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ESMO clinical practice guidelines - Rektumkarzinom
Glynne-Jones R Ann Oncol 2017 (suppl. IV)

Very early disease
cT1, sm1 cNO

Local RT may be used
as an alternative to
local surgery (+/- CRT)

Early disease
cT1- ¢T2; cT3a/b if middle or high
cNO (cN1 if high), MRF clear, no EMVI

v,

TEM, CRT or 'watch-and-wait'
for fragile, high-risk patients or
those rejecting radical surgery

TEM if pT1 and no
adverse features

TEM plus perioperative CRT if
adverse features present

~
MRI to re-evaluate tumour

TME if adverse histopathology
{sm = 2, G3, 1, L1)

TME in most cases (plus
photographic record of specimen
and assessment of TME quality)

Intermediate disease
¢T3a/b very low, levators clear, MRF
clear, cT3a/b in mid- or high rectum,
¢N1-2 (not extranodal), no EMVI

TME alone or SCPRT/CRT if
good quality mesorectal excision
cannot be assured

[

w
MRI to re-evaluate tumour

‘Watch-and-wait'
may be considered
— ) in high-risk patients
if cCR achieved

with CRT

TME in most cases (plus
photographic record of specimen
and assessment of TME quality)

Locally advanced disease cT3c/d or very
low, levators not threatened, MRF clear
¢T3c/d mid-rectum, cN1-N2
(extranodal), EMVI+

SCPAT or CRT

N ™)
( MRI to re-evaluate tumour

‘Watch-and-wait’
may be considered
— 2 in high-risk patients
if cCR achieved

with CRT

TME (plus photographic record
of specimen and assessment of
TME quality)

Advanced disease cT3 with
any MRF involved, cT4b, levators
threatened, lateral node+

CRT

SCPRT plus FOLFOX

and delay to surgery

[

MRI to re-evaluate tumour

TME (plus photographic
record of specimen and assessment of
TME quality)

Futher surgery if needed
due to tumour overgrowth




TNT versus Standard-RChT

PRODIGE-23: Conroy et al. Lancet Oncol 2021, 22: 702-15

Capecitabin-basierte
RChT (50Gy & 2,0 Gy)

Lokal fortgeschr. Rektum-CA T™E

Einschluss-Kriterien Adjuvante ChT
MRT Staging
mrT3- 4

0-15cm ab ano
18 — 75 Jahre FOLFOXIRI x 6
RChT (Cape + 50Gy)
TME

Adjuvans 3 Monate

Primarer Endpunkt: 3-Jahres Disease-free survival
(n = 461 Patienten)



Cumulative incidence of rectal cancer recurrences

Results

TNT

SoC

Local
At 5 years
At 7 years

4.7% [95%CI: 2.5-8.5]
5.3% [95%Cl: 2.9-9.3]

6.4% [95%Cl: 3.8-10.8]
8.1% [95%Cl: 4.9-13.3]

Metastatic*

At 5 years

At 7 years

Alive with metastases

18.4% [95%Cl: 13.8-24.2]
20.7% [95%Cl: 15.6-27.0]
19/44 (43%)

26.6% [95%Cl: 21.2-33.0]
27.7% [95%Cl: 22.2-34.2]
21/60 (35%)

*38% of the patients with metastatic disease were still alive at the time of the cut-off analysis
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Disease-Free Survival

155 events
Total Neoadjuvant Therapy Total Neoadjuvant Therapy 95%CI
Chemoradiotherapy Chemoradiotherapy 95%CI
1- 7-yr DFS rate:
«  67.6% [95%Cl: 60.7-73.6] TNT arm
T o *  62.5% [95%Cl: 55.6-68.6] SoC arm
% L LULL I gun
@ 5-yr DFS rate:
& 07 e 73.1% [95%Cl: 66.8-78.4] TNT arm
& *  65.5% [95%CI: 58.9-71.3] SoCarm
3
3 .25
RMST (7-yr), months:
5.73 [0.05-11.41] DFS benefit for TNT arm
0
T T T T T T T T p=0048
0 12 24 36 48 60 72 84

Time (months)

Number at risk
Total Neoadjuvant Therapy 231 211 182 168 162 152 107 67
Chemoradiotherapy 230 190 172 155 148 140 100 64
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Overall Survival

Total Neoadjuvant Therapy Total Neoadjuvant Therapy 95%CI 9 8 eve n tS .

Chemoradiotherapy Chemoradiotherapy 95%ClI

i 7-yr OS:
e 81.9% [95%CI: 75.8-86.7] TNT arm
e * 76.1% [95%CI: 69.8-81.3] SoC arm

5-yr OS:
e 86.9% [95%Cl: 81.6-90.7] TNT arm
e 80.0% [95%CI: 74.1-84.6] SoC arm

Overall survival
(@)}
1

257
01 | , | | l . . RMST (7-yr), months:
0 12 24 36 48 60 12 84 4.37 [0.35-8.38] benefit for TNT arm
| Time (months) p=0.033
Number at risk
Total Neoadjuvant Therapy 231 218 212 201 196 179 127 79
Chemoradiotherapy 230 213 206 196 182 171 125 79
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TNT versus Standard-RChT
RAPIDO: Bahadoer et al. Lancet Oncol 2021 Jan;22(1):29-42

Capecitabin-basierte
RChT (25-28x 1,8-2,0 Gy)

TME

Einschluss-Kriterien Optional adjuvante ChT
« MRT Staging

cT4alb,
Extramurale vaskulare Invasion

cN2 5x5 Gy

vergroRerte laterale LK

High-risk Rektum-CA

Beteiligte mesorektale Faszie CAPOX (6 Zyklen) oder
FOLFOX4 (9 zyklen)

TME

Primarer Endpunkt: Krankheitsbedingtes Therapieversagen
(n = 920 Patienten)



RAPIDO: Fernmetastasen nach > 5 Jahren FU
Bahadoer et al., Eur J Cancer 2023

Experimental Standard-care

Fernmetastasen ik

100
= Standard-care HR 0.72 (95% CI1 0.56 - 0.93)

—— Experimental p=0.011
04

~
w
|

o
w

State:

. Liver-only

. Other

. Liver+lung

Lung-only

Cumulative probability
o
o
L

N
o o
] |
Probability
o
N

0 1 2 3 4 5
Years since randomisation G
No. at Risk:
Standard-care: 450 388 340 313 293 276
Experimental: 462 415 373 356 341 312

0.0




RAPIDO: Endpunkte nach 5.4 Jahren

Bahadoer RR et al., ESSO 2022, abstract # 40-0649.

Locoregional failure at 5 year

100
- Standard-care HR 1.61 (1.04 -2.50)
- Experimental p=0.03
2 75 4
o
3
(o}
8 ] 3 years 5 years
>
3 HR:1.45 HR:1.61
=}
O 25+ p=.09 p=.03
_’4—'—‘_-_'_—_'—‘_
e
0 1 2 3 4 5
Years since randomization
No. at Risk
Standard-care: 450 428 408 385 340 282
Experimental: 462 436 41 388 350 287

Cumulative probability of LRF at 5 years
Experimental: 10% [95% Cl 7.5-13.0]
Standard-care: 7% [95% Cl 4.3-8.9]

Annals of Surgery Publish Ahead of Print
DOI:10.1097/SLA.0000000000005799

Locoregional failure during and after short-course radiotherapy followed by
chemotherapy and surgery compared to long-course chemoradiotherapy and surgery —
A five-year follow-up of the RAPIDO trial.

Esmée A. Dijkstra, MD, Assoc prof. Per J. Nilsson", Prof. Geke A P. Hospers”, Renu R.
Bahadoer, MD, Elma Meershoek-Klein Kranenbarg, MSc. Annet G.H. Roodvoets MSe, Prof.
Hein Putter, Assoc prof. Ake Berglund, Prof. Andrés Cervantes, Rogier M.P.H. Crolla, MD,
Mathijs P. Hendriks, MD, Jaume Capdevila, MD, Assist prof. Ibrahim Edhemovic, Prof.
Corrie A.M. Marijnen”, Prof. Cornelis J.H. van de Velde”, Prof. Bengt Glimelius™,
Boudewijn van Etten, MD, PhDH*, and collaborative investigators.

"PI of the RAPIDO trial
“Shared last authorship

Department of Medical Oncology, University Medical Center Groningen, University of
Groningen, Groningen, the Netherlands
(E A Dijkstra MD, Prof G A P Hospers MD. PhD);

Department of Surgery, Karolinska University Hospital, Stockholm, Sweden
(P J Nilsson MD, PhD);

Department of Surgery, Leiden University Medical Center, Leiden, the Netherlands
(R R Bahadoer MD, E Meershoek-Klein Kranenbarg MSc, A G H Roodvoets MSc, Prof C J
H van de Velde MD, PhD);



PRODIGE-23 versus RAPIDO

Conroy et al. Lancet Oncol 2021; 22: 702-15

Bahadoer et al. Lancet Oncol 2021 Jan;22(1):29-42

MRIT stage*
T 3/225 (1%)
13 182/225 (81%)
T3a 17/225 (8%)
T3b 771225 (34%) 92/225 (41%)
T3c 73/225 (32%) 64/225 (28%)

T3d 15/225 (7% 15/225 (7%
T4 40/225 (18%) 35/225 (16%)
da Yo 4 Yo

T4b 37/225 (16%) 31/225 (14%)
Missing 6 5

2/225 (1%)
188/225 (84%)
17/225 (8%)

cN at inclusion*
ot 24 (10%) 22 (10%)
2 59 (26%) 53 (23%)

Enlarged lateral 23 (10%) 24 (10%)
nodes

Predicted radial mesorectal margin,* mm
=1 48 (21%) 54 (23%)
>1 137 (59% 141 (61%

Clinical T stage™t
cl2
T3

Clinical N stage*t
cNO
cN1

Other high-risk criteriat

Enlarged lateral nodes

Extramural vascular invasion
positive

Mesorectal fascia positive

14 (3%)
301 (65%)
147 (32%)

42 (9%)
118 (26%)
302 (65%)

66 (14%)
148 (32%)

285 (62%)

14 (3%)
299 (66%)
137 (30%)

35 (8%)
120 (27%)
295 (66%)

69 (15%)
125 (28%)

271 (60%)




Neoadjuvante Chemo statt RChT?
PROSPECT: Schrag D et al., ASCO 2023; Plenary Session

6 Zyklen FOLFOX, ggf. RChT falls
<20% Response oder <4 Zyklen (9%)

Lokal fortgeschr. Rektum-CA T™ME

Einschluss-Kriterien 6 Zyklen FOLFOX
« CT/EUS gestagtes Karzinom

CT3SNO oder N1 RChT 50 Gy (25 x 2 Gy) +

cT2 N+ _
CRM 3mm 5-Fluorouracil

Kontinenzerhaltend resektabel
=

Adj. Chemotherapie (FOLFOX)

Primarer Endpunkt: Non-inferiority bzgl. Lokalrezidiv - DFS



Characteristics of PROSPECT Participants

Recruitment: 264 Centers

FOLFOX and Selective
Chemoradiation

Chemoradiation

N

585

543

Age Mean (SD)

57 (11)

57(11)

Sex

Female

37%

32%

Male

63%

68%

Tumor location from the anal verge in cm (SD)

8 (3)

LK)

Baseline Staging Performed with MRI

84%

84%

Clinical Stage at Baseline

cT2N+

11%

7%

cT3N-

39%

37%

cT3N+

50%

56%
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PROSPECT: Disease Free Survival

100 -
ol Weniger als 2% Lokalrezidive
o (EBle, :
= :
:>J’ 70 Disease Free Survival Rate at 5 years ;
S 60 - FOLFOX and :
= Selective Chemoradiation :
é S0 Chemoradiation :
=y 80.8% 78.6% §
£ 30- Hazard Ratio 0.92 (0.74-1.14)’ :
o - ; Median follow-
l G : up is 58 months
roup :
10 FOLFOX + selective Chemoradiation
Chemoradiation :
0 | | | l ! | |
S

0) 1 2 3 4

Years from randomization

“Two-sided 90.2%
confidence interval
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PROSPECT: Quality of Life Evaluation

)
=
©
v
T
o0
£
(@]
—
=
3
oo
c
©
<
o
{ o
©
3}
=

Overall Health-Related Quality of Life

=== FOLFOX emymm SEUCRT

1-2 Weeks 12 Months
Before Surgery Post-Surgery

24 Months
Post-Surgery

Baseline

Mean Change from Baseline

2023 ASCO

ANNUAL MEETING

Baseline

Male Sexual Function

=@ FOLFOX ey 5FUCRT

P<0.01 P<0.05

— D

1-2 Weeks 12 Months 24 Months
Before Surgery Post-Surgery Post-Surgery

presentep B: Deb Schrag MD MPH FASCO

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Mean Change from Baseline

Mean Change from Baseline

Bowel Function

[y
No

o=@ FOLFOX — emmgyun SFUCRT

P<0.05

[e)]

o

=)

[RY
N

1-2 Weeks 12 Months
Before Surgery Post-Surgery

Baseline

Female Sexual Function

e=@um FOLFOX ey 5FUCRT

P<0.01

1-2 Weeks 12 Months
Before Surgery Post-Surgery

Baseline

Post-Surgery

Quality of Life:
Trend, but no
significant
difference
between groups

24 Months

Post-Surgery

Bowel function
and sexual
function favor
FOLFOX group

N-373

Positive values represent
improvement compared to

24 Months 3
baseline

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permissionrequired for reuse.



ESMO clinical practice guidelines - Rektumkarzinom
Glynne-Jones R Ann Oncol 2017 (suppl. IV)

Very early disease Early disease Intermediate disease Locally advanced disease cT3c/d or very " ;
cT1, sm1 cNO ] cT1- ¢T2; ¢T3a/b if middle or high cT3a/b very low, levators clear, MRF low, levators not threatened, MRF clear an: ﬁ:;g ?ﬁsﬂil,zzaﬁ:ﬁ :ﬂ:’:ors
¢NO (cNT if high), MRF clear, no EMVI clear, cT3a/b in mid- or high rectum, ¢T3c/d mid-rectum, cN1-N2 threatened. lateral roder

cN1-2 (not extranodal), no EMVI (extranodal), EMVI+

Deng (China)

PRODIGE

RAPIDO




NeoCOL Studie: Design
JensenL Hetal.,, ASCO 2023; oral session

Patient
recruitment

Adjuvant

Randomization Treatment chemotherapy

Follow-up

Arm A

Standard Based on pTNM
Upfront surgery Imaging, toxicity
and QoL

DFS primary
endpoint

Biopsy-proven
colon cancer, ¢T3

with invasion depth 1:1 randomization Arm B
>5 mmor cT4, Experimental
cNO-2, and cMO Neoadjuvant
chemotherapy
followed by

surgery

Only extra
chemotherapy if
risk factors ypTNM
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Efficacy outcomes - Disease-free survival (DFS)

Disease-free survival

8
i T
TR
o) - -.“.‘.“"‘.‘-"-HH P D L — —_— =
~
o
Log-Rank p=0.94
o
wn 4
o
o]
N
o
o
O -
o T T T T T T
0 1 2 3 4 5
Years since randomization
Number at risk
Adjuv. 122 113 104 95 79 64
Neoadj 126 114 106 99 86 75
----------- Adjuv. ====- Neoad]
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FOXTROT/OPTICAL / NeoCOL: Was wissen wir ?

FOXTROT OPTICAL NeoCOL

N 1053 738 248

Induktion 8 Wochen 12 Wochen 8 — 9 Wochen

Surgical morbidity Leakage +3% 12/13% overall Clavien lleus/Leakage
(Surgery) Dindo +5-6% (Surgery)

HR 0,72 (p=0,04) HR 0,78 (p=0,16) idem

0.00 025 050 075 1.00
L L L L L

MSI kein Benefit (DFS) MSI kein Benefit (TRG)




FIRE-4: Study Design
AlO KRK-0114

Induction ——> Maintenance ——>| 2nd-Line ——m> Re-Induction

Arm Al Arm A2
o FOLFIRI " (FOLF)-IRI

Entry 1 Cetuximab Entry 2 Cetuximab

mCRC RAS wild-type Anti-
unpretreated for ; @ N= 672 EGFR-Free @ N=230

metastatic disease Therapy
FOLFIRI 5-FU/Cape || Rlysicans
Cetuximab Bevacizumab (no anti-EGFR
Arm Bl Arm B2 substances)
Switch after 1st Progression 2nd Progression 130 Centres in Germany and Austria
8-12 Cycles
Liquid Biopsy Program 6
Baseline 8-12 cycles Progression Prior Re-Challenge

Primary Endpoint:
Overall Survival (OS) after randomisation 2

Secondary endpoi nt: Stratification factors: ECOGPS: Ovs. 1
-— : . _li R Leukocytes <8,000/ul vs. 28,000/pl
Progression-free survival (PFS) in 1st-line, ORR, toxicity S e uss e Pl

: 2 : Primary tumor sidedness: right vs. left
FOLFIRI: Irinotecan 180 mg/m2, folinic acid 400 mg/m?, 5-FU 500 mg/m?2 bolus, 5-FU 2,400 mg/m?
Cetuximab: Cetuximab 400mg/m? loading dose followed by 250mg/m? weekly
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ofige AIO

FIRE-4: Effect of baseline liquid biopsy result on survival

1.0 1y

Progression-free survival (PFS)

Mutation median PFS  (95% Cl)
== BRAFwWt/RASWt 11.5 months (10.7-12.3mo)
== RASmMut 9.0 months  (6.8-11.2mo)
=== BRAFmut 7.0 months  (3.9-6.8mo)

Logrank-test p<0.001

g 075
<

c

2

a

e

oo

2 050
o

c

)

£

o

o

3

& 0.25 A

Proportion surviving

Patients at risk
BRAFwt/RASwt: 432
RASmut: 70
BRAFmut: 38

2023 ASCO

ANNUAL MEETING

1.0

0.75 A

0.50

0.25 A

60
Patients at risk
152 37 9 4 1 BRAFwt/RASwt:
15 2 1 RASmut:
6 1 BRAFmut:

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Overall survival (OS)

Mutation median0S  (95% Cl)
== BRAFwWt/RASWt 33.6 months (30.5-36.8mo)
== RASmMut 22.1 months (14.4-29.9mo)
=== BRAFmut 12.0 months (7.8-16.2mo)
Logrank-test p<0.001
g

432
70
38

presenten By: Prof. Sebastian Stintzing, M.D. — Charité — Universitaetsmedizin Berlin

@HARITE

T T T Ll T T

12 24 36 48 60 72
months since randomization

333 246 131 59 19 1
47 21 7 3
17 7 4
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FIRE-4: Effect of treatment arm on survival
RAS/BRAF wild-type population (n=432)

Progression-free survival (PFS)

ofige AIO

Overall survival (OS)

Arm

mss FOLFIRI + Cet
== Switch maintenance 31.6 months

median OS
34.7 months

(95% cl)
(30.1-39.4mo)
(27.2-36.1mo)

Logrank-test p=0.76

1.0 1 Arm median PFS  (95% Cl) 1.0
s FOLFIRI + Cet 11.6 months  (10.2-12.9mo)
== Switch maintenance 11.5 months (10.5-12.5mo)
§ 0.75 Logrank-test p=0.34 0.75 -
- o
c c
< z
g £
oo 3
e 050 S 050
o -4
5 g
£ ]
-3 a
o
a 0.25 A 0.25 -
Al Ll L) L)
12 24 36 48 60
months since randomization
Patients at risk Patients at risk
FOLFIRI + Cet: 221 77 18 5 3 0 ~ FOLFIRI + Cet: 221
Switch Maintenance: 211 75 19 4 1 0 Switch Maintenance: 211
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T T L)
24 36 48
months since randomization

126 66 26
120 64 33

[(LINIKUM

Gemeinsam. Fursorglich. Wegweise:

nd

60 72
8 0
9 1
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FIRE-4: Impact of emerging RAS mutations on survival

_ Liquid Biopsy Baseline - FollowUp |PFS months (95%Cl) | OS months (95%Cl)

RASwt - RASwt (n=112)
RASwt—> RAS mutant (n= 27)

RASwt - RASwt (n= 142)
RASwt-> RAS mutant (n=19)

RASwt—> RASwt (n=254)
RASwt-> RAS mutant (n=46)

Arm A Continuous Cetuximab administration: 19.4%
Arm B Switch 5FU Bevacizumab maintenance: 11.8%

= Emerging RAS mutations:

10.4 (8.3 - 11.6)
15.1 (11.9-19.1)
P*=0.04

12.5 (11.2-13.6)
13.8(8.5- 16.8)
P*= 0.47

11.4 (10.5-12.5)
13.9 (11.9-16.6)
P*= 0.31

p= 0.049

36.0 (28.7-41.0)
35.4 (32.5-44.1)
P*=0.73

31.1(28.5-36.4)
28.0 (20.6-39.8)
P*=0.08

32.7 (29.1-36.4)
33.6 (27.2-40.0)
P*= 0.22

ofige AIO

= were associated with a significantly longer median Cetuximab exposure (27.6 weeks vs. 48.3 weeks (Logrank test P= 0.001))
= were associated with a longer median PFS in the Cetuximab continuation arm (10.4 months vs. 15.1 months (Logrank test P= 0.04))

= did not impact median OS
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Immuntherapie auch bel mCRC mit MSS?

AtezoTribe-Studie
Antoniotti C et al., Lancet Oncol, 2022; 23; 876-87

maximal 8 Zyklen gefolgt
von 5-FU/FA/Bevacizumab
und Re-Induktion

Patienten konnten
eingeschlossen werden
unabhangig vom MSI-, BRAF-
und RAS-Status

Irresektabiitat von Metastasen

1: 2 Randomisation

2 : 1 Randomisation

Strata: ECOG 0vs 1/2,
Zentrum, “sidedness”,
adjuvante Therapie

FOLFOXIRI + Bevacizumab
+ Atezolizumab

maximal 8 Zyklen gefolgt
von 5-FU/FA/Bevacizumab
und Re-Induktion

Primarer Endpunkt Progression-free survival

Statistik: PFS im Standardam 12 Monate: Ziel: HR 0,66 (Power 85%,
a-Fehler 10%) - 129 PFS-Ereignisse



Immuntherapie auch bel mCRC mit MSS?

Progression-free survival (%)

AtezoTribe-Studie: PFS verbessert

Antoniotti C et al., Lancet Oncol, 2022; 23; 876-87

Median PFS, mos

Median follow up = FOLFOXIRI/Bev
19.9 mos N=73
Events, N (%) 60 (82%)

FOLFOXIRI/Bev/Atezo
N =145

99 (68%)

13.1

HR = 0.69 [80% Cl: 0.56-0.85] p=0.012

—— FOLFOXIRI plus bevacizumab group:
median 11.5 months (80% Cl 10-0-12-6)

— FOLFOXIRI plus bevacizumab and
atezolizumab group: 13-1 months (80% Cl 12-5-13-8)
HR 0-69 (80% ClI 0-56-0-85); log-rank p=0-012

3 6 9 1 15 18 21 24

HR PFS (MSS): 0,78 [95% CI: 0,62—0,97]
HR PFS (MSI): 0,11 [95% CI: 0,04-0,35]

Ansprech- & Resektionsraten vergleichbar

/




Outcomes according to Immunoscore IC and arm — pMMR cohort

Overall Survival

Progression-Free Survival

Progression-free Survival (%)
8
1

.

Group Events/Total Median (95% ClI)

Ctrl 1S-IC High 13/16

"""" Ctrl IS-IC Low 3136

Exp IS-IC High 19/31

~~~~~~~ Exp IS-IC Low 56/64

9.1 (4.7-15.5)
125(10.1-14.4)
21.2 (12.3-NE)
11.2(9.3-13.0)
+ Censor

IS IC-high: HR 0.47 [95%0.23-0.94]

5

No. at Risk (No. Cumulative Censors)

Ctrl IS-IC High
Ctrl IS-IC Low
Exp IS-IC High
Exp IS-IC Low

2023 ASCO

ANNUAL MEETING

16 (0)
36 (0)
31(0)
64 (0)

12 (0)
31(1)
27 (0)
56 (0)

10 15
Months

7 (0) 5 (0)

24(1) 10(1)

23 (0) 18 (0)

36 (0) 17 (0)

4(0)
7 (1)
17 (0)
12(0)

presentep By: Carlotta Antoniotti, MD PhD

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

25

3(0)
6(1)
14 (0)
11(0)

Overall Survival (%)

©1 IS IC-high: HR 0.44 [95%0.19-1.03]

20 Group Events/Total Median (95% CI)
Ctrl IS-IC High 10116 25.7 (9.8-NE)
-------- Ctrl IS-IC Low 20/36 29.2 (19.9-NE)
10 Exp IS-IC High 1131 NE (33.0-NE)
"""" Exp IS-IC Low 40/64 25.7 (20.5-35.4)
+ Censor
o T ] Ll | L} L} T T
0 5 10 15 20 25 30 35 40
Months
No. at Risk (No. Cumulative Censors)
Ctrl IS-IC High 16 (0) 15 (0) 12 (0) 9 (0) 9(0) 8(0) 8(0) 6(1) 2(4)
Ctrl1S-IC Low 36 (0) 34 (1) 32(1) 28(1) 23(1) 20 (1) 16 (2) 8(8) 4(12)
Exp IS-IC High 31 (0) 28 (0) 27 (0) 26 (0) 25 (0) 23(1) 20 (2) 17 (4) 5(15)
ExpIS-ICLow 64 (0) 62 (0) 57 (0) 51(0) 41 (0) 33(1) 26 (1) 19(7) 4(20)

Content of this presentation is the property of the author, licensed by ASCO. Permissionrequired for reuse.
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LEAP-017 Study Design

Key Eligibility Criteria
* Unresectable and Pembrolizumab 400 mg IV Q6W?

metastatic CRC that -
progressed on OR Lenvatinib 20 mg PO QDA

after OR could not
tolerate standard

treatment Standard of Care (Investigator Choice)

* Not MSI-H/dMMR by Regorafenib 160 mg QD" Q4W

local testing or
« ECOG 0-1 Trifluridine/tipiracil 35 mg/m? Q4We¢

Stratification factor Primary endpoint: OS

* Presence orabsence of liver Key secondary endpoints: PFS, ORR per RECIST, v1.1 by BICR
metastases

“Treatment Wit p2moizumad COMMNUSd UNtl progression, Up 902 years, and Wit ienvatnid for 325 Cycies until disease progression o Teatment discontmuation; “On D1-21, no 00se on d22-25 Wit CyCie 1 00Se escalation fom §0 my QO pemimed as per local
gudelnes, B0 ondl-S and d5-12, no doses on 457 or d13-25. Dot Cut-0F Fednuary 20, 2023



Baseline Characteristics (ITT)

i +
i soc e soc

Characteristics, n (%) N =241 N =239 Characteristics, n (%) N =241 N =239
Age, median (range), years 58 (23-87) 58 (21-84) Lines of prior systemictherapy

= 65 years 79 (32.8) 76 (31.8) 3 0@ 20
Male 136 (56.4) 142 (59.4) 4 20 S

=3 105 (43.6) 114 (47.7)

ECOG PS 0 129 (53.5) 132(55.2) DT i
White 152(63.1) 152 (63.6) CPS =1 85 (25.3) 96 (40.2)
Region CPS <1 126 (52.3) 113(47.3)

Asia 77 (32.0) 77 (32.2) Missing 30 (12.4) 30 (12.6)

Western Europe/NA 90 (37.3) 83 (34.7) Non-MSI-H/pMMR

Rest of World 74 (30.7) 79 (33.1) PMMR only 127 (52.7) 130(54.4)
Primary tumor site Non-MSI-H only 72 (29.9) 73 (30.5)

Left 176 (73.0) 177 (74.1) pMMR and Non-MSI-H 42 (17 4) 36 (15.1)

s 20N e BRi@fm:;tan':SS;ZSb 217(90.0)/99 (41.1)  212(88.7)111(46.4)

T Wi . : : .

SfistEsig 104 kL) RAS mutant 139(57.7) 128 (53.6)
Presence ofliver metastases BRAE mutant 5(2.1) 13 (5.4)

Yes 168 (69.7) 168 (70.3) Chemotherapy choices

No 73(30.3) 71(29.7) Trifluridineftipiracil 122 (50.6) 116 (48.5)
Prior anti-VEGF therapy, yes 203(84.2) 207 (86.6) Regorafenib 119(49.4) 123(51.5)

NA, Normn Amenca; *POL1 sStatus was centally assessed; “22(9.1%6) and 14 (5.9%6) nod ERAF/RAS unknown Of MISSING SIS N T2 EMvainDd - pambmizumad and SOC ams; Svestigair choice Defore randomization; Dot out0F Fednuary 20, 2023



Overall Survival (FA)

100 - Events HR
n (%) (95% CI) P-value
90° Len + pembro 174 (72%) 0.83 0 0370
80 socC 192 (80%)  (0.68-1.02) '
70-
12-mo rate S
< 60- 42 7% Superiority threshold
258 40.3% One-sidedp=0.0214
8 50- [
40 - Median, mo (95% Cl)
I 9.8 (8.4-11.6)
30 - : 9.3 (8.2-10.9)
20- :
101 :
0 1 1 1 : 1 1 1 1
0 3 6 9 12 15 18 21 24
No. at Risk Time, months
Len + pembro 241 214 176 132 103 70 41 5 0
SOC 239 206 160 121 96 63 28 0 0

*OS5 gid not meet pre-spaciiied Supenonty Tresnoid of one-sidad p= 0.0214; Dot cuto¥ Feoruary 20, 2023



PrOgreSSiOn-free Survival (FA) RECIST v1.1, BICR

1001 Events HR
90 - n (%) (95% ClI)
Len + pembro 197 (82%) 0.69
el SOC 175 (73%)  (0.56-0.85)
70-
- Median, mo (95% Cl)
% 60+ 38 (3.7-5.1)
li- 50 1 12-mo rate 3.3 (2.0-3.7)
40- 12.8%
4.4%
30- i
20- i
1
104 : T L)
0 T T T = T = T 1
0 3 6 9 12 15 18 21 24
No. at Risk Time, months
Len + pembro 241 139 58 37 23 12 8 0 0
SOC 239 93 31 11 4 2 1 0 0

"PFS was not esked at 1A HR (9596 C1) for jen - pemibro vs SOC was 0.71 (0.57-0.87) with madian duration Of Study lioa-up of 11.6 mon?s (range, 7.0-154) (Do cutof July 21, 2022) at A and 186 monts (ange, 14.0-225) atFA. Dot ost0f February 20, 2023
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Oberer Gl Trakt

Osophagogastrale Adenokarzinome Immuntherapie (n = 3)
Pankreaskarzinom: neoadjuvant & palliativ 1st line (n = 2)
Gallenwege: KEYNOTE 966 & HER2-gezielte Therapien (n = 3)



IE)\  UNIVERSITAT
;] HEIDELBERG
ZUKUNFT
SEIT 1386

(\.)) MCC r‘ E:IMSMTSMEDIZIN i i <|

MANNHEIM CANCER CENTER [ MANNHEIM M A R G | T

TTTTTTTTTTTTTTTTT

Oberer Gl Trakt

Osophagogastrale Adenokarzinome Immuntherapie (n = 3)



Additive Immuntherapie nach Resektion
ATTRACTION 5 Studie (Asien 100%, Adeno 100%)

Nivolumab 360 mg IV Q3W : :
Key eligibility criteria ! Chemothe?apr Primary endpoint:
» pStage Ill GC/GEJC . _ « RFS per BICR
Investigator’s (N=377)
D2 or more extended choice of adjuvant Secondary endpoints:
gastrectomy chemotherapy =" T + RFS per investigator
ECOG PS 0-1 S-1Por CapeOX¢ PlaceIV Q3W ¢ OS i ’
Tumour tissue for PD L1 N=755 + Chemotherapy
analysis R (N=378) * Safety
Stratification factors: « i .
« Stage (IIIA/IIIB/IC) Treatment duration:
+ Country (Japan/Korea/Other) « Up to 1 year (Nivolumab/Placebo, S-1)

* Up to 6 months (CapeOX)

« Planned sample size: 700 patients (assuming HR=0.67; 3-year RFS, 71% vs 60%)

« Patients were randomized from February 2017 to August 2019
« All data are based on a clinical data cutoff of August 2022, at which point the minimum follow-up after the

last patient randomized was 36 months

aClinicalTrials.gov number, NCT03006705; *S-1 therapy: S-1 40 mg/m?/dose orally twice daily (day1-28) , Q6W; cCapeOX therapy: Oxaliplatin 130 mg/m? IV once daily (day1), and
Capecitabine 1000 mg/m2/dose orally twice daily (day1-14), Q3W.

Abbreviations: BICR, blinded independent central review; CapeOX, capecitabine/oxaliplatin, GC, gastric cancer; GEJC, gastroesophageal junction cancer; |V, intravenous;
Q3W, every 3 weeks; Q6W, every 6 weeks; S-1, tegafur/gimeracil/oteracil; BICR, blinded independent central review

2023 ASCO  [PIVTTIIY  rresevreo o Masanori Terashima, ATTRACTION-5 Study ASCO amsiesss
KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org



Primary endpoint: RFS per BICR

100
Nivolumab + Chemotherapy (N = 377)
Placebo + Chemotherapy (N = 378)
90
80
S ‘
@ 60 o M ale e ol e T—
2 50
g Nivolumab + Placebo +
2 Chemotherapy Chemotherapy
§ 50/ (N =377) (N=378)
g Median (95% ClI) N.A. (N.A, N.A) N.A. (N.A, N.A)
207 p-value p=0.4363 N.S.
10 - Hazard Ratio (95.72%Cl) 0.90(0.69, 1.18)
3-year RFS rate (%) (95%Cl) 68.4 (63.0,73.2) 65.3(59.9,70.2)
0

& . T 1 © T 3 & & ¥ a4 ° t° T & v 1T T Fk T T & T 3
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Relapse Free Survival (months)

At Risk

Nivolumab + Chemotherapy 377 349 326 310 297 273 255 241 231 223 219 214 162 127 120 114 58 33 28 24 9 1 0 O O
Placebo + Chemotherapy 378 353 324 311 288 267 254 242 228 223 212 204 148 118 110 107 57 33 30 26 10 1 0 0 O

2023 ASCO #ASCO23 presenTeD B: Masanori Terashima, ATTRACTION-5 Study AS CO pmcAN sogET ot
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permissionrequired for reuse.



Overall

Age
<65 years
265years

Sex
Female
Male

Country
Japan
Korea
Taiwan
China

ECOG PS
0
1

Primary sites
GEJ
Gastric fundus
Gastric corpus
Gastric antrum and pylorus

Pathological stage
A
s
lic

Type of surgery

Total gastrectomy
Distal gastrectomy
Others

Histology
Intestinal type
Diffuse type
Others

Tumor cell PD-L1 expression
21%
<1%

Chemotherapy regimen
S-1
CapeOX

RFS per BICR in subgroups

Unstratified HR (95%Cl)

Nivolumab + Placebo +
Chemotherapy Chemotherapy
No. of events
113/377 124/378
63/212 78/222
50/165 46/156
39/110 43/115
74/267 81/263
60/182 67/183
44/157 44/155
6/23 9/24
3115 4/16
98/299 95/294
15/78 29/84
10/21 14/31
9/26 7125
44/161 46/154
50/169 57/168
23/110 24/111
371127 33/129
53/140 67/138
61/164 64/164
50/204 55/199
2/9 5/15
31/134 29/140
71/213 83/209
11/30 10/26
9/52 15/34
103/309 106/333
46/132 45/135
67/245 79/243

0.90 (0.70-1.16)

0.87 (0.62-1.21)
0.95 (0.64-1.42)

0.93 (0.60-1.44)
0.88 (0.64-1.20)

0.86 (0.61-1.22)
0.96 (0.63-1.46)
0.80 (0.28-2.26)
1.00 (0.22-4.47)

1.03 (0.77-1.36)
0.50 (0.27-0.93)

1.42 (0.63-3.20)
1.43 (0.53-3.85)
0.89 (0.59-1.35)
0.81 (0.55-1.19)

0.99 (0.56-1.76)
1.17 (0.73-1.86)
0.69 (0.48-0.99)

0.92 (0.64-1.30)
0.89 (0.61-1.31)
0.51 (0.10-2.63)

1.13 (0.68-1.87)
0.79 (0.57-1.08)
1.22 (0.51-2.88)

0.33 (0.14-0.75)
1.06 (0.81-1.40)

1.01 (0.67-1.53)
0.83 (0.60-1.15)

Favours Nivolumab

a2

4

1
5
Favours Placebo

2 N e adie s mmene s



Additive Immuntherapie nach Resektion
VESTIGE Studie flr Hochrisiko EGA

Gastric or EGJ adenocarcinoma stage Ib-IV
Completed pre-operative chemotherapy with a fluoropyrimidine/platin-containing regimen followed by surgery within 12 weeks prior to
randomization

Recovered from surgery
ypN1-3 status according to current (8th) version of TNM classification system AND/OR
RO or R1 resection according to current (8th) version of TNM

Surgery

N=240

Experimental arm:
Nivolumab 3mg/kg Q2W X 1 year
Ipilimumab 1mg/kg Q6W X 1 year

FU: CT scan chest and abdomen
Postop 7 days max 3 monthly for 2 years, then every 6 months until year 5

recovery period between
3 months max randomization and
treatment start




Additive Immuntherapie nach Resektion
VESTIGE Studie: Disease-free survival

. CT am Nivo/lpi arm
Median DFS(m) 23.26 11.93
o (95% Cl) (11.79 — NE) (8.36- 16.82)
= 70
5 co- 12m DFS % (95% 62.2 49.3
5 . cl) (47.8-73.7) 36.0- 61.2)
£ Hazard Ratio X
0 Event/Total PRl
B (95% Cl)Cox
. Experimental arm  Events/Total Median (95% CI) Time-Point KM Est (35% CI) Nivo/l pi arm 42/95 1.80 0.0195*
104 Experimental reatment 4285 11.93 (8.38-16.82) 152 E:g {iﬁﬁi?ﬁﬂi (1 09_298) -
Standard treatment 24/34 2326 (11.7%-NE) 152 ggj; ggg:g;ﬁ; CT arm 24/94 Reference
6 2 4 6 8 10 12 4 16 18 20 22 24 26 28 CoxCox model: *ng rank test

Time in months
Patients-at-Risk
Experimental treatment- 95 a7 a7 46 37 3 21 18 14 -] [ 5 5 3 1
Standard treatment- 94 79 63 50 42 a1 27 18 15 1" 10 ] 5 2 2



This is a randomised, open-label, phase 2 trial

Toripalimab 240 mg + SOX'/XELOX 2 g3w 3 cycles

Stratification factors l
& «  Tumour location n = 54 Surgery
K liqibilit iteri (gastric vs GEJ) >
cy-CHOIMIL CTIkENa *  Lauren’s classification Toripalimab 240 mg + SOX/XELOX q3w 5 cycles

- Histologically confirmed cT3- (diffuse vs intestinal/mixed)

4aN+MO gastric/GEJ
adenocarcinoma

« ECOG PS 0-1

Toripalimab 240 mg for 6 months

SOX/XELOX q3w 3 cycles
» Resectable

X ) Surgery
n=>54

SOX/XELOX q3w 5 cycles

TRG ) ’

1S-1, 40-60 mg twice a day for 2 weeks followed by a rest of 1 week and oxaliplatin 130 mg/m2, day 1, every 3 weeks; 2Capecitabine 1000 mg/m2 twice a day
for 2 weeks followed by a rest of 1 week and oxaliplatin 130 mg/m2, day 1, every 3 weeks

2023 ASCO #ASCO23 presenten Bv: Prof. Shugiang Yuan \;; *&b X "% ASCO A Y. oF

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org SYSUCC fiep 78 B55 56 op s KNOWLEDGE CONQUERS CANCER
SNCETS64  SUNYATSIN UNIVERSITY CANCER CONTLR

CER
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Pathological outcomes-tumor regression grade

Toripalimab + Chemotherapy Pvaliia
chemotherapy (n = 54) (n = 54)
TRG

TRG 0 (ypTONOMO) 12 (22%) 4 (7%)
TRG 1 12 (22%) 7 (13%)
TRG 2 16 (30%) 29 (54%)
TRG 3 11 (20%) 12 (22%)
Combined TRG 0-1 24 (44%) 11 (20%) :n'(i;:zi?"t

No surgery 3 (6%) 2 (4%)

2023 ASCO #ASCO23 presented B: Prof. Shugiang Yuan \/; *bl’ X "% ASCO A Y. oF

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org SYSUCC AP 78 B 36 oy KNOWLEDGE CONQUERS CANCER
SINCE 1964 SUNYATSIN UNIVERSITY CANCER CINTER

Content of this presentation is the property of the author, licensed by ASCO. Permissionrequired for reuse.



Study Flow Chart

DANTE is an investigator-initiated phase-Il trial with the potential to transitioninto a

phase-lll trial

-{ STRATIFICATION I

Inclusion
(selection)

Histologically
confirmed
adenocarcinoma of
the stomach or GEJ
ECOG PS 0-1

No distant metastases

operable

Clinical nodal stage
N+ vs. N-

Location primary
GEJ type |
vs. GEJ type II/Ill
vs. stomach

RANDOMISATION

MSI-status
MSI-high
Vs.
MSI-low/MS-stable

2022 ASCO =3

ANNUAL MEETING

IKF

295 patients

FLOT d1 q2w
+ Atezolizumab d1 g2w
4 cycles

\/

Surgery

\/

FLOT d1 q2w
+ Atezolizumab d1 g2w
4 cycles

\/

Atezolizumab d1 q3w
8 cycles

146 patients
FLOT d1 q2w; 4 cycles

v

Surgery

v

FLOT d1 q2w; 4 cycles

149 patients

Content of this presentation is the property of the

author, licensed by ASCO. Permission required for reuse.
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Pathological regression (local assessment)

TRG1la/b?

All patients (N= 295; 146|149)

PD-L1 CPS 21 (N=170; 82| 88)

PD-L1 CPS >5 (N=81; 40|41)

PD-L1 CPS >10 (N=53; 27|26)

MSI high (N=23; 8| 15)

1pathological complete regression acc. to Becker
?pathological subtotal regression acc. to Becker

- . B R ommm |nstitut fur x X " AMERICA IE
2022 AS CO m PRESENTED-BY: I K ‘U stitut fu . Content of this presentation is the property of the ASCO :”f:p&" T)iotghg(f‘
P sforschung U L ONCOL

thor, li d by ASCO. Permissi ired f i
ANNUAL MEETING author, licensed by ermission required for reuse KNOWLEDCE CONGUERS CANCER

Klinische Kreb
am Krankenhaus Nordwest

Content of this presentation is the property of the author, licensed by ASCO. Permissionrequired for reuse.



€9 MERCK

Merck Provides Update on Phase 3 KEYNOTE-585
Trial in Locally Advanced Resectable Gastric and
Gastroesophageal Junction (GEJ) Adenocarcinoma

6/20/2023

RAHWAY, MN.).-(BUSINESS WIRE)-- Merck (NYSE: MRK), known as M5D outside of the United States and Canada,
today announced topline results from the Phase 3 KEYNOTE-585 trial, investigating KEYTRUDA, Merck's anti-PD-1
therapy, in combination with chemotherapy as necadjuvant treatment, followed by adjuvant treatment with
KEYTRUDA plus chemotherapy, then KEYTRUDA monotherapy in patients with locally advanced resectable gastric
and gastroesophageal junction (GE)) adenocarcinoma. At a pre-specified interim analysis conducted by an
independent Data Monitoring Committee, the study met one of its primary endpoints of pathological complete
response (pCR) rate and demonstrated a statistically significant improvement in pCR rates compared with
chemotherapy alone. For the primary endpoint of event-free survival (EFS), there was an improvement in the
KEYTRUDA arm: however, results did not meet statistical significance per the pre—specified statistical arialysis plan.
The endpoint of overall survival (O5) was not formally tested since superiority was not reached for EFS. The safety
profile of KEYTRUDA in this trial was consistent with that observed in previously reported studies. Results will be

presented at an upcoming medical meeting.

“While a statistically significant improvement in pathological complete response was observed in this study, we are

disappointed that the KEYTRUDA regimen did not significantly improve event-free survival, a result that

AstraZenecaC?

Imfinzi plus chemotherapy significantly improved pathologic
complete response in gastric and gastroesophageal junction
cancers in MATTERHORN Phase III trial



Immuntherapie perioperativ bei AEG: Was wissen wir ?

Matterhorn KEYNOTE 585 DANTE Yuan
Press release Press release ASCO 2022 ASCO 2023

N = 900 = 800 PASS) 108

Backbone FLOT FP / Cisplatin FLOT SOX / XELOX
(FLOT)

Sign. besser Sign. besser Sign. besser Sign. besser

Nicht berichtet Verfehlt Nicht berichtet Nicht berichtet

Besonderheiten Endpunkt far Endpunkt far PCR 24 vs 15% PCR 24 vs 9%
allcomers allcomers (allcomers) (allcomers)

Grofdter Benefit
ab CPS 10




/

Coming soon:
Zolbetuximab / Claudin 18 mAb

Press release:
KEYNOTE 811; PFS bei CPS >1 positiv

Platinum-Fluoropyrimidin Doublette Chemotherapie

Fortgeschrittenes
Magenkarzinom

|

Erstlinientherapie

!

L

HER2+

l

plus Trastuzumab

!

\

HER2-, PD-L1+ (CPS = 5)

Phase Il trials:
Bemarituzumab / FGFR2b

!

plus Nivolumab

Metastasierte 0sophagogastrale Adenokarzinome - Onkopedia

(Lordick et al. 2022)



Keynote 859: Chemotherapie +/- Pembrolizumab
Osophagogastrales Adenokarzinome; CPS allcomer

. e Pembrolizumab 200 mg IV Q3W
Key Eligibility Criteria
Key Eligibility Criteria for <35 cycles (~2 yr)

» Histologically or cytologically confirmed adenocarcinoma of +

the stomach or GEJ Chemotherapy? (FP or CAPOX)
* Locally advanced unresectable or metastatic disease

* No prior treatment
» Known PD-L1 status (assessed centrally using PD-L1 IHC 22C3) Placebo IV Q3W
« HER2-negative status (assessed locally) for <35 cycles (~2 yr)

+

« ECOGPS0Oor1 Chemotherapy? (FP or CAPOX)

Stratification Factors * Primary End Point: OS
 Geographic region (Europe/Israel/North America/
Australia vs Asia vs rest of world) + Secondary End Points: PFS,? ORR? DOR ? and safety

« PD-L1 CPS (<1 vs 21)
* Choice of chemotherapy2 (FP vs CAPOX)

Rha S Y et al, ESMO virtual plenary 2023



Keynote 859. Chemotherapie +/- Pembrolizumab

Uberleben: CPS allcomer

OS, ITT Population

[HR 0.78 (95% Cl, 0.70-0.87)

J

Pts w/ Median, mo
Event (95% Cl)
100+ Pembro + Chemo  76.3% 12.9 (11.9-14.0)
90- Placebo + Chemo 84 4% 115(106-12.1)
80— 12-mo rate
52 7%
704
46.7% 24-mo rate
< 00- 28 2%
o 50~ 18.9% P <0.0001
o
40—
30+
20—
10+
Olllllllllll lllllll'lll llllllllllllllllllllllllll
0 5} 10 15 20 25 30 35 40 45 50
No. at risk Months
790 663 490 343 240 143 95 55 19 3 0
789 636 434 274 169 95 58 26 10 0 0

RhaS Y et al, ESMO virtual plenary 2023



Keynote 859:

Subgroup No. Events/ Hazard Ratio (95% Cl)
No. Participants ,
Overall 1269/1579 i 0.78 (0.695-0.868)
]
Age '
<65 years 799/965 - E 0.76 (0.664-0.878)
>65 years 470/614 —-! 0.77 (0.639-0.918)
Sex E
Female 426/508 - 0.76 (0.625-0.916)
Male 843/1071 - E 0.77 (0.674-0.884)
Geographic region :
Asia 390/525 —— E 0.71(0.581-0.865)
W Eur/lsr/N Am/Australia 332/403 — 0.80 (0.648-0.999)
]
Rest of world 5471651 - 0.80 (0.678-0.949)
ECOG performance status E
0 439/582 —— | 0.73 (0.602-0.879)
1 830/997 - E 0.77 (0.675-0.886)
Primary tumor location :
]
GEJ 276/334 —! 0.74 (0.582-0.941)
Stomach 992/1243 - E 0.77 (0.681-0.874)
Histologic subtype !
Diffuse 528/619 e E 0.76 (0.639-0.900)
Indeterminate 309/401 - 0.69 (0.550-0.865)
)
Intestinal 430/557 o 0.81(0672-0.982)
T T T 1
0.1 0.3 1 3

Data cutoff date: October 3, 2022.

Pembro + Chemo
Better

Placebo + Chemo
Better

Subgroup No. Events/
No. Participants

Overall 1269/1579
Disease status

Metastatic 12251520
Liver metastases

No 756/953

Yes 512/625
Prior gastrectomy/esophagectomy

No 10221235

Yes 238/334
MSI status
MSI-high

Non-MSI-high

39/74
103711280

PD-L1 CPS at baseline, cutpoint of 1

21 990/1235
<1 279/344
PD-L1 CPS at baseline, cutpoint of 10
210 414/551
<10 853/1026

Chemotherapy choice at randomization
CAPOX 1076/1363
FP 193/216

1
01

Rha S Y et al, ESMO virtualy plenary 2023

Chemotherapie +/- Pembrolizumab
Uberleben — Forest Plot

Hazard Ratio (95% Cl)
1
- ! 0.78 (0.695-0.868)
!
- | 0.7 (0.686-0.860)
:
- i 0.73 (0.631-0.840)
- 0.83 (0.700-0.990)
:
- 0.79 (0.703-0.899)
1
—— 0.69 (0.538-0.897)

0.34 (0.176-0.663)
0.79(0.700-0.894)

0.73(0.647-0.831)
0.92 (0.729-1.167)

0.64 (0.523-0.772)
0.86 (0.751-0.983)

0.76 (0.675-0.858)
0.82 (0.617-1.087)

T
3

Pembro + Chemo
Better

Placebo + Chemo
Better
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Pankreaskarzinom: neoadjuvant & palliativ 1st line (n = 2)



Pankreaskarzinom: Praoperative Therapie bel

PREOPANC

SWOG 1505

100
100 .
— Upfront surgery mOS- 23-2 mo VS- 23-6 mo
— Neocadjuvant CRT 80
75 - -
=
—_ Z 60
= 3
g 50 E mFOLFIRN
= 404
a
=
2
75 = Median Gemcitabine/nab-paclitaxel
204 Atrisk Deaths in months
Gemcitabine/nab-paclitaxel 47 32 236
4
HR 0.73 95% CI, 0.56 to 0.86); P = 025 mFOLFIRINOX 55 o 232
T T T T T T T T T T 0 - ! ! - I : '
0 6 12 18 24 30 36 42 48 54 60 0 b 12 18 24 0 36 4
Months after registration
Time (months) No_ at risk
No. at risk: Gemcitabine/ 47 42 12 29 22 16 9 ]
nab-paclitaxel
Upfront surgery 127400  103(0)0  75{00 5100 4040} 32(0F 2001 1642 1@ T8 518} MFOLFIRINOX 55 52 40 34 24 16 10 6
Neoadjuvant CRT 113401 9800 730 B30} 45100 300 340 20 M4/ T NM06B

Versteijne, JCO 2022

Sohal et al., JAMA Oncol 2021

resektablem Befund

NEONAX

Median overall survival

= Arm A: perioperative CTX:  25.2 mo.
80
= Arm B: upfront surgery: 16.7 mo.
HR 1.26 (95%-C1 0.80-1.97)
60
g EEEA R e e
w
O w Eventa/Total
——
—
# Conmar
0 | LH_ {
o
0 6 12 13 b1 0 % @ ® 54 [

Time since randomization (months)

Mo o rink
MmicpariopestivaCTH 850 84 48 &4 ¥ ¥ M XM M ¥ © M & & & 3 3 3 3 3 @
PN — I W oW oW owm o 8 8 & & 3 3 3 3 @ 1 @

Seufferlein et al., Annals Oncology 2022



Pankreaskarzinom: NORPACT Studie

Adjuvant
i Surgery mFOLFIRINOX
/ 12 cycles
\ Neoadjuvant Adjuvant
EUS FNA-FNB
' FOLFIRINOX < mFOLFIRINOX

Surgery
4 cycles 8 cycles

CT e Restaging
Eligibility work-up T

* Study designed to have 80 % power to detect an increase in survival rate at 18 months
from 50% to 70 % with neoadjuvant therapy (significance level 0.15)

ERCP-biliary stent

e Sample size 140




Flow chart

Randomized
N=140
Neoadjuvant Upfront surgery

77 63

Failed EUSFNA/FNB  (n=6)
Failed biliary drainage (n=2) '
o T — (n=5) Started neoadjuvant

13 (17%) therapy

Y

Metastases 12 63 (82%) Underwent resection 56 (89%) g Vletastases 7 (11 %)

Toxicity/death 2

(18%)

] Started adjuvant M

51 (66%) chemotherapy 47 (75%)
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33

Histopathology

Neoadjuvant group | Upfront surgery | p-value
(n=63) (n=56)
Intention-to-treat
RO
\[0

Per-protocol
RO
\[0
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Overall survival - Intention-to-treat

Median overall survival
25.1 months (neoadjuvant)
38.5 months (upfront surgery)
HR 1.52 (95% ClI, 0.94-2.46), p=0.096

—~
X
N
©
2
c
=
7
©
|
O]
>
(@)

= Surgery . .
—— Neoadjuvant Proportion alive at 18 months

0 6 12 18 24 30 36 60% vs 73%, p=0.1

Time since randomization (months)

N at risk
Surgery: 63 60 55 46 30 19 9
Neoadjuvant: 77 68 60 46 35 26
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NAPOLI 3: Study design

N=770
Key inclusion criteria
* Aged = 18 years
» Confirmed PDAC not previously
treated in the metastatic setting
» Metastatic disease diagnosed
< 6 weeks prior to screening
* > 1 metastatic lesions
measurable by CT/MRI
according to RECIST v1.1

*ECOG PS of 0 or 1

—E—

Stratification
« ECOG PS 0/1

NALIRIFOX

Liposomal irinotecan 50 mg/m?
+ 5-FU 2400 mg/m?
+ LV 400 mg/m?

+ oxaliplatin 60 mg/m?
Days 1 and 15 of a 28-day cycle?

Gem+NabP
Gem 1000 mg/m?

» Region
* Liver metastases

ag + NabP 125 mg/m?

Days 1, 8, and 15 of a 28-day cycle

Tumor assessment every
8 weeks per RECIST v1.1°

Treatment until disease
progression, unacceptable
toxicity or study withdrawal
AEs recorded and coded
using MedDRA (v24.0);
severity graded by
NCI-CTCAE (v5.0)

Follow-up every 8 weeks
until death or study end®

aAdministered sequentially as a continuous infusion over 46 hours on days 1 and 15 of a 28-day cycle (dose delays and oxaliplatin discontinuation were permitted). ®Until progressive disease. °The study was completed once all patients had discontinued
the study treatment and at least 543 OS events had occurred in randomized patients.
5-FU, 5fluorouracil; CT, computed tomography, ECOG PS, Eastern Cooperative Oncology Group performance status; Gem, gemcitabine; LV, leucovorin; MedDRA, Medical Dictionary for Regulatory Activities; MRI, magnetic resonance imaging;

NabP, nab-paclitaxel, NALIRIFOX, liposomal irinotecan + 5-fluorouracil/leucovorin + oxaliplatin, NCI-CTCAE, National Cancer Institute Common Terminology Criteria for Adverse Events; PDAC, pancreatic ductal adenocarcinoma; R, randomization;

RECIST, Response Evaluation Criteria in Solid Tumors.
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NAPOLI 3: OS (ITT population)

100 Survival, % (95% CI)
Arm Median (95% CI)| HR (95% CIl) | pvalue
90 12 months 18 months
| ) —+— [INALIRIFOX | 11.1 (10.0-12.1) 45.6 (40.5-50.5) 26.2 (20.9-31.7)
80 = 0.83 (0.70-0.99) | 0.04
20 - o —+— |Gem+NabP | 9.2 (8.3-10.6) 39.5 (34.6-44.4) 19.3 (14.8-24.2)
:’\o\ 60
0 50
@) 40 -
I
30 [
1
20 - :
I I
10 : :
e + = censored 1 1
I 1 I I I I ! I 1 ! 1 I 1 I 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
No. at risk:
NALIRIFOX 383 337 308 274 241 209 162 98 59 32 13 7 2 1 1 0
Gem+NabP 387 345 298 261 218 179 140 80 50 28 15 10 3 0 0 0

Hazard ratio and 95% CI based on a Cox proportional hazards regression model, stratified by ECOG PS (0 vs 1), region (North America vs ROW), liver metastases (yes vs no) per IRT. P boundary for efficacy claim p value < 0.048.
Cl, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performance status; Gem, gemcitabine; HR, hazard ratio; IRT, interactive response technology; ITT, intention-to-treat; NabP, nab-paclitaxel;

NALIRIFOX, liposomal irinotecan + 5-fluorouracil/leucovorin + oxaliplatin; OS, overall survival; ROW, rest of world.
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NAPOLI 3: PFS per investigator (ITT population)

100
90 A
80
T30 5
60
50
40 A
30
20'=
10

PFS (%)

No. at risk:
NALIRIFOX
Gem+NabP

PFS, % (95% Cl)
Arm Median (95% CI) | HR (95% CI) p value
12 months 18 months
o —+— [NALIRIFOX 7.4 (6.0-7.7) 27.4 (22.3-32.7) 11.4 (7.1-16.9)
T 0.69 (0.58-0.83) | < 0.0001
\*&\ —+— | Gem+NabP 5.6 (5.3-5.8) 13.9 (9.7-18.9) 3.6 (0.5-12.3)
L T
o 2N
l’ e
: mﬁ*. 2
i b | S 11.4%
13.9% 1 e ' 3
I | H+ : [ ' -+
1 L1 :
1 + - Clensored T T T T ; I T ; 3.6(%) T 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Time (months)
383 271 210 164 122 87 61 39 20 5 4 0
387 267 182 112 60 38 19 6 3 1 0 0 0

Hazard ratio and 95% CI based on a Cox proportional hazards regression model, stratified by ECOG PS (0 vs 1), region (North America vs ROW), liver metastases (yes vs no) per IRT. P boundary for efficacy claim p value < 0.048.
Cl, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performance status; Gem, gemcitabine; HR, hazard ratio; IRT, interactive response technology; ITT, intention-to-treat; NabP, nab-paclitaxel;
NALIRIFOX, liposomal irinotecan + 5-fluorouracil/leucovorin + oxaliplatin; PFS, progression-free survival; ROW, rest of world.
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However...does NALIRIFOX represent a
substantial advance over FOLFIRINOX?

_ NALIRIFOX (n=370) FOLFIRINOX (n=171)
From PRODIGE/ACCORD ph il trial

Median OS 11.2 months 11.1 months
OS at 12 months 45.6% 48.4%

OS at 18 months 26.2% 18.6%
Median PFS 7.4 months 6.4 months

ORR 41.8% 31.6 %

ra 4 AE Neutropenia 23.8% / F&N 2.4% Neutropenia 45.7% / F&N 5.4%
Grade 3/ S Diarrhea 20.3%, PSN (3.2 + 3.5% + 0.3%) Diarrhea 12.7%, PSN 9.0%
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Gallenwege: KEYNOTE 966 & HER2-gezielte Therapien (n = 3)



KEYNOTE-966 Study Design
Randomized, Double-Blind, Phase 3 Trial

Pembrolizumab 200 mg IV Q3W (maximum, 35 cycles)
+

Key Eligibility Criteria Gemcitabine 1000 mg/m21V on days 1 and 8 Q3W (no maximum)

» Histologically confirmed extrahepatic or intrahepatic _ _ & _
cholangiocarcinoma or gallbladder cancer Cisplatin 25 mg/m?1V on days 1 and 8 Q3W (maximum, 8 cycles)

» Unresectable locally advanced or metastatic disease
measurable per RECIST v1.1 by investigator review

° i 1 a
REIRIOLeE eI ey Placebo IV Q3W for (maximum, 35 cycles)
« ECOG PS 0 or 1 -

« Life expectancy >3 months Gemcitabine 1000 mg/m21V on days 1 and 8 Q3W (no maximum)
+

Cisplatin 25 mg/m21V on days 1 and 8 Q3W (maximum, 8 cycles)

Stratification Factors * Primary End Point: OS
» Geographic region (Asia vs not Asia)
» Disease stage (locally advanced vs metastatic) * Secondary End Points: PFS, ORR, and DOR assessed per
- Site of origin (extrahepatic vs gallbladder vs intrahepatic) RECIST v1.1 by blinded, independent central review and safety

* Prespecified Exploratory End Points: PRO end points

Treatment was continued until disease progression, unacceptable toxicity, investigator decision, or, for pembrolizumab and cisplatin, the maximum number of cycles was reached.
3Neoadjuvant or adjuvant chemotherapy was permitted if it was completed 26 months before the diagnosis of unresectable or metastatic disease.
ClinicalTrials.gov identifier: NCT04003636.
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Background

* In KEYNOTE-966, adding the PD-1 inhibitor pembrolizumab to gem/cis provided a statistically significant,
clinically meaningful improvement in OS to patients as first-line therapy for biliary tract cancer (BTC)'

100+

Pts w/ Median
90 Event (95% CI), mo
80—
70 Pembro + Gem/Cis 78% 12.7 (11.5-13.6)
s 604 Placebo + Gem/Cis 83% 10.9 (9.9-11.6)
w50
o
40
30 a
20- HR 0.83 (95% CI, 0.72-0.95)
| P=0.0034
10
o+——7—7T 77T 7T T T T T T T T Below the signficance boundary of
0 3 6 9 12 15 18 21 24 27 30 33 36 39 P =0.0200
No. at risk Months
533 496 430 350 275 217 175 122 88 46 21 11 5 0
536 483 394 313 236 195 148 97 59 32 20 10 1 0

« KEYNOTE-966 showed similar safety profiles between the pembrolizumab and placebo groups'’

- 70% of patients treated with pembrolizumab + gem/cis had grade 3 or 4 treatment-related adverse
events vs 69% for placebo + gem/cis

Kelley et al. Lancet 2023; 2023;S0140-6736(23)00727-4.
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EORTC QLQ-C30

TTD Estimates in GHS/QoL, Physical Functioning and Role Functioning Domains

Global Health Status/Quality of Life

Physical Functioning

100 - 100
904 904
s 80+ 80-
c 70- 70+
)
E 60- I T 1 I 60+ )
.9 50' 50' 1 i |
S 40+ 404
)
g 30+ 30+
Z 20+ HR 0.86 (95% CI, 0.70-1.07) 204 HR 0.95 (95% CI, 0.78-1.17)
104 P=0.162 10- P=0.642
O | I L] | L) | L L) | L) | ] 0 ] L] L] 1 L] 1 L] I | L 1
0 3 6 9 12 15 18 21 24 27 30 3 0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Months No. at risk Months
489 289 176 107 52 26 18 1 9 2 0 0 489 283 174 107 51 29 21 13 9 3 1 0
4% 272 151 8 35 18 6 6 5 1 0 0 49 274 154 92 48 25 11 10 9 1 0 O
Pts w/ Median Pts w/ Median
Event (95% CI), mo Event (95% CI), mo
Pembro + Gem/Cis 33% NR (15.41, NR) Pembro + Gem/Cis 37% NR (7.69, NR)
Placebo + Gem/Cis 37% 21.22 (8.31, NR) Placebo + Gem/Cis 38% 11.99 (7.66, NR)

2P-values are nominal.
Data cutoff date: December 15, 2022.

100+
90~
80-
704
60+
50+
404
30+
204
10+

0 T

Role Functioning

HR 0.98 (95% CI, 0.81-1.18)
P=0.832

0 3

No. at risk
489 247

496 245

Pembro + Gem/Cis

Placebo + Gem/Cis

6 9 12 15 18 21

Months

144 87 40 25 17 10 8 2

132 81 38 2 12 1 10

Pts w/
Event

45%
46%
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1
0

Median
(95% CI), mo

6.47 (4.63, 9.46)
5.75 (4.67, 9.30)

24 27 30 33

0
0



Biliary tract cancer: Potentielle molekulare Targets

iCCA
Main risk factors: Cholangitis, obesity,
diabetes, chronic hepatitis B/C,
hepatolithiasis, Lynch syndrome

Molecolar mutations: FGFR 1-3, IDH 1/2,
BAP1, ARID 1A alteration, EPHA2

eCCA

Main risk factors: Cholangitis, Lynch
syndrome, gallstones

Molecolar mutations: PRKACA or
PRKACB fusion, ELF3, ARID 1B mutation

Poor prognosis subtype with high

immune checkpoint activity: TP53, BRCA
GBC 1/2, PIK3CA mutation

Main risk factors: Obesity, diabetes, chronic

cholecystitis, gallstones

Molecolar mutation: EGFR, ERBB3, PTEN,

ARID2, MLL2, MLL3, TERT promoter mutation, iCCA and eCCA (shared): KRAS,
APOBEC signature SMAD4, ARID1A, GNAS



HERIZON-BTC-01 Study Design

» Phase 2b study of zanidatamab monotherapy in patients with HER2-amplified BTC

Primary Endpoint:
(Assessed in Cohort 1)

Key Eligibility Criteria

» Locally advanced or metastatic Patients with 28 Day Cycles Every 8 weeks: | * CORR per ICR
BTC! HER2-amplified BTC CT/MRI Select Secondary Endpoints:
» Tissue required to confirm Cohiort 1 (HERZ positive): per il DoR
9 - IHC2+or 3+ DCR
HER?2 status by central lab Cohott 2: Zanidatamab PFS
: : ! 20 mg/kg IV* 05
Progregseq after tre?tment with IHCO or 1+ ( Cf?{vf) Frequency & severity of AEs
a gemcitabine-containing Frequency of SAEs & deaths
regimen *With mandatory premedication for IRR prophylaxis
* No prior HER2-targeted
therapies

« ECOGPSofOor 1

T Excludes ampullary

AE = adverse event; cORR = confirmed objective response rate; CT = computed tomography scan; DCR = disease control rate; DOR = duration ofresponse; ECOG PS = Eastern
Cooperative Oncology Group performance status; ICR = independent central review; IHC = immunohistochemistry; IRR = infusion-related reaction; IV = intravenous; MRI = magnetic
resonance imaging; OS = overall survival; Q2W = every two weeks; RECIST=Response Evaluation Criteria in Solid Tumors; SAE = serious adverse event.
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Majority of evaluable patients (68.4%) had a decrease
in target lesions (Cohort 1)
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BTC subtype: HEECC mGBC mICC

* Indicates patients with IHC 2+ status; all other patients had IHC status of 3+.
Dotted lines indicate 20% increase and 30% decrease in sum of diameters of target tumors.
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Progression-free Survival in Patients with
HER2-positive BTC (Cohort 1)

« OS data not yet mature
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Median PFS, months (range)

9.5 (0.3-18.5)

0 2 6 8 10 12

Number of patients at risk: Time from treatment start (months)

80 53 27 16 11 9

pResenTED By: Shubham Pant, MD

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Content of this presentation is the property of the author, licensed by ASCO. Permissionrequired for reuse.

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



Study Design

SGNTUC-019 (NCT04579380) is an open-label phase 2 basket study evaluating antitumor
activity and safety of tucatinib and trastuzumab?@ in patients with HER2-altered solid tumors

Cohort 1: Cervical (overexpression or amplification)

Key eligibility criteria Cohort 2: Uterine (overexpression or amplification) Outcomes

Cohort 3: Biliary Tract (overexpression or amplification)©

HERZ2 overexpression,

amplification, or mutation per _ : : — P“mar endpoint:
IHC/ISH or NGS testing Cohort 4: Urothelial (overexpression or amplification) Confirmed ORR per

determined locally =
Unresectable locally advanced or

Cohort 5: Nonsquamous NSCLC (overexpression or amplification) RECIST 1 1 by

metastatic cancer iInvestigator

Cohort 6: Other solid tumors (overexpression or amplification)

Baseline measurable disease

Previously treated with =1 prior olGIZ Nonsqiamotie NSE e (ubion) Secondary endpoints:

systemic treatment for locally Safety, DCR, DOR,

advanced or metastatic disease Cohort 8: Breast (mutation)
No prior HER2-directed therapy® PFS, and OS

Cohort 9: Other solid tumors (mutation)

a Tucatinib dose: 300 mg PO BID; trastuzumab dose: 6 mg/kg IV Q3W (loading dose of 8 mg/kg C1D1); each treatment cycle is 21 days. b Except for patients with uterine serous carcinoma or HER2-mutated gastroesophageal cancer without
HERZ2-overexpression or amplification. ¢ The cohort aimed to enroll up to 30 patients, a number calculated per the 90% exact Cl given a range of expected confirmed ORR of 10% to 30%.

BID, twice daily; C1D1, Day 1 of Cycle 1; DCR, disease control rate; DOR, duration of response; IHC, immunohistochemistry; ISH, in situ hybridization; IV, intravenous; NGS, next-generation sequencing; NSCLC, non-small cell lung cancer,;
ORR, objective response rate; OS, overall survival, PFS, progression-free survival, PO, orally; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors.
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Maximum Change in Tumor Size
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Best overall confirmed response
Complete response
Partial response

Stable disease

Disease progression

Individual patients (n=292)

Twenty-one patients (70.0%P) had a reduction in tumor size

20%

-30%

Data cutoff: Jan 30, 2023.
a Excludes 1 patient with no postbaseline response assessment. b Percentage was calculated with 30 as the denominator.
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Median time to first response was 2.1 months (range, 1.2-4.3)
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Progression-Free Survival and Overall Survival

Progression-Free Survival

100 Median
N Events (months) 90% CI
30 24 55 (3.9, 8.1)
- 80 -
&
= 60
o 49.8%
@
£
g_ 40 1
wn
L
& 201 ) 16.1%
04
1 1 Ll Ll ) T 1
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Data cutoff: Jan 30, 2023.
PFS, progression-free survival; OS, overall survival.
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Overall Survival

100 - Median
N Events (months) 90% CI
30 15 15.5 (6.5,16.7)'
80 1
— 73.0%
=
£ 60- 53.6%
O H }
©
Qo
O 40-
o
n
O
20
0-
1 T 1 1 1 1
0 3 6 9 12 15 18
Time (months)
No. at risk
30 27 21 11 4 3 0

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permissionrequired for reuse.



N2\ UNIVERSITAT
413/ HEIDELBERG
ZUKUNFT
SEIT 1386

(\.)) MCC r‘ E:IMSMTSMEDIZIN i i <|

MANNHEIM CANCER CENTER [ MANNHEIM MARGIT

ARBEITSGRUPPE FUR
TTTTTTTTTTTTTTTTT
TTTTTTT

Gastrointestinale Tumoren

Post ASCO 2023

Danke !

ralf.hofheinz@umm.de



