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ESOPEC (ASCO 2024)
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ESOPEC TRIAL WEEK SCHEME  (week -3 to week 156)

PeriCTX scheme
Wi w2 W3 w4 Ws we W7 ws 5-Fluorouracil 2600mg/m2/d *
Leucovorin 200mg/m2/d *
S-Fluorouracil S-Fluorouracil S-Fluorouraci S-Fluorouracil Oxaliplatin 85mg/m2/d *
Leucovorin Leucovorin Leucovorin Leucovorin Docetaxel 50mg/m2/d *
Oxaliplatin Oxaliplatin Oxaliplatin Oxaliplatin
Docetaxel Docetaxel Decetaxel Docetaxel *i.v. on day 1 of each 2w-cycle
Arm A
PeriCTX Restaging | PeriCTX
Surgery I
Vs \VWWWWW, Vr| Va VVVVVVF1V| F2 Fs Fa Fo
) + . RS RS
3 0 4 8 12 16 20 24 28 32 40 48 56 156
4 3
Vs | VWW/ Ve | Va F1 F2 F3 Fa Fo
4 :sw ery
NeoCRT Restaging | (Pre-)Treatment Visits (V):
Arm B Screening Vs
Treatment V
NeoCRT scheme Restaging Vr
W1 W2 W3 Wa W5 Discharge V4

| Radiotherapy: 23 fractions a 1.8Gy =414 Gy |

Cartoglann | | Carbeplates | iCartoplatn | | Carboplatin | Cartoplatin
Pachtaxel Pacitaxel Pacitacel Pacitaxel

on day 8 jors dary 15 on day 22 on day 29

Packtacel
onday 1

Paclitaxel 50mg/m2/d*

Reproduced with permission from Dr. Hoeppner

Carboplatin 2mg/m¥min *

*i.v. on day 1 of each week

Follow-up Visits (F1.9)

in week 26, 39, 52, 65, 78, 104,
130, 156 ...(182), (208), (234), (260)

Randomized phase lll study (1:1) =2
4 cycles FLOT - 4-6 wks 2>
surgery = 4-6 wks - 4 cycles
FLOT vs. CROSS - 4-6 wks =
surgery

Esophageal adenocarcinoma

- CT1N+ or cT2-4a, cNO/+, cMO

- Tumor epicenter within 5 cm of
the GEJ junction and also
extending into the esophagus

Primary endpoint: OS

Hoeppner J, et al. BMC Cancer. 2016 Jul:16:503
Hoeppner J, et al. J Clin Oncol. 2024 Jun:42:LBA1



ESOPEC

Characteristics of ESOPEC Trial Patients

FLOT Group

CROSS Group

N

221

217

Age mean (SD) in years

63.1 (8.6)

62.6 (9.8)

Sex male

89.1 %

89.4 %

ECOG

>0

26.7%

28.1%

Clinical T-stage

cT1-2

19.5%

17.1%

cT3-4

79.1%

81.9%

Clinical N-stage

cNO

22.2%

18.4%

cN+

77.8%

81.6%

Reproduced with permission from Dr. Hoeppner

Hoeppner J, et al. J Clin Oncol. 2024 Jun:42:LBA1
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Overall Survival - ITT Population

100 Randomized treatment Randomized treatment
FLOT FLOT
80 CROSS — CROSS
. £ 804
s Median follow-up: 55 months 97 S Median follow-up: 55 months Events | 107
2 =
. >
§ 60 Median| o o7 a3 60
Q
2 ti(r)nse 95% Cl | 95% CI |
= 4 36-ne | 28-43 | |
g 40 (months) '% %
> 1]
o i o
= ()]
- ’HR 0.70 (0.53-0.92)* p=0.012 38’28" g 207 PFS | 51.6%
i .93-0. =0. 0%
( . rate | | 'HR 0.66 (0.51-0.85)" p=0.001 | i
0 L T T T T T T T T SE)ygar T T T T
0 12 24 36 48 60 72 84 b 12 24 36 48 PFS | 44.4%
Months from randomization = Months from randomization L
FLOT 221 172 124 107 84 44 11 0 FLOT 221 135 101 03 73 39 11 0
CROSS 217 146 113 92 54 32 15 0

CROSS 217 113 78 62 39 22 9 0

Reproduced with permission from Dr. Hoeppner

Hoeppner J, et al. J Clin Oncol. 2024 Jun:42:LBA1



Overall Survival in Exploratory Subgroups

Subgroup

Overall
Sex
female
male
Age
<60 years
60-69 years
>=70 years
ECOG
0
>0
Clinical T-stage
T1-2
T3-4
Clinical N-stage
NO
N+

% of
patients

100%

10.7%
89.3%

36.3%
38.1%
25.6%

72.6%
27.4%

18.3%
80.5%

20.3%
79.7%

<--FLOT Better

Hazard ratio
(95% CI)

0.70 (0.53,0.92

0.72(0.28,1.88
0.70 (0.53,0.93

)

)

)
0.57 (0.34,0.95)
0.75(0.49,1.15)
0.76 (0.45, 1.29)
0.70 (0.50, 0.98)
0.70 (0.43,1.13)
)

)

)

)

0.84 (0.41,1.71
0.68 (0.50, 0.92

0.91 (0.44,1.87
0.67 (0.50, 0.91

CROSS Better-->

I T T

0.2 0.5 0.67

Hazard ratio

1

1.5 2

ESOPEC

p-value
for
interaction

0.95

0.67

1.00

0.60

0.45

Reproduced with permission from Dr. Hoeppner
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Treatment Exposure

. FLOTGroup CROSS Group

217
Started neoadjuvant treatment (PP population®)

87.3 % 67.7 %*
86.0 % 82.9 %

633%

Completed adjuvant treatment ‘ 52.5 % ’

*Per protocol population according to Clinical Trial Protocol and Statistical Analysis Plan

Completed neoadjuvant treatment

Received neoadjuvant treatment plus surgery

Received adjuvant treatment

#Completion rate (41.4Gy) of radiotherapy 98%

91% completed chemoRT in CROSS

Hoeppner J, et al. J Clin Oncol. 2024 Jun:42:LBA1
van Hagen P, et al. N Engl J Med. 2012 May;366:2074-84
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Pathology Results — Surgery Population
... | FLOTGroup | CROSSGroup
N 4! 180
Resection status _

No resection

RO

R1

Postoperative N-Stage _
 ypN- 50.8%

= Clavien Dindo Il
ypN+ 48.7%

Pathological complete remission Clavien Dindo IV
_ypfOypnNno
Tumor regression grade (Becker?)

Complete regression 18.3%

Near complete regression (<10% vital tumor 25.1% 39.4%

per local pathology assessment

Clavien Dindo |

Clavien Dindo Il

29% pCR rate w/chemoRT in CROSS

Reproduced with permission from Dr. Hoeppner

Hoeppner J, et al. J Clin Oncol. 2024 Jun:42:LBA1
van Hagen P, et al. N Engl J Med. 2012 May;366:2074-84



‘ ELIGIBILITY:RESECTABLE ADENOCARCINOMA OF STOMACH

v

RANDOMISE

Y

v

Group 1: Control Arm

ECF (or ECX) x3

Group 2

ECF (or ECX) x2

l

PREOP CRT

45 Gy + Cl 5-FU [or X)

SURGERY (D1+)

¥

ECF {or ECX) x3

TOPGEAR (ESMO 2024) CHEoae
e

After 2017, FLOT4 findings 2
amended to enroll periop FLOT

5-FU 200 mg/m?2 daily X7
days per week or
capecitabine 825 mg/m?
BID on days 1-5 weekly

After 2017, adjuvant FLOT X4

Randomized phase Il trial (1:1)

Gastric adenocarcinoma or GEJ
adenocarcinoma (Siewert Il <2 cm
of esophageal involvement or
Siewert IIl) that was T3 or T4 and
deemed resectable

Primary endpoint: OS

Leong T, et al. BMC Cancer. 2015 Jul:15:532
Leong T, et al. N Engl J Med. 2024 Sep. doi:10.1056/NEJM0a2405195
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Table 1. Characteristics of the Patients at Baseline.*
Preoperative Perioperative
Chemoradiotherapy Chemotherapy Alone
Characteristic (N=286) (N=288)
Age
Mean — yr 61+11 60+11
Distribution — no. (%)
<50yr 45 (16) 46 (16)
50-70yr 180 (63) 181 (63)
>70yr 61 (21) 61 (21)
Sex — no. (%)
Male 208 (73) 210 (73)
Female 78 (27) 78 (27)
ECOG performance-status score of 0 — no. (%) 200 (70) 202 (70)
Primary tumor site — no. (%) I
Gastroesophageal junction 98 (34) 101 (35)
Upper or middle third of the stomach 80 (28) 89 (31)
Multiple sites 36 (13) 28 (10)
Lower third of the stomach 72 (25) 70 (24)
Clinical tumor stage — no. (%) I
TlorT2 33(12) 31 (11)
| T30rT4 252 (88) 254 (88) |
X 1(<1) 3(1)
Clinical nodal stage — no. (%) I
Node-negative 110 (38) 111 (39)
| Node-positive or unknown 176 (62) 177 (61) |
Hist thological d % * Plus—minus values are means +SD. Clinical tumor and nodal stage and histopathological grade were determined with
istopathological grade — no. (%) the use of the International Union against Cancer TNM (Tumor-Node-Metastasis) Classification of Malignant Tumors.
Gi 17 (6) 17 (6) A clinical tumor stage of TX indicates that there was no information about the primary tumor or it could not be mea-
sured. Percentages may not total 100 because of rounding. ECF denotes epirubicin, cisplatin, and fluorouracil; ECX
G2 68 (24) 72 (25) epirubicin, cisplatin, and capecitabine; and FLOT fluorouracil, leucovorin, oxaliplatin, and docetaxel.
T Eastern Cooperative Oncology Group (ECOG) performance-status scores are assessed on a 5-point scale, with higher
G3orG4 122 (43) 128 (44) scores indicating greater disability. Patients were required to have a score of 0 (indicating that the patient is fully active
and asymptomatic) or 1 (indicating that the patient is restricted in activity but is ambulatory and capable of light work).
Not reported 79 (28) 71 (25)
Chemotherapy regimen — no. (%) I
ECF or ECX 92 (67) 194 (67)
il #ba) o469) Leong T, et al. N Engl J Med. 2024 Sep. doi:10.1056/NEJM0a2405195
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Table 2. Surgical and Pathological Results.*

Preoperative Perioperative
Ch diotherapy Ch herapy Alone Difference
Variable (N=286) (N =288) (95% CI)
Proceeded to surgery —no. (%) | 241 (84) 256(89) |

e o 1 i Received all neoadjuvant chemo:

Esophagogastrectomy — no./total no. (%)

Total gastrectomy — no./total no. (%) 117/230 (51) 117/247 (47) -

Subtotal gastrectomy — no. /total no. (%) 64/230 (28) 73/247 (30) 94% C RT VS . 9 1 % pe rlop C h e m O aI O ne
Attempt abandoned — no./total no. (%) 10/241 (4) 9/256 (4)
Missing data — no./total no. (%) 1/241 (<1) 0/256

Lymph-node resection — no./total no. (%)§

37125 08 19 Received all adjuvant chemo (after surgery):

D1+ 90/225 (40) 92/237 (39) .
= o225 o0 o070 48% CRT vs. 59% periop chemo alone
Not specified or assessed 6/231 (3) 10/247 (4)

Multiple-organ removal 14/229 (6) 23/242 (10)

Pathological results: resection margin

= 92% completed the full protocol dose of 45 Gy in CRT group

No. of patients/total no. 208/225 206/235
Percent (95% Cl) 92 (89-96) 88 (83-92)
R1 — no./total no. (%) 15/225 (7) 29/235 (12)
R2 — no./total no. (%) 2/225 (1) 0/235
Not assessed or recorded — no. /total no. (%) 6/231 (3) 12/247 (5)
ypTNM stage — no./total no. (%)
Not recorded 0/231 1/247 (<1)
ypTX 1/231 (<1) 1/246 (<1)
I ypTO 34/231 (15) 17/246 (7) |
ypTis 3/231 (1) 0/246
T T. 7 4
ypTloryplZ 3/23L32) 02/246.2) *  Plus-minus values are means +SD. Clinical tumor and nodal stage were determined with the use of the International Union against
ypT3 orypT4 120/231 (52) 166/246 (67) Cancer TNM Classification of Malignant Tumors. The ypTNM classification describes the extent of cancer after preoperative therapy
" (chemotherapy or chemoradiotherapy). The term “is” denotes in situ and indicates that abnormal cancer cells are present but have not
ypNode-negative 125/231 (54) 104/246 (42) 12 (3t021) spread to nearby tissue. For each major variable (operation performed, lymph-node resection, pathological findings, ypTNM stage, and
Cpats pathological response), the denominator was derived from the number of patients who had an operation performed (231 in the preoper-
yeNodesposttive 106/231.(%6) 142/245,(58) ative-chemoradiotherapy group and 247 in the perioperative-chemotherapy group) minus the number of patients for whom data were not
ypM1 8/225 (4) 10/240 (4) recorded.
A 1 Differences in percentage points are shown for outcomes for which the confidence interval did not include zero. For the number of lymph
No. of lymph nodes examined 2110 2614 =5 (-7to0-3) nodes, the difference between the counts is shown.

i The intent of resection was palliative in three patients in the preoperative-chemoradiotherapy group and in two patients in the periopera-

Pathological response — no. /total no. (%) tive-chemotherapy group.

Grade 1a: 0% residual tumor| 36/214 (17) 18/225 (8) 9(2to15) § D2 dissection indicates extended removal of regional lymph nodes, and D1+ dissection indicates a more limited removal of regional
o . lymph nodes. Any lymphadenectomy at a level below D1+ indicates minimal and inadequate removal of regional lymph nodes.
Grade 1b: <10% residual tumor 70/214 (33) 48/225 (21) 11 (3 to 20) 4 One patient in the perioperative-chemotherapy group had ypNX findings.

| In the preoperative-chemoradiotherapy group, one patient had ypTX and one had ypTis findings. One patient in the perioperative chemo-

Grade 2: 10-50% residual tumor 61/214 (29) 69/225 (31) ;
therapy group had ypTX findings.
Grade 3: >50% residual tumor 47/214 (22) 90/225 (40 -18 (-27 to -9) **% Two patients in the preoperative-chemoradiotherapy group and one patient in the perioperative-chemotherapy group had tumor present,
- — - but it was not graded.
Not recorded or unknown** 17/231 (7) 22/247 (9)

Hedonmuipr hchorpe Cangel e . i ik Leong T, et al. N Engl J Med. 2024 Sep. doi:10.1056/NEJM0a2405195
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A Overall Survival B Progression-free Survival
100—% 100
90+ A 904 \},
g Perioperative
>
= 807 £ 5 804 . Preoperative chemo-
2 70 29 704 N radiotherapy
= o P 1/
= 60+ . L Q- bp 60 ;
© Preoperative chemo- “ O N s
'9-5 50 radiotherapy n g,oi 50+ Perioperative Jm““‘humu“u_l
o 404 ""'"iﬂ_‘ 3 § 40- chemotherapy U L —
3 g &
g 30 v g 30
U
S 204 @ w204 Hazard ratio for disease progression
a
104 Hazard ratio for death, 1.05 (95% Cl, 0.83-1.31) 10-{  ordeath, 0.98 (95% Cl, 0.79-1.22)
0 T T T T T 1 0 J ! J J J !
0 12 24 36 48 60 72 0 12 24 36 48 60 72
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Perioperative 288 241 191 154 122 94 8 Perioperative 288 202 143 123 101 78 3
chemotherapy chemotherapy
Preoperative chemo- 286 235 174 143 117 89 9 Preoperative chemo- 286 204 146 116 103 77 6
radiotherapy radiotherapy
Median OS 46 mos CRT vs. 49 Median PFS 31 mos CRT vs. 32
mos periop chemo alone mos periop chemo alone

perioperative FLOT vs. ECF in the FLOT4-AIO trial (median
OS 50 mos for FLOT) Al-Batran S, et al. Lancet. 2019 May;393(10184):1948-1957
Leong T, et al. N Engl J Med. 2024 Sep. doi:10.1056/NEJM0a2405195
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» Advanced G/GEJ
adenocarcinoma

* No prior therapy in
advanced setting

+ HER2-positive

Stratification Factors
» Geographic region
» PD-L1 CPS
+ Chemotherapy choice

oxaliplatin 130 mg/m? IV Q3W.

Pembrolizumab 200 mg IV Q3W
+

Trastuzumab and FP or CAPOX?®

for up to 35 cycles

Placebo IV Q3W
+

Trastuzumab and FP or CAPOX*
for up to 35 cycles

Gouble-Blind Phase 3 Study of Pembrolizumab + Trastuzumab and Chemotherapy vs Placebo + Trastuzumab and
Chemotherapy as First-Line Therapy For HER2-Positive Unresectable or Metastatic G/GEJ Cancer (NCT03615326)

-
Dual Primary End Points

+ OS

» PFS (RECIST v1.1 per BICR)

Secondary End Points
» ORR (RECIST v1.1 per BICR)
» DOR (RECIST v1.1 per BICR)

L * Safety

=

“Trastuzumab dose: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP dose: 5-fluorouracil 800 mg/m? IV on D1-5 Q3W + cisplatin 80 mg/m? IV Q3W. CAPOX dose: capecitabine 1000 mg/m? BID on D1-14 Q3W +

BICR, blinded independent central review, CPS, combined positive score (number of PD-L 1-staining cells [tumor cells, lymphocytes, macrophages] divided by the total number of viable tumor cells, multiplied by 100).

\ Characteristic

Pombrolzumab Group Flaceba Group
(W = 350) (W = 348)
Hisiologic subbype, m (%)
Difhuss 68 [19) 51 (15)
Imlesanal 198 (5T 188 [54)
ndelermnate B3 (24) 108 (31)
Unioriram 1{=1) a
Primary gasweciomy or esophagectomy, n (%)
Yes 51 [15) B3 18) |
Mo 295 85) 2B5 (H2)
["POLL T Status, n (7
[_CPEe ZEEE ZE
[ GPG=1 B2 [15) BZ[15)
HER2 status, n (%)
HE 1+ 1{=1) 1i=1)
HC 2+ 154 eguivocal [1] 1=1)
HC 2+ 154 negatve 1{=1) 1i=1)
HC 2+ |5 posmve B2 (18) B4 (24)
HC 3+ 286 (82) 261 (T5)
) MS1H stahes, n
M15khigh 6 (2} FARl]
Mon-MEl-high 226 93y EFETET
Uniniram 18 (5) 175
Tumor burden, i (%)
<Median V2 (4 VBE [28)
dedian 171 (49 170 (ag)
ME=ng 17 (3) 1Z2(3)
ematherapy regimen, n F.il
Capeciabine and axaliplate (CAPOX) 297 (85) 266G (BE)
&-fAluorourac and cisplatin (FP) 53 (18) A8 [14)

Janjigian YY, et al. Lancet. 2023 Dec;402(10418):2197-2208
Janjigian YY, et al. 2024 Sep. doi:10.1056/NEJMc2408121
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Events/patients, n/N HR (95% Cl) 100+ Median, mo
Pembrolizumabgroup  Placebo group 90+ Events (85% CI)
Age, years B0 - Pembrolizumab gp 41 (79%) 18.2 (13.9-22.9)
<65 152/205 153192 - 067 (0:54-0-85) 704 Placebo gp 44 (B5%) 204 (16.4-24.T7)
265 101/145 108/156 —B 0-84(0-64-1-10)
Sex (i
Female 42/66 55/68 — R 049 (032-0.74) EE_‘
Male 211/284 206/280 - 083 (0-69-1.01) i 50
Race o A0+
Asian 76/119 80/121 —- 0-85(0-62-1-16)
Non-Asian 177/231 179/225 - 0-69 (0-56-0-84) 301
Geographical region 20+
Europe, North America, and Australia 84/113 88/111 —— 073 (0-54-0-99) - = L
Asia 75/118 781119 B = 0-84(0-61-116) 10
Rest of world 94/119 95/118 —— 0-65(0-49-0-87) 0 Hazard rafio, (CPS <1} 1.10 (85% CI, 0.72-1.58) I
DDA —r—r—r—r—r—r—r—r—r—
o 2171298 2250296 = | 071(059-0.86) 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
CPS<1 36/52 36/52 —— 1.03 (0-65-1-64) Mo, at Bisk Months
MS status Pembrolzumab gp 52 45 E] -] 17 14 ] a 1 a a o
Non-high 234/326 244329 - 075 (0-63-0-90) Flacebo gp 52 48 40 an | 17 1 -] T a 3 o
ECOG perf: tat: = " : -
periomance skatus q Participants with PD-L1 Combined Positive Score of =1 I
0 101/146 101/146 — 076 (0-58-1.00)
1 152/204 160/202 - 074(0-59-0-92) 1007,
Primary tumour location 904
Stomach 1711240 173/226 - 070(0-57-0-87) @ g Median
2 4
Gastro-oesophageal junction 82/110 88122 —+— 0-85(0-63-115) = Overall
Histological subtypes % 704 Survival
Diffuse 50/68 44/51 —.—t 071(0-47-1-07) g 60 No. of Events (%) (95% ClI)
Intestinal 136/198 134/188 - 073(0:57-0-92) o %6 .
Indeterminate 66/83 83/109 — 0-81(0-59-1-12) ° 7 .
T " . o Pembrolizumab 226 (76) 20.1 (17.9-22.9)
umour size (above median) ? 40 Pl b 244 (82 15.7 (13.5-18.5
Yes 133/171 130/170 - 071 (0-56-0-91) g 30 aceho B2 A=)
No 108/162 125/166 —— 0-74(0-57-0-96) g Hazard ratio for death, 0.79
Number of metastatic sites [-% 20+ (95% Cl, 0.66—0.95)
<2 123179 146/198 - 0-71(0-56-0.91) 104 Placebo
23 130/171 115/150 — 078 (0-61-1.00) 0
. T T T T T T T T T T 1
Frevious gastrectonny 0 6 12 18 24 30 36 42 48 54 60 66
Yes 33/51 45/63 — . 0-81(0-52-127)
No 220/299 216/285 e 072 (0:59-0-87) Months
Chemotherapy regimen No. at Risk
CAPOX 2111297 222/299 - 074(0-61-0.90) Pembrolizumab 298 265 207 166 127 102 78 59 48 32 5 0
FP 42/53 39/49 —— 0-73(0:47-1-14) Placebo 296 244 180 135 104 85 63 50 30 13 3 0
Overall 253/350 261/348 R 073 (0-61-0-87)
U 1 .. .
e 1 Janjigian YY, et al. Lancet. 2023 Dec;402(10418):2197-2208

—
Favours pembrolizumab group  Favours placebo group

Janjigian YY, et al. 2024 Sep. doi:10.1056/NEJMc2408121
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FDA amends pembrolizumab’s gastric cancer
indication

f Share X Post | in Linkedin = % Email =~ & Print

On November 7, 2023, the Food and Drug Administration revised the existing indication
of pembrolizumab with trastuzumab, fluoropyrimidine, and platinum-
containing chemotherapy for the first-line treatment of patients with locally advanced
unresectable or metastatic HER2-positive gastric or gastroesophageal junction (GEJ)
adenocarcinoma. This updated indication, which remains approved under
accelerated approval regulations, restricts its use to patients whose tumors
express PD-L1 (CPS = 1) as determined by an FDA-approved test.

FDA label revised to limit to HER2+ metastatic GC/GEJ cancer with PD-L1 CPS 21

PRINCIPLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated)

First-Line Therapy
. Oxaliplaiin is preferred over cisplatin due to lower toxicity.

i uxallplatln trastuzumab and pembrolizumab for PD-L1 CPS 21 (category 1'ﬂ=“ 17'15|

atin V o ateaory 1)

rolizumab for PD-L1 CPS 21 (category 1)@"115 |
g,h,20

OVerexpression negatve-
» Flunrupyrlmldlne (fluorouracil® or capecitabine), oxaliplatin, and nivelumab (PD-L1 CPS 25) (categn?;

» Fluoropyrimidine (fluorouracil® or capecitabine), oxaliplatin, and pembrolizumab for PD-L1 CPS 219:™

ategory 1 for PD-L1 CPS 2 10; category 2B for PD-L1 CPS 1 tg <10)
» é’lunmpyrlmldme -{ﬂut:ln:lurat:lla or cape(rzyrtahlne} and oxaliplatin % ‘E‘P

» Fluoropyrimidine (fluorouracil® or capecitabine), cisplatin, and pembrolizumab for PD-L1 CPS 219
(category 1 for PD-L1 CPS 2 10; category 2B for PD-L1 CPS 1 to <10)
» Fluoropyrimidine (fluorouracil® or capecitabine) and cisplatin?225-27

h,21

Janjigian YY, et al. 2024 Sep. doi:10.1056/NEJMc2408121
NCCN Guidelines. Gastric Cancer. Version 4.2024. August 12, 2024



Take-away points for today’s clinic
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Addition of pembrolizumab to trastuzumab and platinum-based chemotherapy is first-
line standard in HER2+ advanced gastric/GEJ adenocarcinoma with PD-L1 CPS 21
(amended FDA label)

Combined findings of ESOPEC and TOPGEAR support that perioperative FLOT is
standard for resectable gastric/GEJ/esophageal adenocarcinoma

« Thereis still arole for chemoRT in esophageal SCC

« 7?role of chemoRT in those unfit for FLOT

||||||||
PPPPPPP

Disease-free Survival (%)

Nivolumab 532 22.4 (16.6-34.0)

Hazard ratio for disease recurrence or death,
0.69 (96.4% Cl, 0.56-0.86)
<0.001

No.of Median Disease-free
mo (95% CI)

2
11.0 (8.3-14.3)

ESOPEC did not include adjuvant nivo per CM-577
following surgery and chemoRT in stage II-lI
esophageal/GEJ adenoca/SCC

Kelly RJ, et al. N Engl J Med. 2021 Apr;384(13):1191-1203
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1. Esophageal/gastroesophageal cancer updates

2. Colorectal cancer updates



MSI-H rectal cancer (ASCO 2024) @@Cseiﬂz'irs
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Neoadjuvant PD-1 blockade for stage II/lll MMRd rectal cancer Summary of patient responses

Stage T Completed Endoscopic Best | Radiographic Overall
NCT 04165772 anti-PD-1 Response Best Response | Response
Treatment
T4 N+ CR CR cCR
T3 N+ CR CR cCR

Residual
. —>| Surgery 1 Yz 20.9
ChemoRT 2 Y 21.7
— Residual followed b
Clinical stage mo— Imaging disease || jocing y Clinical j T:f :" : zzj 22 EE °§2
I1and Il + : c o
500mg IV every 3 weeks (9 cycles) and and complete . e o 7 = — " — cCR rate 100%
MMRd endoscopy I response : - (11/11 patients)
rectal cancer | I Clinical ¥; 1) 6 T2 N+ Y 103 CR CR cCR
Non-operative 7 T1/2 N+ b 10.5 CR CR cCR
A ts  Baseline 6 week 3 month 6 month complate
ssessments aseline weeks montns months Fetnance management 8 T3 N+ Y 63 CR CR cCR
N=30 » 9 3 N+ Y 6.1 CR CR cCR
Simon’s two stage minimax = = e = 7 = = =
11 T3 N+ i 6.1 CR CR cCR
12 T3 N+ N 28 nCR PR NE
13 T3 N+ N 28 CR CR NE

ASCO24 update: 41 pts who completed treatment NE-roiooated
achieved a clinical complete response NCR = near complete response
- No patients required any additional therapy

- No patients experienced local or distant disease

recurrence

Reproduced with
permission from Dr. Cercek

Cercek A, et al. JCO. 2024:42(17 suppl):LBA3512
Lumish M, et al. JCO. 2022;40(4 suppl):16
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MSI-H colon cancer @@Cedqrs

NICHE: n=40 pts with stage I-lll resectable colon cancer dMMR

or pPpMMR tumors =2 ipilimumab X1 + 2 doses nivolumab before
surgery

a MNivelumab Ipilimumab + nivolumab

LI | 1
L w wow w
0 HEEEE EN"EEETEETTETETEE HEERTTEERTEEOEN econin

012
m:04
B Mot available
Tumor subtype

B dMMR
B poMMR

—40 4

60 1

Histopatholegical tumor regression (%)

~80 -

=100

100% pathological response rate in 20/20 (95% CI: 86-100%)

Chalabi M, etal. N Engl J Med. 2024;390(21):1949-1958
Chalabi M, et al. Nat Med. 2020;26(4):566-576.
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(oﬁginaIMCHE S \ NICHE-2: Ph Il stage Il-1ll AMMR colon cancer

dMMR stage I-lll colon cancer
+  Primary endpoint:
safety First cycle (day1) Second cycle (day 15) Surgery within 6 weeks
— — —-
- NICHE-2, n=83 pts dMMR Nivolumab 3 mg/kg + Nivolumab 3 mg/kg of study enroliment
stage II-lll colon cancer ipilimumab 1 mg/kg
= Primary endpoint: 3-
year DFS
Table 1. Demographic and Disease Characteristics of the Patients.
\ / Patients

Characteristic (N=115)

Female sex — no. (%) 67 (58)

Median age (range) — yr 60 (20-82)

WHO performance-status score — no. (%)*
0 100 (87)
1 15 (13)

Race or ethnic group — no. (%)t
White 97 (84)
Asian 6 (5)
Black 5(4) * The World Health Organization (WHO) performance-status score ranges
Other 7 (6) from 0 to 5, with higher scores indicating greater disability.

7 Race or ethnic group was reported by the patients or inferred on the basis of

T tage — no. (%) AR : "
Hos stager= o (RN the country of birth if patient-reported data were unavailable. The category

<12 121 “Other” includes patients of Hispanic, Middle Eastern, and North African de-

cT3 orcT3-T4a 24 (21) scent.

cT4a 41 (36) & Tumor stage was classified according to the American Joint Committee on

T4b 33 (29) Cancer staging system, version 8, with higher numbers indicating a more ad-
vanced tumor.

Nocal stats—no-/(%)} § Nodal status indicates the presence (cN+) or absence (cN-) of cancer cells in

cN- 38 (33) the lymph nodes.

n N+ 77(67) | 9 Unexplained mismatch repair deficiency (dMMR) was specified as dMMR that
could not be explained by characteristic germline alterations, biallelic somatic

inactivation of the MMR protein, or MLH1 promoter hypermethylation.

Primary tumor location — no. (%)

Right 78 (68) |
Transverse 17 (15)
Left 20 (17)
Lynch syndrome — no. (%) 37 (32) I
Unexplained dMMR — no. (%) 2(2)
Non-Lynch syndrome dMMR — no. (%) 76 (66) Chalabi M, etal. N Engl J Med. 2024;390(21):1949-1958
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Lymph-Node Status: [ Negative M Positive Table 2. Pathological Responses among Patients in the Efficacy Analysis.*
§ 0_-EHHI.HIEMIIHI..E-EII!BEBE!HE.I-II.IIHIE!EEIE!DEH!IHEIEHHEﬂEE!EEElElBI!IE!HEBllE!lluﬂEHIHIEBIIHHIIIB!B!IIH!I'IHH! Patients
3 Residual Viable Tumor (N=111)
2 70
0
gn no. (%)
x -404
8 Partial <50% Residual viable tumor 109 (98)
g a5 response - : . :
= <10% Residual viable tumor: major pathological response 105 (95)
[+
'§> _80- Major 0% Residual viable tumor: complete pathological response 75 (68)
£ pathological 11-49% Residual viable tumor: partial pathological 4 (4)
& 100 response response

Patients =50% Residual viable tumor, indicating lack of pathological 1(1)
response
Unable to be evaluated 1(1)

* For patients with a synchronous second tumor in the colon, the response ob-
served in the tumor with the highest baseline stage is shown.

T In one patient, the tumor bed could not be determined, and therefore, the
percentage of residual viable tumor could not be calculated.

Chalabi M, et al. N Engl J Med. 2024;390(21):1949-1958
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No. with Pathological ~ No. of Proportion with Pathological
Subgroup Complete Response  Patients Complete Response (95% Cl)
Lynch syndrome
Yes 27 34 ——8 0.79(0.62-0.91)
No 46 75 = == 0.61 (0.49-0.72)
Type of sporadic dAMMR tumor
MLH1 promoter hypermethylation 31 56 — 0.55 (0.41-0.69)
Somatic mutation 15 19 + 0.79 (0.54-0.94)
Sex
Male 31 46 —u— 0.67 (0.52-0.80)
Female 44 65 —_— 0.68 (0.55-0.79)
Age
=E030 = =0 — 0./01025=0.50) Median follow-up after surgery of 36.5 mos
>60 yr 36 55 —_— 0.65 (0.51-0.78)
Location of tumor (range 78'834)
Right 50 76 _— 0.66 (0.54—0.76) . - - 0
Transverse 11 16 £ 0.69 (0.41-0.89) =111, 3-yr DFS 100%
Left 14 19 ' 0.74 (0.49-0.91)
CEA level at baseline
<5 ng/ml 64 89 — 0.72 (0.61-0.81)
=5 ng/ml 11 22 el 0.50 (0.28-0.72)
Tumor stage
cT2 13 17 L 0.76 (0.50-0.93)
T"IY T2 T A~ 10 9 20 3 N 72 (n LA QQ)
cT4a, cT4b 46 72 —_— 0.64 (0.52-0.75)
Lymph-node stage
cNO 27 36 — 0.75 (0.58-0.88)
N+ 48 75 — B 0.64 (0.52-0.75)
BRAF, KRAS, NRAS mutation status
All wild type 26 36 — e 0.72 (0.55-0.86)
BRAF V600E mutant 24 42 —_— 0.57 (0.41-0.72)
KRAS or NRAS mutant 23 29 i 0.79 (0.60-0.92)
ofz 014 ofs ofg 110 Chalabi M, et al. Ann Oncol. 2024;35(2 suppl):S1217-S1218
Chalabi M, etal. N Engl J Med. 2024,;390(21):1949-1958
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Table 1| Baseline patient characteristics

NICHE-3: Ph Il non-randomized, open-label trial stage lI-1ll AMMR colon cancer s Fr——
Age at enrollment (years)
/ \ Meadian (range) B5 [21-85)
Sex (%)
¢ Locally advanced (=T3 and/or Surgery within 6-8 Female 37 (54%)
N+) dMMR resectable colon First cycle (day 1) Second cycle (day 29) weeks of study Male 27 (46%)
adepocarcmomawﬂh no signs R ] nrollment —
of distant metastases Nivolumab 480 mg + relatlimab) Nivolumab 480 mg + enrolime _ Race ar ethnicity” (%)
: (anti-LAG-3) 480 mg relatlimab 480 mg Primary endpoint: White 51(86%)
*  Treatment-naive pathologic response Black 3 (5%)
Agian 1{2%)

< v i

WHO performance status (%)

0 42 (T1%)
1 171 29%)
Tumor stage” (%)
cT2 1(2%)
cT3 arcT3-da 18(31%)
cTda 26 (44%)
cTdb 14(24%)
~Lymph N0 stage: 1)
<o 270
ch+ 37 (63%)

Primary tumor location [E3)

Right 48 (81%)

Transverse 6 {10%)

Left 5 (8%)
Lynch status (3)

Lynch syndrome 1(19%)

Sﬁmdic MME deficiency AR w

i0thear includes patients of Middle Eastern or Horth African descent and Hispanic or Mixed
hesitage. “As assessed by CT scan, staged acoording to the Amesican Joint Committes on
Cancer Staging Manual, 8th edition”. "Numbers may not add up to 100% due 1o rounding.
2eparadic MMR deficiency was defired as dMMR due to MLHT-promoter hypermethylation or
due to somatic MMR mutations.

de Gooyeri, et al. Nat Med. 2024 Sep. doi:10.1038/s41591-024-03250-w
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NICHE-3: Ph |l non-randomized, open-label trial stage II-lll dMMR colon cancer

Pathologic response, M Complete response [ Partial response
primary tumor B Major response H No response
ENEEEEESEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEE

Lymph node status [l Megative [l Positive

0% I:l
£
c  -20%
2
&
=
B -40%
& |
E
2 -a0%
2
(=] —
a2
E BO% -
I
[= 18
100%
b 1.0 4 ey ¢ 1.0 +
] " — “ Pathologic response (RVT) Full cohort n =59 cT2-3n=19 cTdan=26 cTdbn=14 cNOn =22 cN+ n=37
T a8 - &4
£ 5
3 = Yes (<509%) 57 (979%) 19 (100%) 25 (96%) 12 (93%) 22 (100%) 35 (95%)
0.6 g 0.6 -
i s
!3 0.4 E 0.4 = Major (=10%) 54 (929%) 17 (89%) 25 (96%) 12 (86%) 20 (91%) 34 (929)°
g =
2 02 Q 0.2 4
a Complete (09%) 40 (68%) 14 (74%) 18 (69%) 8 (57%) 16 (73%) 24 (65%)
a4 0+ _
L o2 4 6 8 0 2 W 02 4 6 810 12W Partial (11-50%) 3 (5%) 2(11%) 0 1(7%) 2 (9%) 13%)
Months since surgeary Manths since anrollment
Mumbear at risk Mumiber at risk No (= 50% 5 39 0 | 4% 1% 0 5 (59
59 52 3 35 25 20 14 1 59 G5B 53 38 35 4 1 W o (>50%) (3%) (4%) (7%) (5%)

40ne patient had lymph node metastases in the resection specimen.

de Gooyeri, et al. Nat Med. 2024 Sep. doi:10.1038/s41591-024-03250-w
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NICHE-3: Ph Il non-randomized, open-label trial stage II-Ill dMMR colon cancer
Subarou No. of No. of Proportion of
group pCR patients pCR (95% Cl)

Male 18 27 _— 0.67 (0.46-0.83)
Female 22 32 e 0.69 (0.50-0.84)
< 60 years 19 23 —— = 0.83(0.61-0.95)
> 60 years 21 36 = 0.58 (0.41-0.74)
Right 33 48 e 0.69 (0.54-0.81)
Transverse 4 6 = 0.67 (0.22-0.96)
Left 3 5 = — 0.60 (0.15-0.95)
CEA<5puglL™” 32 43 —— 0.74 (0.59-0.86)
CEAz5puglL™” 8 16 0.50 (0.25-0.75)
cT2.¢I3 14 19 ——————  074(0.49-0.91)
cT4a 18 26 —_— 0.69 (0.48-0.86)
cT4b 8 14 0.57 (0.29-0.82)
cNO 16 22 ————=——  0.73(0.50-0.89)
cN+ 24 37 -~ 0.65 (0.47-0.80)
<5cm 13 17 —————5%—— 0.76 (0.50-0.93)
>5cm 26 40 — 0.65 (0.48-0.79)
N/A 2

Yes 7 1 0.64 (0.31-0.89)
No 33 48 o~ 0.69 (0.54-0.81)

] I

0.2 0.4 0.6 0.8 1 de Gooyeri, et al. Nat Med. 2024 Sep. doi:10.1038/s41591-024-03250-w
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Study drug Duration of  Post-op Primary 17% of patients over 80 — frailer patient
pre-op 10 endpoint population than recruited in other trials
IN::SBE)EP Pembrolizumab 6-12 weeks pCR rate
Path
NICHE 3 Nivolumab + 4 weeks No response
(n=59) Relatlimab (<50% IMHOTEP Peri-op . . .
RVT) (n=89) pembrolizumab 3 5% 78.7%  20.T%
NICHE 2 Nivolimab + Safety & NICHE 3 Pre-op Nivolumab +
(n=115) Ipilimumab 4 weeks No 3 yr DFS (n=59) R elatlima 65 29% 63%  19%
NI(EHE 2 Pre-op .N|voI|mab T 60 13% 65% 67% 31%
(n=113) Ipilimumab
( B

RO pCR rate in
resection eligible pts *
IMHOTEP Peri-op o o
(n=77) pembrolizumab RO S
NICHE 3 Pre-op Nivolumab o o o i
(n=59) + Relatlimab 100% 68% 92%
NIC_HE 2 Pre—oQ .vaollmab + 100% 68% 95% 100%
(n=113) Ipilimumab

from Dr. Seligmann

Reproduced with permission [

l High proportion of high risk patients J o

Seligman J. ESMO Congress 2024. 2024 Sep 15. Invited Discussant LBA24, 5030 and 5040
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What is the optimal duration for pre-operative anti-PD-1?

Study Design pCR rate
Sintilimab o
Qe 4 weeks 4r.r% Duration to cCR with Dostarlimab in

MSI-H rectal cancer

IMHOTEP Pembrolizumab 46.0%

6 weeks i e
NEOE’RISM Pembrolizumab 53%
(n=32) 9 weeks
Toripalimab +/- ‘ = son trnas0e
(El_%g) celecoxib 76.5% =
B 12 weeks e
IMHOTEP Pembrolizumab 68.2% = B
12 weeks
Ludford Pembrolizumab All reached cCR by 6 months
— 79%
(n=27) 24 weeks

Reproduced with permission
from Dr. Seligmann

Seligman J. ESMO Congress 2024. 2024 Sep 15. Invited Discussant LBA24, 5030 and 5040
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Study Design pCR rate
PICC Toripalimab +/- celecoxib (12 weeks)
* Over_Shorter treatment Ludford Pembrolizumab (24 weeks)
duration combination appears
superior NEOPRISM Pembrolizumab (9 weeks)
» Lesser difference in pCR if IMHOTEP Pembrolizumab (6 weeks)
longer treatment of anti-PD1 _
) IMHOTEP Pembrolizumab (12 weeks)
delivered
- Heterogeneity in study ‘ Xu et al Sintilimab (4 weeks)
designs limit definitive NICHE 2 Nivolimab + ipilimumab (4 weeks)
conclusions NICHE 3 Nivolumab +. Retalimab (4 weeks)
EEE) Xuetal IBI310 + Sintilimab (4 weeks)
Kasi et al Botensilimab + bastilimab (4 weeks)

Reproduced_with permission
from Dr. Seligmann Seligman J. ESMO Congress 2024. 2024 Sep 15. Invited Discussant LBA24, 5030 and 5040
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A
80 4
70
B ovVR
o 60 -
2w B <vvr
S 40
E 30 -
= 20 15
10 4 % @ 2 Table 4. Owverall response rate
P - 2 : Buploratory cahort Validation cohort
Rizr:ezlsei?n R:g?;::g)n R’\:g:jees:t:n Regll\'/lellsiion Reg:\(‘a(s)sion PMMR pPMMR
No. of patients B No. of patients L No. of patients L No. of patients L
Complete responie .3 176 [1] - i 16.4 1] -
Fartial response 103 696 3 5 101 692 4 334
FOXTROT (T3-4, NO-2, M0 colon cancer) 2:1 randomization to 6 pusedsse = — — E—
wks FOLFOX (NAC) -> 18 wks adjuvant FOLFOX vs. surgery -> o pooona T e

adjuvant FOLFOX 24 wks

Retrospective series, dAMMR locally advanced rectal
cancer, unlike pMMR subjects, had poor or no response to
neoadjuvant chemoradiation

Morton D, et al. J Clin Oncol. 2023;41(8):1541-1552
Pretta A, etal. Br J Cancer. 2023;129(10):1619-1624.



MSI-H: Localized/locally advanced colorectal cancer

CLINICAL NEOADJUVANT/DEFINITIVE
STAGE LAMLNOTHERAPY Complete Surveillance
(PREFERRED) e | Surveillance (REC-10A) (REC.10)
%:?g;g?'m Re-evaluate response Transabdominal grl:msi der FOLFOX
immunotherapy for disease resectiond::3a or CAPEOX Surveillance
up to 6 months!{"‘ status . LD"Q'CDUF?SE or if complete (12-16 wK) (REC-10)
. Dostarlimab-gxl every 2-3 Persistent | (chemo/RT"® clinical response,
or XY | Imonths disease at [, (* CaF’f““?b'“?q consider
dMMR/MSI-H | []. Ni 6 months or intusiona surveillance
T3, N any; ol:wolumab Df‘FUq (REC-10A)*
¥1‘|24- N1-2; * Pembrolizumab Short-course R
» N any esection | - i ¥
or Locally RT contraindicated Systemic therapy (REC-F 1 of 11)
unresectable
or medically
inoperable TOTAL NEOADJUVANT THERAPYYY Transabdominal . Surveillance
resection9.%3a (REC-10)
Long-course chemo/RT"S Chemotherapy or if complete clinical
= Capecitabined or (12-16 wk) response, consider
infusional 5-FUd . SOLF%X or CAPEOX |— Restaging" surveillance (REC-10A)%
or « Consider
Short-course RTS*——»| FOLFIRINOX Resection Systemic therapyb®
contraindicated (REC-F 1 of 11)
CLINICAL FINDINGS PRIMARY TREATMENTD:uU

PRESENTATION?

Resectable,
non-obstructing

Colectomy™ with en bloc removal
of regional lymph nodes

One-stage colectomy!
with en bloc removal of

—_—

or
FOLFOX or CAPEOX

Locally
unresectable
or medically
inoperable

Checkpoint inhibitor Evaluate for

iamngwnotherapv (preferred)*" ||complete
Consider RT™? t infusional ;ﬂ::::::izﬁrto
:LFrgec:; capecitabine prior to resectability

regional lymph nodes | Pathologic

R:‘:"‘:tl?"- e ‘F:{Lsection with diversion - %t'ggfr:'lsgtu::g :
Deficient obstructing g[ . Surveillance
MMR iversion (COL-13)
(dMMR)/MSI- or Colectomy" wi

"} " y" with

:Lglzrshcl:‘frl':gr Stent (in selected cases)————| = bloc removel
(non- Consider neoadjuvant therapy: :;ffn::il?':::lles
metastatic)! Checkpoint inhibitor

Clinical T4b —,|immunotherapy (preferred)"™ | .

Adjuvant
therapy

(COL-14)

Surgery £ IORT"
or

Systemic therapy
(COL-D 3 of 11)
or

Observation

CrSna

NCCN Guidelines. Colon Cancer. Version 5.2024. August 22, 2024

NCCN Guidelines. Rectal Cancer. Version 4.2024. August 22, 2024



First-Line MSI-H/dMMR CH o

ORR 44% vs. 33%
CR 11.1% vs.4%

Hazard ratio for progression or death, FDA approves pembrolizumab for first-line

i el U treatment of MSI-H/dMMR colorectal cancer

Median PFS 16.5 mos (pembrolizumab) vs. e In ket | B enat | 8 P
8.2 mos (SOC chemotherapy * biologic)

On June 29, 2020, the Food and Drug Administration approved pembrolizumab

Pem b FOl izuma b for the first-line treatment of patients with unresectable or
metastatic microzatellite instability-high (MSI-H) or mismatch repair deficient (dMMR)
colorectal cancer.

Approval was based on KEYNOTE-177 (NCT02563002), a multicenter, international,
open-label, active-controlled, randomized trial that enrolled 307 patients with previously
Chemothera py untreated unresectable or metastatic MSI-H or dMMR colorectal cancer. Determination of
MSI or MMR tumor status was made locally using polymerase chain reaction (PCR) or

Patients with Progression-free
Survival (%)
wun
o
|

immunohistochemistry (IHC), respectively. Patients were randomized (1:1) to receive

0 I T | T T T | T T T T 1 pembrolizumab 200 mg intravenously every 3 weeks or investigator’s choice of
0 4 8 12 16 20 24 28 32 36 40 44 48 mFOLFOX6,/FOLFIRI + bevacizumab or cetuximab given intravenously every 2 weeks.
Patients randomized to chemotherapy were offered pembrolizumab at the time of disease
Month S progression.
No. at RISI( The main efficacy outcome measures were progression-free survival (PFS) and overall

survival (0S). Median PFS was 16.5 months (95% Confidence Interval [CI]: 5.4, 32.4) in
the pembrolizumab arm and 8.2 months (95% CI: 6.1, 10.2) in the chemotherapy arm (HR
0.60, 95% CI 0.45, 0.80; two-sided p-value=0.0004). At the time of the PFS analysis, the
OS data were not mature.

Pembrolizumab 153 96 77 72 64 60 55 37 20 7 5
Chemotherapy 154 100 68 43 33 22 18 11 4 3 0

o o
o O

The most common adverse reactions reported in =20% of patients receiving

André T, et al. N Engl J Med. 2020;383(23):2207-2218
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B Overall Survival in Cohorts with Colorectal Cancer A B
19 P=0.03 by log-rank test 100 < 100
— 90 90
N 80 \k‘_“w% 80 M
3 i = 70 _ 70
s 038 =X 6o X 60
v v 50 ;; 50
= Mismatch repair-deficient B 40 40
€ 0.6 ; pe: o 3 © 30
s 20 Nivolumab 20 Nivolumab
6 10 4 =& Nivolumab + ipilimumab 10 o = Nivolumab + ipilimumab
.
o | 70 I AN 7R R PR B AR PRLGE B PR R TR A L L L L L T T T T LT BNl B B Bl B 0 B b 8 B & B R RE KEEE LS LS &
> 0.4+ 0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30 33
3 Mismatch repair-proficient Time (months) Time (months)
8 0.2 No. at risk: No. at risk:
g Nivolumab 74 48 41 32 17 12 12 M 6 3 0 Nivolumab 74 64 59 5 37 21 19 17 11 6 1 0
Nivolumab+ 119 95 8 78 39 12 11 10 3 0 0 Nivolumab+ 119 113 107 104 78 33 19 17 11 0 0 0
ipilimumab ipilimumab
00 T T Ll T 1
0 3 6 9 12 15
Months
L]
No.a Risk FDA grants accelerated approval to dostarlimab-
Mismatch repair- 11 9 7 5 1 0 .
elcient ly for d(MMR ad d solid
Mnsmal(hlcpau- 21 12 S 1 1 0 gx y or a vance so I tumors
proficient
f Share y in Linkedin =~ &% Email | & Print

F DA a.p p rO V al S - On August 17, 2021, the Food and Drug Administration granted accelerated approval to

P b | . b dostarlimab-gxly ) for adult patients with mismatch
e mor O IZU m a repair deficient (AMMR) recurrent or advanced solid tumors, as determined by an FDA-
N | Vv O I u m ab approved test, that have progressed on or following prior treatment and who have no

satisfactory alternative treatment options.

N I VO I U m ab an d I p I | I m U m ab Today, the FDA also approved the VENTANA MMR RxDx Panel as a companion

diagnostic device to select patients with dAMMR solid tumors for treatment with

dostarlimab-gxly.

Antoniotti C, et al. Cancer Treat Rev. 2021;92:102135.
Gong J, et al. J Immunother Cancer. 2018;6(1):8.

Le DT, et al. N Engl J Med. 2015;372:2509-20
Overman MJ, et al. JCO. 2018;36:773-779
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CheckMate 8HW 1L NIVO + IPI vs chemo

CheckMate 8HW 1L NIVO + IPI vs chemo

CheckMate 8HW study design

* CheckMate 8HW is a randomized, multicenter, open-label phase 3 study?

Progression-free survival

1L centrally confirmed NIVO + IPI Chemo
MSI-H/dMMR (n=171) (n = 84)
Key eligibility criteria: Dual primary endpoints in patients with Mz:;a';lws'“’b mo 38N4'TNE . i;: y
. ) . NIVO 240 mg Q2W for 6 doses, centrally confirmed MSI-H/dMMR — 100 § : : AT
+ Histologically confirmed followed by NIVO 480 mg Q4WP statusd: R 9 12-month rate HR (97.91% CI) 0.21(0.13-0.35)
unresectable or metastatic CRC - ] i 3 24-month rate P value <0.0001
« [PFS by BICRe (NIVO + IPI vs chemo in > 8
. i./\esslt-il;l];dMMR status by local the 1L setting) g 70 : !
« ECOG PS 0 or 1 NN NIVO 240 mg + IPI 1 mg/kg Q3W for 4 doses, + PFS by BICR® (NIVO + IP1'vs o 60 ; ; i 72%
1L setting: followed by NIVO 480 mg Q4Wb NIVO across all lines) L 50 4 ; ; NIVO + IPI
ey n =202 c 40 { :
Strat.|f|c§t|on factors: Other select endpoints: '§ 30 A 21% !
: :’(’)"3; =":§5>°;)treatme"t  Investigator’s choice chemo* - [Safety] g 20 - o P 14%
i T - || e e ST e - 0%;[PFS2 by investigator;|ORR b S 10 - : T
+ Primary tumor location 1L setting: cetuximab) ) 2 iy a ' ! Chemo
(right vs left) n=101 BICR®; PROs 0 T r T : T y r + ; ; ; : ; . ; :
Treatment until disease progression, 0 3 o 9 12 15 18 2 24 27 30 33 36 39 42 45 48
unacceptable toxicity, withdrawal of consent No. at risk Months
(alt arms), or @ maximum treatment duration NIVO + IPI 171 144 132 122 108 95 92 77 64 53 42 37 22 10 9 1 0
of 2 years (NIVO and NIVO + IPI arms only)
Chemo 84 53 20 10 6 5 5 3 2 ) ) ) C 0 0

+ At data cutoff (October 12, 2023), the median follow-upf was 31.5 months (range, 6.1-48.4)

ClinicalTrials.gov. NCT04008030. bPatientswithz 2 prior lines are randomized only to the NIVO or NIVO + IP| arms. “Patients receivinginvestigator’s choice of chemotherapy are eligible to receive NIVO + [P upon

progression (crossover treatment). Confir

Reproduced with
permission from Dr. Lenz

ing either immur

yand/or poly

hain reaction-based tests. *Evaluated using RECIST v1.1. fTime between randomizationand data cutoff.

+ PFS benefit with NIVO + IPI vs chemo was robust and consistent across the sensitivity and supportive analyses, including
PFS by BICR in 1L all randomized patients (HR, 0.32; 95% Cl, 0.23-0.46)

Per BICR. ®Median follow-up in patients with centrally confirmed MSI-H/dMMR, 31.6 months.

Lenz HJ, et al. JCO. 2024;42(16 suppl):3503
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First-Line: MSI-H mCRC (ASCO 2024)
e

CheckMate 8HW 1L NIVO + IPI vs chemo

Treatment-related adverse events

TRAEs occurring in > 10% of patients

NIVO + IPI (n = 200) Chemo (n = 88)
Pruritus 23
Diarrhea 21 51
Hypothyroidism 16
Asthenia 14
Fatigue 13
Rash 11

ALT increased 10

35

Adrenal insufficiency 10
Nausea 47

Decreased appetite
Anemia

Vomiting
Neutropenia
Alopecia Any grade

Stomatitis

Neutrophil count decreased Grade > 3
Peripheral neuropathy

-
L]
' 40

1
60 40 20

60
Incidence,? %

NIVO + IPI
(n = 200)

1L all treated patients

TRAEs,2 n (%)
Any TRAEs 160 (80) | 46 (23) 83 (94) | 42 (48)
Serious TRAEs 38 (19) 32 (16) 17 (19) 14 (16)
TRAEs leading to
discontinuation 317 2 (12) 28432) #(10)
Treatment-related b
deaths, n (%) Z{(1) 10y

* Any-grade and grade 3/4 TRAEs were less frequent in
the NIVO + IPI arm than in chemo arm

* The most common any-grade TRAEs occurring in > 10%
of patients were:
— NIVO + IPI: pruritis (23%), diarrhea (21%), and hypothyroidism (16%)
— Chemo: diarrhea (51%), nausea (47%), and asthenia (35%)

2Includes events reported between first dose and 30 days after last dose of study therapy.[PIncludes 1 event each of myocarditis and pneumonitis. “One death (acute myocarditis) was related to crossover |

treatment.

Lenz HJ, et al. JCO. 2024;42(16 suppl):3503
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TransMet Trial : Study Design

Patient Selection by each Center Tumor Board

Validation by an independent multidisciplinary expert committee

LT+C arm
Transplant Waiting list Continuation of chemotherapy

Prioritisation =2 LT < 2 Months after last Chemo
Adam et al, eClinical Medicine 2024

Reproduced with
permission from Dr. Adam

Adam R, etal. JCO. 2024,42(16 suppl):3500
Adam R, et al. Lancet. 2024 Sep;404:1107-1118



Unresectable colorectal liver mets (ASCO 2024)

TransMet Trial : Eligibility criteria

< 65 years

Good performance status (ECOG 0 or 1)

Confirmed unresectability of CLM by expert surgeons

Gold standard Resection of the primary

No extrahepatic disease

Partial Response or Stability with Chemo : 2 3 months, < 3 lines
No BRAF mutation

CEA < 80 ng/ml or 50% decrease from baseline

Platelets count > 80.000 and white blood cell count > 2500

absence of local recurrence on colonoscopy performed within 12
months of enrollment (unless primary tumor resection was performed

SEF&?S;ZTHVZJL“DL Adam within the past 12 months) Adam R, et al. JCO. 2024;42(16 suppl):3500

Adam R, et al. Lancet. 2024 Sep;404:1107-1118




Unresectable colorectal liver mets (ASCO 2024)

©3

Cedars
Sinai

Reproduced with
permission from Dr. Adam

TransMet Trial : Patients Demographics at Diagnosis

LT+C group C alone group
n=47 n=47

55-0 (47-0, 59-0)

Age (years)
Gender, n (%)
Male
Female
Right sided primary tumour, n (%)
RAS mutation, n (%)
No of nodules at diagnosis (Median IQR)
<10
Between 10 and 20
> 20
Diameter max (mm) at diagnosis (Median |IQR)
Synchronous (0-1 Mo)
CEA (ng/mL) at diagnosis
CA 19-9 (U/mL) at diagnosis

Fong’s clinical risk score > 2

52-0 (47-0, 59-0)

27 (57%)
20 (43%)

28 (60%)
19 (40%)

7 (15%)
11 (23%)

7 (15%)
12 (26%)

20-0 (14-0, 25-0)
5 (11%)
19 (40%)

23 (49%)
55-0 (43-0, 76-0)
47 (100%)
3050 (32°9, 762-0)
96-0 (19-7, 800-0)
42 (89%)

20-0 (120, 250)
7 (15%)
18 (38%)
22 (47%)
50-0 (27-0, 83-0)
45 (96%)
81-0 (20-0, 530-0)
193-0 (20-9, 1949-0)
42 (89%)

Adam R, et al. JCO. 2024;42(16 suppl):3500
Adam R, et al. Lancet. 2024 Sep;404:1107-1118



Unresectable colorectal liver mets (ASCO 2024) @@Cgﬂgﬁs
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TransMet Trial : Patients Demographics at Randomisation

LT+C group C alone group
(n=47) (n=47)
Type of chemotherapy

5-FU alone 7 (15%) 1(2%)
Oxaliplatin-based 12 (26%) 11 (23%)
Irinotecan-based 20 (43%) 27 (57%)
Triplet 8 (17%) 8 (17%)
Targeted therapy agent
2 (4%) 4 (9%)
Anti-VEGF 17 (36%) 16 (34%)

Anti-EGFR 28 (60%) 27 (57%)
Total Number of lines

18 (38%) 23 (49%)

21 (45%) 17 (36%)

8 (17%) 7 (15%)
Total Number of cycles (Median (IQR 21.0(18.0,29.0) 17.0 (12.0, 24.0)

Tumour response
Partial response 26 (55%) 21 (45%)

Stable disease 21 (45%) 26 (55%)
Delay primary resection — randomisation (Mo) 16 (12 - 26) 13-5(9-19)
Delay randomization — LT (days) 51 (30 - 65) -

Reproduced with . .
permission from Dr. Adam Adam R, et al. JCO. 2024;42(16 suppl):3500
Adam R, et al. Lancet. 2024 Sep;404:1107-1118



Unresectable colorectal liver mets (ASCO 2024) @@Cgﬂz'{s

| 157 patients submitted to the Validation committee |
I« 13: Not unresectable
{~‘ . 36:Tumor Progression
| 63 non e s (406) P| * 5:>3lines Chemo
* 9: Other
[ 54 patients randomized

| 47 pts assigned to (LT+C) in ITT | | 47 pts assigned to (C)in ITT |

11 = No assigned Tt
» 9no LT : progression
» 1 LT on progression
* 1 LT> 3 Mo from Chemo

9 = No assigned Tt
* 2 LT out of protocol
» 7 Liver Resection

\ 36 pts included in Per Protocol \ 38 pts included in Per Protocol

Adam et al, eClinical Medicine 2024

Reproduced with . .
permission from Dr. Adam Adam R, etal. JCO. 2024;42(16 suppl):3500
Adam R, et al. Lancet. 2024 Sep;404:1107-1118
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TransMet Trial : Primary Endpoint 5-Yr OS (ITT)

TransMet Trial : Recurrence (LT+C) or Progression (C)

Randomization arm
¢

Per Protocol population

80

70

. ‘ ' | 36 Patients (LT+C) 38 Patients (C)

50 Median follow-up

59 months
w0 : 26 Recurrence (72%) 37 Progression (97%)

Log Rank P=0.0003
HR= 0.37 [0.21-0.65] Liver Lungs Lymph N Other Multiple

" Median OS NR C+LT vs. 29.7 mos C m a4 (3) (5)

0 18 24 30 36 42 48 54 60

Time since randomisation (months) H . 1
Number at risk (number censored) . N eW Reg I m e n C h e m Oth e ra py
C 47(0) 47(0) 41(0) 33(0) 28(0) 2003) 16 (3) 8 (6) 6(6) 6)

5( 2(8)
C+LT 470 45(0) 410 38(0) 330 302 28(3) 23(6) 18(11) 14(14) 10(18)

Overall survival (%)

20

15 Patients NED (42%) Median FU: 50 Mo 1 Patient NED (3%)

| 15 pts (42%) NED after 50 Mo FU

0 *Time from to failure of ti tent treatment of , (surgery or ablation)

0 6 12 18 24 30 36 2 48 54 60

Time since randomusation (months)

Number at risk (number censored)
PES 36 (0] 320 A0  17() 14(0) B um s 6(4) 4(6) 20
secondary PFS 36 (0 320) 280 240 2(0) Aa0) 10 140 12(5) 9(8) $(10)

Reproduced with Adam R, etal. JCO. 2024;42(16 suppl):3500
permission from Dr. Adam Adam R, et al. Lancet. 2024 Sep;404:1107-1118
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Rapid access to an organ ready for transplantation -

» agreed with national organ-sharing organizations for transplant within 2 |[Eressraemer ] Tkm

months of interruption of chemotherapy (achieved in 79% of pts, only T

one patient waited >3 mos after last cycle of chemotherapy —

Duration of post-LT chemotherapy, days 7.5 (62-0, 139-0) [Ne Title] T

Chemotherapy alone group - primary tumor was resected if the patient el gy o
was eligible for enrollment w/disease control by postoperative
chemotherapy for at least 2 months was mandatory to definitively validate T —————
patient eligibility = s

Supplementary Table S10 {online on]_\']i Post-LT chemotherapy

5-FU=5-fluorouracil. EGFR=cpidermal growth factor receptor. LT=liver transplantation. Data are n (%) or median (interquartile range).

Supplementary Table S6 {online only): Description of patients in the C group who were excluded from the ITT population

Patient Allocation | Cause of exclusion from | Hesection LT Dielay between Did the Progression Treatment Last Status || Survival

number group ITT population randomisation and patient leave visit time,
surgery, months the study? months

#1 C Curative imtent procedure Yes Mo 12-2 Yes Yes Chemotherapy and surgery M4 Dead 249-4

#2 C Curative imtent procedure Yes Mo 258 Yes Chemotherapy and surgery Mi6 Alive 369

#3 C Curative intent procedures Yes Mo NA Yes Local ablation only M24 Alive 29-5

wl C Curative intent procedure Yes Mo 54h Mo Yes Chemaotherapy only Ml Alive 59-7

#5 C Curative intent procedure Yes Mo -7 Yes Surgery only M4 Alive 23-4

#6 C Curative intent procedure Yes Mo 28-3 Yes Chemotherapy and surgery M42 Alive 40-7

#7 C Curative intent procedure Mo Yes 13-8 Yes Yes Chemotherapy only MY Dhead 20-8

#8 C Curative intent procedure Mo Yes Yes MA NA M3 Dead 4i)-5

#9 C Curative intent procedure Yes Mo 22-4 Yes Yes Chemotherapy and surgery Min Dread 43-2

C=chemotherapy. IT T=intention-to-treat. LT=liver transplantation. M=month. NA=not available.

AdamR, et al.

Lancet. 2024 Sep;404:1107-1118



Take-away points for today’s clinic @@Cseiﬂz'{s
___________________________________________________________________

« Molecular profiling/NGS should be standard at diagnosis for mCRC (at minimum,
MMR/MSI, HER2 IHC/ISH, extended RAS, BRAF testing)
« MMR/MSI testing is mandatory in localized/locally advanced colorectal cancer in
consideration for immunotherapy

« Liver transplantation plus chemotherapy may be a new standard option for carefully
selected patients with permanently unresectable liver metastases from colorectal
cancer

« Eyeto the future: further validation, multidisciplinary review, transplant center
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