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757 Patients were assessed for eligibility

85 did not progress to randomisation:
17 Failed initial clinical screening

6 Declined consent

| 1 Unable to find a treatment monitor
61 Failed laboratory screening, of which:

29 Xpert MTB/RIF — MTB not detected
20 HbA1c >48 mmol/mol

h J

672 Were enrolled and underwent randomisation

'

224 Were assigned to receive control 223 Were assigned to receive study
regimen (2HRZE/4HR) regimen 1 (2HR1200ZE/2HR1200)

A 4

h 4

225 Were assigned to receive study
regimen 2 (2HR1800ZE/2HR1800)

All 672 participants received at least one dose of study medication
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Study
population

Study regimen

% Unfavorable

Control

B Primary A Secondary

aRD (90% Cl)

miTT-M

SR2 (R 1800 mg)
SR1 (R 1200 mg)

13.4 (25/186)
10.2 (19/186)

7.0 (13/187)
7.0 (13/187)

6.3 (1.1to 11.5)
3.1 (-1.6 t0 7.9)

mITT-All

PP-M

PP-All

SR1 + SR2
SR2
SR1
SR2
SR1
SR2
SR1

11.8 (44/372)
13.4 (27/201)
10.2 (21/206)
10.6 (19/180)
9.3 (17/182)
10.8 (21/195)
9.4 (19/202)

7.0 (13/187)
6.3 (13/206)
6.3 (13/206)
4.4 (8/182)
4.4 (3/182)
4.0 (8/201)
4.0 (8/201)

I
-4

T T T

10 12

T T T T
-2 0 2 4 6 8

Risk difference (Experimental Regimen-Control Regimen; percentage points)

1
14

4.3 (0.7 to 8.9)
7.0 (2.1 to 11.9)
3.8 (-0.6 to 8.2)
6.1 (1.5 to 10.6)
4.8 (0.5 t0 9.0)
6.7 (2.4t011.1)
5.3 (1.3 t0 9.3)
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Table 3. Laboratory-Defined and Clinical Adverse Events According to Treatment Group.*

Control Study Regimen 1 Study Regimen 2
Participants Experiencing (n=224) (n=223) (n=225)
Primary safety outcome
Grade 3 or 4 adverse event — no. (%) 9 (4.0) 10 (4.5) 10 (4.4)

Percentage point difference from control (95% Cl)

0.5 (-3.3 to 4.2)

0.4 (-3.3 to 4.2)

Secondary safety outcome

Grade 1-4 adverse event — no. (%)

Percentage point difference from control (95% Cl)

120 (53.6) 109 (48.9)
~4.7 (-13.9 to 4.6)

115 (51.1)
-2.5 (-11.7 to 6.8)

Other safety outcomes — no. (%)
Serious adverse event
Notifiable adverse event
Notifiable adverse event, excluding pregnancy
Death

3 (L.3) 3 (1.3)
10 (4.5) 13 (5.8)
6 (2.7) 11 (4.9)
5 (2.2) 8 (3.6)

3 (1.3)
13 (5.8)
13 (5.8)

3 (1.3)
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Table 2. Primary and Key Secondary Outcome Analyses.*

Control Study Regimen 1 Study Regimen 2
mITT-M Primary Analysis Assessable Outcomes (n=187) (n=186) (n=186)
Favorable

Participants with outcome — no. (%) 174 (93.0) 167 (89.8) 161 (86.6)
Unfavorable

Participants with outcome — no. (%) 13 (7.0) 19 (10.2) 25 (13.4)
Adjusted percentage point difference from control (90% Cl) 3.1 (-1.6to 7.9) 6.3 (1.1 to 11.5)
Reasons for unfavorable outcome

Death during the treatment phase 3 (1.6) 4 (2.2) 0

Posttreatment death, TB a plausible cause 0 1 (0.5) 0

Lost to follow-up during the treatment phase 2 (1.1) 0 1 (0.5)

Withdrew from the trial during the treatment phase’ 3 (1.6) 2 (1.1) 5 (2.7)

Change in treatment because of adverse event* 1 (0.5) 2 (1.1) 7 (3.8)

Two consecutive positive cultures after completing treatment 2 (1.1) 9 (4.8) 9 (4.8)

Retreated for TB because of clinical signs and symptoms without 2 2 (1.1) 1 (0.5) 3 (1.6)

consecutive positive cultures
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Not unique to RIFASHORT - TBTC Study 31

Table 2. Primary Efficacy Analysis in the Microbiologically Eligible and the Assessable Populations.*
Outcome Microbiologically Eligible Population Assessable Population
Rifapentine— Rifapentine—
Control Moxifloxacin Rifapentine Total Control Moxifloxacin Rifapentine Total
(N=768) (N=791) (N=784) (N=2343) (N=726) (N=756) (N=752) (N=2234)
Favorable
Participants with outcome — no. (%) 656 (85.4) 668 (84.5) 645 (82.3) 1969 (84.0) 656 (90.4) 668 (88.4) 645 (85.8) 1969 (88.1)
Adjusted difference from control — percentage NA 1.0 (-2.6t0 4.5) 3.0 (-0.6 to 6.6) NA NA 20(-1.1t05.1) 4.4(1.2t07.7) NA
points (95% ClI)
Participant had negative culture at month 12 —no. (%) 643 (83.7) 656 (82.9) 636 (81.1) 1935 (82.6) 643 (88.6) 656 (86.8) 636 (84.6) 1935 (86.6)
Participant was seen at month 12 but no sputum was 13 (1.7) 12 (1.5) 9(1.1) 34 (1.5) 13 (1.8) 12 (1.6) 9(1.2) 34 (1.5)
produced or cultures were contaminated but
without evidence of M. tuberculosis — no. (%)
Unfavorable
Participants with outcome — no. (%) 112 (14.6) 123 (15.5) 139 (17.7) 374 (16.0) 70 (9.6) 88 (11.6) 107 (14.2) 265 (11.9)
Outcome related to tuberculosis — no. (%) 24 (3.1) 45 (5.7) 75 (9.6) 144 (6.1) 24 (3.3) 45 (6.0) 75 (10.0) 144 (6.4)
Two consecutive positive cultures at or after week 11 (1.4) 34 (4.3) 63 (3.0) 108 (4.6) 11 (1.5) 34 (4.5) 63 (8.4) 108 (4.8)
174




RIFASHORT wasn’t able to
demonstrate non-inferiority

Did we pose the right question?
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Given the choice:

6 months — 2% require retreatment
or
/. months — 5% require retreatment?
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Another way? - The FDA snapshot algorithm TN
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Primary outcome (Month 12)

TB treatment outcomes Control ArmA
TB cure and recurrence free survival 82% 79%
Lack of efficacy — TB recurrence, TB death 3% 3%
No month 12 assessment
Discontinued due to death 1% 1%
Discontinued due to AE 2% 5%
Discontinued due to other reasons
Loss to follow-up 5% 5%
Participant withdrawal 5% 5%
On study but no assessment at month 12 2% 2%
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