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Peripheral neuropathy grade

#® (CT-CAE grading : neuropathy - sensory

Asymptomatic: loss of deep tendon reflexes or pasresthesia
(including tingling) but not interfering with function

Grade 1

Grade 2

Grade 3
Grade 4
Grade 5

Sensory alteration or paresthesia (including tingling),
interfering with function but not with ADL

Sensory alteration or paresthesia interfering with ADL

Disabling
Death

NCCN Task Force Report:

Pinprick, temperature,
vibration, motor strength

Normal
Diminished

B Lo

Hyperesthesia,
contact sensitivity

N\ 7
Normal or decreased

/ knee reflexes

Decreased ankle
| / reflexes
Decreased or normal i J

strength \ ' ‘:

Decreased pin, temperature,
vibration

Management of Neuropathy in Cancer



Linezolid induced peripheral neuropathy &4

Neuropathy phenotype

Toxic causes to consider

Sensory predominant

Can involve significant distal
motor weakness

Predominant neuropathic
pain

Acute/subacute sensarimator
neuropathy (‘GBS like’)

Commonly cause predominant sensory ataxia:
Mercury, nitrous oxide, acrylamide

Pyridoxine (vitamin B6), platinum compounds, brentuximab vedotin, amiodarone

Other causes of sensory predominant neuropathy:
Alcohol, cadmium, n-hexane/glue-sniffing, allyl chloride, carbon disul

Taxanes, bortezomib, thalidomide, BRAF/MEK inhibitors, Ieflunnmide]

phide, ethylene oxide

inezo id,lmetrnnidamle, calcineurin inhibitors, isoniazid,

ethambutol, triazole antifungals, amiodarone, phenytoin, colchicine, chloroquine, levodopalcarbidopa intestinal gel, fluoroquinolones

Nitrous oxide, lead, arsenic, thallium, n-hexane/glue-sniffing, organophosphates
Vinca alkaloids, BRAF/MEK inhibitors, dapsone, nitrofurantoin, disulfiram, amiodarone

Alcohol, mercury, thallium, ciguat
Taxanes, bortezomib, thalidomide] linezolid Jmetronidazole, nitrofurantoin, disulfiram, cotrimoxazole

Arsenic, thallium, seafood toxins (saxitoxin, tetradotoxin), diethylene

glycol, n-hexane/glue-sniffing (if acute high doses)

Immune checkpoint inhibitors, tumour necrosis factor inhibitors, BRAF/MEK inhibitors, calcineurin inhibitors, nitrofurantoin,

bortezomib (rarely), amiodarone (rarely)

Optic neuropathy

Nitrous oxide, lead, mercury, thallium

Vincristine, calcineurin inhibitors) inezcr!ia,'athamhuml, isoniazid, amiodarone, chloroquine, dapsone, disulfiram

Pract Neurol. 2023 Apr;23(2):120-130.



Optic neurltis

B whatismultiplesclerosis.in

https://mstranslate.com.au/understanding-the-reasons-behind-different-outcomes-of-optic-neuritis/



Linezolid induced peripheral neuropathy =4

Antibiotic Incidence of PN Risk Factors for PN Pathogenesis Type of Neuropathy
Isoniazid 2-44% Aleohol dependence, malnutrition, diabetes, Interference with vitamin Bé Sensory peripheral neuropathy
HIV, elderly and pregnant synthesis
Ethambutol 1-18% increasing age, prolonged duration of EMB, a | Zinc chelation affecting mito- Optic neuropathy
higher dose, hypertension, poor renal func- chondrial metal-containing
tion, diabetes, and concurrent optic neuritis, enzymes and excitotoxic
related to tobacco and aleohol [4] pathway
Linezolid 13-20% Prolonged treatment and increased doses Unknown, could be related to Sensory peripheral neuropathy
protein inhibition and and optic neuropathy
mitochondrial toxicity
Metronidazole 10-85% Chronie treatment and increased dose Axonal degeneration, shown Motor and Sensory peripheral
to bind to neuronal RNA neuropathy, optic and auto-
nomic neuropathy

4 lrreversible peripheral neuropathy has also been associated with linezolid.
Curr Clin Pharmacol. 2020;15(1):38-48.

4 Peripheral neuropathy is a rare side effect of linezolid and is conventionally considered as
irreversible. Here, we report a case of reversible neuropathy induced by linezolid.

Am J Ther. 2016 Nov/Dec;23(6):e1839-e1841.
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#1 Incidence

%

Study Weight
ID ES (95% Cl) (D+L)
Park IN (2006) : * 0.60 (0.17,1.03)  3.61
Condos R (2008) * 0.33 (-0.04, 0.71) 4.28
Schecter GF (2010) . 0.33 (-0.20, 0.87) 2.62
Tang SJ (2011) —— 0.21(-0.00, 0.43) 7.49
Gu F (2011) T 0.09 (-0.08, 0.26) 8.66
Abbate E (2012) 1+ 0.12 (-0.04, 0.27) 9.10

LLee M (2012) - 0.55(0.39, 0.71) 8.97 |
Xu HB (2012) —%——  0.60(0.35,0.85) 6.69
Chang KC (2013) —_—— 0.43 (0.06, 0.80) 4.44
Wang Y (2013) T 0.17 (-0.04, 0.38) 7.59
Zhang L (2014) 4 0.07 (-0.06, 0.19) 9.80
Liu Y (2015) —— 0.19 (-0.00, 0.38) 8.10
Tang S (2015) —— 0.24 (0.10, 0.39) 9.29
Zeng X (2015) —— 0.16 (0.02, 0.30) 9.35
D+L Overall (I-squared = 68.7%, p = 0.000) g 0.26 (0.16, 0.36) | 100.00
I-V Overall O 0.22 (0.17, 0.28)
NOTE: Weights are from random-effects analysis

| |
-1.03 0 1.03

Int J Tuberc Lung Dis. 2019 Dec 1;23(12):1293-1307
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N EnglJ Med 2012; 367:1508-1518



Genetic susceptibility

% of change in carriers from the rest of the cohort”

Haplogroup or polyl:ﬂorp&:u'smEj No. of carriers vs noncarriers Mitochondrial protein synthesis No. of clinical symptoms @ m. 2 7 O 6A> G , M, 3 1 9 7T> C , M, 3 O 1 O G >A ,
Haplogroups haplogroup UOAl 2212 & St
H Qvs 10 26.11 —40.67
U 6vs 13 —30.49 67
No N, N¥, T 4vs 15 9.30 3.92 4 Haplogroup HO{|M= 822 risk Y2
Polymorphisms
12S IRNA
m.709G—A 3wvslé 26.58 47.79
m. 1189T—C 2vs 17 518 —19.35
961insC 1vs18 —46.31 400
m.1598G—A 1vs 18 —31.12 —100
m.980T—C 1vs 18 NA —18.03
m.930G—A 1vs 18 NA 170.27
m.961T—G Tvs 18 5.35 —100
16S rRNA
m.2706A—G 10vs9 —16.73 68.54
m.3197T—C 3vs 16 —25.61 133
m.I8114—C 3vsl6 5.18 =20
m.3010G—A* 2vs17 —19.23 27.12
m.1888G—A  2ws 17 40.51 135.85
m.2850T—C 1ws 18 40.51 70.94
m.2523C—T 1vs 18 NA —18.03
m.2098G—A 1vs 18 —34.95 —18.03
m.2092C—T 1vs 18 57.34 70.94
m.1719G—A 1ws 18 —31.12 —100
m.1703C—T  1vs18 —3L12 ~100 Antimicrob Agents Chemother. 2017 Aug 24,61(9):e00542-17

m. 17001—C lvs 18 116 —18.03
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4 m.2706A>G 99.15%, m.3010A>G 30.51%

o

Gene Variant rsiD Drug Clinically relevant Frequency in
our study (%)
MT-RNR1 m.663A>G rs56489998 Aminoglycoside Ototoxicity [51] 10.17
m.o61T>C rs3888511 Aminoglycoside Ototoxicity [51] 5.93
m.o9e1T >C rs3888511 Linezolid Mitochondrial toxicity [54] 5.93
m.1095T >C rs267606618 Aminoglycoside Ototoxicity [51] 0.85
m.1189T >C rs28358571 Aminoglycoside Ototoxicity [51] 1.69
MT-RNR2 m.2706A > G rs2854128 Linezolid Lactic acidosis, Mitochondrial toxicity [54] 99.15
[ m.3010G > A rs3928306 Linezolid Mitochondrial toxicity [54] 30.51 ]
MT-ND3 m.10398A > G NA ART Metabolic/ cardiovascular complications [15] 7034

BMC Med Genomics. 2022 Jan 3;15(1):3.



Our study (n=118)

Korean1K 2020 (n=1094)

KoVariome 2018 (n=88)

Park et al. 2017 (n=186)

1KG EAS (n=1008)

Haplogroup H :
protective effect

1KG SAS (n=978)
1KG EUR (n=1006)

1KG AMR (n=694)

1KG AFR (n=1322)

0 0.2

0.4
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BMC Med Genomics. 2022 Jan 3;15(1):3.



Risk factor - dose

@ 2007-2008 =Ll 27li2| cijstH& XDR TB =2HR} 249

300 mg 4117 (24%)
600 mg 417 (54%)
J Antimicrob Chemother. 2009 Aug;64(2):388-91
@ ZeNix trial
26wk 9wk
1200 mg 17/45 (38%) 11/46 (24%)
600 mg 11/45 (24 %) 6/45 (13%)

N Engl J Med 2022;387:810-23.



Risk factor - kg dose

# Sweden 1992-2018, 2|U|Z2|= A& MDR-TB 1328

35.6% peripheral neuropathy

Variable Peripheral neuropathy (n = 119) Anemia (n = 130) Leukopenia (n = 130)
. 27.3% anaemia
HR (95% CI) P-value HR (95% CI) P-value HR (95% CI) P-value
Female sex - 1.96 (0.96-3.98) 0.063 2.53 (1.16-5.53) 0.020
Creatinine® 0.99 (0.65-1.48) 0.95 - -
22.0% leukopenia Linezolid doseP 1.0 1.0 1.0
(mg/kg/d)
< 8 (ref)
' 8 to <12°¢ 1.44 (0.65-3.19) 0.37 1.33 (0.43-4.10) 0.62 1.82 (0.52-6.39) 0.35
27.3% thrombocytopenia > 12 2.89 (1.08-7.74) 0.035 6.62 (2.22-19.8) 0.001 5.23 (1.48-18.5) 0.010

6.1% optic neuritis

UZAMBHSHCO = doistd 22+20| £ O dose-dependent

Int J Antimicrob Agents. 2024 Oct;64(4):107302



Risk factor - &= BMI

LZD 23 HELHHSF(PN) #/2 /At — MDR/RR-TB

Kwon et al., Int J Tuberc Lung Dis 2023 - &t=3 47} 3%} H&l - n=73 2010-2021
A 2 : PN 2442 “ PN 02
739 | | 373 (51%) 363 (49%)

Fo FERE LHE 3 EH A

" " LZD St #g
UXMHHS HI ANuAHES ©
2 70%
51% 37% 10% o4 Zet 349,
g SYU3eE | | HEEYI250= W U 6171 PN = =0 549,

LZD 23 X HZFEE(PN) 1B QUR — Cox HIH2IE 2 FEH
Kwon et al,, IJTLD 2023 - n=73 - MDR/RR-TB

BMI (per 1kg/m?)
LtO| (per1yr)
LVXHE
MFXEE
BDQHEE

*7| 22 <600 mg
Pyridoxine 2%

DM St

MV W 0.88 (0.80-0.97)
i 0.98 (0.97-1.00)
MV —k— 242(1.22-4.80)
- 0.42 (0.19-0.93)

- 1.95 (0.96-3.96)

Mv | 2 i 0.16 (0.02-1.14)

= 1.44 (0.66-3.16)

= 1.61(0.76-3.67)

0.013

0.047

0.012

0.032

0.064

0.067

0.3561

0.258

Int J Tuberc Lung Dis. 2023 Mar 1,27(3):232-234



Pharmacokinetics - Cmin

¢ 2|t 67 7t best background regimen2 & z|&

AlIjst =L XDR-TB &} 38 (2008-2011)

@ Mitochondrial toxicity-related adverse event

Mean trough (ug/mi)

Event
5 = Censored
100% (19/19) ug/mi>2 had an AE
58% (11/19) ug/mi<2 had no AE
4 -
6
3 - 3
6 3
6
6
6 3 =
6 3 30E
3 2@
3 3 3
0 — 9 :
| | I I
200 400 600 800

Time from linezolid start

EBioMedicine. 2015 Oct 9;2(11):1627-33.




22 ©7| regimetd Y2AFYS YME

- BPaLM

(o)
TB-PRACTECAL - Lzd 600mg 16=, 300mg 8= 14/151 (9%)
. - BPalL o)
ZeNix-TB - Lzd 600mg 26= 11/45 (24%)
i - DIm+Lzd+Lfx+PZA o
BEAT-TB - BDLLfxC OfA| STl Ol=2= F4E2  OF4 peer-review
- Lzd 600mg 243 21 10/202 (5.0%) = =0 OtEl
Grade 3 O|AFEZZ0OL H T
- 9BLMIZ -3/126 (2.4%)
_ - OBCLLfxZ -5/122 (4.1%)
SheTE - 9BDLLfxZ - 77127 (5.5%)

- Lzd 600mg 165, O|F£E 300mg qd
or 600mg = 33|2 &k






(1) Reversible : Nix-TB

Linezolid 1200mg qd for 26wks — Hx=MEHS HHME 81% (88/109)

Brief Peripheral Neuropathy Screening scale

e ==
sia =} =] 0 Grade 0 (4}
a. £5- o524 (pain, aching, burning) 0-10 0-10 1-3 Grade 1(Minimal)
b. & (pins and needles) 0-10 010 4-6 Grade 2 (Modest)
c. 22 (numbness) 010 0-10 7-10 Grade 3 (Severe)

modest ~ severe neuropathyO®| Al normal ~ minimal neuropathy2 2| &st=0| Y4 370,



Nix-TB follow-up &+

# Nix-TB HI0|E{(n=109)= 0|&3dfl PK/toxicodynamic 22 1= [zd S48 2|ASlol= BB AL

>

Percentage of patients
with reversed neuropathy

4

Observed data B Initial dose: 600 mg once daily C Initial dose: 600 mg twice daily D Initial dose:1200 mg once daily
100 1.00 A 1.00 A 1.00 A
75 0.75 'J_Hr 0.75 0.75 A

I.l'
50 <+ 016 e o i e i I e i et B 0.50 A 050 TN T T T T 1T T T
| M ; | i = Discontinuation i = Discontinuation
25 7 — Observed data 0.25 1 3D(|)s()c?nntlréugtlon 0.25 300 mg QD 0.25 300 mg QD
g — 600 QD — 600QD
0 0.00 A 0.00 A 0.00 A
7T 17T 17T 17T 17T 17T 17T 17T 17T 71T T1T°71 T 17T 17T 17T 17T 7T T T 1T T T°7T1 1T 17T 17T 17T 17T 17T 17T 17T 17T 7T 171 1T 1T 17T 17T 17T 17T 17T 1T 1T 71T T7T°71
0 6 12 18 24 0 6 12 18 24 0 6 12 18 24 0 6 12 18 24

Duration between onset of modest or severe neuropathy scores to reversed neuropathy (months)

modest~severe PNO| minimal/normalz 2|&: &2 78%, A|=2{0|M 92-98% (BrA = 15702 O|Lf)
ZChvs 22 20| 1S 1200—600 mg & & Al 2|2& 95%, 1200 mg S Al 95%

Clin Infect Dis. 2022 May 30;74(10):1736-1747.



57 patients
included in study

v

33 patients
reported
neurologic
adverse effects
of linezolid

! '

v

(2) Irreversible @

2 opthalmologic 7 opthalmologic
and peripheral

24 peripheral

v

31 patients with
symptoms of
peripheral
neuropathy

v

25 with signs of
peripheral
neuropathy at
clinical examination

v

18 with signs of
periperal
neuropathy

at EMG/NCV

v

v

4 patients fully

after end of TB
treatment

recovered 12 months

14 patients with
persisting symtoms
12 months after
end of TB treatment

A 2011-2016

Linezolid AtE A1 57 & 31HOM H2AFHS

EMG/NCV ZALZ ZICHE 189 £ 14F (78%)0IA 14

0= S A&

Emerg Infect Dis. 2020 Aug;26(8):1792-1800.



Severity at presentation

Count
Mild
Row %
Count
Moderate
Row %
Count
Severe
Row %

Cured
11
35.50%
0
0.00%
0
0.00%

(2) Irreversible @

Mild
14
45.20%
19
57.60%
4
20.00%

Severity at 18 month follow-up

Moderate

5
16.10%
10
30.30%
7
35.00%

Severe
1
3.20%
4
12.10%
9
45.00%

Ql&, 2021-2022
HICHE 2l 7] 4712 2 22t 84

National Cancer Institute Neurosensory Scale

Indian J Neurol. 2025;6(1): 142.



¢ 2020-2022 ==

(2) Irreversible @

¢ 9 Y| 2|5 E8 F 3"t safety L efficacy 4 2zt
Total Regimen A Regimen B Regimen C Regimen D

Adverse effect

(n=124) (n=34) (n=46) (n=27) (n=17)
Any persistent symptom 28 (22.6) 13 (38.2) 6 (13.0) 6 (22.2) 3(17.6)
Peripheral numbness (hand) 16 (12.9) 6(17.6) 4 (8.7) 4 (14.8) 2(11.8)
Peripheral numbness (foot) 22(17.7) 11 (32.4) 4 (8.7) 5(18.5) 2(11.8)
Limb pain 2 (1.6) 0 (0) 1(2.2) 1(3.7) 0 (0)
Visual impairment 5(4.0) 3 (8.8) 2 (4.3) 0 (0) 0 (0)

A (Bdg-Lzd-Mfx-Cs-Pza)
B (Lzd-Mfx-Cs-Cfz-Pza).
C (Bdg-Lzd-Cs-Cfz-Pza),
D

(Lzd-Cs-Cfz-Pza)

Lzd 600mgl =z A7|7H =&

BMC Infect Dis. 2026 Feb 24;26:686




Linezolid £ X2 At A3} — MDR-TB (n=102, ¥ &

(2) Irreversible @

2019-2023

Kodama et al., Int J Tuberc Lung Dis 2025 - LZD 600 mg 7| £0

I.f

UEXMEHZE (PN)
58% (47H)

U SYu 1342

Hxig olg %= LZD SCHK| SUgt
21H (21%) 158
Hol=sM AN AZEHEZE (ON) 7|E}
53% (43%) 14% () S M, HejZo|at

U it 3se

UH Sk 267

21 3] = 82%

™y T

818 = 328 AT

~

HI7H4 18% &

Al

r=

E=r

Ol4

etz 59%

) =2 AE Y 28%

HEN = L 19% M AE =¥ 31%

X2 1150 (300mg)

300mg MEH (n=16)

Int J Tuberc Lung Dis 29(10):462-468



Irreversibility®| CHet risk factor

PN, n = 44 Improved, n=24 Not improved, n = 20 P value
Age, years 0 (26.5-57.5) 38.5 (30.5-50) 0.93
Male sex D (42) 15 (75) 0.03
BMI, kgfrﬂ2 1.4 (20.2-22.9) 22.4 (19.8-24.2) 0.58
Concomitant use of fluoroquinolone 11 (46) 10 (50) 0.78
Concomitant use of vitamin B6 8 (33) 7 (35) 0.91
LZD cumulative dosing period
From initiation of LZD administration to the onset of 142 (111-159) 121 (69-208) 0.25
VS
l From the onset of PN to final LZD discontinuation, days 19.5 (4.5-97) 90 (52.5-369) <0.01
rom Iniiation of LZD administration 1o ninal 171.5(127.5-260.5) 257.5 (133.5-560) 0.31
discontinuation, days
LZD cumulative dosage
From initi}iation of LZD administration to the onset of 852 (666-954) 726 (414-1,248) 0.25
PN 104 m
Fromgthe onset of PN to final LZD discontinuation, 99 (12-393) 540 (231-1,225.5) =0.01
1(1“ 1M
991.5 (760.5-1,254) 1,459.5 (771-2,347.5) 0.4

From initiation of LZD administration to final
discontinuation, 10° mg

OfLt W] B L}

Lo —

Int J Tuberc Lung Dis 29(10):462-468
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4. Linezolid O] &|st Sz AI A0 CHot CHzH

#2 Regimen : Bt AHS 2|5t screening
@ structured dose reduction

@ regimen modification




#1 Linezolid-free regimen ?

INT J TUBERC LUNG DIS 21(11):1114-1126 STATE OF THE ART
@ 2017 The Union

http://dx.doi.org/10.5588/ijtld.17.0468

The devil we know: is the use of injectable agents for the
treatment of MIDR-TB justified?

A. Reuter,* P. Tisile," D. von Delft,' H. Cox,* V. Cox,5 L. Ditiu,V A. Garcia-Prats,” S. Koenig,**
E. Lessem,'" R. Nathavitharana,** J. A. Seddon,5% J. Stillo," A. von Delft,*s J. Furin**

*Meédecins Sans Frontieres, Khayeltisha; TB Proof, Cape Town; *Division of Medical Microbiology, University of
Cape Town, Cape Town, South Africa; 5Centre for Infectious Disease Epidemiology and Research, School of Public
Health and Family Medicine, University of Cape Town, Cape Town, South Africa; TStop TB Partnership, Geneva,
Switzerland; *Desmond Tutu TB Center, Stellenbosch University, Cape Town, South Africa; **Department of Global
Health and Social Medicine, Harvard Medical School, Boston, Massachusetts: "THIV/TB Project, Treatment Action

Group, New York, New York; ¥*Beth Israel-Deaconess Medical Center, Boston, Massachusetts, USA; 35Centre for

International Health, Imperial College, London, UK; '"'“College of Liberal Arts and Sciences, Wayne State University,
Detroit, Michigan, USA



WHO &¢Il &t7| Regimen

BPaLM [ BPaL 9 ME all-oral 2

WHO 2022 # 1 - 2025 7=} 2! (ZeNix, TB-PRACTECAL)

B bedaquiline @ Pa pretomanid 200mg qd L linezolid 600mg gd M moxifloxacin 400mgqd = HEZI 40 E (smear+ Al 67N K| HE)

FQ#+d >BPalM  FQ U4 > BPalL (M H) pre-XDREE 7t =

C clofazimine

X471 570

Lfx/Mfx C clofazimine

BDLLfxC [ BDLLfx / BDLC
WHO 2024 Rapid Communication - 2025 Module 4 77 21 (BEAT-TB)

B bedaquiline D delamanid L linezolid 600mg qd Lfx levofloxacin C clofazimine = 28 (UBLMfxZ

FQU4MSBDLL (CHP7HS)  FQUAISBDLC  AORRINS.£3% T8 S
2% (2 BCLLfxZ

B bedaquiline

2% (3) BDLLfxZ

B bedaquiline

B bedaquiline (6712) Lfx/Mfx

HE 97 @ 3Z (endTB)
WHO 2024 Rapid Communication - 2025 Module 4 A7 23 (endTB trial, NEJM 2025)

E ethambutol

WHO 2019 #11 - 2025 M=l (South Africa 2t C|0|H)

Eto ethionamide =

L linezolid 600mg qd M moxifloxacin

C clofazimine

D delamanid

L linezolid 600mg gd

L linezolid 600mg gd

E ethambutol

Z pyrazinamide

Z pyrazinamide

Lfx levofloxacin

Lfx levofloxacin

Hh isoniazid (2 22F)

X2 425 88.6%

Z pyrazinamide

Z pyrazinamide

=

=

97 E

Z pyrazinamide

A

970 E (39F)

A

HAE 90.5%

ZE 85.3%



#1 Linezolid-free regimen -BPaLM2| H3

T gl

BPaMZ (SimpliciTB) ILof Phase 2c 2t=2 (2024) Pretomanid+PZA & Zt=Md
Bdg+DIm+Delpazolid+Mfx C{A| (delpazolid) Phase 2b 22 (2025) CH2 phase 3 OJA|&Y
Bdg+DIm+Sutezolid+Mfx  CHA| (sutezolid) Phase 2b &t= (2025) 2|4 22F 0|&4
BPa-Contezolid CHA| (contezolid) Zh2FOI 7L ChHA RCT Q12



#1 Linezolid-free regimen - simplici TB

SimpliciTB (NCT03338621) - phase 2c - Lancet Infect Dis 2024

BPaMZ = Bedagquiline + Pretomanid + Moxifloxacin + Pyrazinamide - Linezolid-free
- __ B 1-00 :
\\‘-, I:/ “ \ ..',. .\\ F/» ,\‘ . - __\\.. g . - T S ) :
Bedaquiline | [ Pretomanid | | Moxifloxacin | | Pyrazinamide ;l [ Linezolid-free | = S SO b :
N N A e " @ H I TP, E
' 2 0757 P U SUR :
.g : _____ L‘I
DS-TB 2 DR-TB & S o504 L !
n=303 (mITT), FQ-PZA Z+4 n=152, MDR/RR-TB (' arm) s 0 T \ :
p . ~ . s | DR-TB, BPaMZ 6-month schedvle ' __ "
| ' | ' ' 2 —— DS-TB, BPaMZ 4-month schedule
BPaMZ vs HRZE BPaMZ 67l & = 0254 DS-TB, HRZE/HR
4id (n=150) | | 67 (n=153) | Heam-H2OEZ EE 3 Unadjusted hazard ratio (95% Cl) 2-93 (2:17-3-96), p<0-0001
l ) ‘ I ) ‘ l . a Adjusted hazard ratio (95% Cl) 2-94 (2-17-3-97), p<0-0001 |
0 T T T f
* 0 2 4 6 8
8F Y ST 8F HiY SH 8F Y ST ] Weeks from random allocation
84% (122/145) 47% (70/148) 86% (114/133) - TTN £ 55 Number at risk
< ’ : ; DR-TB, BPaMZ 6 month schedule 133 122 90 57 24
N ~ & ~ DS-TB, BPaMZ 4 month schedule 145 139 119 77 26
FLTIN EYTIN 52 M8 DS-TB, HRZE/HR 148 143 136 114 93
6% (IQR4-8) | 15 (IQR 6-12) 83% (111/133)
52% 858 52 4&8 154 (hepatotoxicity) Lancet Infect Dis 2024; 24: 1003-14
83% (120/144) | | 93% (134/144) | . Pa+PZAHE F2 0|
Non-inferiority 0| 5% ' AP Za} o] %S

miTT 2|& (1% HIpH <) J | BPaLal AL M4 H




#1 Linezolid-free regimen - delpazolid

=2E uiZ 2% (Backbone) — H 2 Y

¢ PanACEA-DECODE-01

# Phase 2b D= Bedaquiline 400mg qdx14d > 200mg 3%/ + Delamanid100mgbid + Moxifloxacin400mgqd +
& Rando_mls_ed open-label, (" Delpazolid (822 4o])
dose-finding study e -
. ) )
Tanzania & South Africa DO (ChE) D400 D800 J— DB00ED
No delpazolid 400mg qd 800mg qd 1200mg qd 800mg bid
n=15 n=15 n=15 n=16 n=15
AUC,_,, 0 AUC ~10 mg-hfL AUC ~29 mghfL ALIC ~47 mg-hjL AUC ~&9 mg-hfL
= ga
Delpazolid (DECODE-01, 165) Linezolid 1200mg (ZAHE CHE)
St X MAHE (grade 22) 0% UEAAHE (grade 22) 81%
AMMAHEE (grade 22) 0% AMUAEE (grade 22) Cink=
=524 (leukopenia ) Hel gis =424 (myelosuppression) 48%
&5 0|40t (SAE) 271 (DBOOBDZEH) g3 ZHHE (MDR-TB) ~64%
SAELHE g1, 8lEn YEHFAUES 719y ~78% H| 7t
D12002: SAE 07, | 2 PHed 0| AHerg 17 =#: Jaspard 2020, Song 2015 S

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



¢ PanACEA-SUDOCU-01

&
&

Phase 2b

Randomised open-label,
dose-finding study

Tanzania & South Africa

#1

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

Linezolid-free regimen - sutezolid

=E A 24 (Backbone) — ® 2 £ (DECODE-012 £Y)

2E &

SO (CH=)

Mo sutezolid
n=15
AUC, ,,0

Sutezolid (SUDOCU-01,12F)
LEUHEE (grade 22)
AU FES (grade 22)

IR PSILIPN

S600 qd

600mg qd
n=15
AUC S

0%

0%

=
40
WL
olo

14%
8% (H| 2 AHH)
24 (Y2 F)

=]
HA

aio

51200 qd 5600 bid
1200mg qd 600mg bid
n=15 (£1200mg)
AUC St n=15
AUC Z7+-=5

Linezolid 1200mg (S AHH CHX)

YELHEEE (grade 22)

—

[MEHE (grade 22)
=+21H| (myelosuppression)

MAO i H|

0f

o4
EL

I ECE
MAHZE H|7tY
Grade 23 0| &HHi2

Xz &H

5800 bid

800mg bid
(& 1600mg)

n=15
AUC X2

H = —HH0[EF

81%

48%
zd
~64%

~78%



#2 Regimen - structured dose reduction

@ |PD, 8 €71(RCT4 + dSF ASE 4), n=945
# Event of interest : Treatment success / Competing event : Death & failure

2 "
Group1 Group2 x 7|E32 Group 3 Group 4
600 mg x 8F 600 mg x 165 600 mg x 395 (224 1,200 mg x 255
n=215-+% 37,800 mg > 300 mg = 85 n=183 -+ 163,200 mg n=100 - =3 181,000 mg
n=447 - =3 83,100 mg SEHE &S
b e, -
1E A8 435 iz 4 Apat FEELH
Group 1(600mg=8w) 59.1% 15.8% 7.9% 7.0%
Group 2 (600>300mg) * 00.4% 1.1% 0.2% 1.3%
Group 3 (600mg=39w) 01.3% 3.3% 1.6% 2.7%
Group 4 (1,200mg=25w) 06.0% 2.0% 0% 0%
Group 1(600mgx=83) } + ! 0.24 (0.08-0.71) 0.01
Group 2 (600>300mg) * L 2 Reference
Group 3 (600mg=393:) : . 4 | 0.36 (0.16-0.81) 0.013
Group 4 (1,200mg»255) } < { 0.57 (0.23-1.43) 2

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



#2 Regimen - structured dose reduction

@ |PD, 87l 941(RCT 4 + deF DS E 4), n=945
# Event of interest : Adverse events of grade 3 or higher/ Competing event : Death

ml_ HH AE2G3 YENIES =+4H MuEEs
Group1 30.7% 1.9% 9.8% 0%
Group 2 % 22.6% 1.8% 47% 0%

Group 3 13.7% 3.3% 1.1% 0%

Group 4 43.0% 15.0% 3.0% 2.0%
Group 1(600mgx85) : s | 1.84 (0.75-4.50)
Group 2 (600>300mg) * & Reference
Group 3 (600mgx39F) [ L i 0.55 (0.18-1.67)
Group 4 (1,200mgx25) : 2 i 2.29 (1.37-3.83) 0.002

¢ Zot oMM 2HOIAM 165 600mg, 8F 300mg=E A|&lEl Z&0| 712 245t regimen

— o

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



#2 Regimen modification

CH| regimen A =o— 27| regimen

Bacteriological failure
S=A g &2l (e.g. Pa/DIm)
S8

CH| regimen A S ——) _

BPaLM ' Bpa M?




A 4

A 4

A 4

| 2| =0 BHY] 2| == 2H5(?) Case © 63/M

Xpert MTB/RIF @/ rifampin LA =0l

BPaLM A|ZF - X|£Z 9l nausea, vomiting - Pa 2! Mfx 2&tst S0 =

322} - MDR-END HZA

15M: Lfx g9 =

50l - Lfx0Of| 2|&2 Q1 nausea / vomiting &4

Ctot7 |2 - 7| 2|22 A=t Bdqg, DIm, Lzd, Cfz2 Al

|24

o

(ZF

EA

—

Q=7 Pto A2



T A=A ==A101L.

O 2S A4

mDST & F&EE 244 MDR-TBZ BPaLM CI7|2E22 2|2 & FAB22 Pa, MxfE S2I317 £10f MDR-END
Ch|2YoR MASIYSLt 2712] 0|4 2A(Lfx, PZA)7t BTHE|H| EIASLICE Bda+Dim EE Z7|2EoR9
2gtof Zofgrct.

* F|FELHY MDR/RR-TBO||A| Beat-TB 2¥2t S EILICE 2|2 7|2 2H0j| 2118 7| BIEHCL

SHE MO CFA| ;.  Bdg + DIlm + Lzd, Cfz




#3 27| &tAHO| 2|5t screening - DM neuropathyOf| M €28 A =C}H

EECEEERETENEE RN [ 2luiZ2|E Qua NAHEEC| HEp Mzl

I Fu
— oEasEE - (MstAEdA 3% ANQE N EIf)— R E6| US4 [ —( DIEESElot R | {ATP A Rfot Y B4
Zalg Az AGEs (ZIZZEMEB) &Y || @ =% @& ROS EEERSE S 2=
(Polyol patiway) @ . »Sug:r @ 5 o (AAA) | (Distal Axonopathy) e ¢ ® Linezolid OEZCR0 fy 25T
Ghigase : DC% 2 || oo HIWY A <%0~ A
! Chuz| L ) 2 ";’: =~ XA S Y
Sorbitol " st WX (G Z Tage T A @ ’ &
z S 5 7
E:L@ ATIALR(AGE) : ' e E O || waz )
o AGEs8A ZY QY Z oztolEacelol M 2lss Q
HEY AEHA . 2 2|24, 555) (505) N\ ©.,99
= oAl Zt: 555 \
nE2ca0} 25

(HIZ fAF7Z)

X

oS 2Calo} r
By o

Ghibli Ghibli



#3 7| &Y HZ 2ot screening

# Neuropathy & A|H 1-22 HEE Y& A| OC screening Al

® MNSI (Michigan Neuropathy Screening Instrument)
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MNSI - Linezolid0]| gt =4 FES0IA 2| AtE

Infection and Drug Resistance Dove

Linezolid-Associated Neuropathy in Patients with
MDR/XDR Tuberculosis in Shenzhen, China

Peize Zhang 2 Wei Li?, Miaona Liu®, Senlin Zhan?, Hailin Zhangz. Guofang Deng 2
Xiaoyou Chen'

'Beijing Tuberculosis and Thoracic Tumor Institute, Beijing, People’s Republic of China; 2Department of Pulmonary Medicine and Tuberculosis, The
Third People's Hospital of Shenzhen, Shenzhen, Guangdong, People's Republic of China; *Department of Pharmacy, The Third People's Hospital of
Shenzhen, Shenzhen, Guangdong, People’s Republic of China

Correspondence: Guofang Deng; Xiaoyou Chen, Email jxxk|035@yeah.net; chenxy | 998@hotmail.com

To screen for the presence of neuropathy during treatment, the MNSI was adopted, and patients
were assessed on a monthly basis.

Infect Drug Resist. 2022 May 23;15:2617-2624



#3 27| YAHE 2|5t screening - Corneal confocal microscopy

Intraepithelial Sensory Nociceptors/
& 2t890| subbasal nerve plexus Nerve Terminals ~ Mechanoreceptors

7= 2= A28 F79| surrogate biomarker

Squamous
— Epithelial
- Cells

= = Wing Cells

Basal
Epithelial
Cells

Subbasal
Nerve
Plexus

__ Bowman's
Layer

J. Clin. Med. 2022, 11(17), 5130



#3 27|
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$l et screening - Corneal confocal microscopy

CCM O2H0|EE 24 HE (M= 37|, 2E H| X P < 0.00001)

CNFD
no.fmm?

CNED
no.fmm?

CNFL
mm/mm?

IWL
mm/mm?

& :_-:H 210 = AFLHE‘

# Subclinical DM neuropathy A| 7|0 =
# Baseline AAIS =21 FU otHA H3}

Controls DPN- DPMN+

ﬁﬁﬁi

QoI5 24 27
= =L —
2 P 1Y



Summary

| 2| 2e Ee2 228 YWl Al linezolidE Z7|0| ST5HR| ZSt= case?t US.

27| 2| =& regimenOf CHst AT ZDZ HEFEM A| EMES2 2 1/4 ~ 1/3 &,
SHEOI2 ofF RAASHCZ 2
d

SYT0M S4 7H410] 8iCH= evidence 21
oM SH0| 2| =E|UCh= B4
T ST =9l .

]

# Linezolid-free regimen, CHA|2F= (delpazolid, sutezolid) regimenOf Cist H T
+ A= Linezolid 23 2 2242 9 A| Adetet ~ Rl= 2ts 7| regimenO| 22

+ 7| &HHE /5l DM neuropathy?| screening toolg xt5tH ZZICT
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