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Urgent request for pretomanid label expansion to align with 
WHO guidelines and improve treatment accessibility 
and efficacy 

S U M M A R Y  

Pretomanid is a key anti-TB drug included in the WHO 
list of essential medications. The current EMA- 
approved label for pretomanid restricts its use to the 
regimen comprising bedaquiline, pretomanid and line-
zolid (BPaL) and only for extensively drug-resistant-TB 
or multidrug-resistant TB, “when antibiotics used for 
the latter form of TB do not work or cause unacceptable 
side effects.” This restricted use implies that the older, 

prolonged and poorly tolerated regimens remain 
the recommended treatment for most cases of drug- 
resistant TB. The authors, representing many respira-
tory groups and societies, call for the label expansion of 
pretomanid to align with global guidelines, allowing for 
broader use. 
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We express our strong support for the proposed label 
expansion of pretomanid, a key anti-TB drug, which is 
included on the WHO model list of essential medi-
cines.1 This initiative aims to align clinical practice 
with the latest WHO guidelines2 and updated guide-
lines by the American Thoracic Society, U.S. Centers 
for Disease Control and Prevention, European Re-
spiratory Society, and Infectious Diseases Society of 
America.3 The current EMA-approved label for pre-
tomanid (Dovprela®) tablets restricts its use to the 
regimen comprising bedaquiline, pretomanid and 
linezolid (BPaL) and only for extensively drug- 
resistant-TB (XDR-TB) or for multidrug-resistant 
(MDR-TB) “when antibiotics used for this form of 
tuberculosis do not work or cause unacceptable side 
effects”.4 In this context, it is important to highlight 
that the definition of XDR-TB was revised by WHO in 
2021, after pretomanid (Dovprela®) authorisation, 
and now describes a different patient population,5 

those with Mycobacterium tuberculosis resistance 
against rifampicin (with or without isoniazid), levo-
floxacin or moxifloxacin, and bedaquiline and/or 
linezolid. 

This restricted use implies that the older, pro-
longed and poorly tolerated individualised regimens 
remain the recommended treatment for most per-
sons affected by MDR-TB or rifampicin-resistant 
TB (RR-TB). However, since 2022, and based on 
evidence from the NiX, ZeNix and TB-PRACTE-
CAL trials, WHO has recommended BPaL with 
moxifloxacin (BPaLM) as the standard of care for 
MDR/RR-TB. Furthermore, WHO advises omitting 
moxifloxacin in cases of fluoroquinolone resis-
tance.6–8 Following the WHO 2022 guidelines 
recommending programmatic use of BPaL(M) for 
all patients with rifampicin-resistant TB, WHO 
issued a Call to Action9 emphasising that rapid 
implementation of these regimens could signifi-
cantly improve treatment outcomes and patient 

quality of life. WHO urged governments, healthcare 
providers and stakeholders to prioritise the inte-
gration of BPaL(M) into national TB programs. 

The BPaL(M) regimen has been implemented in 
individual countries through pilot programs, clinical 
trials, operational research and programmatic settings. 
Notably, the mBPaL trial in India,10 a prospective 
cohort study in Belarus and Uzbekistan,11 and a pilot 
implementation study in Pakistan,12 demonstrated 
high success rates and a safety profile consistent with 
the results of the earlier Nix-TB, ZeNix and TB- 
PRACTECAL trials. Furthermore, the BPaL(M) reg-
imen has been shown to be cost-effective across four 
countries.13,14 Shortening the duration of treatment is 
a priority for MDR/RR-TB patients, along with re-
ducing pill burden and tolerability of new regimens.15 

However, recent data from TBNet and WHO-EURO 
surveys assessing the availability of drugs and resis-
tance testing in Europe highlight significant disparities 
in access to the BPaL(M) regimen. These findings re-
veal that of the surveyed countries, only 23/44 (52%) 
and 3/18 (17%), respectively, have full access to all 
necessary drugs, with pretomanid being notably the 
least accessible.7,16 

In EU/EEA countries, numbers of MDR/RR-TB 
cases are increasing. Therefore, we urge an expe-
dited review of the pretomanid (Dovprela®) label by 
the EMA. A recent review supports the use of 
pretomanid-based regimens in patients with drug- 
resistant TB and found that pretomanid-based reg-
imens are efficacious with tolerable safety profile.17 

An updated label that includes broader indications 
for pretomanid will not only align with the best 
clinical practices and WHO recommendations but 
also address the urgent need for equitable access to 
treatment across Europe. 

We strongly advocate for a label update that reflects 
the WHO’s current guidelines on use of pretomanid to 
improve treatment accessibility and efficacy. 
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