Nivolumab plus ipilimumab versus chemotherapy or nivolumab monotherapy for microsatellite instability-high/mismatch
repair-deficient metastatic colorectal cancer: expanded analyses from CheckMate 8HW
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| d . e At 47.0 months of median follow-up, 6% of patients in the NIVO + IPl arm, 4% of patients in the Figure 4. Progression-free survival: NIVO + IPl vs NIVO (all lines) o Treatment-related adverse events (TRAEs) in all treated patients are reported in Table 3
ntroduction NIVO only arm, and no patients in the chemo arm were still on treatment (Table 2)

« In the phase 3 CheckMate 8HW trial, nivolumab plus ipilimumab (NIVO + IPl) demonstrated superior _ Centrally confirmed r(l;Vg;glg (nN-"Qge, Table 3. Treatment-related adverse events
progression-free sur\(ival (PES) vs chemotherapy (chemo) in the first-line (1L) setting (hazard ratio Table 2. Exposure and disposition X 100+ Median PFS,* mo \R 393 NIVO + IPI
[HR], 0.21; 95% confidence interval [Cl], 0.14-0.32; P < 0.0001) and superior PFS vs NIVO across all = 90+ 12-mo rate 24-mo rate 95% Cl 53.8-NE  22.1-NE (n = 352)
lines (HR, 0.62; 95% Cl, 0.48-0.81; P = 0.0003), with no new safety signals in patients with centrally Disposition NIVO + IPI NIVO Chemo E 80- 36-mo rate ll;"\?/ a(l?u5e/b Ci) 0.62 3063830'81)
confirmed microsatellite 11r_14stab1l1ty high/mismatch repair-deficient (MSI-H/dMMR) metastatic All randomized patients, n 354 353 132 o 5 70- | All treated patients, n (%)
colorectal cancer (mCRC) 2V 60- :
. — T a
e These results led to the approval of NIVO + IPI in the 1L setting in patients with MSI-H/dMMR mCRC All treated patients, n 352 351 115 = g 50- ! | a N'\?(; Pl TAR\?E?I'RAES 285 (81) 78 (22) 249 (71) 50 (14)
in the United States, European Union, and other countries®*¢ Ongoing treatment,? n (%) 20 (6) 13 (4) 0 8 "'é 404 i i 551% Segious TRAES 65 (18) 55 (16) 29 (8) 24 (7)
o Here, we report expanded analyses of NIVO + IPI vs NIVO across all lines and longer follow-up results Completed treatment,> n (%) 159 (45) 137 (39) 0 g S 30 i i i TRAEs leading to discontinuation® 48 (14) 33 (9) 21 (6) 14 (4)
for NIVO + IPI vs chemo in the 1L setting : : w20 ! | | -
Discontinued treatment,® n (%) 173 (49) 201 (57) 115 (100) @ ! ! . Treatment-related deaths© 2(<1) 1(< 1)
on 10 I : : . .
Median duration of treatment (range), mo 20.5 (0-35.9)¢ 16.4 (0-36.0) 5.1 (0.1-32.8) o 0 | ! ! TRAEs? reported in 2 10% of patients
. Q 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 Prur.itus 91 26 0 63 18 0
Methods Median number of doses (range)" NIVO: 23 (1-41) | NIVO: 21 (1-43) - 0369 1215 18212427 30 3 3 39 42 45 48 51 54 57 6 Tt 4 2203 3 i 217; ) o)
IPI: 4 (1'4) No. at risk onths s i
o CheckMate 8HW is a randomized, multicenter, open-label phase 3 trial (NCT04008030; Figure 1 i 9 _ _ NIVO + [Pl 296 248 234 225 214 207 200 180 164 146 136 134 121 102 100 61 54 29 23 0 0 Hypothyroidism 61 (17) 2(<1) 31 (9) 0
’ » OP P ( T8 ) Received all 4 doses of IPI, n (%) 288 (82) NIVO 286 210 191 179 169 164 158 141 124 109 98 95 81 72 69 39 31 15 12 1 O Asthenia 58 (16) 2(<1) 44 (13) 2(<1)
Death,2 n (%) 103 (29) 149 (42) 54 (47) aPer BICR. "Boundary for statistical significance, P < 0.0095. Fatigue 47 (12) 1(<1) 35 (10) 1(<1)
Figure 1. CheckMate 8HW study design’ Disease progression 74 (21) 122 (35) 37 (32) Hyperthyroidism 40 (11) 0 16 (5) 0
Othere 29 (8 27 (8 17 (15 Arthralgia 38 (11 1 (<1 23 (7 0
Ey—— ) ©) (1) e PFS2 favored NIVO + IPI vs NIVO with a 43% reduction in the risk of death or disease progression Rash ° 34 210; 3 2< 1; 29 :8; 1(< 1)
5 Ao 5 .. ual primary aPercentages shown are based on all treated patients. ®!For NIVO + IPI and NIVO arms: completed 2 years of treatment. “Patients can continue : : . o
Key ehglb] hty criteria: ALY 2250 me Q2W : : 3 NIVO treatment upon early IPI discontinuation. ‘Median duration of treatment was 20.5 (range, 0-35.9) mo for NIVO and 2.1 (range, 0-3.7) mo after first SUbsequent therapy (Flgure 5) Adrenal 1nsufﬁc1ency 34 (1 O) 8 (2) 12 (3) 3 (< 1 )
for 6 d foll d endpoints in patients
° Histo[ogica[[y _35; or oses, Tollowe e centrally for IPI. ¢Other reasons for death included treatment-related toxicity (n = 3), other reasons (n = 48), and unknown (n = 22).
= a . o . 2Includes events reported between first dose and 30 days after last dose of study therapy. "Discontinuation of any component of the combination regimen was
confirmed : by NIVO 480 mg Q4W confirmed MS"H/dMMR Flgure 5‘ PFSZ‘ NIVO + IPI L NIVO (au I'lneS) counted as a drug discontinuation event. “Treatment-related deaths were reported regardless of timeframe. dIncludes 1 event each of myocarditis and pneumonitis.
) .. ) ) ) N treatment-related death ted since th ious interi lysis. <O t of itis.
unresectable or status‘: e NIVO + IPI continued to demonstrate clinically meaningful PFS benefit vs chemo with longer follow-up centrally confirmed NIRRT BTG 0 MW HTESTMENTTEETEc CEaTin TS TEpOTied SNce The previoth INICrim Sneysis. e Sent of predmontts
metastatic CRC . . ith 0 fi d MSI-H/d R mCRC in the 1L . Fi 2 M(;?-tl-'l'?dhsll\hign irme > 2+96 e Subsequent therapy® (centrally NIVO + IPI NIVO ] ) ) ) ) )
NIVO 240 mg + e PFS by BICR® in patients with centrally confirmed M5I-H/dMMR m in the 1L setting (Figure 2) o (n s ) |(n — ) Bl confirmed MSI-H/dMMR) (n=296) | (n=286) e PFS and response rates with NIVO + IPI in patients with grade 3/4 TRAEs were consistent with the
-I ,a
. f\b/\SIl-H/ ?AQMI:’StatUS 3\/|~;°lf1 n;gékg . (NIVO + IPI vs chemo 95% Cl NE-NE _ NE-NE Radiotherapy, n (%) 4 (1) 4 (1) results of the overall study population (Figure 7)
OCal testin (0] ¢ oses 3 3 R R R HR (95% Cl) 0.57 (0.42-0.78) 9
/ 5 '@' > Q followed by in the 1L setting) Figure 2. Progression-free survival: NIVO + IPl vs chemo (1L) g8 1O remorste ey, 0 PO ] 16
 Immunotherapy-naive n =354 Ve &’4Wa « PFS by BICR® £z Zg mOTate 3¢ o rate S SVT:;J;:thh‘:ZPV» n (%) 5245“88) 2(3) (f? Figure 7. Efficacy in patients with grade 3/4 TRAEs: NIVO + IPI (all lines)
e« ECOGPSOor1 ms (NIVO + IPI vs NIVO 1L centrally confirmed 22 . : : EGFR inhibitoi:: 15 isi 14((5))
: — MSI-H/dMMR = 296 = 84 e T - :
across all lines) S 100 - Median PFS.* mo (n e ) [(n 5o ) §°§ gg: E i 6% B Platinum compounds 15 (5) 29 (10) Centrally confirmed Centrally confirmed NIVO + 1P
Investigator’s choice Oth l dpoi . — 90 - 12-mo rate 95% Cl 54.1-NE = 4.4-7.8 g’% 404 ! | i VEGFR targeted therapy 16 (5) 25 (9) . 100- Median PFS.- o R MSI-H/dMMR (n=73)
chemo¢ (mFOLFOX6 or ther select endpoints: ‘; 80 - 24-mo rate HR (95% Cl) 0.21 (0.14-0.31) Zc 30- ! : ! MEK, NRAS, and BRAF inhibitors 62) 7@) £ 90 12-mo rate 9% Cl NE-NE ORR,* % (95% Cl) 77 (65-86)
.o . —> . o= 36-mo rate =09 i I I I Other systemic anticancer 31 (11) 49 (17) c o i 24-mo rate i
. Saf | o 20 < 80 36-mo rate
Stratification factors: =132 FOLFIRI + bevacizumab e ciCILY) q5 t 70 A 32 10 : : | therapy 'g =  70- | 83% | e Best overall response, >’ %
« Prior lines of " or cetuximab) » PF52; ORR by BICRS; 27 ¢ | S S — F2 601 i o 74% NIV + 1P
o - I S _ I I Complete response 38
treatment HRQoL: OS - | 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 6 5% 50 ! ! |
0 1 =) Treatment until disease progression, QoL; ey G,_) 50 A ! No. at risk Months wc;, 5 407 i i ! Partial response 38
( VS 1 VS 2 ) unacceptable toxicity, withdrawal -8 Y- 40 - : NIVO + IPI NIVO + IPI 296 279 271 265 260 254 248 233 219 212 203 191 180 169 154 134 94 65 43 10 0 £% 30+ : : : .
° Pr]mary tumor of consent (a[[ arms)’ or a maximum o) g | Chemo 286 275 262 245 229 216 207 195 185 174 163 151 144 130 120 109 69 48 31 6 O _'% 3 20 - ! ! I Stable disease 14
: . i - = - ! a . Pati i . Pati i i i I 10- ! ! ! e di
location (n ght VS left) (Lis/%trgfgtN?\l/jgaim c;i rﬁ Si/::;?]ll';) o 7 30 | tl:\zrr!;;gs.Patlents may have received more than 1 type of subsequent therapy. “Patients may have received multiple subsequent systemic E . - : - : - : - Progressive disease 7
o 20- | ! 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 5
= | 22% Ch 0. at ris Months
aPatients with > 2 prior lines are randomized only to the NIVO or NIVO + IPI arms. PPatients can continue NIVO treatment upon early IPI discontinuation. §” 10 i : 11% = : 1 1%0 o .. . . .. . . . . :NOE' IP:( 7366 6159 5755 54 52 4440 37 37 34 28 28 14 1265 0
Patients receiving investigator’s choice of chemo are eligible to receive NIVO + IPI upon progression (crossover treatment). Confirmed using either o 0 ! ! ! i ! ! ! ! ! ! ! i ! ! ! ! ! ! ! ° Stat1st1cally S]gmﬁcant and Cl]mcauy meamngful lmprovement in ORR was observed with NIVO + |PI aPer BICR. ®Not evaluable: n = 2.
immunohistochemistry and/or polymerase chain reaction-based tests. eEvalgated ‘us'ing RECIST v1.1. BI'CR', 'blinded independent centra} review; ECOG PS, ' 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 4 51 54 57 VS N|VO (difference ]'n ORR’ 1 3% [95% C|, 5_21 ], P - 0001 1 : Figure 6)
Eastern Cooperative Oncology Group performance status; FOLFIRI, leucovorin (folinic acid)/fluorouracil/irinotecan; mFOLFOX6, modified FOLFOX (leucovorin Months
[folinic acid]/fluorouracil/oxaliplatin); HRQoL, health-related quality of life; ORR, objective response rate; OS, overall survival; PFS2, time from randomization No. at risk
to progres§ion after subsequent systemic.therapy, iniiiatiop of second subsequent systemic therapy, or death; Q2W, every 2 weeks; Q4W, every 4 weeks; NIVO + IPI 171 144 135 131 126 122 117 102 90 75 66 64 51 34 32 20 17 7 5 0 Figure 6. PFS by response: NIVO + IPI vs NIVO (all [ines) e The majority of any-grade TRAESs with potential immunologic etiology that require frequent
R, randomized; RECIST, Response Evaluation Criteria in Solid Tumors. Chemo 84 52 29 21 12 8 7 5 5 5 4 2 1 Tt 0 0 0 0 0 O . . . . . Lo .
Per BICR. Median follow-up, 47.0 mo. NE, not estimable. monitoring or intervention in the NIVO + IPI and NIVO groups emerged within the first 6 months of
NIVO + IPI NIVO treatment across organ categories (Figure 8)
80 (n =296) 80 — (n =286) Fre : .
\ — quencies were generally comparable between the 2 treatment groups, except skin and
71% : ,
Results o PFS2 continued to favor NIVO + IPI vs chemo with a 72% reduction in the risk of death or disease . endocrine TRAEs were more frequent with NIVO + [P
: : : : : ) 60 - 60 58%
: : s rogression after first subsequent therapy, despite a high rate of subsequent immunotherapy in the S = 309 S
e At data cutoff (August 28, 2024), the median follow-up (time between randomization and data cutoff Ehegr{no eroup (71%; Figure 3(; PY, d€sp g q Py by CR=30% < Figure 8. Emergence of TRAEs with potential immunologic etiology over time
. . ()] ()] _ 0 °
among all randomized patients across all 3 treatment arms) was 47.0 months (range, 16.7-60.5) > 2 40 2 40 CR = 28%
o o
« Baseline characteristics were generally balanced across the treatment arms (Table 1) & & 0 30 7 NIVO + IPI 30 7 NIVO
Figure 3. PFS2: NIVO + IPI vs chemo (1L) % 20 - e % 20- 9% . (n =352) . (n =351)
c 7 @ Skin AE c 7 [ Skin AE
Table 1 o Base l'lne CharacterlStICS 1L centrally confirmed RYINAoRRM e -0 Subsequent therapy® . . a | Hepati§ AE ] ] HePati§ AE
MSI-H/dMMR (n=171) | (n=84) W (1L centrally confirmed NIVO + IPI 0 oRR | 0 | oD | 0 oRR | 0 | oD | G s 20- : Endgcr)nte AtE AE 32 204 : Endgcr)nte AtE AE
seti Median PFS2, NR 30.3 MSI-H/dMMR (n=171) 553 astrointestina e astrointestina
Characterlsilc . NIVO + IPI NIVO Chemo gS;OarCII m NE-NE 15.2-NE X ) . . §-‘\; B Hypersensitivity/infusion reaction E‘\; B Hypersensitivity/infusion reaction
(all randomized patients) | Category (n = 354) (n = 353) (n =132) HR (95% CI) 0.28 (0.18-0.44) Radiotherapy, n (%) 3) 1) 55 15+ B Pulmonary AE 55 154 B Pulmonary AE
o & 1007 12-mo rate Surgery, n (%) 7 (4) 5(6) Centrally  Median o Centrally  Median g b O Renal AE g b O Renal AE
; - - - v” i -mo r - nfirm bm firmed PFS,> o T+
Age Median (range), years 62 (21-86) | 63 (20-87) | 65 (26-87) 13 0 e emente Syftemic t,;e,apy,cn ™ 2170 ((166)) Z:, g_:,; g NI MSLHIAMMR (95% O €38 q0- €8 40-
2 mmunothera .o -~ . ] ol
Sex Female 192 (54) 163 (46) 68 (52) 22 7 e P over o \ o S w 58 « 5 5
Male 162 (46) 190 (54) 64 (48) 22 gg | NIVO + IPI- (46) 8 = nENe) B o (n=80) [N 5 5 -
. Sy | | : - Non‘-stild'y immunotherapy 10 (6) 21 (25) gnm \R g"m \R
Region US/Canada/Europe 251 (71) 246 (70) 95 (72) 5g 40 | . a2 eoeeeeT e EGFR inhibitors 5 (3) 1(1) 55 53.6NE) 5 © (NE-NE) 0 0
Asia 26 (7) 33 (9) 13 (10) £5 : : i Platinum compounds 11(6) 3(4) 5= 5= 0-3 36 >69 >912 >1224 >24 03  >3-6 >69 >912 >12:24 >24
© : T ! ! VEGFR targeted therapy 8 (5) 4 (5) > > SD 11.3 >2 SD 7.3 Months
Rest of world 77 (22) 74 (21) 24 (18) E % 107 : : : MEK, NRAS, and BRAF inhibitors 2 (1) 1(1) = g (7.3-33.1) = g (4.2:10.2) No. still on treatment® Months No. still on treatment®
ECOG PS 0 192 (54) 183 (52) 61 (46) 3 0T Tt ?ht:r(_earpintemic anticancer 7 (40) 5 6) g7 v 3 a | NIVO + IPI 352 269 245 232 220 16 NIVO 351 268 224 205 190 19
. . No. at risk Months A (1.3-1.5) et (1.4-1.5) 3Includes events reported between first dose and 30 days after last dose of study treatment. Patients with > 1 any-grade event in a given category were
Number of prior lines of 0 202 (57) 201 (57) 101 (77) 2LVO+ IPI 18741 17671 16556 15553 15512 14590 1:54 13381 13241 13134 13006 gz 825(7) Zz ?:71 ?(3) 393 271 155 :1 8 - 0 o 0 counted only once in the time interval corresponding to the first event. Patients with multiple events from different categories within the same time interval
thera er IRT 1 67 (19 67 (19 31 (23 eme UL o gt were counted once in each category. Proportion of patients in each category is based on the patients still on treatment for the respective time interval.
Py P 52 85 22 4; 85 22 4; é ) aPer INV. Patients may have received more than 1 type of subsequent therapy. <Patients may have received multiple subsequent systemic therapies. 0 6 1218 Z:A 3(i:h36 42 48 54 60 0 6 1218 Z:A 30th36 42 48 54 60 ®Number of patients still receiving treatment is identified at the beginning of each respective time interval. AE, adverse event.
= INV, investigator assessment; NR, not reached. onths ontns
Tumor SIdedness R]ght 244 (69) 244 (69) 89 (67) 3CR + PR does not add up to ORR due to rounding. ®Per BICR. CR, complete response; PD, progressive disease; PR, partial response; SD, stable disease.
Sites of metastases® Liver 140 (40) 149 (42) 57 (43) o o . ‘ _ _ .
Peritoneum 143 (40) 126 (36) 59 (45) e NIVO + IPI demonstrated statistically significant and clinically meaningful PFS benefit vs NIVO in ConCIUS]onS
Centrally confirmed Yes 296 (84) 286 (81) 113 (86) patients with centrally confirmed MSI-H/dMMR mCRC across all lines of therapy (Figure 4)
MSI-H/dMMR status No 58 (16) 67 (19) 19 (14) — PFS benefit with NIVO + IPI vs NIVO was consistent in all randomized patients (mPFS: 54.1 vs Ref e 1L NIVO + IPI continued to demonstrate improved PFS (HR, 0.21 [95% CI, 0.14-0.31]) and
MSS and pMMR 41 (12) 40 (11) 13 (10) 18.4 months; HR, 0.64 [95% CI, 0.52-0.79]) ererences PFS2 (HR, 0.28 [95% Cl, 0.18-0.44]) vs chemo with longer follow-up in patients with centrally
MSS or pMMR® 8 (2) 10 (3) 0 1. Andre T, et al. J Clin Oncol 2024;42:3(suppl 2). LBA768. confirmed MSI-H/dMMR mCRC
Not available® 9 (3) 17 (5) 6 (5) 2. Andre T, et al. N Engl J Med 2024;391:2014-2026. « NIVO + IPI demonstrated superior PFS (HR, 0.62 [95% Cl, 0.48-0.81]) and improved PFS2
BRAF, KRAS, NRAS BRAF/KRAS/NRAS all Acknowledgments i' i“:re I et at' i Clin 02”;205’-1‘;25?;2’:255“"‘)‘ 4). LBA143. (HR, 0.57 [95% Cl, 0.42-0.78]) vs NIVO across all lines of therapy in patients with centrally
mutation status"s wild type 83 (23) 103 (29) 34 (26) OO e ko N Bristol Mvers Sauibh: Aoril 2025 confirmed MSI-H/dMMR mCRC
BRAF « The patients, investigators, and research staff who made this study possible : (nivolumab) [package insert]. Princeton, NJ: Bristol Myers Squibb; Apri : N ety b d with NIVO + IPI d s A ) e
mutant 106 (30) 85 (24) 34 (26) ‘o . . . . ‘o . 6. OPDIVO® (nivolumab) [summary of product characteristics]. Dublin, Ireland: Bristol-Myers Squibb Pharma EEIG; 2024 ¢ NO hew salely signais were observed wi ) gl s S UL peIEE e
KRAS NRAS 83 (23 89 (25 31 (23 » The clinical study team and the global trial manager, Janice Kaps-Trotter; Carine Cabilla for clinical operations support; : ryofp : ’ : y q ’ : immunolosgic etiol merged within the first 6 months of treatment
or mutant (23) (25) (23) Precision Medicine team (Bristol Myers Squibb) for central MMR/MSI testing; Ruslan Novosiadly for diagnostics support 7. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Colon Cancer V.3.2025. L unotogic €tiology emerged withi = e o S Of treatme
Unknown 73 (21) 74 (21) 31 (23) « Agilent Technologies, Inc. for collaborative development of the MMR IHC panel pharmDx (Dako Omnis) assay (Santa Clara, CA) and © National Comprehensive Cancer Network, Inc. 2025. All rights reserved. Accessed May 19, 2025. To view the most recent and e These results provide further evidence to support NIVO + [Pl as a standard-of-care treatment

complete version of the guideline, go online to NCCN.org. NCCN makes no warranties of any kind whatsoever regarding their content, . . .
P % é e Y sarding option for patients with MSI-H/dMMR mCRC
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Data are shown as n (%) unless otherwise noted. 2Per BICR. "Patients may have had more than 1 site of metastasis. <Sites of metastases not reported: NIVO + IPI,

=3; NIVO, n = 2; ch = 1. dPatients with eith trall firmed MSS t that could not b luated t tested for MMR stat trall e Supported by Bristol Myers Squibb (Princeton, NJ) and Ono Pharmaceutical Company Ltd. (Osaka, Japan . o . , L i S . . . . . .
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