


2 H P M Z  / 2 H P M
Two months of daily treatment with isoniazid, rifapentine, 
moxifloxacin and pyrazinamide, followed by two months of daily 
treatment with isoniazid, rifapentine, moxifloxacin 

Cheat Sheet: TB Drug & Regimen Abbreviations

H = isoniazid
R = rifampicin
P = rifapentine
Z = pyrazinamide
E = ethambutol
Lx, Lfx = levofloxacin
M, Mx, Mfx = moxifloxacin

Bdq, B = bedaquiline
Ptd, Pa = pretomanid
Dlm, D = delamanid
L, Lz, Lzd = linezolid
Cfz, C = clofazimine
Cs = cycloserine
K = kanamycin

HHd = high dose isoniazid
RHd = high dose rifampicin

SOC = standard of care
IA = injectable agent

DS-TB = drug-sensitive TB; no resistance
RR-/MDR-TB = rifampicin-/multidrug-resistant TB; resistance to rifampicin and isoniazid
pre-XDR-TB = pre-extensively drug-resistant TB; MDR-TB with additional resistance to the fluoroquinolones
XDR-TB = pre-extensively drug-resistant TB with additional resistance to other group A drugs (Bdq or Lzd)

- Numbers at the beginning of each regimen or after the forward slash (for regimens with intensive and continuation phases) 
represent the duration of treatment in months

- Letters represent the individual drugs comprising each regimen
- Subscripts indicate dosing in mg; Hd = high dose

6 B Pa L M  
Six months of daily treatment with bedaquiline, pretomanid, 
linezolid, and moxifloxacin.

2 H R Z E  / 4 H R 
Two months of daily treatment with isoniazid, rifampicin, 
pyrazinamide, and ethambutol followed by two months of daily 
treatment with isoniazid and rifampicin.



2010–2020+ TB TX RESEARCH AGENDA: 
DS-TB, DR-TB
• Drug-sensitive TB (DS-TB)
• Focused on shortening treatment to 2–4 months by optimizing rifamycin selection (i.e., rifampicin 

vs. rifapentine) and dosing, and/or by introducing new and repurposed medicines to first-line 
regimens (e.g., bedaquiline, pretomanid, linezolid, clofazimine, moxifloxacin/ levofloxacin)

• E.g., TBTC Study 31 (4HPZM); RIFASHORT (4HRHdZE); TRUNCATE-TB (hdRif + second-line 
drugs); SimpliciTB (4BPaMZ)

• Drug-resistant TB (DR-TB)
• Focused on shortening treatment to 6–12 months and improving outcomes and tolerability by 

replacing injectables, optimizing linezolid dose and duration, and/or by evaluating different 
combinations of new and repurposed medicines (e.g., bedaquiline, delamanid, pretomanid, 
clofazimine, moxifloxacin/ levofloxacin)

• E.g., STREAM 2 (9-12 months, all-oral, BDQ), MDR-END, ZeNix (6-9BPaL), TB-PRACTECAL (6-
9BPaLM), BEAT-Tuberculosis (6BDLz + Lx, C or both), BEAT TB (6-9BDLzC), endTB/endTB-Q



Table 1. Key Findings from Recently Completed Treatment-Shortening Trials 

Study Name
(Type of TB; Sample Size)

Study Arms
Experimental Regimens
[Control Regimen]

Key Findings

RIFASHORT
NCT02581527
(DS-TB; 672)

2HR1200ZE/2HR1200
2HR1800ZE/2HR1800
[2HRZE/4HR] 

The four-month high-dose rifampicin regimens were safe but failed to demonstrate non-inferiority to the standard of care 

TRUNCATE-TB
NCT03474198
(DS-TB; 675; PLHIV not included) 

2HRHdZELz600 
2HZELz600B 
[2HRZE/4HR] 

The two-month bedaquiline- and linezolid-containing regimen demonstrated non-inferiority to the standard of care. No 
statistically significant differences in safety were detected between arms.  

SimpliciTB
NCT03338621
(DS-TB, RR-/MDR-TB; 455) 

4BPaMZ 
[2HRZE/4HR] 
6BPaMZ 

The four-month BPaMZ regimen converted TB cultures to negative more quickly but there were more unfavorable outcomes 
driven by withdrawals from treatment due to adverse events (predominantly hepatotoxicity).

STREAM II
NCT02409290 
(RR-/MDR-TB; 588) 

4BCLxEZHHdPto/5BCLxEZ 
2BCLxZHHdK/4BCLxZ 
[4CLxEZHHdKPto/5CLxZE] 

Both bedaquiline-containing regimens demonstrated non-inferiority and superior efficacy to the nine-month injectable-
containing regimen. No significant differences in safety were detected between arms, except hearing loss observed at 
significantly higher rates in the nine-month injectable-containing control compared to the nine-month all-oral regimen.

TB-PRACTECAL
NCT02589782
(RR-/MDR-TB
Pre-XDR-TB; 552)

6BPaLzM 
6BPaLzC 
6BPaLz 
[9–20mo local SOC] 

All three bedaquiline- and pretomanid-based regimens demonstrated non-inferiority and an improved safety profile 
compared with the standard-of-care group. The incidence of adverse events was lower in the groups receiving bedaquiline-
and pretomanid-based regimens. 

BEAT-TB India
CTRI/2019/01/017310
(Pre-XDR-TB; 165; PLHIV not included) 

6BDLzC 
[none] 

The six-month bedaquiline- and delamanid-containing regimen was efficacious, producing a favorable outcome among 91% 
of participants at treatment completion and 86% of participants six months later. The six-month bedaquiline- and delamanid-
containing regimen was generally safe with most AEs easily identified and managed (e.g., anemia, neuropathy, skin 
hyperpigmentation). 

BEAT Tuberculosis South Africa
NCT04062201 
(RR-/MDR-TB, Pre-XDR; 374 enrolled, 199 
included in interim analysis)

6BDLz (Lx, C, or both) 
[9–12mo SOC] The six-month bedaquiline- and delamanid-based regimen had similar efficacy and safety to the standard-of-care regimen.  

MDR-END
NCT02619994
(MDR-TB; 214; PLHIV not included) 

9DLzLxZ 
[20mo IA-containing regimen] 

The nine-month delamanid-based regimen demonstrated non-inferiority to a 20-month injectable-containing regimen – the 
standard of care in 2014. No statistically significant differences in safety were detected between arms.  

https://clinicaltrials.gov/ct2/show/NCT02581527
https://clinicaltrials.gov/ct2/show/NCT03474198?term=TRUNCATE&rank=1
https://clinicaltrials.gov/ct2/show/NCT03338621?term=SimpliciTB&rank=1
https://clinicaltrials.gov/ct2/show/NCT02409290
https://clinicaltrials.gov/ct2/show/NCT02589782?term=NEXT&recrs=a&type=Intr&cond=MDR-TB&phase=2&rank=5
http://ctri.nic.in/Clinicaltrials/showallp.php?mid1=28676&EncHid=&userName=Padmapriyadarsini
https://clinicaltrials.gov/ct2/show/NCT04062201
https://clinicaltrials.gov/ct2/show/NCT02619994


RESOURCES

https://www.treatmentactiongroup.org/statement/croi-2023-
tuberculosis-research-round-up/

https://www.treatmentactiongroup.org/resources/
pipeline-report/2022-pipeline-report/

https://www.treatmentactiongroup.org/statement/response-to-
tuberculosis-treatment-trials-results-published-and-presented-during-
the-2022-union-world-conference-on-lung-health/

https://www.treatmentactiongroup.org/statement/croi-2023-tuberculosis-research-round-up/
https://www.treatmentactiongroup.org/resources/pipeline-report/2022-pipeline-report/
https://www.treatmentactiongroup.org/statement/response-to-tuberculosis-treatment-trials-results-published-and-presented-during-the-2022-union-world-conference-on-lung-health/
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Exciting Times in TB

• More high-quality science means better 
data to drive treatment decision 
making;

• TRUNCATE TB and SimpliciTB are 
important randomized controlled trials 
for understanding treatment 
approaches;

• Both have important ramifications 
impacted communities and the future 
direction on TB research;

• Discussion here based review of 
materials from CROI (Seattle, Feb 19-22, 
2023) and conversations with CROI 
attendees and presenters.



TRUNCATE TB

• Proof of concept study looking at greatly 
shortening treatment duration for drug-
susceptible TB;

• Underlying principle that most people living with 
TB are OVERTREATED in order to “prevent 
relapse” in a smaller percentage;

• Study used a novel trial design (MAMS), was 
largely concentrated in Southeast Asia, and did 
not enroll a single person with HIV;

• Logistical challenges drove the study 
progress/decision making—nobody with HIV in 
study population;

• Results will not have any treatment implications 
for the next few years but may drive the 
research agenda;

• Included a (very basic) study of acceptability;

• Updated presentation with relapse now 
considered as an UNFAVORABLE outcome





















SimpliciTB

• Universal regimen approach looking at a 
four-month regimen of BPaMZ for DS-TB 
and DR-TB (although both populations 
compared to HREZ);

• Added bedaquiline to the regimen used in 
the STAND trial (a study that was halted 
due to hepatotoxicity, supposedly from a 
combination of PZA and pretomanid);

• Assessed efficacy as “time to culture 
negative status” in liquid media by 8 
weeks;

• Also looked at secondary endpoint of 
percentage of participants with composite 
of unfavorable outcome at week 52 after 
treatment initiation ;

• No assessment of patient acceptability or 
preferences















SUDOCU Study of Sutezolid

• Seeking a “less toxic” alternative to 
linezolid in the oxazolidinone 
family;
• Drug has been around for more 

than a decade;
• Dose-ranging study over 12 weeks 

given in combination with BDQ-
DLM-MFX followed by total 
treatment of 6 months;
• 75 participants enrolled and 

randomized to one of five arms 
(placebo plus four doses of 
sutezolid)









Discussion Points from 
the Meeting
• “Pan-TB” regimen—will  donors and 

programs keep pursuing this?
• Options should exist (but will the move 

be toward sacrificing the vulnerable 
“few” in service of the many?);

• Trials are being driven by “proof of 
concept” studies that may be most 
exciting to donors or researchers;

• People are very excited to over-
interpret the study findings (see 
STREAM-2 from Union as an example of 
this!)…

• …and to always suggest more studies of 
similar things—for example the safety 
issue with PaMZ was well known so why 
did BPaMZ go forward?



Issues to Consider for 
Communities
• Bedaquiline-oxazolidinone combination 

seems potent and sutezolid may be a less 
toxic alternative ;

• Beware vulnerable sub-populations being left 
out of advances (i.e. “overtreating the many 
in deference to the few”);

• TB studies always outperform what is seen in 
real-life (this is why we need controlled 
trials);

• Best ways to balance toxicity, duration, and 
relapse issues;

• Advocacy for access but also for including 
studies of preferences and needs of impacted 
populations as a key part of future TB trials;

• Differentiated models of service delivery;
• Donors, programs and scientists driving the 

research agenda (and funding) may not 
always share views with communities about 
what is important—so ongoing advocacy 
needed



Thank you!
jenniferfurin@gmail.com

Great gratitude to the TAG 
team members who supported 
this work on many levels

mailto:jenniferfurin@gmail.com






• Drug-sensitive TB (DS-TB)
• Focused on iterating on 2–4-month regimens by using a stratified medicine approach to go shorter for certain low 

risk groups, swapping in high dose rifampicin for rifapentine, or by introducing new and repurposed medicines to 
first-line regimens (e.g., clofazimine, bedaquiline, delamanid).

• E.g., SPECTRA (stratified medicine approach to HPMZ), STEP2C (3RHdHZMHd), OptiRiMoxTB (4HRHdMZ), CLO-
FAST (2CHPZE/1CHPZ), CRUSH-TB (4BMZ + D or Rb)

• Drug-resistant TB (DR-TB)
• Focused on shortening treatment by combining bedaquiline and delamanid and repurposed medicines 

(pretomanid-sparing regimens), and introducing stratified medicine approaches
• E.g., endTB-Q (6-9BDLzC), DRAMATIC (4-9BDCLxLz)
• Pan-TB 
• Focused on advancing novel drugs in the context of new 2–4-month regimens, mostly using a bedaquiline and 

delamanid or pretomanid backbone, and swapping in new drugs with new mechanisms of action (e.g., DprE1 
inhibitors) or advantaged alternatives to existing drugs (e.g., next generation oxazolidinones or diarylquinolines)

• E.g., PAN-TB, UNITE4TB, Otsuka Trial 323

2023 & BEYOND TB TX RESEARCH AGENDA: 
DS-TB, DR-TB, Pan-TB





WHAT DOES IT MEAN?

641 x24

one-month or 
once weekly 

treatment 
regimens for 

TB prevention.
1HP, 3HP, 3HR from 

ACTG A5279 and 
TBTC Study 26 / 

ACTG A5259

four-month 
treatment 

regimens for 
drug-sensitive 

TB.
4HPMZ, 4HRZ[E] 

from TBTC Study 31 / 
ACTG A5349 and the 

SHINE trial

six-month 
treatment 

regimens for 
drug-resistant 

TB.
6BPaL[M] from

TB-PRACTECAL and 
ZeNix trials

by the end 
of 2024.

A deadline for having in 
place the “staff, stuff, 
space, systems, and 
support” needed for 

shorter TB regimens to be 
made accessible to 

everyone, everywhere as 
a human right.

& priority research to extend the benefits of short treatment and prevention 
regimens to any groups who cannot currently use them due to data gaps or 
research exclusions.



CAMPAIGN RESOURCES (3/3)
WORLD HEALTH ORGANIZATION GUIDELINES+

WHO consolidated 
guidelines on 

tuberculosis, Module 
1: Prevention: 
Tuberculosis 

preventive treatment:
https://www.who.int/publications/i/i

tem/9789240001503 

WHO consolidated 
guidelines on 

tuberculosis, Module 
5: Management of 

tuberculosis in 
children and 
adolescents:

https://www.who.int/publications/i/i
tem/9789240046764

Global Fund 
Tuberculosis 

Information Note, 
Allocation Period 

2023–2025:
https://www.theglobalfund.org/me
dia/4762/core_tuberculosis_infono

te_en.pdf

WHO consolidated 
guidelines on 

tuberculosis, Module 
4: Treatment: Drug-

susceptible 
tuberculosis 
treatment:

https://www.who.int/publications/i/i
tem/9789240048126 

WHO consolidated 
guidelines on 

tuberculosis, Module 4: 
Treatment of 
drug-resistant 
tuberculosis:

https://www.who.int/publications/i/ite
m/9789240063129



CAMPAIGN RESOURCES (1/3)
ACTIVIST GUIDES

An Activist’s Guide to 
Rifapentine for TB Infection:

https://www.treatmentactiongroup.org/publicati
on/an-activists-guide-to-rifapentine-for-the-

treatment-of-tb-infection/

An Activist’s Guide to Shorter 
Treatment for Drug-Sensitive 

Tuberculosis:
https://www.treatmentactiongroup.org/publicati
on/an-activists-guide-to-shorter-treatment-for-

drug-sensitive-tuberculosis/

1/4/6x24 Community Campaign 
Training Materials

https://www.treatmentactiongroup.org/publication/1-
4-6x24-community-campaign-training-materials/

GFAN Advocacy Briefs:
https://www.globalfundadvocatesnetwor
k.org/resource/advocacy-guides-to-1-4-

6x24-shorter-regimens-for-tb/

A campaign to rally 
energy, political will 
& funding to end TB 

A campaign to rally 
energy, political will 
& funding to end TB 

A campaign to rally 
energy, political will 
& funding to end TB 



FOR MORE INFORMATION, AND TO FIND COMMITMENTS 
AND OTHER CAMPAIGN RESOURCES


