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~Treatment shortening regimen —
Drug Sensitive TB

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

Four-Month Rifapentine Regimens
with or without Moxifloxacin for Tuberculosis

S.E. Dorman, P. Nahid, E.V. Kurbatova, P.P.J. Phillips, K. Bryant, K.E. Dooley,
M. Engle, S.V. Goldberg, H.T.T. Phan, J. Hakim, ].L. Johnson, M. Lourens,
N.A. Martinson, G. Muzanyi, K. Narunsky, S. Nerette, N.V. Nguyen, T.H. Pham,
S. Pierre, A.E. Purfield, W. Samaneka, R.M. Savic, |. Sanne, N.A. Scott, J. Shenje,
E. Sizemore, A. Vernon, Z. Waja, M. Weiner, S. Swindells, and R.E. Chaisson,
for the AIDS Clinical Trials Group and the Tuberculosis Trials Consortium

2234 participants (194 PLHIV, 1703 with cavity on CXR)
Randomized 1:1:1 to 3 arms
Noninferiority study

N Engl J Med 2021;384:1705-18.




' Study 31/A5349

Control
(2HRZE/4HR)

RPT
(2HPZE/2HP)

RPT/Moxi
(2HPZM/4HPM)

Notes:
HRZE dosed at standard doses
Dosed daily, 7 days/week, observed 5 days/week
Rifapentine 1200 mg (8 tablets)
Moxifloxacin 400 mg

Isoniazid (H)

Rifampin (R)

Ethambutol (E)

Pyrazinamide (2) _

Isoniazid (H)
Rifapentine (P)
Ethambutol (E)

Pyrazinamide (2)

Isoniazid (H)
Rifapentine (P)
Moxifloxacin (M)
Pyrazinamide (2)




Study 31 - Results

—&— Primary: adjusted for HIV and cavitation —O— Primary: unadjusted
—e— Secondary: adjusted for HIV and cavitation

Percentage-Point Difference (95% Cl)

—o— Secondary: unadjusted

RiFapentin Control

Analysis Population

% no. with unfavorable outcome total no.) 6.6 %

Intention to treat 213 (181/849) 20.9 (173/829) . : 0.4 (-3.5t04.3)
o ! 0.5 (3.5 to 4.4)
Microbiologically eligible  15.5 (123/791) 14.6 (112/768) = i 1.0 (-2.6 to 4.5)
o ! 1.0 (-2.6 to 4.5)
Assessable 11.6 (88/756) 9.6 (70/726) = : 2.0 (-1.1te5.1)
= ! 2.0 (-1.1te 5.1)

Per-protocol 75% 6.1 (43/706) 3.1 (21/673) — . 3.0 (0.8 to 5.2)

— o 3.0 (0.8 to 5.2)

Per-protocol 95% 5.8 (37/641) 2.7 (15/563) —— 3.1 (0.9 0 5.3)

—a— i 3.1 (0.9 to 5.4)

4 2 2 4 6 8 10

Analysis Population
Intention to treat

Microbiclogically eligible

Assessable 14.2 (107/752) 9.6 (70/726) - 4.4 (1.2t07.7)
o 4.6 (1.3 10 7.9)
Per-protocal 75% 10.5 (75/715) 3.1 (21/673) = 7.3 (4.7 t0 9.9)
7.4 (4.3 to 10.0)
Per-protocol 95% 10.9 (71/650) 2.7 (15/563) . 8.2 (5.5 to 11.0)
o 8.3 (5.5 to 11.0)
I T T T T T
-4 -2 2 4 6 3 10
Rifapentine Better Control Better

Rifapentine

% (no. with unfaverable outcome/total no.)

23.0 (193/838)

17.7 (139/784)

Rifapentine—Moxifloxacin Better

Control

20.9 (173/329)

14.6 (112/768)

Percentage-Point Difference (95% Cl)

Control Better

L ]

m}

21 (-1.8t0 6.1)
2.2 [-1.8t06.1)
3.0 (-0.6 to 6.6)
3.1 (-0.5 to 6.8)

N Engl J Med 2021;384:1705-18.




Safety and Efficacy Study 31/A5349

TABLE 1. EFFICACY AND SAFETY OUTCOMES IN S31/A5349

EFFICACY | SAFETY

Reglmen Favorable outcomes Unfavorable outcomes | Grade 3 or hilgher AEs | All-cause mortality
Control 90.4% 9.6% 19.3% 0.8%

(ZHRZE/4HR) (656/726) (70/726) (159/825) (7/825)

RPT-MOX 88.4% 11.6% 18.8% 0.4%
(ZHPZM/2HPM) (668/756) (88/756) (159/846) (3/846)

TABLE 2. EFFICACY AND SAFETY OUTCOMES IN S31/A5349 AMONG PLHIV

EFFICACY SAFETY

Reglmen Favorable outcomes Unfavorable outcomes | Grade 3 or higher AEs | All-cause mortallty
HIV+ HIW- HIV+ HIV- HIV+ HIV- HIV+ HIV-
Control 84.7% 90.8% 15.3% G8.2% 21.4% 19.1% 2.9% 0.7%
(ZHRZE/4HR) (50/59) (605/666) (9/59) (61/666) (15/70) (144/755) | (2/70) (5/755)
RPT-MOX 91.4% 88.1% 8.6% 11.9% 13.9% 19.3% 0% 0.4%
(ZHPZM/2HPM) ({53/58) (615/698) (5/58) (83/698) (10/72) (149/774) (0/72) (3/774)

https://www.treatmentactiongroup.org/publication/an-activists-guide-to-shorter-treatment-for-drug-sensitive-tuberculosis/




Potential Challenges

Pill burden

 11INH, 8 rifapentine, 1 moxifloxacin, 1 pyridoxine (everybody gets these)
+ PZA for weight

Tolerability (versus safety, efficacy)

Familiarity with the regimen
e Substitutions?
* There is no guidance on substituting any of the drugs
* EOT and they need more treatment?
 Thereis noreal guidance on how long to extend treatment

Drug shortages!
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