
 

Updated Considerations on Use of Isoniazid Preventive Therapy (IPT) 

among Pregnant Women Living with HIV 

 

Intended End-User: TDYers and CDC country program staff, providing national TA 
 
Goals of Tool: Provide talking points about potential safety concerns for the use of isoniazid preventive therapy 
(IPT) among pregnant women living with HIV. 

 
Description: This 1-page brief summarizes recent findings from two studies regarding potential safety concerns 
for the use of isoniazid preventive therapy among pregnant women living with HIV: the P1078 study presented by 
Gupta, et. al at CROI 2018; and a programmatic review in South Africa by Kalk, et. al published in 2018. . 
 
Note: This tool was developed by the TPT Unit within CDC’s Division of Global HIV and TB, and is available for 
adaptation by in-country teams as they see fit. Please let us know if you use it in some form, so that we can 
keep track of its impact and any modifications that have made it more useful in practice. 

 

 

 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

 



 

Isoniazid Preventive Therapy (IPT) in Pregnancy: Emerging Safety Concerns 

 

The 2018 WHO Guidelines for latent tuberculosis infection (LTBI) continue to recommend use of TB Preventive 

Treatment (TPT) in all adults and adolescents living with HIV, including pregnant women.  The drugs commonly 

used for TPT, isoniazid and rifampicin, are considered “safe for use in pregnant women”1 and as such, pregnancy 

“should not disqualify women living with HIV from receiving preventive treatment.” 2  However, the guidelines 

also state that “sound clinical judgment is required to determine the best time to provide it.”  Isoniazid (INH), 

specifically, is considered Category C by the FDA, which means that although animal reproduction studies have 

shown an adverse effect on the fetus, there have been no adequate and well-controlled studies in humans and 

the potential benefits of the drug may warrant its use in pregnancy.  Although there were initially concerns 

about increased hepatotoxicity associated with INH in pregnancy3, other large trials showed no statistically-

significant increase in hepatotoxicity during pregnancy among women who were on INH.4 

However, emerging data presented by Gupta et al. at the 2018 CROI conference (P1078 Study)5 revealed 

possible safety concerns over Isoniazid Preventive Therapy (IPT) in pregnancy.  In this randomized control trial 

involving 956 pregnant women living with HIV (PWLHIV) in eight different low- and middle-income countries, 

women were randomized to receive IPT during pregnancy or deferred until 12 weeks postpartum.  All women 

were on ART, with majority receiving Efavirenz-based treatment.  They found statistically-significant increase in 

composite adverse pregnancy outcome measures that included any fetal demise, low birth weight (<2500g), 

preterm delivery (<37 weeks), or congenital anomaly among women who initiated IPT during pregnancy 

compared to those who deferred until postpartum.  There was no statistically-significant difference in drug-

related maternal safety and toxicity, including hepatotoxicity, however.  The study found that the risk of adverse 

pregnancy outcomes may be higher with early gestational age exposure to INH.  It is also unclear what role EFV 

played in these findings.  As such, ongoing analyses are needed to determine if risk of adverse pregnancy 

outcomes is associated with gestational age or if interactions between INH and EFV are present.   

A more recent study by Kalk et al.6 reviewed outcomes for HIV-infected pregnant women on ART receiving IPT 

(n=9364) or not on IPT (n=44,952) under routine programmatic conditions in South Africa.  This study found that 

there was no difference in clinically relevant hepatotoxicity, all-cause maternal mortality, pregnancy outcomes 

in terms of proportions of stillbirths, early neonatal deaths or low birth weight infants.  In addition, the study 

found that incident TB disease in the 12 months after pregnancy was 40% lower in the women who received IPT, 

underscoring the clinical benefit of IPT in PWLHIV.   

The findings from these two studies may be challenging to compare due to differences in study design 

(randomized controlled trial vs. observational study under programmatic conditions) as well as the differing TB 

epidemiological contexts of the two studies.  As we await additional data and findings from the P1078 Study as 

well as others, safety and optimal timing of IPT in PWLHIV remain unclear.  WHO Guideline Review Committee 

requires a systematic review process and extensive consultation to make official changes in their guidelines.  

Country programs should consider the benefits and risks of deferring IPT initiation in their epidemiologic context 

and provide evidence to support an informed individual choice for PWLHIV to the extent that it is possible.  

However, given the negative consequences of TB disease during pregnancy for the mother and the fetus, it is 

imperative that PMTCT programs continue to screen women for active TB during clinical encounters and ensure 

linkage to treatment for those with TB, along with household screening.   

1 Bothamley, G. Drug Treatment for Tuberculosis during Pregnancy: Safety Considerations.  Drug Safety.  2001; 24(7):553-65 
2 WHO 2018 Guidelines for Latent tuberculosis infection: Updated and consolidated guidelines for programmatic 
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