



TB-PRACTECAL: MSF clinical trial finds short, effective and safe drug-resistant tuberculosis treatment 
New results show a much shorter treatment regimen for drug-resistant TB is superior to current care
London, 20 October 2021 – TB-PRACTECAL, a clinical trial led by Doctors Without Borders (MSF) has found that a new all-oral six-month treatment regimen is safer and more effective at treating rifampicin-resistant tuberculosis (RR-TB) than the current accepted standard of care. These results signal the start of a new chapter for people with drug-resistant (DR)-TB who currently face lengthy treatment regimens of up to 20 months that can include painful injections and up to 20 pills a day that can cause severe side-effects. These gruelling regimens only cure one in two patients and can have a catastrophic effect on people’s physical and mental health, as well as their financial and social lives.
MSF is today announcing these results at the 52nd Union World Conference on Lung Health, and intends to publish them in full in a peer-reviewed journal later this year. MSF is also sharing the data with the World Health Organisation (WHO) ahead of the WHO DR-TB treatment guideline review with the hope of influencing national DR-TB guidelines and ultimately clinical practice. 
TB-PRACTECAL is the first-ever multi-country, randomised, controlled clinical trial to report on the efficacy and safety of a six-month, all-oral regimen for RR-TB. It tested a six-month regimen of bedaquiline, pretomanid, linezolid and moxifloxacin (BPaLM), against the locally accepted standard of care. The trial enrolled 552 patients overall, of which 301 were included in the analysis at this stage. The trial took place in seven sites across Belarus, South Africa and Uzbekistan. 
The phase II/III clinical trial found that the new shorter treatment regimen was very effective against RR-TB. 89 per cent of patients in the BPaLM group were cured, compared to 52 per cent in the standard of care group. Tragically four patients died from TB or treatment side effects in the control group, while there were no deaths among patients on the new regimen. Additionally, trial results showed that the new drugs lead to a significantly lower rate of major side effects, with 80 per cent of patients avoiding any major side effects compared to 40 per cent in the control group. 
[bookmark: _Hlk84507737]“When we embarked on this journey nine years ago, patients with DR-TB around the world were facing lengthy, ineffective and gruelling treatment that disrupted their lives,” says Bern-Thomas Nyang’wa, MSF Medical Director and Chief Investigator of the trial. “Patients were telling us how hard it was to adhere to treatment, but little progress was being made to find kinder treatments because diseases most prevalent in low- and middle-income countries don’t attract investment. So we were compelled to pursue new treatment options ourselves. These results will give patients, their families and healthcare workers worldwide, hope for the future of DR-TB treatment.”
Nosipho Ngubane, Principal Investigator at King DinuZulu Hospital, South Africa, one of the seven TB-PRACTECAL trial sites says, “it has been an honour to serve our communities through this research. “For participants, it has been easier to comply with the treatment and complete this shorter regimen which uses fewer tablets.”
MSF hopes these results will serve as a major contribution to the growing body of evidence for global treatment recommendations to be updated to include a short, effective, and safe treatment regimen. Ultimately, MSF believes these results prove that a change in clinical practice is now due. 
“[The shorter treatment] would mean a lot as I think when you are on treatment, some parts of your life feel like they are put on hold,” says Awande Ndlovu who was enrolled in the trial at the THINK Hillcrest Clinical Trial Unit in South Africa. “Before [the trial] gave me hope, I couldn’t even see the slightest glimpse of recovering from MDR-TB.”
MSF and its TB PRACTECAL partners continue to provide care and check-ups for patients who are finishing their treatment in the trial, with the last patient follow-up scheduled for summer 2022. 
MSF plans to work closely with National TB Programmes, Ministries of Health and other key stakeholders to ensure that this treatment is available as soon as possible to patients.
“MSF is committed to providing TB care and advocating for effective and affordable treatments. Last year, our teams helped 13,800 people start on TB treatment, including 2,100 with drug-resistant TB. As one of the largest non-governmental providers of TB treatment worldwide, we are excited about what these results will mean for those with MDR-TB,” says Dr Christos Christou, MSF International President. 
“We’d like to extend our huge thanks to the staff and patients who have been so committed to this trial. Thanks to every one of them, we have new evidence for drastically shorter, effective, safer, and kinder treatments that the TB community have long waited for.” 

ENDS

NOTES TO EDITOR
MSF and TB 
MSF is one of the largest non-governmental providers of TB treatment worldwide. In 2020, MSF started 13,800 people on TB treatment, including 2,100 with drug-resistant TB.  
TB-PRACTECAL
TB-PRACTECAL is a multi-arm, multistage, open label, randomised controlled trial which enrolled into three investigational regimens in Stage 1: B-Pa-Lzd-Mfx, B-Pa-Lzd-Cfz and B-Pa-Lzd and a control arm. Stage 2 enrolled into the B-Pa-Lzd-Mfx investigational arm and the standard of care arm only. The trial enrolled 552 patients overall, of which 301 were included in this stage. Current patients in the trial will be followed up until Aug 2022 and the trial will close in Dec 2022. MSF intends to publish data on all 552 patients and arms at that point. More information on TB-PRACTECAL including primary outcome measures can be found here: Pragmatic Clinical Trial for a More Effective Concise and Less Toxic MDR-TB Treatment Regimen(s) - Full Text View - ClinicalTrials.gov. 
TB-PRACTECAL sub-studies
MSF is also carrying out three sub-studies as part of TB PRACTECAL.
1. PRACTECAL-PKPD: an exploratory pharmacokinetic and pharmacodynamic sub-study investigating the relationship between the patients' exposure to anti- tuberculosis (TB) drugs in the TB-PRACTECAL trial investigational regimens and their respective treatment outcomes.
2. PRACTECAL-EE: an economic evaluation of the cost-effectiveness of the new MDR-TB regimens in the three countries participating in the main study.
3. PRACTECAL-PRO: evaluates the effectiveness of TB-PRACTECAL interventions from the patient perspective in terms of their quality of life, shared decision making and satisfaction with services.
Sub-study results are expected in late 2021 and 2022.
TB-PRACTECAL partners
Partners in the trial are Médecins Sans Frontières (sponsor); London School of Hygiene and Tropical Medicine; Global Alliance for TB Drug Development; University College London; Drugs for Neglected Diseases initiative; Swiss Tropical & Public Health Institute; eResearch Technology, Inc.;  Republican Specialised Scientific Practical Medical Centre of Tuberculosis and Pulmonology, Uzbekistan; Republican Scientific and Practical Centre for Pulmonology and Tuberculosis, Belarus; TB & HIV Investigative Network (THINK); University of Liverpool; Clinical HIV Research Unit, Wits Health Consortium; Hackensack Meridian Health; University of California, San Francisco; University of Sussex; TDR, the special programme for research and training in tropical diseases.
The Dutch Postcode Lottery generously contributed towards the funding of the trial.
Timeline of milestones
January 2017: Trial launched and first trial site opens in Nukus, Uzbekistan. Stage one identified regimens containing the new drugs bedaquiline and pretomanid for further evaluation based on safety and efficacy outcomes after eight weeks of treatment.
November 2017: Second trial site opens in KwaZulu-Natal, South Africa (Doris Goodwin) 
December 2017: Third trial site opens in Minsk, Belarus.
October 2018: Trial sub-site opens in KwaZulu-Natal, South Africa (THINK Clinical Trial Unit, Hillcrest)
January 2019: Fifth trial site opens in Tashkent, Uzbekistan
August 2019: PRACTECAL-PKPD sub-study launches
September 2019: PRACTECAL-PRO sub-study launches.
November 2019: Sixth trial site opens in KwaZulu-Natal, South Africa (King DinuZulu Hospital)
December 2019: Final trial site opens in Johannesburg, South Africa (Helen Joseph Hospital). All seven trial sites are open.
October 2020: PRACTECAL-EE sub-study launches.
November 2020: Stage two of the study begins, evaluating the safety and efficacy of the best performing new regimen, compared with the World Health Organization recommended standard of care used locally.
March 2021: Patient enrolment ends early after independent data safety and monitoring board indicated that the regimen being studied is superior to current care.
Summer 2022: Last patient last follow-up expected
December 2022: Close-out expected




