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Efficacy and safety of 8-week regimens for the treatment of
rifampicin-susceptible pulmonary tuberculosis (TRUNCATE-TB):
a prespecified exploratory analysis of a multiarm, multi-stage,

open-label, randomised controlled trial

Standard 24-week Rifampicin-linezolid Rifampicin-

*8-week regimens alone had
lower efficacy than standard
treatment.

Rifapentine- Bedaquiline-

treatment 8-week regimen  clofazimine linezolid 8-week | linezolid 8-week
regimen (n=181) (n=184) 8-week regimen  regimen regimen * sipe
e ws s They should only be used within
2 ) the TRUNCATE management
IM Z7(4%) 46(25%) 10(13%) a7%) a4 \ |
Estimated absolute risk (%, 95% BCI) 35%(15-66)  245%(184-310) 112%(54-189) 14.9%(62-268)  12.9% (8:6-18.0) Stl‘ategy-
Probabilitythat absoluterisk 20% 1000 0076 0984 0831 0996 8% Az
Risk difference (%, 95% BCI)* 210%(143-281)  8.9%(20-172)  108%(01-237)  93%(43-149 . .
Probability that risk difference <12% 0.004 0-800 0.606 0837 relapse monltorlng
Outcome classification Kl AR E (B2 2
I(w r
Unfavourable outcome (total) 7 (4%) 46 (25%) 10 (13%) 7 (17%) 26 (14%) relapse l H ! ( = l )
Switched treatment with positive culture o 0 0 0 1 962; outcome ":g”'
Failure at end of treatment 0 - 0 0 0
Relapse confirmedt 4 40 10 6 21
Relapse unconfirmeds 0 0 0 0 3
Desth,excptvelateds 2 3 a t o Xpert MTB/RIF semi-quantitative 73 2t
Not seen at week 96, unfavourable§] 1 2 0 0 1
Unassessable outcome (total) 6(3%) 29/(16%) 12 (15%) 13(31%) 16 (8%)
Incomplete initial treatment]| 1 9 4 10 6 + . ity =~
Missed >7 days’ treatment in first 56 days 3 14 4 1 6 Very 10W LOW ° prObablhty 097
Switched treatment without positive culture 0 3 1 0 2
Restarted treatment without failure or relapse & 3 3 2 0
Death, unrelated** 1 0 0 0 0
Not seen at week 96, unassessabletf 1) ) 0 0 2
Favourable outcome (total) 168 (93%) 109 (59%) 56 (72%) 22 (52%) 147 (78%) |

Lancet Infect Dis 2025; 25: 1084-96



Trial of High-Dose Oral Rifampin in Adults with Tuberculous Meningitis

*Rifampin CSF penetration®| Y3

*CSF 5% = plasma®{ °f 5%

— standard dose (10 mg/kg)Z ¢ CSF°IA detectable level®l YT 3+ %5
*N Engl J Med 2016;374:124-34

— rifampin 15 mg/kg — L2 Y3

Standard therapy Vs High dose group (Rifampin 35mg/kg/day for 8 weeks)

Standard Treatment

Treatment duration : 9-12 months
adjunctive glucocorticoids At &

High-Dose Rifampi Standard-Dose Rifampi

Primary outcome : 6-month mortality ik TSR
| 3 =
Secondary outcome: pos Pacav |

12-month mortality - =~ 2

24% A[ %12 modified Rankin scale N 240 N 250
Safety Outcomes N Engl J Med 2025;393:2434-2446



A Overall Survival at 6 Months

Percentage of Participants
3

Mortality, 6 mo

40.7 (95% CI, 34.2 to 46.6)
Mortality, 6 mo

44.6 (95% C1, 37.9 10 50.5)

Standard-dose rifampin

High-dose rifampin

T
0 2 4 6 8 10

Weeks since Randomization

No. at Risk
Standard-dose rifampin 250 209 194 180 170 164
High-dose rifampin 249 189 169 162 156 151

C Overall Survival among Participants Living with HIV
100-

90:

20

70

Standard-dose rifampin

High-dose rifampin

Percentage of Participants
8

AL e e e
0 2 4 6 8 10 12 14 16 18 20 22 24 26

Weeks since Randomization
No. at Risk
Standard-dose 155 129 121113 107 103 100 97 94 93 91 90 29 89
rifampin
High-dose 149119109104 99 97 93 89 87 86 84 84 84 82

rifampin

T T
14 16 18 20 22 24 26

W1 e W w12 Overall | 593% 55.4% 1,17 (0.89-1.54)
D Overall Survival among HIV-Negative Participants HIV(+)  51.6% 48.7% 1.13 (0.73-1.75)
100
" HIV()  71.9% 65.9% 1.05 (0.80-1.37)

Standard-dose rifampin

High-dose rifampin

P-value (Interaction by HIV status): 0.78

Percentage of Participants
8

LI L L L L
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Weeks since Randomization

No. at Risk
Standard-dose 95 80 73 67 63 61 59 56 54 53 53 53 53 53

100 70 60 58 57 54 53 51 51 51 51 51 51 51

N Engl J Med 2025;393:2434-2446



Trial of High-Dose Oral Rifampin in Adults with Tuberculous Meningitis

Table 2. Clinical Adverse Events and Laboratory Abnormalities.

High-Dose Standard-Dose
Rifampin Rifampin
Adverse Event (N=249) (N=250) P Value
Serious adverse events
Participants with any serious adverse event — no. (%) 84 (33.7) 101 (40.4) 012
No. of serious adverse events 102 115
Serious adverse events probably or definitely related 7/102 (6.9) 5/115 (43)
to treatment — no.ftotal no. (%)

Most frequently reported grade 3-5 adverse events
No. of grade 3-5 adverse events 192 194
Participants with =1 adverse event — no. (%) 123 (49.4) 129 (51.6)
Neurologic events — no. (%)

Cerebrovascular accident 9(3.6) 10 (4.0) 0.82

General seizures 5(20) 6(2.4) 0.77

Partial seizures 3(12) 2(08) 0.65

Space-occupying lesion 3(L2) 2(08) 0.65

Immune reconstitution inflammatory syndrome 5 (2.0) 4(16) 0.73
‘Aspiration pneumonia — no. (%) 16 (6.4) 4 (L6) 0.006
Sepsis — no. (%)

Systemic inflammatory response syndrome without 6 (24) 728 0.78

identified bacteremia

Sepsis with bacteremia 4(16) 10 (4.0) 011

Shock with multiorgan failure 14 (5.6) 13(52) 0.83
Hepatic events of grade 3 or 4 — no. (%)
Alanine aminatransferase =5 x ULN 13 (52) 15 (6.0) 071
Alkaline phosphatase =5 x ULN 0 [ —
Total bilirubin 2.6 ULN 24.(9.6) 9(3.6) 0.007
Drug-induced liver injury { 20 (8.0) 11 (4.4) 0.09
Deaths related to drug-induced liver injury 0 ) =
Trial regimen discontinuation for >5 days 6 (2.4) 4(L6) 052

TB meningitis {41 rifampin dose
escalation X1 &F< L AL benefits,
#o9Z 2| 3Lt

— survival benefit 4=

— neurologic recoveryz s

N Engl J Med 2025;393:2434-2446



MDR/RR TB
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MDR/RR-TB Patients by Age and Year (2022-2025)

Number of Patients
3
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tuberculosis

1. Treatment of dmg-méimm'ﬁ"usiﬁg 6-month rggimem:-

The 6-month bedaquiline, pretomanid, linezolid and moxifloxacin (BPaLM)
regimen for MDR/RR-TB and pre-XDR-TB (b)

WHO suggests the use of the 6-month treatment regimen composed of bedaquiline,
pretomanid, linezolid (600 ma) and maxiflaxacin (BPaLM) rather than $-month ar longer
{18-manth) regimens in MDR/RR-TB patients.

({Conditional recommendation, very low certainty of evidence)

Module 4: Treatment and care

The 6-month bedaquiline, delamanid, linezolid, levofloxacin and clofazimine
{BDLLfxC) regimen (a)

WHO suggests the use of a G-rmonth treatment regimen compased of bedaquiline,
delarnanid, linezolid (600 mg), levofloxacin, and clofazimine (BDLLRC) in MDR/RR-TB
patients with or without fluaroguinolane resistance

(Conditional recommendation, very low certainty of evidence)

World Health
QOrganization




BEAT Tuberculosis

Population Intervention Comparator

Patients with microbiologically 6 Bdg-DIm-Lzd-Lfx/Cfz *9 Bdq(6)-Lzd(2)-Lfx-Cfz-Hh-Z-E (for Fg-
confirmed pulmonary MDR/RR-TB (and/or) susceptible)

and with or without FQ resistance *WHO currently recommended longer

regimens (18-20 months) (for Fq-resistant)

Aged 6 years or older (Intervention 13 Pt.: Comparator 17 Pt.)
Including breast feeding and/or pregnant women (9 Pt.)

Table 2: Primary Efficacy Analysis, 76 week outcome, in the intention-to-treat anlaysis population.

Primary Outcome Control Strategy ~ Study Strategy  Total
Total randomized (ITT population) 200 202 102
Successful outcome at end of treatment and follow-up i il i
Total 172 (86.0%) 174 (86.1% 346 (86.1%) ik ifernce 5% C1
Cured at end of treatment, and end of follow-up 162 (81.0%) 160 (79:2%) 322 (80.1%) o e )
Cured at end of treatment, culture negative when last seen 10 (5.0%) 14 (6.9%) 24 (6.0%) Unadjusted 01% (6.9% 6.6%) Unsuceessful outcomes
N (%) total in T population
Unsuccessful end of treatment outcome
Total 22 (11.0%) 14 (6.9%) 36 (9.0%) Control strategy ~ Study strategy
Treatment failed 10 (3.0%) 7 (3.5%) 17 (42%) e . e 12901
Lost to follow-up on treatment 4(2.0%) 2(1.0%) 6 (1.5%) Adjete 2% 6%, 65%) BAmNW B
Died while on treatment 7(35%) 4(20%) 11 (27%)
Not Evaluated (Participant withdrew consent) 1(0.5%) 1(<0.5%) 2(<05%)
Unsuccessful end of follow-up i
Total 6(3.0%) 14 (69%) 20 (5.0%) ' A
Recurrence after cure at end of treatment 4(2.0%) 10 (5.0%) 14 (3.5%) oW % I A%

Died after cure at end of treatment 2(1.0%) 1(20%) 6(15%) Shading indicates region of non-inferiority with 10% margin.




2. Treatment of drug-resistant TB using 9-month regimens

2.2 The modified 9-month all-oral regimens for MDR/RR-TB (a)

WHO suggests using the 9-month all-oral regimens (BLMZ, BLLfxCZ and BDLLfxZ) « BLMZ
over currently recommended longer (>18 months) regimens in patients with MDR/

RR-TB and in whom resistance to fluoroguinolenes has been excluded. Amongst these e BLLCfxZ
regimens, using BLMZ is suggested over using BLLfxCZ, and BLLfxCZ is suggested over

BOLLAZ. BDLL{xZ

(Conditional recommendation, very low certainty of evidence)

23 WHO suggests against using 9-month DCLLfxZ or DCMZ regimens compared
with currently recommended longer (>18 months) regimens in patients with DCLLfxZ
fluoroguinolone-susceptible MDR/RR-TB.

(Conditional recommendation, very low certainty of evidence) * DCMZ



Oral Regimens for Rifampin-Resistant, Fluoroquinolone-Susceptible Tuberculosis

endTB Trial

Table 1 Description of endTB treatment arms [11a}

Trial regimens Bedaquiline Delamanid Clofazimine Linezolid Fluoroquinolone Pyrazinamide
endTB 1 Bdg Lzd Mfx z
endTB 2 Bdg Cfz Lzd Lfx z
endTB 3 Bdg Dim Lzd Lfx Z
endTB 4 Dirn Cfz Lzel Lxf z
endTB 5 Dim Cfz hfix Z

endTB 6 (Control)

Standard of care control, composed according to latest WHO Guidelines, including the possible use of Dim or Bdg,

Abbreviations: Bdq, bedaquiline; Dim, delamanid; Cfz, clofazimine; Lzd, linezolid; Mfx, moxifloxacin; Lfx, levofloxacin; Z, pyrazinamide

Bactericidal activity - Bedaquiline, Delamanid, Linezolid, Fluoroquinolones

Sterilizing activity - Bedaquiline, Clofazimine, Delamanid, Linezolid, Pyrazinamide

QT interval prolongation - Bedaquiline, Clofazimine, Moxifloxacin

Guglielmetti et al. Trials

(2021) 22:651



Oral Regimens for Rifampin-Resistant, Fluoroquinolone-Susceptible Tuberculosis

endTB Trial

to-Ti

Table 2. Primary Efficacy End Points at Week 73 (

BLMZ BCLLXZ BDLLXZ DCLLAZ DCMZ
Outcome (N=118) (N=115) (N=122) (N=118) (N=107)
Favorablej
Participants with favorable outcome — no. (%) 105 (89.0) 104 (90.4) 104 (85.2) 93 (78.8) 89 (83.2)
Difference from standard therapy (95% Cl) 33 R 46 =19 25
— percentage points (-0.8t017.4) (0.9t018.7) (-4.9t014.1) (-12.1t0 8.4) (-7.5t012.5)
Negative culture results, wk 65 and wk 73 — no 102 (86.4) 100 (87.0) 102 (83.6) 90 (76.3) 87 (813)
(%8)
Favorable bacteriologic, clinical, and radiclogic 3(25) 4 (3.5) 2(16) 3(25) 2(19)
evolution — no. (%)
Unfavorable
Participants with unfavorable outcome — no. (%) 13 (1L.0) 11 (9.6) 18 (14.8) 25 (21.2) 18 (16.8)
Death from any cause — no. (%6)§ 2(L7) 1(09) 3(25) 3(25) 2(19)
Positive culture results — no. (%)9 1(0.8) 3(26) 4(33) 12 (10.2) 8(7.5)
Recurrence — no. (%) 0 0 0 1(0.8) 2(L9)
Permanent treatment discontinuation due to 3(25) 3(26) 1(08) 1(08) 1(09)
adverse event — no. (%)
Poor treatment adherence or loss to follow-up 3(25) 2(L7) 3(25) 3(2.5) 4(3.7)
— no. (%)
Withdrawal of consent — no. (%) 1(08) 1(09) 4(3.3) 3(2.5) 0
Other unfavorable outcome — no. (%)** 3(25) 1(0.9) 3(25) 2(17) 1(0.9)

Standard Therapy
(N=119)

96 (80.7)

91 (76.5)

5 (42)

23 (19.3)
2(L7)
1(08)

0
2(17)

3(6.7)

7(59)
3(25)

Total
(N=699)

591 (84.5)

572 (81.8)

19 (2.7)

108 (15.5)
13 (L9)
29 (4.1)

3 (0.4)
11 (16)

23(33)

16 (2.3)
13 (19)

N Engl J Med 2025:392:468-482




Oral Regimens for Rifampin-Resistant, Fluoroquinolone-Susceptible Tuberculosis
endTB Trial

Standard Experimental
Analysis Population Therapy Therapy Risk Difference (95% Cl)
no. with favorable outcome fotal no. (%) percentage points

Standard therapy vs. BLMZ '

Modified intention-to-treat population 96/119 (80.7) 105/118 (89.0) ] e 8.3 (-0.8t0 17.4)

Per-protacol population 7174 (95.9) 94/98 (95.9) 3 —— 0.0 (-6.0t0 5.9)
Standard therapy vs. BCLLixZ ]

Modified intention-to-treat population 96/119 (80.7) 104/115 (90.4) ; —_— 9.8 (0.910 18.7)

Per-protocol population 71f74 (95.9) 91/95 (95.8) ] —— -0.2 (-6.2 to 5.9)
Standard therapy vs. BDLLKZ 3

Modified intention-to-treat population 96/119 (80.7) 104/122 (85.2) ' —_— 4.6 (-4.9 10 14.1)

Per-protocol population 71/74 (95.9) 97/103 (94.2) i —e—— -1.8 (-8.1 to 4.6)
Standard therapy vs. DCLLEZ J

Moadified intention-to-treat population 96/119 (80.7) 93/118 (78.8) ):—-0——! -1.9(-12.1to 8.4)

Per-protocol population 71/74 (95.9) 82/96 (85.4) F—————#———i -10.5 (-18.9t0 -2.2)
Standard therapy vs. DCMZ 3

Meodified intention-to-treat population 96/119 (80.7) 89/107 (83.2) ‘ —_—— 2.5 (-7.5to 12.5)

Per-protocol population 71/74 (95.9) 82/96 (85.4) &—‘:—G—I -10.5 (-189to -2.2)

—}IEU - 12 —IS 0 _‘Iv lIO 1‘5 1‘0
Standard Therapy Experimental Therapy
Better Better

N Engl J Med 2025:392:468-482



Bedaquiline, delamanid, linezolid, and clofazimine for rifampicin-resistant and
fluoroquinolone-resistant tuberculosis (endTB-Q): an open-label, multicentre,

stratified, non-inferiority, randomised, controlled, phase 3 trial

» Extensive disease
-39 weeks (9-month regimen)

* Limited disease
-24 weeks (6-month regimen)

-a positive culture at 8 weeks or later : extend to 9 months

* Linezolid 600mg 16wks

— 300 mg once per day or 600 mg three times per week

Extensive disease
- smear 2+ or 3+ irrespective of cavitation
- smear 1+ in the presence of cavitation

A

Numbr with favourabe outcometotal (%)

EDLC croup Contiol greup
Week73
mifT 141163 (87%) 75/84 (89%) i
perprotacol BN (88K) 72076 (93%)

T

B
Basclinedisease extent
Limited 54158 (93%) 28732 (88%) —_—
Extensive 871105 (83%) 47/52(90%) —

— T T 7T
0 4 5 0 5 10 15 0

«— —>
Favours control - Favours EDLC

3 48 56 6 7 I
Time from treatment completion (weeks)

51 51 a7 2 w 7 15 o
© © © © © ) ©  ©
7 7 8 61 3 6 2 o
@ © ) © © © © @
o o o o o o o o
© © © © © © © ©
o o o o o o 0 o
© © © © © © © o

Lancet Respir Med . 2025 Sep;13(9):809-820



Prevention

* BCG revaccination

* MDR/RR TB



BCG Revaccination for the Prevention of Mycobacterium tuberculosis Infection

Double-blind, phase 2b, randomized, placebo-controlled trial
five sites in South Africa

Primary objective : the efficacy of BCG revaccination
The assessment of M. tuberculosis infection : QFT Gold-Plus test

Participants: 10 to 18 years of age and HIV-negative and QFT test—negative



BCG Revaccination for the Prevention of Mycobacterium tuberculosis Infection

A Sustained QFT Test Conversion According to Trial Visit B Sustained QFT Test Conversion According to Calendar Month

BCG vaccine

No. of Participants

Trial Visit (mo) 'Fﬂ @ é‘\ 'é‘\, 1&“ P ﬁ‘
& »

No. at Risk 2 o\ )
SCGwacane 81 83 s s s %6 4 S b
Placebo | 849 84 790 3 sos 19 6
C Initial QFT Test Conversion According to Trial Visit D Initial QFT Test Conversions based on QFT Conversion Thresholds
« BCG vaccine
* Placebo
s I
, 015 4
150
" 8cG vacie i -
3 s — 2 ! I oo
E Placebo £ 02 01
ES 0.10 4
3o £ L 9t 1] i
3 1 1 ‘I
i t
% g aos |
2
T T T 1 o T T o =
o 3 2 i ) ) % = 03 04 10 20 30 40 50 60 70 100
Months. Threshold (1U/ml)
No. at Risk
BCG vaccine 871 8s3 307 756 527 201 7 4
Placebo 849 834 7% 749 503 197 84 6

N Engl J Med . 2025 May 8:392(18):1789-1800



The effectiveness of isoniazid preventive treatment among contacts of
multidrug-resistant tuberculosis: a systematic review and individual-
participant meta-analysis

Table 2 Effectiveness of isoniazid on risk of incident tuberculosis in contacts of multidi istant tuberculosis cases.
Group Treatment Person-years of Contacts,n Prog; ing to Age-adj d HR Fullyadj i HR
follow-up disease, n (95% Cl) (95% Cl)

All participants Notgiven TPT 12471 5648 167 1 (Referent) 1 (Referent)

(N=6668) Given INH 1998 1020 20 0.43 (0.26-0.70) 0.41(0.25-0.68)
Children <20y Notgiven TPT 3526 1847 50 1 (Referent) 1 (Referent)

(n=2749) Given INH 1596 902 17 0.54 (0.30-0.97) 0.51(0.28-0.92)

1773l A THA AL 7330 BLRket 3153t 6,668%
Follow-i 2 2 2 2
il 65T ol RL[°tRIES S 43F 252 8 R RS UER| ¢f2 2

<12 months }—0—| 0.27 (04 1 1—0470)
| 0.40 (0.15-1.06) * LR ARl ol 109 SETL 1009 140l Al
- aHR 0.40 (95% CI1 0.24-067)

1210 23 months| |

24 to 60 months I

o 4% % A £8(Host immune system)2+
AR R3] TG by

» °[% 7} (Exogenous Infection)

Y2 4Ee U

Al follow-up e

T
01 0.3 05 0.8 1.0 15
Adjusted Hazard Ratio (95% Cl) AJRCCM, 2026, 212, 129-137



Drugs

*Linezolid : Dose, T4 (Sutezolid, Delpazolid)
- Peripheral & Optic neuropathy
- Bone marrow suppression

*Levofloxacin £3f



Linezolid

* 50S ribosomal subunit2] 23S rRNA 3} 535/ 22
* £3| Gram (+) 22 ribosome3, £ %

Mitochondria ribosome:

* 55S (28S + 39S)

« 32422 Mi# 7T0S(rRNA 143 E3f)2t At

» Mitochondria Gt 2L 3EAIMER| A

* Autophagy inhibition

— Peripheral neuropathy, Optic neuropathy, Myelosuppression



Optimal dosing and duration of linezolid for the treatment of multidrug-

resistant and rifampicin-resistant tuberculosis: an individual patient data
meta-analysis

Linezolid | 600mg 8% 600mg 16 & 600mg 1200mg
°| 3300mg 8% | 39% 25%

Treatment outcomes Total Group 1 Group 2 Group 3 Group 4 p-value®
Subjects (n) 945 215 447 183 100
Cured or treatment completed (n) 794 127 404 167 96 <0.00L
% (95% CI) 84.0 (81.7-86.4) 59.1 (52.5-65.6) | 90.4 (87.6-93.1) | 91.3 (87.2-95.3) 96.0 (92.2-99.8)
Treatment failed (n) 47 34 5 6 2
% (95% CI) 5.0 {3.6-6.4) 15.8 (10.9-20.7) 1.1 (0.1-2.1) 3.3 (0.7-5.9) 2.0 (0-4.7)
Died (n) 21 7 1 3 i}
% (95% CI) 22(1.3-3.2) 7.9 (4.3-11.5) 0.2 (0-0.7) 1.6 {0-3.5)
Lost to follow-up (n) 26 15 6 5 0
4 (95% CI) 2.8 (1.7-3.8) 7.0 (3.6-10.4) 1.3 (0.3-2.4) 2.7 (04-5.1)
Unevaluated or unassigned outcome (n) 57 22 31 2 2
% (95% CI) 6.0 (4.5-7.5) 102 (6.2-14.3) \_ 7.0 (46-93) J 11(0-26) 2.0 (0-4.7)

Cl: confidence interval. *: indicates the overall difference among the four groups.

Eur Respir J . 2025 Aug 22:66(2):2500315.



Optimal dosing and duration of linezolid for the treatment of multidrug-
resistant and rifampicin-resistant tuberculosis: an individual patient data

meta-analysis

SHRs for treatment success  Crude SHR (95% Cl) Adjusted SHR (95% CI)
Age (years) 0.99 (0.98-0.10) 0.98 (0.97-0.99)
Male sex 0.86 (0.82-0.90) 0.89 (0.79-1.01)
BMI (kg'm™?) 1.03 (1.00-1.06) 1.03 (1.01-1.06)
Cavity 1,03 (0.86-1.24) 1.08 (0.98-1.19)
Acid-fast bacilli smear positivity 1.06 (0.90-1.25) 114 (0.92-1.42)
Linezolid use pattern
Group 1 0.28 (0.08-0.96) 0.24 (0.08-0.71)
Group 2 Reference Reference
Group 3 0.36 (0.13-0.96) 0.36 (0.16-0.81)
Group 4 0.70 (0.22-2.20) 0.57 (0.23-1.43)

BMI: body mass index; Cl: confidence interval; SHR: sub-distribution hazard ratio.

Cumulative incidence function for success

1.04

0.6

0.24

0.0

T T T 1

2 3 4 5

Treatment duration (years)

FIGURE 2 Cumulative incidence function plot for treatment success.

Eur Respir J . 2025 Aug 22:66(2):2500315.



Adbverse events of grade 3 or higher by group

Total Group 1 Group 2 Group 3 Group 4 p-value”

Subjects (n) 945 215 447 183 100

Total (n) 235 66 101 25 43 <0.001
% (95% ClI) 24.9 (22.1-27.6) 30.7 (24.5-36.9) 22.6 (18.7-26.5) 13.7 (8.7-18.6) 43.0 (33.3-52.7)

Peripheral neuropathy (n) 33 4 8 6 15 <0.001
% (95% ClI) 35(2.3-4.7) 1.9 (0.1-3.7) 1.8 (0.5-3.0) 3.3(0.7-5.9) 15.0 (8.0-22.0)

Myelosuppression (n) a7 21 21 2 ) <0.001
% (95% CI) 5.0 (3.6-6.4) 9.8 (5.8-13.7) 4.7 (27-67) 1.1 (0-2.6) 3.0 (0-6.3)

Optic neuropathy (n) 2 0 0 0 2 0.011
% (95% CI) 2.1 (0-0.5) 2.0 (0-4.7)

Cl: confidence interval. ": indicates the overall difference among the four groups.

SHRs for adverse events Crude SHR (95% Cl) Adjusted SHR (95% ClI)

Age (years) 1.01 (0.99-1.03) 1.02 (1.00-1.04)

Male sex 0.87 (0.73-1.04) 0.84 (0.73-0.97)

BMI (kg'm~? 1.00 (0.97-1.03) 0.96 (0.94-0.99)

Cavity 0.91 (0.51-1.63) 0.69 (0.49-0.98)

Acid-fast bacilli smear positivity 0.82 (0.53-1.28) 0.91 (0.57-1.45)

Linezolid use pattern
Group 1 1.60 (0.61-4.21) 1.84 (0.75-4.50)
Group 2 Reference Reference
Group 3 0.51 (0.16-1.65) 0.55 (0.18-1.67)

[ Group 2 2.48 (128 4.82) 229 (1.37-383)

BMI: body mass index; Cl: confidence interval; SHR: sub-distribution hazard ratio.

Eur Respir J . 2025 Aug 22:66(2):2500315.



Sutezolid in combination with bedaquiline, delamanid, and moxifloxacin for
pulmonary tuberculosis (PanACEA-SUDOCU-01): a prospective, open-label,
randomised, phase 2b dose-finding trial

Sutezolid :
a linezolid analogue with a 2—4-fold lower minimum inhibitory concentration (MIC)
mitochondrial toxicity %% 15

EFARL|oFef GrotZ R[] 47 FFAIE(A DS-TB HAFSS AETHZ 232 A3

12% % °t bedaquiline + delamanid + moxifloxacin * sutezolid

°|% standard therapy /3% (HR)

The primary efficacy endpoint : sputum bacterial load 7££ (MGIT time-to-positivity)

U0 (n=16) U600 (n=15) U1200 (n=14) UG600BD (n=15)  UBDOBD(n=15)  Total (n=75)

Sex

Female 3(19%) 4(27%) 3 (21%) 5(33%) 4(27%) 19(25%)

Male 13 (81%) 11(73%) 11(79%) 10 (67%) 11(73%) 56 (75%)
Age, years 300 (25:5-36-2) 330(26:0-37:0) 350(28:8-41.5)  36.0(25:5-46-0) 34-0 (28.5-38-5) 33.0(27-0-39°5)
Black race 16 (100%) 15 (100%) 14 (100%) 15 (100%) 15 (100%) 75 (100%)
Weight, kg 54-9(49-4-61-0)  500(45-4-572) 552(508-562)  54-8(494-575)  491(47-8-52-8) 53-0 (48-5-572)
Person living with HIV 1(6%) 0 0 1(7%) 0 2(3%)
Time to positivity, days 49(40-6.0) 44(37-66) 49 (45-67) 50(43-64) 46(3.9-56) 48(4.0-63)
Ralph score* 62 (42-70) 62 (59-71) 70 (38-90) 52 (34-71) 70(60-83) 62(52-80)

Data are n (%) of median (IQR). U0=no sutezolid. U600=sutezolid 600 mg once daily. U1200=sutezolid 1200 mg once daily. U600BD=sutezolid 600 mg twice daily.
UB00BD=sutezolid 800 mg twice daily. *Ralph score is a published scoring system to rate the severity of chest x-ray abnormalities in individuals with tuberculosis.

Table 1: Baseline characteristics
Lancet Infect Dis . 2025 Nov;25(11):1208-1218



Sutezolid in combination with bedaquiline, delamanid, and moxifloxacin for
pulmonary tuberculosis (PanACEA-SUDOCU-01): a prospective, open-label,
randomised, phase 2b dose-finding trial

U0 (n=15) U600 (n=15) U1200 (n=13) (n=15) (n=15)
100+ — Best estimate —
95% I
Any adverse event 6 (40%) 5(33%) 7(54%) 747%) 427%) 29 (40%)
Group Serious adverse event 0 1(7%) 1(8%) 407%) 1(7%) 7(10%)
g g0 u6oo Severity grade
Z ngﬂnin Gear 1, il 3(20%) 2(13%) 2(15%) 47%) 10%) 12 (16%)
g Grade 2, moderate 3(20%) 4(27%) 4(31%) 427%) 1(7%) 16 (22%)
2 UB0OBD Grade 3, severe 17%) 2(13%) 3(23%) 5(33%) 2(13%) 13(18%)
Tg’ 60+ Grade 4, life threatening 1(7%) 1(7%) 0 3(20%) 0 5(7%)
= Grade 5, death 0 0 o 1(%) 0 1(1%)
B Relatedness to sutezolid
3 Unrelated 407%) 407%) 6(46%) 7(47%) 3(20%) 24(33%)
g 404 Unlikely related 1(%) 1(7%) 1(8%) 47%) 2(13%) 9(12%)
E Possibly related 0 0 1(8%) 4(27%) 0 5(7%)
= Probably related 1(7%) 1(7%) 1(8%) 1(7%) 0 4(5%)
L. Definitely related o 0 o 0 0 0
Z Relatedness to other drugs of the regimen
Unrelated 3(20%) 427%) 6(46%) 7@7%) 3(20%) 23(32%)
Unlikely related 2(13%) 0 1(8%) 1(7%) 2(13%) 6(8%)
. WL ] ‘| LLLL I| ! Possibly related 1(7%) 0 1(8%) 4(27%) 1(7%) 7(10%)
. o i o5 R Probably related 10%) 1(7%) 1(8%) 1(7%) ) 4(5%)
Sutezolid €, (mg/L) Definitely related 0 0 0 1(7%) 0 1(1%)

Figure 2: Model-predicted sutezolid exposure-response effect

dose-responses 42! 9 plateau?t %1 optimal dose %3 57t

Lancet Infect Dis . 2025 Nov;25(11):1208-1218



Delpazolid in combination with bedaquiline, delamanid, and moxifloxacin for
pulmonary tuberculosis (PanACEA-DECODE-01): a prospective, randomised,
open-label, phase 2b, dose-finding trial

Delpazolid :

a novel oxazolidinone
MU A1 BFZH| BfAE| > mitochondria GHE)AL 3f44 1152 B 83 373k A tS AT — Toxicity 1 %

SEAFL|ofet GotZ (3t S AFAEIIA DS-TB A3 HTAE FF2 43
12% % °t bedaquiline + delamanid + moxifloxacin & Delpazolid
°|% standard therapy /3% (HR)

The primary efficacy endpoint : sputum bacterial load 7% (MGIT time-to-positivity)
The primary safety outcome : occurrence of oxazolidinone class toxicities, adverse events related to delpazolid

U0 (n=16) U600 (n=15) U1200 (n=14) U600BD (n=15)  UB0OBD (n=15)  Total (n=75)

Sex

Female 3 (19%) 4 (27%) 3 (21%) 5(33%) 4(27%) 19(25%)

Male 13 (81%) 11(73%) 11 (79%) 10(67%) 11 (73%) 56 (75%)
Age, years 300(255-362)  330(260-37.0)  350(28:8-415)  36.0(255-46.0)  340(28:5-385)  33.0(27.0-395)
Black race 16 (100%) 15 (100%) 14 (100%) 15 (100%) 15 {100%) 75 (100%)
Weight, kg 549(49-4-610) 500(454-57-2) 552(50-8-562) 54-8(494-575)  491(47.8-52-8)  530(48:5-57-2)
Person living with HIV 1(6%) 0 0 1(7%) o 2(3%)
Time to positivity, days 49 (40-6:0) 4-4(37-6-6) 439(45-67) 50(43-6-4) 46(39-56) 48 (40-63)
Ralph score* 62 (42-70) 62 (59-71) 70 (38-90) 52(34-71) 70(60-83) 62(52-80)

Dataare (%) or median (IQR). U0-no sutezolid. UB00-sutezolid 600 mg once daily. U1200-sutezolid 1200 mgonce daily. UG00BD-sutezalid 600 mg tuice dally
U800BD=sutezolid 8 twice daily. “Ralpl isa system 1o rate the severity of chest x-ray abnormalities in individuals with tuberculosis.

Table 1: Baseline characteristics Lancet Infect Dis . 2025 Nov;25(11):1219-1229



Delpazolid in combination with bedaquiline, delamanid, and moxifloxacin for
pulmonary tuberculosis (PanACEA-DECODE-01): a prospective, randomised,
open-label, phase 2b, dose-finding trial

28 /
1009 paily delpazolid dose
—— 1200mg
2x800mg
67 = 400 mg
% oo — Boomg
2 I Best estimate
g
= /7 Aol
3 %
£ 24 y 4 2
z I}
/ E
3 / =1
B / 2
: / :
224 / £
/ & 254
z
S
o] ~No delpazolid
P8 e S | R CE SR,
1 Delpazolid AUC, ., 50 mg/Lperh T T T y
"o B i 3 8 0 30 60 90

Time on treatment (weeks)

Delpazolid AUC,,,, (mg/L per h}
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Delpazolid in combination with bedaquiline, delamanid, and moxifloxacin for
pulmonary tuberculosis (PanACEA-DECODE-01): a prospective, randomised,

open-label, phase 2b, dose-finding trial

DO (n=15) D400(n=15) D800 (n=15) D8OOBD (n=15)
Treatment-emergent adverse events 8(53%) 7(47%) 8 (53%) 10 (67%)
Grade 1 (mild) 427%) 3(20%) 0 1(7%)
Grade 2 (moderate) 4(27%) 4(27%) 5(33%) 6 (40%)
Grade 3 (severe) 0 0 1(7%) 3(20%)
Grade 4 (life-threatening) 0 0 2(13%) 0
Delpazolid-related treatment-emergent adverse events
Unrelated 5(33%) 3 (20%) 5(33%) 3 (20%)
Unlikely related o 1(7%) 1(7%) 2(13%)
Possibly related 2(13%) 1(7%) 1(7%) 5(33%)
Probably related 0 1(7%) 1(7%) 0
Definitely related 1(7%) 1(7%) 0 0
Serious adverse events 0 0 1(7%) 2(13%)
Grade 3 (severe) 0 0 0 2(13%)
Grade 4 (life-threatening) 0 0 1(7%) 0
Delpazolid-related serious adverse events
Unrelated 0 0 1(7%) 0
Possibly related 0 0 0 2(13%)

Lancet Infect Dis . 2025 Nov;25(11):1219-1229



Efficacy and Safety of Higher Doses of Levofloxacin for Multidrug-resistant

Tuberculosis

A Randomized, Placebo-controlled Phase II Clinical Trial

2{tf efficacy + acceptable safetyZ 2°|£ levofloxacin dose 37| : Target AUC/MIC = 100
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Efficacy and Safety of Higher Doses of Levofloxacin for Multidrug-resistant

Tuberculosis
A Randomized, Placebo-controlled Phase II Clinical Trial
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Efficacy and Safety of Higher Doses of Levofloxacin for Multidrug-resistant

Tuberculosis

A Randomized, Placebo-controlled Phase II Clinical Trial

Summary of Safety Outcomes by Allocated Treatment Arm

Dailz Levofloxacin Dose

11 mg/kg 14 mg/kg
Total pts. in safety analysis 25 28
Any grade 3-5 AE 4(16.0%) 4 (14.3%)
Any SAE 2(8.0%) 1(3.6%)
Death 4] 0
QTCF =450 ms 0 6 (21.4%)
QTcF =500 ms [4] 0
Grade 3-5 AE'
Blood uric acid increased 1(40%) 2 (7.1%)
Bronchospasm 1 (4.0%) 1 (3.6%)
Deafness 0 0
Eosinophilia 1 (4.0%) 0
Hepatic function abnormal 1 (4.0%) 0

Total pts. in tolerability analysis 23 27
Completed treatment (168 doses within 200 d) 14 (61%) 21 (78%)

17 mafkg

28
7 (25.0%)
4 (14.3%)
1 (3.6%)
1 (3.6%)
0

1 (3.6%)
0
0
1 (3.6%)
1 (3.6%)

27
18 (67%)

20 mg/kg
27

10 (37.0%)

3 (11.1%)
0

3 (11.1%)
1(3.7%)

3 (11.1%)
0

2 (7.4%)
0
0

25
18 (72%)

Total

108
25 (23.1%)

102
71 (70%)

P Value

0.042
0.412
0.667
0.604"
0.179"

%IIIIII

LevofloxacinZ 1000 mg/day °[4 333 efficacys 3 7H3tR| %2 toxicity% 373+22

MDR-TB 2| £°/41 1000 mg/day 7t optimal dose®|Ct.

Am J Respir Crit Care Med . 2025 Jul;211(7):1277-1287.
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Impact of Treatment Outcome on Mortality in

Mycobacterium abscessus Complex Pulmonary Disease

= 6734 °I4 macrolide 718 2 &2 %4E3F MABC-PD %A+ 172% (2012-2023, MAB 100%)
o HCE A A TN G E AR AOERRES 1AL T (YA B 2

Age, BMI, Subspecies, No culture conversion at treatment completion2 2 2 A

100%] —=n, Culture conversion
75% ..
5 yr-mortality
®
g
E :
¢ 10 yr-mortality
5
g
o
a5 > A9 5131 65% % (adjusted HR 0.35)
0%
6 ; 2 2‘3 4‘1 .") E; 7 é é 1'0 1‘1 12 1‘3
Years following the start of the treatment
No. at risk
— 0 1" 13 21 18 10 3 10 2 7 | 7 8 3 2
172 158 121 90 76 60 43 35 28 19 8 : 1 0

Culture conversion No culture conversion
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Can the BACES score predict clinical outcomes in a Dutch cohort with
nontuberculous mycobacterial pulmonary disease?

TABLE 1 A compari and clinical outcomes across BACES risk groups
(Characteristic Low-risk Intermediate-risk High-risk p-value
(N=53) (N=113) (N=29)
BACES components
BMI <18.5 kgm™* 4(17) 31(27.9) 17 (60.7) NA
Age >65 years 15 (283) 65 (57.5) 24 (82.8) NA
Cavitary disease 5(0.4) 62 (54.9) 28 (96.6) NA
ESR >15 in males or >20 in females 7(14) 67 (70.5) 28 (100) NA
Sex, male 6 (11.3) 45 (39.8) 23 (79.3) NA
Smoking history
Current 7(14) 33 (30.6) 15 (51.7) 001
Former 30 (60) 50 (46.3) 12 (41.4)
Never 13 (26) 25 (22.9) 2(69)
Comorbidity
coPD 26 (49.1) 56 (50.5) 14 (48.3) 097
Bronchiectasis 17 (321) 34 (30.1) 3(103) 0.08
Asthma 15 (283) 23 (20.4) 4(138) 028
Cardiovascular disease 14 (31.8) 37(35.9) 16 (59.3) 0.05
History of malignant disease 10 (22.7) 18 (17.5) 5(185) 0.76
Current or former alcohol abuse 2(38) 19(17) 12 (41.4) <0.001
Diabetes mellitus 4(81) 18 (17.5) 9(333) 0.03
Immunocompromised status 4(91) 13 (12.6) 0 0.14
Current or former pulmonary aspergillosis. 6(113) 13 (11.5) 2(69) 077
History of tuberculosis infection 2(38) 6 (5.3) 1(34) 0.86
Interstitial lung disease 2(38) 3(27) 2 (689) 055
Active malignancy 0 4(9) 1(38) 039
Microbiology
Myocardium avium complex 46 (86.8) 101 (89.4) 26 (89.7) 0.87
Myocardium abscessus 7(13.2) 13 (11.5) 3(103) 092
AFB smear positive 18 (37.5) 51 (48.6) 19 (67.9) 0.04

inical outcomes

Treatment initiation 32 (61.5) 91 (80.5) 25 (86.2) 0.01
Time to treatment initiation, months 7.8 (18-13) 35 (19-9) 23(1-67) 0.03
Culture conversion 24 (923) 62 (82.7) 12 (57.1) 001

Clinical i 19 (67.9) 56 (67.5) 11 (45.8) 013 ERJ Open Res . 2025 Dec 1;11(6):00550-2025




BACES score: a predictor of health-related quality of life and associated factors in
patients with nontuberculous mycobacterial pulmonary disease
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Fig, 1. Forest plot of adjusted odds ratios for the BACES score associated with HRQOL-related factors. The
BACES score was treated as a continuous variable, ranging from 0 to 5.
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Multicentre retrospective observational study for development and validation of MAC

prognostic score model

“ILD() n=884
“ILD (+) n=48
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the analysis. IP, interstitial pneumonia.

cavity > 2 cm includes patients with no cavity or cavities <2 cm. Cases with missing data were excluded from
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Multicentre retrospective observational study for development and validation of MAC
prognostic score model
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Fig. 5. Comparison of MAC and BACES scores. (a) ROC curves of MAC and BACES scores in the population

without data loss (n=373). The AUCs of the MAC and BACES scores were 0.82 and 0.88, respectively, with

no significant differences. Kaplan-Meier curves for (b) the MAC score and (c) the BACES score showed

comparable prognostic discrimination. AUC, area under the curve; ROC, receiver operating characteristic, Scientific Reports (2025) 15:28539



* Refractory NTM-PD:

Clinical Burden and Evolving Therapeutic Strategies



Natural history and burden of refractory Mycobacterium avium complex pulmonary
disease: Insights from the US Bronchiectasis and Nontuberculous Mycobacterial

Research Registry

* Diagnosis of refractory MACPD

- regimen included oral clofazimine, or bedaquiline, or inhaled amikacin, or amikacin liposome inhalation
suspension (ALIS)

- remained sputum culture positive for at least 6 months during treatment

Patient demographics, clinical characteristics, and healthcare resource utilization at MACPD treatment visit window and stratified by refractory status (n = 1064)

Patients with Overall treated Refractory MACPD" Non-refractory P value” (non-refractory
available data MACPD" (n = 1064) (n = 462) MACPD (n = 602) vs refractory)
BMI, mean (SD), kg/m2 830 21.7 (4.0) 21.3 (3.9) 22.2(4.1) <0.001
Pre-bronchedilator spirometry
FEV;, mean (SD), L 787 1.9 (0.7) 1.8 (0.7) 1.9 (0.7) 0.002
FEV; % predicted, mean (SD) 785 73.6 (21.9) 70.1 (21.0) 76.5 (22.2) <0.001
FVC, mean (SD), L 784 2.7 (0.9) 2.6 (0.9) 2.8(0.9) 0.011
FVC % predicted, mean (SD) 780 82.0 (20.3) 78.4 (20.0) 84.8 (20.1) <0.001
Bronchiectasis, n (%) 962 890 (92.5) 405 (96.2) 485 (89.7) <0.001
GERD, n (%) 883 394 (44.6) 198 (50.5) 196 (39.9) 0.002
Hemoptysis, n (%) 944 195 (20.7) 107 (26.6) 88 (16.3) <0.001
Predominant CT abnormality, n (%) 337 - - - -
Bronchiectasis/nodular bronchiectasis - 285 (84.6) 134 (80.2) 151 (88.8) <0.001
Fibrocavitary - 44 (13.1) 32 (19.2) 12(7.1) =
Other - 8 (2.4) 1 (0.6) 7 (4.1) =
388 95 (24.5) 62 (33.5) 33 (16.3) <0.001

Fibrocavitary abnormalities on CT scan or

iti chest X-ray, n (%! . .
cavities on chest X-ray. n (%) Respiratory Medicine 246 (2025) 108220



Natural history and burden of refractory Mycobacterium avium complex pulmonary

disease: Insights from the US Bronchiectasis and Nontuberculous Mycobacterial
Research Registry

Proportion of patients with mild, moderate, o severe mBSl, %

Mean  Patients included in

0% 2% 0% 60% 80% foow (D)
Rulﬁd.zé.:g m s
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2 for all 9 mBs|
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MACPD 399 422 27.9 6.7 (3.4) MNP
@1.7%)
Rty 340 424 28 | 6.4.(35) ST
MAGD L (100%)  sonitivity analysis
§ Data avallable for any
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W summing values for
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MAZ'Z’S 39.5 388 20.6 [ 58 (3.0) B 5(‘1‘(2)?:? (n=1064)
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Effects of Amikacin Liposome Inhalation Suspension and Amikacin Resistance
Development in Patients With Refractory Mycobacterium avium Complex

Pulmonary Disease

Cuiture conversion > 6 months of ALIS initiation

Ml Culture conversion <6 months of ALIS initiation

Sputun auliurs, P=.001 Table 3. Risk Ratios® for Persistently Positive Cultures by CRP Level, Radiographic Subtype, and CLM Susceptibility

conversion rate (%)

100% @ Culture Conversion Nenadjusted Mode! Adjusted Model®
90% (84.2%) o
0% 1 Factors Yes, No. (%) No, No. (%) RR (85% CI} FPValue RR (95% CI) PValue
0%
o CRP ) NCNB CIM S 12 (923) 177 1.00 (reference) E 1.00 (reference) E
(5623%) CRP {-) NC-NB CLMR 3(75.00 128.0) 3.25(0.25-42.21) 0.368 3.24(0.24-44.18) 377
60% CRP () Cavitary CLM S 5(71.4) 2(286) 371 (0.39-34.98) 0252 386 (0.39-37.65/ 246
50% 4 9 CRP {-) Cavitary CLIMR 1(100) 00 NA - NA -
R (36.0%)  CRP(+) NC-NB CIMS 1(100) (] NA - NA -
306 & CRP {+) NC-NB CIMR 00 1 (100} NA - NA -
CRP (+) Cavitary CLMS 2(286) 5(714) 9.28 (1.30-66,07) 0026 8.7 (1.22-58.87) 031
20% 21 & CRP {+) Cavitary CIMR 1(10.00 9(90.0) 11.70(1.72-79.45) 0.012 10.81 (1.66-70.40) 013
10%
0%
All (n=44) NC-NB (n=18) Cavitary (n=25)
AMK Susceptibility of MAC-PD Patients With Persistent Positive Cultures After ALIS Treatment (n = 19)
AMK Susceptible AMK Resistant
Factors (n=12) (n=7 PValug
T J )
Ars mutations,® No. (%) oo 5 (71.4) 0018 Open Forum Infect Dis. 2025 Mar
Position 1408 00 4(80.0) 1;12(3):0faf118.
o 1 (20.0)

Position 1482



Persistent use of amikacin liposome inhalation suspension associated with lower risk of
hospitalizations and emergency room visits in refractory Mycobacterium avium complex

lung disease

Less persistent use
<6 months' ALIS supply

Persistent use
26 months' ALIS supply

ALIS use during first 12 months
12 months of ALIS supply
.

'
Index date
First ALIS prescription

January (October 2018=March 2021)

2015

March
2022

Baseline Analysis

3 months + Time to first hospitalization (all-cause, respiratory-related,
pre-index NTM-related) or ER visit per ALIS-use group
« Cox proportional hazards model of persistent vs less
persistent use group

Respiratory Medicine 249 (2025) 108406
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Recombinant interleukin-7 treatment of refractory Mycobacterium avium complex
lung disease (IMPULSE-7): a pilot phase II, single-center, randomized, clinical trial

* Interleukin 7 (IL-7)

Increases CD4" and CD8" T-cell proliferation

Enhances macrophage function

Increases IFN-y production

Improves survival in bacterial, fungal, and mycobacterial infections in animal models

* Methods

IL-7 was administered 10 or 20 ng/kg/week based on ideal body weight for two 4-week treatment cycles
(totaling 8 injections).

* Primary outcome:

Sputum culture conversion at 6 months

Ther Adv Infect Dis 2025, Vol. 12: 1-13
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* New Therapeutic Options



Omadacycline Monotherapy in Nontuberculous Mycobacterial Pulmonary Disease

Caused by Mycobacterium abscessus: Results From a Phase 2, Double-blind,

Randomized, Placebo-controlled Study

Omadacycline: novel tetracycline derivative (aminomethylcycline)
: acute bacterial skin and skin structure infections
: community-acquired bacterial pneumonia

? ,..‘

L NUZYRA"
¥ uuzvral (omadacycline)
g = = %\ ‘ &‘> =

M. abscessus ™ A3 AL 66%

Omadacycline(300mg, 1% 13 3 F°1)2 419 vs 51 °f(Placebo)? 25% 22 LH5°1 84°4(°F 37 %) 7f 242t

p=0.055
A226

Participants With
Negative Sputum Culture, %

p=0.036
=0.023 a288
5287

‘Omadacycline Placebo
1032 2/23

Negative Cultures at
Days 28, 56, and 84

Omadacycline Placebo Omadacycline Placebo
15/36 3023 21139 6i24

Negative Cultures at Negative Culture at
Days 56 and 84 Day 84/EOT

Clin Infect Dis . 2026 Mar 3:ciag062



Omadacycline Monotherapy in Nontuberculous Mycobacterial Pulmonary Disease
Caused by Mycobacterium abscessus: Results From a Phase 2, Double-blind,
Randomized, Placebo-controlled Study

Table2. Clinical Response at Day 84, ITT Population

Tahle 3. Summary of Treatment-Emergent Adverse Events, Safety

Population
Omadacyclne Placebo
(h=41) (n=25) Omadacycline Placebo
Patients With; N (%) (n=4m (n=25)

Clinical Responder, Definition 17, n %) % ,(é- 7"51 % Ar{ 1434.) 5(200) =
Treatment difference 142 Y/ TERE et 211540}
Pualug? 0218 Nausea 22(83.7) 21{8.0
O ratio (95% C1) 207(084,671) Hoaracho i, 4180

Reasons for nonresgonse; n (%] Fatigue 7171} 114.0)
Improvement in fewer than %af of symptoms present t baseline 2852 20(100)  Abdominal pain 6(14.8) 140
Received alternatise antibioti therapy for NTM Inot i uding macrclide) 1687 160 Vomiting 6(14.6) 0
Withdrew from treatment befcre day 84 5(185) 0 Diarrhea 501232) 114.0
Died on or before day 28 ) 0 Alanine aminotransferase increase 4(9.8) L]

Clinical Responder, Definition 2 1 (%) 14341) 30120) Night sweats 4(9.8) (]
Treazmen:mﬂsmnce ‘ 7“A'1 v O,rq. U‘;‘X, %A"l 222 Aspartate aminotransferase increased 31{7:3) 0
Pualug® 0.048 Hemoptysis 3{7.3) 3012.0
Odds ratio (95% CI) 3.8(0.97,14.94) TEAE of maximum severity:

Reasons for nonresponse’; n (%] Mild 11(26.8) 9(36.00
Improvement in fewer than naf of symptoms present &t baselne 23352 01909  Moderate 20 {48.8) 11 (44.00
Received alterative antitiofic therapy for NTM fnot incuding macrolide) 1687 143 Severe® 4(98) 114.0)
Withdrew from treatment befere day 84 5{185) 0 Serious TEAE" (1] 2(8.0)
Died on or before day 28 b 0 TEAE leading to daath 0 0
Wersening in severity of 1 symptom present at baseline 9(333) 12145 Early treatment discontinuation for AE® 419.8) 0

Clin Infect Dis . 2026 Mar 3:ciag062
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