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Division of Medical Oncology, Nippon Medical School Musashikosugi Hospital

Projected Number of Cancer Incidence by Site (2021)
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(1) ZALBIFRID AFETHE (20215F)
Projected Number of Cancer Deaths by Site (2021)
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JCOG1611 (GENERATE)

Nab-PTX+GEM

Nab-paclitaxel 125 mg/m?

Gemcitabine 1,000 mg/m?
Days 1, 8, 15, ever 4 weeks

i i i N.=732  Treatment until
Key inclusion criteria disease progression or
» Metastatic or recurrent pancreatic cancer MmFOLFIRINOX unaccentable toxicit
« Adenocarcinoma or adenosquamous Oxaliplatin 85 mg/m? P y

carcinoma

« ECOG PS of O or 1

» Aged 20-75 years

 No prior treatment for metastatic or
recurrent disease

Irinotecan 150 mg/m? . « Tumor assessment
I-leucovorin 200 mg/m every 6 weeks per

Fluorouracil 2,400 mg/m? RECIST v1 1
Days 1-3, every 2 weeks

Adjustment factors

Institution » Toxicities graded per
. *6/- * - ECOG PS 01
UGT1AT of WT’ o/ , Of 28/ Metastatic/Recurrent S-IROX CTCAE v4.0

» At least one measurable |lesion (P2 portion)

Oxaliplatin 85 mg/m?
Irinotecan 150 mg/m?

S-1 80 mg/m?/day

Days 1-7, every 2 weeks

ESMO 2023, abst 16160
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QOverall Survival

1.0

Arm Median (95% ClI) HR (95% CI)*
0.8

Nab-PTX+GEM (n=176) 17.0 (14.5-18.9) -
mFOLFIRINOX (n=175) 14.0 (11.4-16.3) 1.29 (0.98-1.70)
S-IROX (n=176) 13.6 (12.3-16.3) 1.29 (0.98-1.70)

Overall survival

04 | m F OLFI RI N ox * By stratified Cox regression model
Nab-PTX+GEM
0.2
1 1 L
I L1 1
| I
0.0 1 1 1 1 1 L 1 J
0 6 12 18 24 30 36 42 48
Patients at risk Months after randomization
Nab-PTX+GEM 176 135 76 47 27 15 6 4 0
mFOLFIRINOX 175 128 66 39 21 10 6 2 0

S-IROX

MFOLFIRINOXI(Z. Nab-PTXICE>CL\A{tE[m ESMO 2023, abst 16160
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Targeted therapy in pancreatic cancer

« Most common mutations in pancreatic cancer historically have not been
targetable

» KRAS

= TP53

= CDKNZ2A
= SMAD4

« Mutations with potential therapies are found in <5% of pancreatic cancers
= NTRK fusions, RET fusions, NRG1 fusions, KRAS G12C
= Germline BRCA1/2 mutations in 6-10%



POLO Trial: olaparib in BRCA1/2 mutant
metastatic pancreatic cancer

A Progression-free Survival
1.0

0.9

0.8 | Progression-free Olaparib Placebo
Survival Group Group
mo %
6 53.0 23.0
12 33.7 14.5
18 27.6 9.6
24 221 9.6

0.7

Median, 7.4 mo vs. 3.8 mo
Hazard ratio, 0.53 (95% Cl, 0.35-0.82)
P=0.004

®
2
2
3
0
&
<
2
w
@
o
o
8o
)
4
[
e
°
>
£
5
[
o
°
4
a

Olaparib (N=92; 60 events)

————

Placebo (N=62; 44 events)

4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 43 S0
Months since Randomization

No. at Risk
Olaparib 92 69 S50 41 34 24 18 17 14 10 10 8
Placebo 62 39 23 10 6 6 4 4 4 2 2 2

~——— QOlaparib (n = 92) Olaparib
—— Placebo (n = 62) (n=92)

Events, No. (%) 61(66.3)
Median OS, months 19.0

Placebo
(n=62)

47 (75.8)
19.2

HR (95% CI); P 0.83 (0.56 to 1.22); .3487

Ongoing investigational

13(141
treatment at DCO, No. (%) 31 J
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2(3.2)

0 2 46 8101214161820222426283032343638404244 464850525456 58606264

Time Since Random Assignment (months)
No. at risk:
Olaparib 92 88 84 79 72 66 61 58 52 48 43 38 34 31 2322191715121 10 7 6 5 4
Placebo 62 62 60 57 53 44 434034322821171611 10 8 8 7 6 6 5 5 4 4 1

Golan T et al, NEJM 2019; Kindler HL et al, J Clin Oncol 2022
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Targeting KRAS Mutations

Multiple., G12C
Other__ 2%

Drug Clinical Trial
G12R Pan-KRAS Inhibitors
14% ‘i 123/'3 RMC-6236 NCT05379985
; BI-1701963 NCT04973163
KRAS G12D Inhibitors
MRTX1113 NCTO05737706
ASP3082 NCT05382559
HRS-4642 NCT05533463

G12V
32% Adapted from Hoffmann MH et al, Can Discov 2022
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Sotorasib in KRAS p.G12C-mutated Pancereatic Cancer

A Responses and Duration of Treatment

- . Best Objective Response
[ Partial response
= [l Stable disease
[ Progressive disease
M Not assessed

Patients

@ First response

A Progressive disease
M Death

= Ongoing treatment

Months

B Best Change in Tumor Burden
Confirmed Best Objective Response: [ Partial response [ Stable disease W Progressive disease

[} 60—
£
© 40
4
4] 20—+
§ o
-
o -20-
:_;v —40-
- —60-
3
5 -80—
a -100

Patients

FTME21% N Engl J Med 2023;388:33-43



KRYSTAL-1: Adagrasib (MRTX849) in Solid Tumors

Adagrasib (MRTX849) is a Differentiated KRAS®12C |nhibitor

= KRAS®'2¢ mutations act as oncogenic drivers in a range of solid tumors:

— NSCLC (~14%)’
— CRC (3—4%)'-3
— Appendiceal (3—4%)"'?
— Ovarian (0.4%)’

PDAC (1-3%)* ?TKEGFR)
eg,
Small bowel (1-3%)"2 L

A
Biliary tract (1%)? 2

Endometrial (1.5%)"

A LM
W

. : " | Adagrasib
= Adagrasib, a covalent inhibitor of KRAS®'2¢, was selected for favorable X (MRTX849) binds to
properties, including a long half-life (23 hours), dose-dependent PK and ™. | GDP-bound
CNS penetration®>’ > | KRAS®2C, |ocking
KRASG12C KRASG12C KRAS®'2C in an off
~ “?:i state and abolishing
= Adagrasib has been granted accelerated approval by the FDA and is under e S aberrant constitutive

review by the EMA for the treatment of KRAS®'?c-mutated NSCLC

signaling

= Adagrasib has been granted breakthrough therapy designation, in combination 3 oyrasb

Inhibits

with cetuximab, for the treatment of patients with KRAS®'?C-mutated CRC (= o

suppresses
MAPK signaling
and tumor growth

2

Pant S, Updates on Abstract 425082, ASCO Plenary Series 2023



KRYSTAL-1: Adagrasib (MRTX849) in Solid Tumors

Adagrasib in Patients With PDAC and BTC: Best Tumor Change From Baseline

0 PDAC BTC

= 40- z

g § 40—

m 20- S 204

£

S 0 -} — £

a 9 0 =

o -20- o -20-

£ o " ""TTTToTToTeTEes I ‘B
£ -40- S 40

o o

2 -60- < -60-

E 80 M Partial response £ M Partial response

g Stable disease g -80 1 sStable disease

.5 -100- M Progressive disease .:'_s 1004 M Progressive disease

= Evaluable Patients - Evaluable Patients
= Confirmed ORR of 33.3% (7/21 patients) = Confirmed ORR of 41.7% (5/12 patients)

= Disease control was observed in 17/21 (81.0%) patients = Disease control was observed in 11/12 (91.7%) patients

All results are based on BICR; data as of October 1, 2022 (median follow-up: 16.8 months) Y4

Pant S, Updates on Abstract 425082, ASCO Plenary Series 2023
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