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OESOGASTRIC CANCER in BELGIUM 2022
IMMUNOTHERAPY

* SECOND LINE NIVOLUMAB FOR METASTATIC ESCC

* First line PEMBROLIZUMAB plus chemotherapy for ESCC, ADK
EC AND EGJC Sievert 1 PDL1-CPS 2 10

* First line NIVOLUMARB plus chemotherapy for GC EGJ ADK
PDL1-CPS 25

* Adjuvant NIVOLUMAB for non pCR ESCC AND AC
OESOPHAGEAL CANCER AND AC EGIJC after surgery



Nivolumab versus chemotherapy in patients with advanced 2 “x ®
oesophageal squamous cell carcinoma refractory or

intolerant to previous chemotherapy (ATTRACTION-3):

a multicentre, randomised, open-label, phase 3 trial

CrossMark

Ken Kato, Byoung Chul Cho, Masanobu Takahashi, Morihito Okada, Chen-Yuan Lin, Keisho Chin, Shigenori Kadowaki, Myung-Ju Ahn,
Yasuo Hamamoto, Yuichiro Doki, Chueh-Chuan Yen, Yutaro Kubota, Sung-Bae Kim, Chih-Hung Hsu, Eva Holtved, loannis Xynos, Mamoru Kodani,

Yuko Kitagawa

Overall survival (%)
w
o
1

Belgium approval 2021

Nivolumab median 10-9 months (95% C1 9-2-13-3)
Chemotherapy median 8-4 months (95% C17-2-9-9)
Hazard ratio for death 0-77 (95% C1 0.62-0.96); p=0-019

12-month overall
survival (95% C1)

18-month overall
survival (95% Cl)

— Nivolumab 47%(40-54) 31%{(24-37)
——Chemotherapy  34%:(28-41) 21%(15-27)

o

Number at risk
(number censored)

T

T AN S [ S S S S S R SR S S S S S—
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

tel:14%2016%2018%2020%2022%2024*

Nivolumab 210 182 167 147 126 111 95 82 70 60 43 25 17 13 7 4 3 0 0
(0) (4) (4 (5) (5) (6) (6) (6) (6) (8)(19) (31) (35) (38) (43) (46) (47) (50) (S0)
Chemotherapy 209 196 169 126 105 84 68 57 49 40 27 17 12 6 2 1 1 1 0
©) 3) ) (8 (8 (9 (9) (9 (9) (10) (19) (26) (30) (33) (34) (35) (35) (35) (36)

ATTRACTION-3 DOCET OR PACLI

2d line N=209

Median OS mo 10,9 8,4

HR

Lancet Oncol 2019



TRIAL

DISEASE location

Histology

Region

PFS HR

ORR

OS difference

ESMO MCBS

(Magnitude of Clinical
Benefit Scale)

CHECKMATE-649

L1
GC, EGJ, Esophagus

ADK

Global

0,68 CPS 25

45 vs 60 % (CPS > 5)

3,3m (CPS 25)
2,7m (CPS>1)
2,2 All patients

4 (CPS 2 5)
3(CPS21)
2 (all patients)

KEYNOTE 590
L1

Esophagus, EGJ sievert 1

ADK/SCC

Global

0,62 CPS 210

30vs 48 %

5,1 m ESCC (CPS = 10)
2,8 m ESCC

4 ESCC (CPS 2 10)
3vs4all ESCC
3 vs 4 all pats

Checkmate 577
adjuvant

Esophagus, EG)J
ADK/SCC
Global

0,69

NA

NR but DFS X2

Grade A

Modified from Smyth, Annals of Oncology 2021



PRIMARY ENDPOINT OS (PD-L1 CPS 2

5) NIVO+CHEMO
A N=473
100 P
90 .
Median OS mo 14,4 11,1
80 -
— 70 HR 0,69
& P value <0,0001
S 60
£ s
30
20
10+ — Nivolumab plus chemotherapy
—— Chemotherapy alone
0 I I | 1 1 I I 1 I I | 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Number at risk
(number censored)
Nivolumabplus 473 438 377 313 261 198 149 96 65 33 22 9 1 0
chemotherapy (0) (3) (9) (12) (14) (39) (55) (91) (110) (133) (142) (155) (163) (164)
Chemotherapy 482 421 350 271 211 138 98 56 34 19 8 2 0 0

alone  (0) (10) (13) (19) (21) (37) (50) (78) (93) (103)  (113)  (118)  (120)  (120)

Moelher, LBA6/Janjigian, Lancet oncology, 2021



TRIAL

DISEASE location
Histology

Region

PFS HR

ORR

OS difference

ESMO MCBS
(Magnitude of Clinical
Benefit Scale)

CHECKMATE-649

L1

GC, EGJ, Esophagus

ADK

Global

0,68 CPS 25

45 vs 60 % (CPS > 5)

3,3m (CPS>5)
2,7m (CPS>1)
2,2 All patients

4 (CPS 2 5)
3(CPS 2 1)
2 (all patients)

KEYNOTE 590
L1

Esophagus, EGJ sievert 1

ADK/SCC

Global

0,62 CPS 210

30vs 48 %

5,1 m ESCC (CPS > 10)
2,8 m ESCC

4 ESCC (CPS 2 10)
3vs4all ESCC
3 vs 4 all pats

Checkmate 577
adjuvant

Esophagus, EG)J

ADK/SCC

Global

0,69

NA

NR but DFS X2

Grade A

Modified from Smyth, Annals of Oncology 2021



KEYNOTE-590 | ASCO G| 2022 UPDATE First line PEMBROLIZUMAB plus chemotherapy for ESCC, ADK EC AND EGJC

Sievert 1 PDL1-CPS 2 10

ESCC CPS > 10 KEYNOTE590 | PEMBRO | PLACEBO All patients CPS 2 10

1st LINE + chemo + chemo
ESCC CPS = 10 N=143 N=143

KEYNOTE-590 PEMBRO + PLACEBO

199 Median OS mo 13,9 8,8 1st line CHEMO + CHEMO
4 > = =
20 = 0,59 ALL CPS 210 N= 186 N=197
804 S 100 Median OS mo 13,6 9,4
70 -
151:5-:20 rate :24-mo rate 90 - HR 0,64
60 4 34% 29% 80 -
2 15%
» 504 S 70 1 12-mo rate
o Median (95% Cl) 60 | 54% 24-mo rate
40 4 13.9 mo (11.1-16.0) 3= 37% 16%
8.8 mo (7.8-10.5) g 5o

Median (95% CI)

.
30 - 40 \ \ 13.6 mo (11.1-15.2)

10 B T 207
10 g

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0
Time, months

0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

No. at Risk No. at Risk Time, months
143 134 11996 78 63 57 48 42 38 33 19 12 7 1 0 186 175 151 125 100 81 73 62 55 48 42 25 15 8 1 o
143 124 99 70 48 34 25 23 21 20 17 10 7 1 0 0 197 174 142 102 73 55 44 38 31 28 23 15 8 1 0 ©0

THIS RESULTS ARE INDEPENDANT OF CPS STATUS, ALTHOUGH SQUAMOUS HISTOLOGY
AND CPS 2 10 MAY GET A MAXIMUM BENEFIT



TRIAL CHECKMATE-649 KEYNOTE 590 Checkmate 577
L1 L1 adjuvant

DISEASE location GC, EGJ, Esophagus Esophagus, EGJ sievert 1 Esophagus, EG)J

Histology ADK ADK/SCC ADK/SCC

Region Global Global Global

PFS HR 0,68CPS2>5 0,62 CPS2>10 0,69

ORR 45 vs 60 % (CPS 2 5) 30vs 48 % NA

OS difference 3,3 m (CPS>5) 5,1 m ESCC (CPS > 10) NR but DFS X2
2,7m (CPS21) 2,8 m ESCC

2,2 All patients

ESMO MCBS 4 (CPS 2 5) 4 ESCC (CPS > 10) Grade A
(Magnitude of Clinical 3(CPS>1) 3vs4all ESCC
Benefit Scale) 2 (all patients) 3 vs 4 all pats

Modified from Smyth, Annals of Oncology 2021



PRIMARY ENDPOINT FIRST POSITIVE TRIAL IN ADJUVANT SINCE

DFS CROSS AND FLOT TRIAL

NIVOLUMAB PLACEBO
N=532 N=262

100 -
Median DFS mo 22,4 11,0
—_— P value 0,0003
é 60 -
& Nivolumab
a 40 -
20 Placebo
0 1 | 1 1 Ll T T T 1 1 I T 1 T 1
0 3 6° 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
No. at risk
Nivolumab 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
Placebo 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

* Nivolumab provided superior DFS with a 31% reduction in the risk of recurrence or death and a doubling in median DFS
versus placebo

*Per investigator assessment; °6-month rates were 72% (

I, 68-76) in the nivolumab arm and 63% (95% CI, 57-6
significance at the pre-specified interim analysis required the P value to be less than 0.036.

Kelly, LBA9



NEW BELGIUM APPROVALS: INTEGRATION
IN LINES OF THERAPY

ESOPHAGEAL OR EGJ ADK ESOPHAGEAL SQUAMOUS CELL CARCINOMA

LOCALLY ADVANCED ESOPHAGEAL OR EGJ ADK LOCALLY ADVANCED
CRT+ SURGERY CRT+ SURGERY

NO PCR: ADJUVANT NIVOLUMAB NO PCR: ADJUVANT NIVOLUMAB
1L METASTATIC 1L METASTATIC

NIVO + CHEMO (CPS > 5) FOR GC ALSO PEMBRO + CHEMO (CPS > 10)
PEMBRO + CHEMO (CPS = 10) NOT FOR GC

CHEMO + Tmab (HER2+)

CHEMO ALONE (HER2- CPS <5)

2L METASTATIC 2L METASTATIC

TAXANE +/- RAMUCIRUMAB OR IRINOTECAN NIVOLUMAB

3-4 L METASTATIC 3-4L METASTATIC

TRIFLURIDIN-TIPIRACIL OR IRINOTECAN OR BSC TAXANE OR IRINOTECAN OR BSC



Importance of CPS?

e Keynote 590: 22C3 IHC pharmaDX assay
* Checkmate 649: Dako 28-8 pharmaDX assay

PD—-L1 staining cells (tumor cells,lymphocytes, macrophages)

CPS= 100x

total viable tumor cells

* RIZIV/INNAMI: no mention of which assay
— to discuss with your pathologist...



Breast Cancer
MNP in Belgium

HER2 + OESOGASTRIC CANCER in BELGIUM 2022
TRASTUZUMAB DERUXTECAN (ENHERTU)
PENDING

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Trastuzumab Deruxtecan in Previously
Treated HER2-Positive Gastric Cancer

K. Shitara, Y.-). Bang, S. Iwasa, N. Sugimoto, M.-H. Ryu, D. Sakai, H.-C. Chung,
H. Kawakami, H. Yabusaki, J. Lee, K. Saito, Y. Kawaguchi, T. Kamio, A. Kojima,
M. Sugihara, and K. Yamaguchi, for the DESTINY-GastricOl Investigators*

6.4 mg per kilogram of body weight every 3 weeks

Therapy with trastuzumab deruxtecan led to significant improvements in response
and overall survival, as compared with standard therapies, among patients with HER2-
positive gastric cancer. Myelosuppression and interstitial lung disease were the
notable toxic effects. (Funded by Daiichi Sankyo; DESTINY-GastricO1 ClinicalTrials
.gov number, NCT03329690.)

e -pathologically
documented

unresectable or PRIMARY ENDPOINT:
metastatic gastric or T-DX Confirmed ORR by IRR
GEJ cancer 6,4 mg/Kg /3 W SECONDARY ENDPOINTS:
* Centrally confirmed N=79 PFS by ICR
HER2 positive on 05
. DOR by ICR
blOpSY after Safety and tolerability

progression on first

line trastu

containong regimen
* ECOGPSOor1l

DESTINY-Gastric02 is the first study focused only on
second-line T-DXd monotherapy in Western patients with
HER2+ gastric/GEJ cancer who have progressed on a
trastuzumab-containing regimen

Best % Change in Sum of Diameters

from Baseline

Confirmed ORR 2% 30
CR 3,8
PR 34,2
SD aq43
Median DOR ,mo 8,1
Confirmed DCR %26 64 %%
Median PFS mo 5,5
60 T-DXd 6.4 mglkg
(N=T79)

401

wt--

o

2

(=3
1

407

-607

801

-1001

Confirmed ORR: 38% (95% Cl, 27.3-49.6)

Subjects



Secondary endpoint: OS || ASCO Gl 2022 UPDATE

Overall Survival

Kaplan-Meier Analysis of OS DESTINY GC Chemo
100 _ (physician ‘s choice)
N=62
80 _
Median OS mo 12,5 8,9
60 _
HR 0,60
g
g 40
24 | — 1.oxd
e PC
0 v
0 3 ] 9 12 15 18 21 24 27 30
Subjects Time, Months
atrisk, n
T-DXd 125 115 100 79 62 36 19 1" 5 2 0
PC 62 54 39 30 17 8 6 1 1 0 0

As in the primary analysis (101 OS events; 54.0% maturity), in this updated analysis (133 OS events; 71.1% maturity),
T-DXd showed superior antitumor activity compared to PC

HR, hazard rato. OS, oversll survivil, PC. physcan's chace, T-DXd, vashaumad denadecan

*n e T-0Xd arm_ 41 patents (32 §%) were censored

“n 2w PC arm, 13 patents (21 0%) were consored

1 patent n e PC arm recenved Crossover eatment of T-OXa

R and comespondng 95% C were estmated using Cox progortional hazards model stratfied by regon



PEMBRO+Trastzumab+Chemo as first line in Her2positive in
Gastric/GE Junction tumors, Keynote-811

Confirmed Response at 1A1

4 100 100 - )
80 Pembro Arm N = 1242 80-] Placebo Arm N = 1222
< 60 Any decrease 97% = 60—_ Any decrease 90%
E Decrease of 280% 32% “‘g 40—_ Decrease of 280% 15%
£ £
S S
S S
< <
S S
N S
& N
Pembro Placebo Pembro Placebo Pembro Placebo
ORR and DCR, Arm Arm Best Response, Arm Arm Duration of Arm Arm
% (95% CI) (N =133) (N=131) n (%) (N =133) (N=131) Responsec¢ (N =99) (N = 68)
ORR 74.4% 51.9% [CR 15 (11%) 4 (3%) J Mediand 10.6 mo 9.5 mo
(66.2-81.6) (43.0-60.7) PR 84 (63%) 64 (49%) Rarge 11+ to ' Heres
ORR differenceP 22.7% (11.2-33.7) SD 29 (22%) 49 (37%) 16.5+ 15.4+
P = 0.00006 o o,
PR DAz i) =6-mo durationd 70.3% 61.4%
DCR 96.2% 89 3% Not evaluable 0 2 (2%)
(91.4-98.8) (82.7-94.0) Not assessed 0 5 (4%) =9-mo durationd 58.4% 51.1%
. J

aParticipants with RECIST-measurable disease at baseline and =1 post-baseline measurement evaluable for change from baseline in target lesions. ®!Calculated using the Miettinen and Nurminen method stratified by the randomization

stratification factors. cCalculated in participants with best response of CR or PR. 9Kaplan-Meier estimation. The treatment regimen in both arms included trastuzumab and chemotherapy. Data cutoff date: June 17, 2020.



OESOGASTRIC CANCER in BELGIUM 2022

Established biomarker-guided therapy Potential biomarker-guided therapy - THERAPY ﬂ BELGI QU E
(" First-line: trastuzumab +
IHC/ISH chemotherapy
NGS _ (eRa-posie | _f | Thicine:trastuzumab o NIVO or PEMBRO
ERBB2amp |7\ | HElzaAb + CHEMO End 2021
o Bispecific antbody (CK 649/KN 590)
— ‘ﬂl ( FGFR2b expression, ] ) FGFR mAb
 FGFR2 amplification | FGFRTKI FGFRTKI . ’”\
e HER2 TRASTUZUMAB YES pending &
~ e, NGS (GFRamplifcation ) ——| EGHRTKL. POSITIVE  +PEMBROLIZUMAB
473 R EGRAIC L1 (KEYNOTE 811)
5 MSHH/IGMMR | ——/ Second-ln: pembrolizumab) ,_ i
| MET amplification "—0
First-line: nivolumab + S
HC (P01 opreson —| :c"?;““"s"i-"" HER2 TRASTUZUMAB YES Pending
mw-umg,c.gbf%&m POSITIVE DERUXTECAN ®
2
- L2 \iMSS/TMB—H j—.(fulylimnnti-PD-l mAb] 212 (DESTINY )
NGS (e Entrectinib,
(YR fsion) arovrectinb 54 P — MSI-H PEMBROLIZUMAB  YES Pending
( ' Early line anti-PD-1 mAb -
|EBV )= EBvciL > 12 ®
expression e f
Seandtne s == NTRK 1-3 LAROTRECTINIB YES YES
| P e Nivolumal ) ) 0,
?nos:‘l:ckt:d { LS Multikinase TKI (regorafenib/lenvatinib) + anti-PD-1 mAb =% ERTHECI)E
IPAhI}:‘:&hibilor +/-anti-PD-1 mAb or an angiogenesis (ALL
= TOMOR)

Nakamura, Nature Reviews, Clinical Oncology, 2021
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BILIARY TRACT CANCER WHICH TARGETS?

GENOMIC FINDINGS IHCCA EHCCA
N=412 N=57
%
ERB2 amplification 4 11 16
BRAF substitution 5 3 1
KRAS substitution 22 @2) 11
PI3CA substitution 5 T 14
T
FGFR 1-3 Fusions/amplifications Ql) - 3
CDKN2A/B loss 27 19 17
IDH1/2 mutations (ZAOD . .
ARID1A alterations 18 12 13
TP53 2-29 40-55 25-46

Javle, Cancer 2016



BILIARY TRACT CANCER
PLACE OF TARGETED THERAPY
A LOT OF DRUGS ARE STILL PENDING AND ONE MNP

o ANNALS o

Recommendations for the use of next-generation sequencing (NGS) for
patients with metastatic cancers: a report from the ESMO Precision
Medicine Working Group

»Summary of recommendations. Tumour
multigene NGS could be used to detect level |
actionable alterations in
cholangiocarcinoma. Given that they are un-
likely to be cost-effective in these cases,
larger panels can be used only on the basis of
specific agreements with payers taking into
account the overall cost of the strategy
(including off-label use of drugs) and pending
a needed before implementing TMB in all
cancers where anti-PD(L)1 antibodies are not
approved «

Do not forget MSI and NTRK (standard) and
ERBBR2 (clinical trial)

NGS in BELGIUM
TRIALS only for BTC

Table 10. List of genomic alterations level I/1l/Ill according to ESCAT in
advanced cholangiocarcinoma (CC)
Gene Alteration Prevalence ESCAT References
IDH1 Mutations 20% 1A Abou-Alfa G. K, et al. Ann PHASE llIb
129
= 2023
FGFR2 Fusions 15% 1B Vogel A, et al. Ann Oncol.
MNP
W Mutations 5% 1B Wainberg Z, et al. J Clin Oncol.
132
ERBB2  Amplifications 10% A Javle MM, et al. J Clin Oncol. Clinical trial
Mutations 2% 2017
PIK3CA  Hotspot A ré F, et al. N Engl J Med.
mutations 2019”
BRCA 172 Mutations 3% IIA° De Bono J, et al. N Engl J Med.
HRD in 5-15 % of all BTC 2020
MET Amplifications 2% IIA  Camidge D, et al. J Clin Oncol.
2018"

ESCAT, European Society for Medical Oncology (ESMO) Scale for Clinical Actionability
of molecular Targets.




NTRK fusion target

April 2018 LAROTRECTINIB FDA approval
Second tissue agnostic FDA approval for treatment of cancer

Cancers enriched
for TRK fusions.

A Maximum Change in Tumor Size, According to Tumor Type

w oh oW
o © O
i1

U R
o

Maximum Change in Tumor Size (%)
3

3
o

-100-

932

- N
o o
-

-
© o
L

w N
o o
P

Lo
38
T3

$ &

Thyroid tumor
| Colon tumor
M Melanoma | GIST

*

I

-

Soft-tissue sarcoma
M Lung tumor

Appendix tumor Ml ancgland tumo
IFS Cholangiocarcinoma

M Breast tumor W Pancreatic tumor

T

@ Frequency >50%
Cancers harbouring TRK
fusions at lower frequencies
® 5%t025%

0 <%

MASC

Thyroid
cancer

Lung cancer
Breast cancer
Secretory breast carcinoma

Gastrointestinal
stromal tumour

(pan-negative) {
Melanoma - @

Spitzoid tumours — @

Adult cancers
© - High-grade glioma
° Paediatric cancers
[ Head and neck cancer
L ] @ High-grade ghioma
Sarcoma
} Acute lymphoblastic
T =50 ¢ leukaemia, acute Papilary
myeloid leukaemia, [ thyroid cancer
9. histiocytosis, multiple
myeloma and dendritic
= . (33 cell neoplasms Secretory breast
° @ carcinoma
@1 Renal cell |
e caecinoma . | Infantile
@ fibrosarcoma
+—— Pancreatic cancer
@+ Cellular and
[ 2 Colocectal cancer mixed congenital
mesoblastic
redvo-m

HIGH RESPONSE RATE AND DURABLE ACTIVITY
INDEPENDANT OF AGE AND TUMOR TYPE

Drilon,NEJM 2018

IN BELGIUM 2 NTRK

NTRK fusion to check in
all tumor for fit patient

E. Coco,Nature Review. Clinical Oncology 2018

BEGIUM ACCESS (REIMBURSED)

LAROTRECTINIB: VITRAKVI
ENTRECTINIB:ROZLYTREK




FGFR alterations
: Pemigatinib adults with locally advanced or metastatic
helmimomen = | | (Pemazyre) cholangiocarcinoma with a fibroblast growth
L—@ \ |/ FDA/EMEA factor receptor 2 (FGFR2) fusion or rearrangement
e oth g e [N St oo g concr BELGIUM that is relapsed or refractory after at least one line
20% FGFR1 ampifications ampificatons MNP of systemic therapy
Intrahepatic , . @ ) | (3~ Breast cancer
10-20% FGFR2 fusions ‘ ' me
R 0) FIGHT-202: A PHASE 2 STUDY OF PEMIGATINIB IN PATIENTS WITH
ik A Q) Endometrial cancer PREVIOUSLY TREATED LOCALLY ADVANCED OR METASTATIC
Wl | I | e CHOLANGIOCARCINOMA  pemigatinib is a selective,
Crothalil oamear  conveatcancer potent, oral inhibitor of FGFR1,
060% FOPR matons 0% PR mstns 2,and 3
7% FGFR1 ampifications kdgseseins
7-8% FGFR4 mutations D e
Cohort A (planned N=100)
FGF/FGFR StatUS Oral FGFR2 fusion/rearrangements
Progression after 21 Fuaiil e —
. 13,5 mg QD Cohort B (planned N=20)
4 prlor thera py 2 Won 1 week Other FGF/FGFR genetic alterations
ff
Seen 5-10% of all human cancers, ECOG PS <2 ¢ Cohort C (planned N=20)
although this frequency increases to NO FGF/FGFR genetic alterations
10-30% in urothelial carcinoma and Primary endpoint: ORR in cohort A

» Secondary endpoints ORR in cohorts B, A + B, and C; duration of
response, disease control rate,
PFS, OS, and safety in all cohorts

intrahepatic cholangiocarcinoma.

MA KROOK, BJC 2021 Abou-Alfa, Lancet onco, 2020



2 Complete response (ne3)
Partial response (n=35)
[0 Stable disease (n=50)

[0 Progressive disease (n=16)

Best percentage change from baseline in target lesion size
'

1206 screened
N cohort A=107

Primary endpoint
ORR cohort A

Median survival 211 months (95% O 148 1o not evakuable)

FIGHT 302 PHASE IlI
pemigatinib vs gemcitabine-cisplatin
PROOF PHASE Il
infigratinib vs gemcitabine-cisplatin
FOENIX-CCA3
Futimatinib vs gemcitabine-cisplatin

FIGHT 202 | PEMIGATINIB

mPFS 6,9

35,5%
21,1

ORR
mOS

DCR 82 %

\.\
90+ W
804 \“,
704 \\‘&..\_‘
7 Tty
5 601 e
§so< e b rstesteeroeilin
I 1
30
204
104
o 2 4 6 8 0 uw w ® W® 2 n W ¥
Nomberatrnk 107(0) 10001) @) NE) BEH 29 N0 KW HEN R ) 369 06N 0N
(mumber censored)
A FGFR2 fusions or reamangements
Lag ma 3 Median progression- free suevival 6.9 months (95% 06.2-96)
904 A
84 .
Z s
b \_‘\
§ o ~
£ o ‘« 3\
g.» “—
y
» g T—
-
204 le——
104 | D S—
|
° 2 H 6 H 10 2 " M ) 2 u
Numberatesk 107(0) 880) 266 60 w09 208 uE) nuEN 703 403 209 105 008

(mamber cemored)

Abou-Alfa, Lancet onco, 2020



IDH 1 MUTATIONS: IVODISENIB (TIBSOVO)

N Mitochondrion Cytosol Nucleus ClarIDHy trial Lancet Oncol 2020; 21: 796-807
lucose
N N=181
_________ » Citrate 500 mg QD orally
)us 28-day cycles
Isoc*rate . mnw!! confirmed . —
NADP* * Ce SR Double blind
e mIDH1 status by NGS S Cross over permitted
+ ECOGPSO0-1 R2:1 after progression
NADPH + CO, * 1-2 prior therapies Placebo
> ok N=61
NADPH oKG
Jependent Primary endpoint: PFS by blinded independent radiology center
NADP* loxygenases

(IRC)
= Secondary endpoints included: safety and tolerability; PFS by

local review; OS; objective response rate;
quality of life (QoL)t; pharmacokinetics/pharmacodynamics

A 2HG

ANYZAN\Y /A

Glutamine

IDH= isocitrate dehydrogenase

Dang, Annals of onco, 2016 Ivosidenib Placebo
PFS
1 Median, months 2.7 1.4
2% 6-month rate 32% NE
3 967 12-month rate 22% NE
05 Disease control rate 53% 28%
FDA approval: augustus 2021 @ 04 (PR+SD) (2% PR, 51% SD) | (0% PR, 28% SD)
PHASE 3b BELGIUM Q2 2023? & 03 1 :
02 | CLaiLDHy ABC 06
oA Ivosidenib FOLFOX
0.0

: . . . . mPFS 2,7 Mo 4 Mo
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Number of patients at risk: ORR o, o,
124 105 54 40 36 28 22 16 14 10 9 6 5 4 3 2 /o 5 A’

61 46 11 6 4 1 DCR 53% 33%

Survival (months)



IDH 1 MUTATIONS: IVODISENIB

ClarIDHy: final OS analysis after RPSFT adjustment
for crossover (70% of the patients in placebo arm)

Probablll i de SO

HR = 0.79 (IC 95% - 0,56 — 1.12); 1-sided p = 0,0093 MEDIAN OS FOR PLACEBO AFTER ADJUSTMENT FOR

HR = 0,43 (IC 95% : 0,34 — 0,70); 1-sided p < 0.0001 CROSSOVER = 5,1 months (p<0.0001) vs 10.3 (ivosidenib)
Ajustement RPSFT (rank praserving structural fallure time)

+ Censored

== Placebo
== Placebo RPSFT adjusted

== |vosidenib

ND. & risQue
128 113 87 86 72 82 &3 42 42 22 26 13 14 10 7 3 3
81 60 43 3 20 2T 20 18 17 12 3 - 4 2 1 1 1
81 40 37 20 21 14 8 - 2 1 1

Ivosidenib Placebo
(n=126) (n=61)

Number of events (%) 100 (79,4%) 50 (82,0%)
Median OS (months) 10,3 7,5
6 month rate 69% 57%
12 month rate 43% 36%

AX Zhu et al, ASCO GI 2021, abstract 266



PANCREATIC CANCER in BELGIUM 2022

OLAPARIB (LYNPARZA)

PENDING (SOON reimbursed)

IN BELGIUM
NGS ACCESS

Table 8. List of genomic alterations level I/I1/lll according to ESCAT in

(PDAC)

m I ANNALS o d pancreatic d
ONGOLOGY [Gene Alteration Prevalence ESCAT References
m BRCA1/2 Cs'ertl'\lzb'eB 1%—4% A

Recommendations for the use of next-generation sequencing (NGS) for
patients with metastatic cancers: a report from the ESMO Precision

g
Cell. 20177

Golan T, et al. N Engl J Med.
20197

Shroff R, et al. JCO Precis
Oncol. 2018 **

Plhlak»!l, et al. Caoncers.
2018" "

Marcus L, et al. Clin Cancer
Res. 2019™"

Cocco E, et al. Nat Rev Clin
Oncol. 2018 **

Doebele RC, et al. Lancet
Oncol. 2020°°

Medicine Working Group Somatic 3% ms
mutations
MSI-H 1%—3% Ic
»tumour multigene NGS in patients with
advanced PDAC not vet in daily practice T —— — -
but ESMO considers it is the mission of
clinical research centres and their RRAS  Motstions  30% A
networks to propose multigene PIKICA  Hospot 3% na
sequencing to patients with advanced
PDAC in the context of molecular BRAF'SX Mutations 3% A
screening programmes, in order for TG TR e
patients to get access to innovative drugs. ERE82 Amplfications/ 1oz A
If multigene sequencing is not carried out,
detection of MSI and NTRK fusions should
- NRG21 Fusions 1% ma
be done using cheaper standard
- ALK Fusions < 1% mna
methods, pending drugs are approved
. RET Fusions <1% na
and relmbursed' « ROS1 Fusions <1% ma

Zeitouni D, et al. Cancers.
2016 "
Heestand G, et al.

2015
Payne S, et al. J Clin Oncol.
2015
Hyman D, et al. N Engl J Med.
20157
Azmi A, et al. Eur J Cancer.
2010"*"
Wadde_ll N, et al. Noture.
2015™%*
Harder J, et al. Br J Cancer.
2012"%*
Hyman D, et al. Noture.
2018
Jones M, et al. din Cancer
Res. 2019 %
Singhi A, et al. J Natl Compr
Canc Netw. 2017 7¢
Drilon A, et al. J Clin Oncol.
20187
Pishvaian M, et al. J Clin
Oncol. 2018°°"

Mut KRAS G12C: recent data with ADAGRASIB (ASCO Gl 2022)




GENETIC and PC

National -
Comprehensive [NCCN Guidelines Version 1.2020 NCCH Sudelnes Index
i o, Pancreatic Adenocarcinoma Discussion

CLINICAL PRESENTATION AND WORKUP

* Chest and pelvic CT® No mass or ‘ Refer to high-volume
* Consider endoscopic diag is not .
ultrasonography (EUS)? confirmed center for evaluation
* Consider MRI as clinically
indicated for indeterminate liver Resectable Disease (see PANC-2)
No * Consider PET/CT in high-risk
etastatic |- patients? Borderine R ble Di (see PANC-3
::seasse ! * Consider endoscopic retrograde
Clinical cholangiopancreatography (ERCP)
suspicion of with stent placement® .
pancreatic « Liver function test and baseline Locally Advanced Disease (see PANC-6)
cancer or Pancreatic CA 19-9 after adequate biliary
evidence | [protocol CT |  Multidisciplinary i o
of dilated (abdomen) consultation? « Germline testing if diagnosis Metastatic Disease (see PANC-8)
pancreatic (See PANC-A) confirmed’
and/or
bile duct Biopsy * Germline ﬁe.sting' ]
(stricture) confirmation, from ° Gene_ p‘roﬁhn‘g o‘f tumt;r tissue Metastatic Disease
" — S as clinically indicated
disease a metastatic site + Complete staging with chest (see PANC-8)

preferred and pelvic CT®

f Germline testing is recommended for any patient with confirmed pancreatic cancer, using
comprehensive gene panels for hereditary cancer syndromes. Genetic counseling is
recommended for pauents who test posmve for a pathogemc mu!atlon or for panems wnh

"nininenal encoscopy, meical oncaigy radaton orcocay. cuaery. panosad SOMATIC GENE PROFILING
%erlalnc medicine, and palliative care. Consider oonsultanon with a reg:s!ered diel
ee NCCN Guidelines for Older Adult Oncology a de
b EUS to confirm primary site of involvement; EUS- gunded blopsy if chnlcally mdlcal S EARC H FO R ACTI O NAB LE M UTATI O NS LI KE F US I O N
¢l h
d P;?EaTg/gg_ :tlstancr?\gt;a;é légfssnzmr:fllg'?;}:\gl pancreatic CT protocol in high-risk f ( NTR K, ROS, ALK, N RG 1) M UTATI O NS (

to detect extra pancreatic metastases. It is not a substitute for high-quality, contrag

enhanced CT. See Principles of Diagnosis. Imaging. and Staging (PANC-A). BRAF,BRCA1/2,PALB2,HER2,KRAS...) MMR

@ See Principles of Stent Management (PANC-B).
DEFICIENCY




BRCA MUTATED METASTATIC  FisRT LNE
PANCREATIC CANCER ~ MAINTENANCE

4-7 % OF PCHAVE A GERMLINE BRCA MUTATION

CELLS HAVE A DEFICIENCY IN HOMOLOGOUS RECOMBINATION AND ARE
MORE SENSITIVE TO PARP INHIBITOR (poly(adenosine diphosphate—ribose
polymerase )

PARP inhibitors cause an accumulaTion of DNA damage and tumor-cell
death.In a phase 2 trial, olaparib had antitumor activity in heavily
pretreated patients with a germline BRCA mutation and metastatic
pancreatic cancer.

GOLAN, NEJM, 2019



BRCA MUTATED METASTATIC
PANCREATIC CANCER

A Progression-free Survival MEDIAN PFS 7,4 MO VS 3,8
1.0+ HR 0,53
0.9
—  0.8- Progression-free Olaparib Placebo
L
= Survival Group Group
< mo %
a 07
6 53.0 23.0
R 12 337 14.5
T 0.6- 18 27.6 9.6
-2 24 22.1 9.6
g 0.5 Median, 7.4 mo vs. 3.8 mo
g Hazard ratio, 0.53 (95% Cl, 0.35-0.82)
. P=0.004
s 04
oy
= 03
bl
]
a 0.2 Olaparib (N=92; 60 events)
0.1+
Placebo (N=62; 44 events)
o-c T T T T T T T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
Months since Randomization
No. at Risk
Olaparib 92 69 50 41 34 24 18 17 14 10 10 8 8 7 5 3 3 3 3 2 1 1 1 O
Placebo 62 39 23 10 6 6 4 4 4 2 2 2 2 1 1 0
GOLAN, NEJM, 2019




clinical trials with

PANCREATIC ADENOCARCINOMA| IRGEREIE LA

adjuvant and metastatic

STAGING: TDM(+/-|lecho-endo,laparoscopy) e
RESECTABLE borderline LOCALLY ADVA :
(10-15%) RESECTABLE NON REISECTA MMR/Q/IRS(;ES“”Q
if |CTERE BILIARY DRA'NAGE Germline testing
NAD NAD CHEMO Somatic testing
in some indications +/- RT 6 MONTHS

prefer FOLFIRINOX

AGNOSTIC THERAPY:
MSI-H: PEMBROLIZUMAB
NTRK FUSION:LAROTRECTINIB/ENTRECTINIB

GERMLINE BRCA MUTATED:OLAPARIB MAINTENANCE
SOMATIC MUTATION: ACTIONABLE TREATMENT IN

GEM or FU
NEW: GEM/CAPE
(ESPAC 4)

CLINICAL TRIALS

total of 6 months
chemo with NAD

56

SECOND LINE if patient still FIT
and according to first line
GEM,Nanolrinotecan,FOLFOX,(FOLFIRI)




MCRC
in BELGIUM 2022
PLACE OF TARGETED
THERAPY

A LOT OF DRUGS ARE STILL
PENDING



BIOMARKERS testing for mCRC in 2021 (SOC belgium access)

KRAS/BRAF/NRAF WT 40 Cetuximab
panitumumab

BRAF V600E mut 8 Encorafenib + cetuximab
Encorafenib + panitumumab
HER2 positive 3(all) If KRAS-NRAS WT
IHC 3+/2+ with +ISH or NGS 5-10 Trastuzumab + pertuzumab
(RAS Trastuzumab + lapatinib
WT) Trastuzumab + tucatinib

Trastuzumab deruxtecan

MSI-high (PCR or NGS panel)/Deficient Mismatch 8 Pembrolizumab
Repair Nivolumab
Nivo+lpi
NTRK gene fusion <0,5 Larotrectinib/Entrectinib
KRAS G12 C mutation 3 AMG 510: sotorasib
BRAF non V600E mut 4
Pole mutation <1
Others rare like FGFR fusion, RET fusion, ALK fusion <1 RET inhibition

PRALSETINIB/SELPERCATINIB



MSI-H mCRC in BELGIUM 2022
PEMBROLIZUMAB FIRST LINE (KEYTRUDA)

KEYNOTE-177 design

mCRC MSI

MSI-H

Key eligibility criteria

* MSI-H (PCR)/dMMR (IHC)
Stage 4 CRC

* ECOG PS 0-1

* Treatment naive

* Measurable disease Recist
Vi1l

Stratification factors

* ASIA vs non-ASIA region
* ECOGPSOvs1

* ESCCvs EAC

N=153 | Pembro 200 mg IV Q3W for < 35
cycles

e

Optional PEMBRO
Investigator choice chemotherapy at PD (60 %)

sSOC CHEMO
(N=14a3)

. FOLFIRI 11,2
FOLFIRI + BEVA 25,2
FOLFIRI+CETUX 7.7
MFOLFOX 6 7.7

" MFOLFOX 6+BEVA a4.,8

- MFOLFOX 6 +CETUX ==

Dual primary: OS and PFS (RECIST 1.1,BICR)
Secondary endpoints: ORR (RECIST 1.1,BICR),PFS2,HRQoL,safety
Tumor response assesed at 9 and Q9W

STAGE II STAGE Il

MSI-H CRC 22% 12 %

STAGE IV
3,5%




MSI-H KEYNOTE-177 mCRC MSI
ABSTRACT 3500
- - Update ASCO 2021
Progression-Free Survival T Andre
Events HR (95% Cl) _ PEMBRO CHEMO
.
100 Pembro 56% 0.59 mPFS mo 16,5 6,1
90 Chemo 76%  (0.45-0.79)
80 - 12-mo rate HR 0,59
70 - 55%
38% 36-mo rate
s 60 - 42%
% = TR 1% PRESPECIFIED STATISTICAL CRITERIA
u \_\u D FOR SUPERIORITY OF PEMBRO WAS
40 -.“_I_lh_.'LI.II_I.I_I_I_I.II_I MET: HR FOR PFS 0,59
30 - HIGHLY SIGNIFICANT P VALUE
20
10 - [Tl |
0 +——— S L — —r—r—rr—rr
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
No. at Risk Time, months
153 96 77 72 64 60 59 55 50 42 28 16 ¢ 5 0 0

154 101 69 45

Data cut-off: 19Feb2021.

35 25 21 16 12

1 8 5 3 0 0



MSI-H || KEYNOTE-177

Overall Survival

mCRC MSI

ABSTRACT 3500

Andre KN177FA ASCO 2021 Update ASCO 202 1
T Andre

Events, HR
n (%) (95%Cl) P
1001 Pembro 62 (40.5%) 0.74  0.0359°
90 o rite Chemo 78 (50.6%) (0.53-1.03)
. 74 %
80 36-mo rate . . . ..
70- : o Non statistically significant
o 607 § reduction in mortality BUT HIGH
e S PRI CROSS OVER RATE (60 %)
40 ; 5,
30 i
20 ';
10- 5
0 L] L] l: L} L] L L] L] ; L] L] L] L] L] 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
No. at Risk Time, months
153 134 123 119 112 107 104 101 97 92 70 48 28 16 4 0
153 137 121 110 99 95 88 85 79 71 53 36 18 11 3 0

aPembrolizumab was not superior to chemotherapy for OS as one-sided a > 0.0246. Pre-specified sensitivity analyses to adjust for crossover effectby rank-preserving structure failure
time model and inverse probability of censoring weighting showed OS HRs of 0.66 (95% Cl 0.42-1.04) and 0.77 (95% CI 0.44-1.38). Data cut-off: 19Feb2021.



CONCLUSIONS



Gl cancers current situation in BELGIUM

Trastuzumab in GC HER2 + cancer (waiting T-
DxD,immunotherap))

IMMUNOTHERAPY NOW IN EGC,HCC,MSI-H CRC ( discussed
criteria)

BTC: MNP for Pemigatinib in FGFR2 fusion

Pancreatic cancer maintenance: olaparib in BRCA PC very soon’

Reimbursed Larotrectinib and Entrectinib in all NTRK fusion +
tumors



Gl cancers in BELGIUM GO FURTHER

VERY IMPORTANT TO FIND THE GOOD TARGET AND THE
GOOD TRIALS OR MNP
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