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CH-1211, Geneva 27, Switzerland

Re. Statement in support of including Pretomanid, 200mg tablet, in the World Health

Organization Model List of Essential Medicines
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Dear Expert Committee:
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Shenyang Hongqi Pharmaceutical Co., Ltd (Hongqi) submits this letter in support of adding a
200 mg tablet formulation of pretomanid to the World Health Organization (WHO) Model List of
Essential Medicines (EML) for the treatment of tuberculosis (TB). Shenyang Honggi
Pharmaceutical Co., Ltd. was founded in 1964. Since the 1980s, it has focused on the R&D,
production, sales and service of tuberculosis drugs. After more than three decades of unremitting
efforts, it has become the largest R&D and production base of anti tuberculosis drugs in China,
providing high-quality drugs and services for more than 13 million tuberculosis patients.
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The new tuberculosis drug PA-824 developed by the non-profit organization TB Alliance passed
the FDA review and came into the market in 2019, and formed the BPaL regimen with bedaquiline
and linezolid for the treatment of adults with what was then defined as pulmonary extensively
drug-resistant (XDR-TB), treatment- intolerant or nonresponsive multidrug resistant tuberculosis
(MDR-TB). Pretomanid has currently been approved by the European Drug Administration, South
Korea, India, South Africa, Tajikistan, and more than 10 countries, and has been pre approved by
WHO. It has started to be supplied to more than 35 countries worldwide.
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Nix-TB is an open label phase I1I single arm clinical trial conducted in South Africa, mainly to



evaluate the safety and effectiveness of the BPaL regimen in refractory drug-resistant pulmonary
tuberculosis. The Nix-TB results show that the BPaL regimen has a good therapeutic effect on
refractory drug-resistant pulmonary tuberculosis. Of the 109 patients treated with the BPaL
regimen (71 cases of extensive drug resistance and 38 cases of refractory multidrug resistance), 98
patients were cured and did not relapse after 2 years of follow-up, The cure rate was 90% (95%
Cl: 83%~95%). ZeNix (NC007) is a partially blind randomized clinical trial designed to evaluate
the safety and effectiveness of bedaquiline, pretomanid, and different doses of linezolid (BPaL) in
patients with refractory drug-resistant pulmonary tuberculosis. After adjusting the dose of
linezolid, the treatment success rate was similar to that of Nix-TB research. The treatment success
rates of 1200mg for 6 months, 1200mg for 2 months, 600mg for 6 months, and 600mg for 2
months were 93%, 89% ,91% and 84%, but the group treated with 1200 mg for 6 months
experienced more peripheral neuropathy and anemia, with the incidence rates of 38% and 22%,
respectively. The other three groups experienced 24% and 17%, 24% and 2%, 13% and 7%,
respectively, indicating that the 6-month regimen of linezolid 600 mg has better therapeutic
efficacy and better safety.
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TB-PACTECAL is a multicenter, open label, multi group, randomized, controlled, multi-stage, 2-3
phase trial, which evaluated the short-term treatment regimen containing bedaquiline and
pretomanid in combination with existing and reused anti tuberculosis drugs (such as linezolid and
clofazimine) to treat microbial confirmed MDR/RR-TB patients, and the 6-month BPaLLM regimen
consisting of bedaquiline, pretomanid, linezolid (600mg) and moxifloxacin, It is possible to replace
the 9-month or long-term (>18 months) regimen in MDR/RR-TB patients > 15 years of age who
have no previous exposure to bedaquiline, pretomanid, and linezolid (defined as drug exposure>1
month).
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The low detection rate and treatment success rate of multidrug-resistant tuberculosis are the
biggest obstacles to tuberculosis control. The course of treatment for multidrug-resistant



tuberculosis lasted for 9 to 24 months, with serious adverse drug reactions and poor patient
treatment compliance. Some patients could not choose effective treatment schemes with
second-line anti tuberculosis drugs due to their extensive drug resistance spectrum, resulting in
high mortality. The BPaL regimen has been recommended by WHO and BPaLM regimen in the
2022 update. The regimen is the last life-saving method for MDR/RR-TB pulmonary tuberculosis
patients who cannot construct an effective treatment regimen and whose lives are seriously
threatened, demonstrating the extreme importance of this regimen.
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Thank you for the opportunity to share our views on the importance of adding the Pretomanid 200
mg tablet to the WHO EML. If you need additional information on our support of this application,
please contact  Frank Liu,frank.liu@hongqipharma.com.
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