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CheckMate 6DW: first-line nivolumab + ipilimumab vs platinum + pemetrexed for
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Introduction Table 1. Key demographics and baseline characteristics Figure 3. OS in predetermined subgroups Subsequent therapy

| | . . . | | All randomized patients r—— — . Subsequent.therapy was given in 50.0% of patients in the nivolumab + ipilimumab arm and 63.5%
e Malighant pleural mesothelioma (MPM) is a rare locally invasive and highly aggressive cancer of the Nivolumab + iili b ch H of patients in the chemotherapy arm
leura membrane’ : : . ivolumab + ipilimuma emotherapy . et | mos 5% Cl) | ot mornes | mos (95% c) U oy Sub t systemic th ith i heckpoint inhibit ived by 10.0% and 30.8%
P Demographic and baseline characteristics, n (%) n=52 (N of patients) : (N of patients) : | (95% Cl) * >ubsequent systemic therapy with immune checkpoint inhibitors was received by 10.U% an .07
« In the global pivotal phase 3 study CA209-743 (CheckMate 743), nivolumab + ipilimumab as the A Overall_ 102 2(50)  NR(44ZNE)  32(52) 1948 (12.06-28.88) e 0.62 (0.36-1.07 of patients in the nivolumab + ipilimumab and chemotherapy arms, respectively, and targeted
first-line treatment for patients with unresectable MPM demonstrated statistically significant ge (years) e 53 D7) NRQ4OGNE 1408 25.46 (10.94NE) — i 0.67 (0.30-1.50) therapy by 26.0% and 34.6%, respectively
.. . . . . . Median (range) 63.0 (31-33) 64.5 (20-74) > 65 49 12 (23) 21.72 (12.94-NE) 18 (26) 13.27 (9.95-28.58) —eo—1 0.62 (0.29-1.30)
and clinically meaningful improvements in overall survival (OS) compared with chemotherapy < 65 27 (54.0) 26 (50.0) 2 65 to < 75 45 11(19) 2070 (11.07-NE)  18(26)  13.27 (9.95-28.58) — oL 0.69 (0.32-1.47) Safety
(median OS [mOS], 18.1 months vs 14.1 months; hazard ratio [HR], 0.74; 95% confidence interval > 65 23 (46.0) 26 (50.0) >75 4 4 NR (12.94-NE) 00 NR (NE-NE) | NA : ~ : 0
[C|], 0.60-0.91 )2 >65and <75 19 (38.0) 26 (50.0) Sif\(ale 49 12 27) NR (13.24-NE) 11 (22) 24.36 (10.94-NE) — e 0.87 (0.38-2.02) « Of treafed patients (n ) 408 per aI'I'T01), treatm.ent-related.adversoe eventso(TRAEs) occurred in 83.3%
. epe . . . . . . . > 75 4 (8.0 0 Female 53 10 (23) NR (13.14-NE) 21 (30) 15.90 (9.95-28.88) —e—H 0.52 (0.24-1.10) vs 91.7% (grade 3/4: 41.7% vs 458/)) and serious TRAEs in 39.6% vs 18.8% (Table 3)
— Based on the significant clinical efficacy, the United States Food and Drug Administration 2 (8.0) TP ; No deaths attributed to studv drus toxicit din eith
approved nivolumab + ipilimumab as the first and only immunotherapy treatment for previously Sex . . 506 1090 (40N T4 19,48 (12.06.38.90 i e « No deaths attributed to study drug toxicity occurred in either arm
untreated, unresectable MPM? Male 27 (54.0) 22 (42.3) Baseline Hstology — — i —
— Conditional approval of nivolumab + ipilimumab as first-line treatment for non-epithelioid MPM Female 23 (46.0) 30 (57.7) o eprthetiod 4 B00 NR@EeTNE)  s0n ma(omey e 0 0115 Table 3. Safety summary
was also granted by the China National Medical Products Administration Race Diseasestage at study entry 2 o ) o) ) | " Al 4 ot
« CheckMate 6DW is a phase 2, randomized, open-label trial of nivolumab in combination with Chinese 50 (100.0) 52 (100.0) sage 2 00 NRNEND 2@ 10i 095 om ARG | PEIAGIE
o« epe . . . . . . . . tage .42- . .11-29. F—— . .28-1. c 2—arg
ipilimumab vs pemetrexed with cisplatin or carboplatin as first-line therapy for Chinese patients Baseline histology cell type S v " o0n s oD oon 2688 th3ans A o Nivolumab + ‘l&lllmumab Chemotl;egrapy
with unresectable MPM, including epithelioid and non-epithelioid MPM ~ine hi Tobacco use i as A
o i . o Epithelioid 40 (80.0 41 (78.8 Never 73 16 (35) NR (13.24-NE) 24 (38) 15.90 (10.94-28.88) F—e— 0.62 (0.33-1.17) 0
o CheckMate 6DW evaluated whether the clinical benefit and safety of nivolumab + ipilimumab Nlc))n-epithelioid 10 :20_0; 11 221 .2; Former 2 ) AREN T 799 4N —e——i 0.57 @.19:.69 AE, n (%) Any grade Grade 3/4 Any grade Grade 3/4
in Chinese patients with unresectable MPM are consistent with those observed in the Unknown 0 0(0) NR (NE-NE) 00) NR (NE-NE) i NA All-causality AEs
Disease stage at study entr rior radiothera i
CheckMate 743 study ctage | g y entry ) (4.0) . Prior radiotherapy . o0 NN oo D i " AEs 44 (91.7) 24 (50.0) 46 (95.8) 23 (47.9)
Stage | 0‘ 2 3.8) No 102 22 (50) NR (14.42-NE) 32 (52) 19.48 (12.06-28.88) e 0.62 (0.36-1.07) SAEs 29 (60.4) 18 (37.5) 13 (27.1) 9 (18.8)
. Prior systemic cancer thera ! 1 1 1 10N2
h d Stage Il 33 (66.0) 33 (63.5) ror sy Vo 00 R NENE) o) R NENE) : " AEs leading to discontinuation 6 (12.5) 4 (8.3) 1(2.1) 1(2.1)
No 102 22 (50) NR (14.42-NE) 32 (52) 19.48 (12.06-28.88) —e—Y 0.62 (0.36-1.07)
Met ods Stage IV 15 (30.0) 17 (32.7) = ; TRAEs
TObaCCO use Positive 28 7 (15) NR (10.71-NE) 12 (13) 12.06 (7.46-19.91) I—0—|E 0.32 (0.12-0.82) AES 40 (83.3) 20 (41 7) 44 (91 .7) 22 (45.8)
. Negative 39 8 (20) NR (13.24-NE) 9 (19) 38.90 (13.04-NE) —e— 0.87 (0.33-2.26) SAES 19 (39.6) 14 (29.2) 9 (18.8) 8 (16.7)
StUdy deS]gn | | | | | | | | Never 35 (70.0) 38 (73.1) Not reported 35 7 (15) 21.72 (10.02-NE) 11 (20) 20.14 (9.86-NE) II—IQﬁ — 0.81 (0.31-2.12) AES leading to discontinuationa 5 (104) 3 (6.3) 1 (2.1) 1 (2.1)
e CheckMate 6DW is a phase 2, randomized, open-label bridging study in Chinese patients with Former 12 (24.0) 11 (21.2) 025 1 4
previously untreated, unresectable MPM (Figure 1) Current 3 (6.0) 3(5.8) NA, not applicable. romep e e T??Esbtméc”r?"g:".z 15;/‘1’
e Patients were stratified by histology (epithelioid vs non-epithelioid) and randomized (1:1) to Time from initial diagnosis to randomization ° Asr;;a:tgtep:n:;r;ti;\ls?;ra(se; igr:c(:)rigsed 11 (22.9) 2 (4.2) 4 (8.3) 0
nivolumab (360 mg every 3 weeks [Q3W]) + ipilimumab (1 mg/kg every 6 weeks [Q6W]) for < 2 years < 1 year 50 (1000'0) 52 (1(?0'0) PFS Alanine aminotransferase increased 10 (20.8) 4 (8.3) 7 (14.6) 0
3 1 1 > . . . . e efe .
or pemetrexed + cisplatin/carboplatin (Q3W) for < 6 cycles = 1 year  PFS was similar between arms (median, 6.93 months nivolumab + ipilimumab arm vs 6.97 months Anemia 8 (16.7) 2 (4.2) 31 (64.6) 8 (16.7)
e The primary endpoint was OS (time from randomization to the date of death) ECOG PS chemotherapy arm; HR, 1.02; 95% Cl, 0.63-1.66) (Figure 4) Pyrexia 8 (16.7) 0 0 0
: : : : : ) Neutrophil count decreased 5 (10.4) 2 (4.2) 21 (43.8) 9 (18.8)
e The secondary endpoints included progression-free survival (PFS) and objective response rate (ORR) 0 14 (28.0) 5(9.6) . . . . . . Platelet count decreased 5 (10'4) 5 (4’2) 13 (27‘1) 4 (16'7)
per investigator assessment, and safety/tolerability > 1 36 (72.0) 47 (90.4) Figure 4. PFS per investigator in all randomized patients Hyponatremia 5 (1024) 0 9 (18..8) 0
PD-L1 TPS? White blood cell count decreased 3 (6.3) 0 24 (50.0) 5 (10.4)
, , > 1% 15 (42.9) 13 (40.6) 1.0 - Nausea 1(2.1) 0 12 (25.0) 1(2.1)
Figure 1. CheckMate 6DW study design < 1% 20 (57.1) 19 (59.4) Nivolumab +
i : : ipilimumab Chemotherapy Non-endocrine iMAEs treated with IMMs¢
. aPD-L1 TPS % was calculated based on patients with quantifiable PD-L1 expression, while there were 35 patients (34.3%) with PD-L1 TPS undetermined/ S Events/patients (%) 36/50 (72.0) 33/52 (63.5) Pneumonitis 3 (6.3) 1(2.1) 0 0
Stratification factors: not eva[uab[e/missing in CheckMate 6DW. gﬂ 0,8 - mPFS, mo (95% Cl) 6.93 (3.91-8.51) 6.97 (5.59-9.46) D]arrhea/col]tls 3 (6.3) O 4 (8.3) O
Histology (epithelioid vs TPS, tumor proportion score. = HR (95% Cl) 1.02 (0.63-1.66) Hepatitis 22 (45.8) 6 (12.5) 10 (20.8) 0
non-epithelioid) Nivolumab 360 mg 2 Nephritis and renal dysfunction 3 (6.3) 0 5 (10.4) 0
c
o Qw = 0.6 Rash 8 (16.7) 2 (4.2) 5 (10.4) 0
* pllimumab 1 mg/kg 0S g Hypersensitivity 2 (4.2) 0 0 0
(up to 24 months e With a median follow-up of 30 months, deaths occurred in 44.0% vs 61.5% of patients in the n Endocrine iIMAES®
Key eligibility criteria toxicity nivolumab + ipilimumab vs the chemotherapy arm; mOS (95% Cl) was 19.48 months (12.06-28.88) o ncocrine 1MACS
Urresecl e unreaies ¢ ) : : . . “= 0.4 - Adrenal insufficiency 4 (8.3) 3 (6.3) 0 0
B > = or progrgsoswn) Primary endpoint in the chemotherapy arm, while this was not reached (NR; 14.42-not estimable [NE]) in the o Hypothyroidism/thyroiditis 7 (14.6) 0 2 (4.2) 0
o= ) Y . 2 e
Available tumor sample > 08 nivolumab + ].p]hmumab arm (Figure 2) . ‘ = H Hypothyrmc.hs.,m 7 (14.6) 0 2 (4.2) 0
ECOG PS < 1 Secondary endpoints e OS favored nivolumab + ipilimumab with a HR of 0.62 (95% Cl, 0.36-1.07), meeting the consistency < 0.2 ]_I_‘ Hyperthyroidism 4 (8.3) 1(2.1) 1(2.1) 0
No prior chemotherapy « PFS criterion (HR, < 0.87) for successful bridging '§ = |_4] y : Hypophysitis 4 (8.3) 1(2.1) 0 0
for MPM « ORR o +
: : " *Discontinuation of t of the combinati i ted as a drug discontinuati t. ®Includ t ted between first d
No prior therapy with Cisplatin 75 mgime [l - s & tolerabitty | | | | . e e e e B e o e s o iy thored beten frst doe
anti G-CTLA ,4an ::'b d ’ or carboplatin AUC 5 F'Igu re 2. OS 1in all randomlzed pat'lentS 0.0 I I I I I I I I I I I AE, adverse event; iMAE, immune-mediated adverse event; IMM, immunomodulating medication; SAE, serious adverse event.
or anti-L ILA-4 antibody + pemetrexed 0 4 8 12 16 20 24 28 32 36 40 44
500 mg/m? . Months
in 21-day cycles 1.0 - . No. at risk
for 6 cycles N“{?lumab; o Nivolumab + ipilimumab 50 29 17 11 10 6 5 1 1 1 0 C l .
Study milestones n=52 PR Sy Chemotherapy 52 33 12 7 6 5 3 3 2 0 0 onciusions
E /pati % 22/50 (44.0 32/52 (61.5
» Database lock: December 15, 2025 0.8 - mvoe:,t?'l']za(t;es;t'z:) : NR (1422-NE)) 19.48 (12(()6'28)88) mPFS’ median progression-free survival. . . . . .
« Minimum follow-up: 22 months HR (95% CI) 0.62 (0.36-1.07) o The CheckMate 6DW study met the success criteria of the primary endpoint of OS with
« Median follow-up: 30 months " nivolumab + ipilimumab vs chemotherapy (success criteria of HR < 0.87), and OS favored
O ORR and DOR nivolumab + ipilimumab in both epithelioid and non-epithelioid subgroups
AUC, area under the curve; CTLA-4, cytotoxic T lymphocyte-associated protein 4; ECOG PS, Eastern Cooperative Oncology Group performance status; "'5 0.6 - . - h O/ s SIE . P . P . . P S P
PD-(L)1, programmed cell death protein-(ligand) 1; R, randomization. > e Asimilar ORR was observed betvyeen the 2 treatment.arr.ns (3404’ nivolumab + ]p]l]mumab arm — This demonstrated consistent OS benefit with the global CheckMate 743 study
= vs 32.7% chemotherapy arm), with all responders achieving partial response (PR) (Table 2) « PFS and ORR were similar with nivolumab + ipilimumab vs chemotherapy
B H— e A longer median DOR (mDOR) was observed in the nivolumab + ipilimumab arm than in the , , N
S | | g 0% l’L‘ chemotherapy arm (20.1 months vs 6.9 months) — Responses were durable and mDOR was longer with nivolumab + ipilimumab vs chemotherapy
tatistical analysis s . ~ -
e The stud wasylanned to have formal data analysis after a minimum follow-up of approximatel B o o > I Gnsddius EBing, e SEE (pIReils 6if mMollinkls <2 pILITUMELD I IEEID bl il WES SImlER
27 montgs (simll?lar minimurm follow-up to the intyerim analvsis in the pivotal CEeckMgIEe 743 stu dy) 0.2 Table 2. ORR and DOR to the known safety profile of the combination and generally consistent with that of the
, P y P , , y ] 1, : : CheckMate 743 study, with no new safety sighals identified
« 0S, PFS, and duration of response (DOR) were assessed based on Kaplan-Meier estimates All randomized patients . TN "y .
. e . ) _ e Together, these findings support first-line nivolumab + ipilimumab for the treatment of Chinese
e HRs were calculated using the stratified Cox proportional hazards model, and are expressed as Nivolumab + ipilimumab Chemotherapy : :
nivolumab + ipilimumab over chemotherapy 0.0 n =50 n=>52 patients with unresectable MPM
e The threshold for consistency in OS benefit with the global CheckMate 743 study was defined as 0 4 8 12 16 Z?Aonthzj 28 32 36 40 4 ORR per investigator according to RECIST v1.1, n (%) 17 (34.0) 17 (32.7)
a HR of < 0.87 No. at risk
Nivolumab +ipili b 50 46 42 36 27 26 18 14 8 6 1 0 95% Cl 21.21-48.77 20.33-47.11
- umaChe]r?q]o]tr:::\?)y 52 45 40 31 25 21 18 16 8 6 0 Best 0 %) ( ) ( ) References
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