns in Pregnancy
Trade Name
Insufficient Data to Recommend Use
Etravirine 100-, 200-mg tablets | 200 mg BID Safety and PK data in Limited PK data in pregnancy; | Limited experience in human
(ETR) Take followi | pregnancy are insufficientto | in 4 pregnant women, drug pregnancy. Only 23 first-trimester
Intelence ake following a meal. recommend use during levels and AUC similar to exposures have been reported to
pregnancy. those in non-pregnant adults, | APR. No evidence of teratogenicity in
suggesting no dose rats and rabbits.
modification needed.>
Rilpivirine 25-mg tablets 25 mg once daily with a Safety and PK data in No PK studies in human No published experience in human
(RPV) meal. pregnancy are insufficientto | pregnancy, placental transfer | pregnancy. No evidence of
Endurant ~ [noooomoomemomsomssqm oo s m o s o m s mm s mm oy recommend use during rate unknown. teratogenicity in rats or rabbits.
Complera Complera pregnancy
RPV 25 mg + 1 tablet once daily '
TDF 300 mg +
FTC 200 mg
Pls Pls are recommended for use Hyperglycemia, new onset or

exacerbation of diabetes mellitus,
and diabetic ketoacidosis reported
with Pl use; unclear if pregnancy
increases risk. Conflicting data
regarding preterm delivery in women
receiving Pls (see text).
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Table S. Antiretroviral Drug Use in Pregnant HIV-Infected Women: Pharmacokinetic and Toxicity Data in Human Pregnancy and
Recommendations for Use in Pregnancy (page 8 of 16)

Reyataz (combined
with low-dose RTV
boosting)

Second and third trimester:
Some experts recommend
increased dose (ATV 400 mg +
RTV 100 mg once daily) in all
pregnant women in the second
and third trimesters

ATV package insert recommends
increased dose (ATV 400 mg +
RTV 100 mg once daily) in the
following situations:

- With TDF or Ho-receptor
antagonist (not both; use of
both with ATV not
recommended) in ARV-
experienced pregnant patients

- With EFVY in ARV-naive patients
(Concurrent use of ATV with EFV
in ARV-experienced patients is
not recommended because of
decreased ATV levels.)

Take with food.

pregnancy. Should give as low-
dose RTV-boosted regimen, may
use once-daily dosing. Several
studies have shown decreased
ATV plasma concentrations with
standard dosing during
pregnancy.>? 3152 Use of an
increased dose during the second
and third trimesters resulted in
plasma concentrations equivalent
to those in non-pregnant adults on
standard dosing.>* Although some
experts recommend increased
ATV dosing in all women during
the second and third trimesters,
the package insert recommends
increased ATV dosing only for
ARV-experienced pregnant women
in the second and third trimesters
also receiving either TDF or an Ho-
receptor antagonist or ARV-naive
pregnant women receiving EFV.
ATV should not be used in patients
receiving both TDF and Ho
receptor antagonists or in ARV-
experienced patients also taking
E