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Special Situations — Stopping Antiretroviral Drugs During Pregnancy (Last updated
July 31, 2012; last reviewed July 31, 2012)

Discontinuation of antiretroviral (ARV) drug regimens during pregnancy may be indicated in some

situations, including serious drug-related toxicity, pregnancy-induced hyperemesis unresponsive to

antiemetics, acute illnesses or planned surgeries that preclude oral intake, lack of available medication, or at

patients’ request.

HIV-infected women receiving antiretroviral therapy (ART) who present for care during the first trimester

should continue treatment during pregnancy. Discontinuation of therapy could lead to an increase in viral

load with possible decline in immune status and disease progression as well as adverse consequences for the

fetus, including increased risk of in utero transmission of HIV. A recent analysis from a prospective cohort of

937 HIV-infected mother-child pairs found that interruption of ART during pregnancy, including interruption

in the first and third trimesters, was independently associated with perinatal transmission. In the first

trimester, the median time at interruption was 6 weeks’ gestation and length of time without therapy was 8

weeks (interquartile range [IQR], 7–11 weeks); in the third trimester, the median time at interruption was 32

weeks and length of time without therapy was 6 weeks (IQR, 2–9 weeks). Although the perinatal

transmission rate for the entire cohort was only 1.3%, transmission occurred in 4.9% (95% confidence

interval [CI], 1.9%–13.2%; adjusted odds ratio [AOR] 10.33; P = .005) with first-trimester interruption and

18.2% (95% CI, 4.5%–72.7%; AOR 46.96; P = .002) with third-trimester interruption.1 Although the use of

efavirenz should be avoided during the first trimester when possible, therapy should not be interrupted in

women taking the drug who present in the first trimester (see HIV-Infected Pregnant Women Who Are

Currently Receiving Antiretroviral Treatment).

Continuation of all drugs during the intrapartum period generally is recommended. Women who are having

elective cesarean delivery can take oral medications before the procedure and restart drugs following surgery.

Because most drugs are given once or twice daily, it is likely that no doses would be missed or that at most

the postpartum dose would be given a few hours late.

Panel’s Recommendations

• HIV-infected women receiving antiretroviral therapy (ART) who present for care during the first trimester should continue
treatment during pregnancy (AII). If an antiretroviral (ARV) drug regimen is stopped acutely for severe or life-threatening
toxicity, severe pregnancy-induced hyperemesis unresponsive to antiemetics, or other acute illnesses that preclude oral
intake, all ARV drugs should be stopped and reinitiated at the same time (AIII).

• If an ARV drug regimen is being stopped electively and the patient is receiving a non-nucleoside reverse transcriptase
inhibitor (NNRTI) drug, consideration should be given to either: (1) stopping the NNRTI first and continuing the other
ARV drugs for a period of time or (2) switching from an NNRTI to a protease inhibitor (PI) before interruption and
continuing the PI with the other ARV drugs for a period of time before electively stopping. The optimal interval between
stopping an NNRTI and the other ARV drugs is unknown; at least 7 days is recommended. Given the potential for
prolonged detectable efavirenz concentrations for >3 weeks in patients receiving efavirenz-based therapy, some experts
recommend continuing the other ARV agents or substituting a PI plus two other agents for up to 30 days (CIII).

• If nevirapine is stopped and more than 2 weeks have passed before restarting therapy, nevirapine should be restarted with
the 2-week half-dose escalation period (AII).

Rating of Recommendations: A = Strong; B = Moderate; C = Optional

Rating of Evidence: I = One or more randomized trials with clinical outcomes and/or validated laboratory endpoints; II = One or
more well-designed, nonrandomized trials or observational cohort studies with long-term clinical outcomes; III = Expert opinion
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When short-term drug interruption is indicated, in most cases, all ARV drugs should be stopped and

reintroduced at the same time. This can be problematic with drugs that have a long half-life. However, in

conditions such as serious or life-threatening toxicity, severe pregnancy-induced hyperemesis unresponsive to

antiemetics, or other acute illnesses precluding oral intake, the clinician has no choice but to stop all therapy at

the same time. In the rare case in which a woman has limited oral intake that does not meet food requirements

for certain ARV agents, decisions about the ARV regimen administered during the antepartum or intrapartum

period should be made on an individual basis and in consultation with an HIV treatment expert.

Non-nucleoside reverse transcriptase inhibitor (NNRTI) drugs such as nevirapine and efavirenz have very

long half-lives and can be detected for 21 days or longer after discontinuation; efavirenz has a longer half-

life than nevirapine.2-6 Because other drugs in the ARV regimen have shorter half-lives and are cleared more

rapidly, only detectable NNRTI drug levels persist, resulting in subtherapeutic drug levels that can increase

the risk of selection of NNRTI-resistant mutations. In addition, certain genetic polymorphisms, which may

be more common among ethnic groups such as African Americans and Hispanics, may have the potential to

result in a slower rate of clearance.4, 6 To prevent prolonged exposure to a single drug, some experts

recommend stopping the NNRTI first and continuing the other ARV drugs for a period of time.3 However,

the optimal interval between stopping an NNRTI and the other ARV drugs is unknown; detectable levels of

NNRTIs may be present from <1 week to >3 weeks after discontinuation, with the longer duration primarily

observed with efavirenz.6 An alternative strategy is to substitute a protease inhibitor (PI) for the NNRTI and

to continue the PI with dual nucleoside reverse transcriptase inhibitors (NRTIs) for a period of time. In a

post-study analysis of the patients who interrupted therapy in the SMART trial, patients who were switched

from an NNRTI- to a PI-based regimen before interruption had a lower rate of NNRTI-resistant mutation

after interruption and a greater chance of HIV RNA resuppression after restarting therapy than those who

stopped all the drugs simultaneously or stopped the NNRTI before the dual NRTIs.7

The optimal duration for continuing either dual nucleosides or the substituted PI-based regimen after

stopping the NNRTI is unknown, but a minimum of 7 days is recommended based on studies to reduce

resistance following single-dose nevirapine.8, 9

A pharmacokinetic study of nevirapine elimination in African adults following cessation of steady-state

nevirapine-containing regimens found that nevirapine concentrations were estimated to have fallen below 20

ng/mL in 3 of 19 (16%) and 14 of 19 (74%) subjects by 7 and 14 days, respectively, after the cessation of

dosing.10 Elimination half-life was 39 hours in these subjects, considerably shorter than that observed after

peripartum exposure to single doses of nevirapine (average 55–60 hours), likely related to induction of

nevirapine metabolism with chronic nevirapine exposure.2, 11, 12 Because efavirenz concentrations have the

potential to be detectable for more than 3 weeks, some experts suggest that if efavirenz-based therapy is

stopped, the dual NRTIs or PI may need to be continued for up to 30 days. Further research is needed to

assess appropriate strategies for stopping NNRTI-containing combination regimens.

Another consideration is reintroduction of nevirapine if it is temporarily stopped and subsequently restarted.

A 2-week, half-dose escalation currently is recommended in patients who are started on nevirapine. Dose

escalation is necessary because nevirapine induces its own metabolism by inducing cytochrome P450 3A4

liver metabolic enzymes; thus, initial administration of the full therapeutic dose will result in elevated drug

levels until metabolic enzyme induction has occurred. In cases where nevirapine has been discontinued for

more than 2 weeks, another 2-week dose escalation is recommended when it is reintroduced.
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