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Updates In
Gastroesophageal Cancer?
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No Updates for 2022...but as a reminder, Immunotherapy g jouns Hopkins
is Indicated for Gastroesophageal Cancers

M E DI C 1 NE

A Disease-free Survival in the Overall Population

Checkmate 577: Adjuvant nivolumab improves disease-free survival for \\
resected esophageal or gastroesophageal junction cancer who had received
neoadjuvant chemoradiotherapy and had residual pathological disease B i MR
. Kelly, et al, NEJM, 2021 § o e
. mDFS = 22.4 months with nivolumab vs. 11 months with placebo “ Ph ok
Platinum, 5FU, trastuzumab PLUS pembrolizumab for HERZ2 positive o
esophagogastric cancer ‘1N
. Janjigian, et al, Lancet Oncology, 2020 :“”
. 91% ORR, mOS = 27.2 months i
. Confirmatory Phase 3 trial (Keynote 811) has completed accrual a0+ Compet espo
Checkmate 649: Nivolumab improves overall survival when added to 1st line o S
CAPEOX/FOLFOX for metastatic gastroesophageal cancer > ‘
. Janjigian, et al, Lancet Oncology, 2021 .

. mOS = 14.4 months with nivolumab vs. 11.1 months with placebo
. Benefit greatest CPS =5 tumors

U
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Kelly R, et al, N Engl J Med 2021;384:1191-203; Janjigian Y, et al, Lancet Oncol. 2020 June ; 21(6): 821-831; Janjigian Y, et al, Lancet 2021; 398: 27—40



Practical Updates in
Pancreatic Cancer
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Cis/Carbo-Etoposide vs. Cape-Tem for 4 jousnoens
High Grade GEP-NET

Randomized phase Il study of platinum and etoposide (EP) versus temozolomide and capecitabine (CAPTEM) in patients with
=E CO G ACR] 'N advanced G3 non-small cell gastroenteropancreatic neuroendocrine neoplasms (GEPNENs): ECOG-ACRIN EA2142
| -
T —

Jennifer R. Eads', Paul J. Catalano?, George A. Fisher i avana Konda®, Myron 5. Kwong®, Jennifar 4. Chan”, Ana De Jesus-Acosta®,
alid L. Shaib?, Heloi !

cancer research group

ster, MN: ""Wirship Can fitut

STUDY DESIGN

Progression Free Survival Between Treatment Arms COwverall Survival Betwean Treatment Arms

Regmen = CAPTEM = EP Regimen = CAPTEM & EP

CAPTEM: 12.6 mas, (95% C14.73, 20.7)
CAPTEM: 3.45 mos. (95% O 2.04, 7.52) EP: 10.6 mos. [95% C19.26. 19.9)
EP: 5,36 mos, [95% C1 2.14, 7.23)

Most Severe Toxicities—evaluable in 57 patients | I b - - o z =
Toxicity Arm A (n=28) Arm B (n=29) ' ‘ " ' . Tane
. . Grade3 | Grade 4/5* | Grade3 | Grade4 PFS among Gl METs PFS ameng P NETs
\Anemia | 1(3.6%) | - | 8(27.6%) | = Mgl  CAPYEN B 8 Fagioes § GAPTENG I B
| Febrile neutropenia | - | 2(7.1%) | 2(6.9%) | - | r il
| Abdominal pain 2(7.1%) - - - CAPTEM: 2.27 mos. (95% €1 2,00, 4.30) CAPTEM:4.47 mos. (35% C1 187, 8.41)
| Diarrhea I (7.1%) [ . [ _ [ R | EP: 4,07 mos. [95% C1 1.54, 6.44) EP: 5,45 mos, (95% C1 2.07, 9.26)
|Nausea 2(7.1%) - - - "
Fatigue T Response Rate
[Sosie _— T A L. CAPTEM: 19%
|Lymphopenia | 1(3.6%) | - | 2(6.9%) | - | 5 ;T EP:22%
|Neutropenia | 1(3.6%) | 1(3.6%) | 5(17.2%) | 7 (24%) i ’
| Thrombocytopenia . 1(3.6%) 2 (6.9%) | 2 (6.9%)

'Leukopenia [ - | 2(2a%) | 4(138%) | 2(69%) |
;vaumagnesemia - - - | 1(3.4%) =




A Randomized Study of Temozolomide or
Temozolomide and Capecitabine in Patients with
Advanced Pancreatic Neuroendocrine Tumors: Final
Analysis of Efficacy and Association with MGMT
(ECOG-ACRIN E2211)

Pamela L. Kunz', Noah Graham?3, Paul J. Catalano?3, Halla S. Nimeiri*, George A. Fisher Jr®, Teri A.
Longacre®, Carlos J. Suarez®, Brock A. Martin®, Daniel L. Rubin®, James C. Yao’, Matthew H. Kulke®, Andrew
E. Hendifar®, James C. Shanks'?, Manisha H. Shah'", Mark M. Zalupski'?, Edmond L. Schmulbach’3, Diane L.

Reidy-Lagunes'4, Jonathan R. Strosberg’, Terence Z. Wong'®, Peter J. O’'Dwyer'’, and Al B. Benson |II4

"Yale University, °Dana Farber Cancer Institute, S(ECOG-ACRIN Biostatistics Center, ‘Northwestern University, >Stanford University, $University of Louisville, “MD
Anderson Cancer Center, 8Boston University, °Cedars Sinai Medical Center, "°Saint John’s Hospital Healtheast, ''Ohio State Comprehensive Cancer Center, ?University
of Michigan Comprehensive Cancer Center, *Kaiser Permanente South San Francisco, *Memorial Sloan Kettering Cancer Center, ">Moffitt Cancer Center, 5Duke
University, "University of Pennsylvania

==ECOG-ACRIN

cancer research group

Reshaping the future of patient care
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E2211 StUdy Design @ JOHNS HOPKINS

Primary Endpoint:
ARM A: « PFS (local review)

n=72 Temozolomide 200 mg/m? po QD days 1-5

Secondary Endpoints:
- RR

« OS
+ Toxicity
Correlative Endpoints:

* Central Path Review

« MGMT by IHC (H-Score)

« MGMT by promoter
methylation

Stratified by:

* Prior everolimus

* Prior sunitinib

* Concurrent octreotide

NCT01824875



E2211: Primary Endpoint mPFS @) JOHNS HOPKINS

Median HR (95% ClI) p-value
(mo)

Tem 66 14.4
—— Cape/Tem 68 22.7 0.58 (0.36, 0.93) 0.022
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with Response

RECIST MGMT (IHC, H-Score) MGMT (Promoter Methylation)

esPonSe 12, low 3, high Positve | Tota

No 30/63 (48%) | 29/34 (85%) 59 31/50 (62%) | 1/7 (15%) 32
Yes 33/63 (52%) | 5/34 (15%) 38 19/50 (38%) | 6/7 (85%) 25
Total 63 34 97 50 7 57

OR [95% CI] = 6.38 [2.19, 18.60]; p = 0.0004 OR [95% CI] = 9.79 [1.09, 87.71; p = 0.04

Counts are shown among patients who underwent any MGMT testing (n=97)
IHC H-Score Categories: Category 1 < 50, Category 2 51-100, Category 3 > 100



2022 ASCO a1

A N N U A L M E ET I N G TREATMENT OF DIGESTIVE TUMORS

Sequential nab-paclitaxel/gemcitabine
followed by modified FOLFOX, for first-line
metastatic pancreatic ductal carcinoma
(MPDAC): the SEQUENCE trial

A. Carrato, R. Pazo-Cid, T. Macarulla, J. Gallego, P. Jiménez Fonseca, F. Rivera, M® T. Cano,
M Rodriguez-Garrote, C Pericay, |. Ales, L. Layos, B. Grana, V. Iranzo, |. Gallego-Jimenez, R.
Garcia-Carbonero, M. Alvarez Alejandro |. Ruiz de Mena, C. Guillén-Ponce, E. Aranda

On behalf of the Spanish Cooperative Group for the Treatment of Digestive Tumors (TTD)

2022 ASCO =3

ANNUAL MEETING Alfredo Carrato MD/PhD



SEQUENCE trial: Study Design TID

TREATMENT OF DIGESTIVE TUMORS

Open label, randomized, phase Il
nab-P/Gem

investigator-initiated trial in 15-line ,
// Every 4 w until PD, unacceptable toxicity or withdrawal of IC

nab-paclitaxel 125 mg/m?d1,8,15
gemcitabine 1000 mg/m?d1,8,15

Primary endpoint: mFOLFOX-6 d29
= Increased efficacy in terms of 12-month OS rate oxaliplatin 85 mg/m?,d29
LV* 400 mg/m?, d29

Secondary endpoints:
= ORR, TTP, PFS, mOS; quality of life and safety 5-FU 400 mg/m?2 bolus, d29

5-FU 2400 mg/m?2 46h CI, d29-30

ClinicalTrial.gov id. NCT02504333
Accrual: 30 months (July 27, 2017-April 16, 2019) Every 6 w until PD, unacceptable toxicity or withdrawal of IC

Tumor evaluations every 12 weeks
(*) L-leucovorin 200 mg/m? or racemic leucovorin 400 mg/m?

Content of this presentation is the property of the

2022 ASCO m PRESENTED BY: ” cervo
Alfredo Carrato MD/PhD A NCae Ly AL P melor naquie (n. celske. KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING




SEQUENCEiIng Chemotherapy for
Pancreatic Cancer

Progression-free survival (%)

Overall survival (%)

Events, n Patients, n Median months
(95% Cl)
100 ™
i —— nab-P/Gem-mFOLFOX 67 78 7,9 (6,2-9,6)
11,_ —— nab-P/Gem 70 79 52(33-71)
80 | "L‘
...I L_\hl
60 \
4 HR=0,516 (95% CI 0,363-0,734), p<0,001
h
40 =
20 \ W,
H !
—
0 ] ;
0 6 12 18 24 30 36 42
Time (months)
Events, n Patients, n  Median months
(95% CI)
100 n“. ——
- nab-P/Gem-mFOLFOX 64 78 13,2 (10,1-16,2)
80 | h\\L ~—— nab-PIGem 75 79 9,7 (7,5-12,0)
60 \ HR=0,676 (95% CI 0,483-0,947), p=0,023
| =
N\ &
40 | \ H‘—A

20 LLH“—»

0 L s l

0 6 12 18 24 30 36 42
Time (months)

zzzzzzzz

Gem-Nab-Pac | Gem-Nab-Pac - | P-value
FOLFOX

0.009
<0.001
0.023
0.016
0.08*

20% 40%
mPFS 5.2 months 7.9 months
mOS 9.7 months 13.2 months
12m OS 35% 55%

2" Line Tx 55% 40%

Quiality of life was measured and was similar in both arms

Carrato A, et al, J Clin Oncol 40, 2022 (suppl 16; abstr 4022)
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Next Sequence Trial for Pancreatic

Cancer

QD)

OHNS HOPKINS
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Efficacy of sequential first-line treatment Gemcitabine plus Nab-paclitaxel (GA) followed by FOLFIRINOX (FFX) versus
FOLFIRINOX alone in patients with metastatic pancreatic cancer: GABRINOX2 randomized phase 2 trial

Fabienne PORTALES, Eric ASSENAT ,Emmanuelle SAMALIN, Thibault MAZARD', Antoine ADENIS, Blandine SUCHET GALLET, Catherine FIESS, Aurore MOUSSION;, Stéphanie DELAINE', Florin GRIGORESCU,

Sophie GOURGOU' and Marc YCHOU

IInstitut du Cancer de Montpellier (ICM), Univ Montpellier, Montpellier, France; Centre Hospitalier Universitaire de Montpellier, Hopital Saint Eloi, Montpellier, France; Biostatistics Unit, CTD INCa, ICM-Montpellier Cancer Institute, Montpellier, Franc.,
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Practice Changing Trials In
Biliary Tract Cancer
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TOPAZ-1: Gem-Cis +/- Durvalumab in (@) JOHNS HOPKINS
Cholangiocarcinoma

100+
R

Hazard ratio for death,
0.64 (95% Cl, 0.52-0.80)
P<0.001

= For more than a decade, gemcitabine + cisplatin
has been the standard of care in advanced

biliary cancer

« (Gem-cis vs. gemcitabine alone
o mOS 11.7 vs. 8.1 months N N

T T T T T 1
0 4 8 12 16 20 24 28 32

@) O R R 26 ) 1 VS. 1 5 . 5 % Months since Randomization

No. at Risk
Gemcitabine 206 151 97 53 28 15 4 3 2

= TOPAZ-1 was a Phase lll randomized trial of - S R
gemcitabine + cisplatin +/- durvalumab for TOPAZ-1 study design

TOPAZ-1 is a double-blind, multicenter, global, Phase 3 study

~
a
|

Cisplatin-gemcitabine

Overall Survival (%)
3
T

N
G
1

advanced biliary cancer d—
y eligibility
- - « Locally advanced or metastatic BTC Durvalumab 1500 mg Q3W Durvalumab 1500 mg
 Note that gem-cis was stopped in both arms (CC, ECC, GEC) *GomGis (up o cycles) il QoW uni 7o
« Previously untreated if unresectable or
metastatic at initial diagnosis N=685
a f ter 8 CyCI eS * Recurrent disease >6 months after Placebo Q3W 2 Placebo
. . I curative surgery or adjuvant therapy + GemCis (up to 8 cycles) Q4W until PD
« Patients with advanced, untreated biliary cancer + ECOGPSOor{
. . - 5 Prirgary <|:ijz=:ctliv¢=i
ificati = Overall survival
¢ 6 8 5 patl e n tS We re ra n d O m Ized -StraDtilsftla::teI:rt‘aftiztors Secondary objectives
. H H - (initially unresectable versus recurrent) = Progression-free survival
O 1 . 1 ra n d O m |Zat| O n +  Primary tumor location . Objec_tive response rate
- (ICC versus ECC versus GBC) £ g#fatlonbm' IrDeSpI?1ns?t
. icacy by =) status
o Balanced arms  salety

Valle J, et al, NEJM 2010; 362: 1273 — 1281
Oh DY, et al, 2022 ASCO Gastrointestinal Cancers Symposium, Abstract 378



TOPAZ-1: Gem-Cis +/- Durvalumab in @) JOHNS HOPKINS
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Cholangiocarcinoma

. . . Primary endpoint: OS
= Qverall survival was significantly greater for

(95% CI), months (95% C1) v
. . T Durvalumab + GemCis (n=341) 12.8 (11.1-14.0) 0.80
em-cis-durva vs. gem-cis e .
- - - 0.9+
] o8 Statistical significance cut-off for OS: p=0.03
8 0.7 12-mo OS: 18-mo OS: 24-mo OS:
« mOS 12.8 vs. 11.5 months g o
. V . . ; HR for time up to 48.0% 25.6% 10.4%
= 054 6 months (95% Cl)
| 044 0.91 (0.66-1.26)
- HR=0.80,p =0.021 i oo |
. y . & 034 6 months (95% CI) | M—.o_.l_’_
| H —0-B0-00-0-0
a5 0.74 (0.58-0.94) | \\‘._"_
0.1+
« HR after 6 months was 0.74 | L
. 0.0 4 ;
T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30

Number of subjects at risk Time from randomization (months)

= Progression-free survival was significantly = ='0. B &2 =2 E | 2 B 1 i
greater for gem-cis-durva vs. gem-cis Secondary endpoint: PFS
« mPFS 7.2 vs. 5.7 months ey e | S o

- 0.75 0.001
57 (5.6-6.7) (0.63-0.89)

0.9 H

- HR=0.75, p = 0.001 ]

= Qverall survival benefit held true for -
virtually all subgroups analyzed including I ; w
PD-L1 status L s

Oh DY, et al, 2022 ASCO Gastrointestinal Cancers Symposium, Abstract 378



Cholangiocarcinoma

= Objective response rate was = Adverse events were very

greater for gem-cis-durva vs. gem-cis similar between the two arms
+  ORR26.7 vs. 18.7% +  Any Grade 3/4 AEs 75.7 vs. 77.8%

- .. . Summary of AEs and treatment exposure
S ratio: 1.
35 A (95% ClI, 1.11-2.31; p=0.011) S — Piacobo
30 - ' ‘ + GemCis (n=338) + GemCis (n=342)
25 4 Median duration of exposure (range), months
£ 20 Durvalumab/placebo 7.33(0.1-24.5) 5.77 (0.2-21.5)
-3 . Gemcitabine 5.19 (0.1-8.3) 5.03 (0.2-8.6)
o Cisplatin 5.13 (0.1-8.3) 4.88 (0.2-8.5)
10 4 Adverse event, n (%)
5 . Any AE 336 (99.4) 338 (98.8)
g Any TRAE _ 314 (92.9) 308 (90.1)
Durvalumab + GemCis (n=341)  Placebo + GemCis (n=343) Any grade 3/4 AE 256 (75.7) 266 (77.8)
Any grade 3/4 TRAE _ 212 (62.7) 222 (64.9)
Durvalumab Placebo Any serious AE | 160 (47.3) 149 (43.6)
, + GemCis (n=341) | +GemCis (n=343) Any serious TRAE 53 (15.7) 59 (17.3)
ORR, n (%) 91 (26.7) 64 (18.7) Any AE leading to discontinuation 44 (13.0) 52 (15.2)
[ cr.n (%) 7@21) 2(0.6) Any TRAE leading to discontinuation 30 (8.9) 39 (11.4)
| PR.n (%) 84 (24.6) 62 (18.1) Any AE Ieadin_g_.to death | 12 (3.6) | 14 (4.1)
DCR. n (%) 201 (85.3) 284 (82.6) Any TRAE leading to death 2 (0.6) 1(0.3)
: - - Any immune-mediated AE 43 (12.7) 16 (4.7)

Oh DY, et al, 2022 ASCO Gastrointestinal Cancers Symposium, Abstract 378



Practice Changing Trials In
Hepatocellular Cancer
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HIMALAYA: Tremilimumab + Durvalumabg;

vs Sorafenib in Hepatocellular Cancer

OHNS HOPKINS

M E DI C 1 NE

100+
= For more than a decade, sorafenib was the standard of care 90-
ﬁrSt Iine thel’apy for advanced HCC 80 Atezolizumab—bevacizumab
= In 2018, Lenvatinib was demonstrated to be non-inferior to < ZE
sorafenib as first-line therapy for advanced HCC R 3 s A
. Lenvatinib vs. Sorafenib z 40 :
o mOS 13.6 vs. 12.3 months 2 Sorafenib
o ORR 18.8 vs. 6.5% o Atezolizumab
. . - ezolizumab-
. In 2020, atezolizumab + bevacizumab became the new 104 Be;aci;umab
. s :
1st line standard of care A ik
. Atezo+ Bev VS, Sorafenib 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
o mOS NR vs. 13.2 months Months
@) ORR 27.3 vs. 11.9% HIMALAYA was an open-label, multicenter, global, Phase 3 trial
m HIMALAYA was a Phase Ill randomized trial of tremilimumab )

Study population

+ Patients with confirmed uHCC

« BCLC B (not eligible for
locoregional therapy) and C

T300+D (n=393):
Tremelimumab 300 mg x 1 dose
+ durvalumab 1500 mg Q4W*

+ durvalumab vs. durvalumab alone vs. sorafenib

A lower dose tremi + durva arm was closed based on Phase Il data
Patients with advanced, untreated HCC

1324 patients evenly distributed among 3 arms

o 1:1:1 randomization

+ No prior systemic therapy

+ ECOG PS 0-1

« Child-PughA

+ No main portal vein thrombosis
+ EGD was not required

Durvalumab (n=389):
Durvalumab monotherapy
1500 mg Q4wW*

Sorafenib (n=389):
Sorafenib 400 mg BID*

I@

Stratification factors

* Macrovascular invasion: Y / N

« Etiology of liver disease: HBV /
HCV / others

+ Performance status: ECOG 0/ 1

T75+D (n=153): arm closed T
Tremelimumab 75 mg Q4W
x 4 doses + durvalumab Q4wW*

At

J

Primary objective
« OS for T300+D vs sorafenib

Key secondary objective
» OS for durvalumab vs
sorafenib

Additional secondary

objectives

« PFS, ORR, and DoR as
assessed by investigator
per RECIST v1.1

« Safety

OS superiority for T300+D
vs sorafenib

OS noninferiority for

durvalumab vs sorafenib
Noninferiority margin: 1.08

OS superiority for
durvalumab vs sorafenib

Llovet et al, NEJM 2008; 359: 378 — 390; Kudo M, et al, Lancet, 2018 Marl 391: 1163-1173; Finn R, et al, NEJM 2020:
Abou-Alfa G, et al, 2022 ASCO Gastrointestinal Cancers Symposium, Abstract 379

1894 - 1905
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vs Sorafenib in Hepatocellular Cancer

Primary objective: overall survival for T300+D vs

= Qverall survival was significantly greater for sorafenib

tremi + durva vs. sorafenib
« mOS 16.4 vs. 13.8 months
- HR=0.78,p =0.0035

= Secondary objective showed non-inferiority =~ «i===,

of single agent durvalumab vs. sorafenib
. MmOS 16.6 vs. 13.8 months Secondary objective: overall survival for durvalumab vs

sorafenib

e HR=0.86
=  Qverall survival benefit held true for |
virtually all subgroups analyzed fol s | e

Probability of overall survival

Abou-Alfa G, et al, 2022 ASCO Gastrointestinal Cancers Symposium, Abstract 379
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vs Sorafenib in Hepatocellular Cancer

Progression-free survival was
equivalent between tremi + durva

vS. sorafenib

Objective response rate was
greater for tremi + durva vs.

MPFS 3.78 vs. 4.07 months
HR =0.90

sorafenib

ORR 20.1 vs. 5.1%

PFS for T300+D vs sorafenib T300+D Durvalumab Sorafenib
E 104 (n=393) (n=389) (n=389)
E PFS events, n (%) 335(852) | 345(887) 327 (84.1)
¢ pa
8 Median PFS 3.78 365 4.07
z (95% ClI), months (368-532) | (3.19-3.75) | (3.75-5.49)
% s PFS HR* | os0 102 |
g (95% Cl) (0.77-1.05) | (0.88-1.19)
8 | 5
: 04 gg’gfe:?;z;""ee a | 4029 32(82) 19.(4.9)
2 ., Median TTP 542 375 555
3 (95% Cl), months (3.81-562) | (3.68-5.42) & (5.13-5.75)
8 —— T300+D
E = Sorafenib Treated 21 cycle
0.0 4 beyond 182 (46.9) 188 (48.5) 134 (34.4)
"J é 1'2 3'0 3'6 4‘2 4'5 progression, n (%)
No. at risk ization (months)
T300+D 393 135 81 26 7 0 0
Sorafenib 389 118 53 6 0 0 0
T300+D (n=393) Durvalumab (n=389) Sorafenib (n=389)
ORR,* n (%) 79 (20.1) 66 (17.0) 20(5.1)
CR, n (%) 12(3.1) 6(1.5) 0
PR, n (%) 67 (17.0) 60 (15.4) 20(5.1)
SD,*n (%) 157 (39.9) 147 (37.8) 216 (55.5)
PD, n (%) 157 (39.9) 176 (45.2) 153 (39.3)
DCR, % 60.1 548 60.7
Median DoR,* months 22.34 16.82 18.43
25 percentile 8.54 7.43 6.51
75t percentile NR NR 2599
Median TTR (95% Cl), months 2.17 (1.84-3.98) 2.09 (1.87-3.98) 3.78 (1.89-8.44)
Remaining in response * %
6 months 82.3 81.8 78.9
12 months 65.8 57.8 63.2

Abou-Alfa G, et al, 2022 ASCO Gastrointestinal Cancers Symposium, Abstract 379



HIMALAYA: Tremilimumab + Durvalumab g jousoens
vs Sorafenib in Hepatocellular Cancer

. Event, n (%) T300+D (n=388) Durvalumab (n=388) Sorafenib (n=374)
= Ad Ve rse eve n tS We re CO m pa ra b I e b etwee n tre m I + d u rva All grades Grade23 @ All grades Grade 23 All grades Grade 23
. . . Patients with hepatic SMQ TRAE 66 (17.0) 27 (7.0) | 55(14.2) 20(5.2) 46 (12.3) 18 (4.8)
VS. Sorafer"b’ although lower with S|ng|e agent durva Patients with hemorrhage SMQ TRAE 7018 | 205 @ 308) 0 1848) | 6(16)
* Immune-related adverse events were higher in the two T R P P T N
. Blood bilirubin increased 6(1.5) 1(0.3) 6(1.9) 0 10(2.7) 2(0.5)
immunotherapy arms 103 | o 0 o | 209 o
. . . Hepatic encephalopathy 0 0 0 0 2(0.5) 1(0.3)
| H e patl C h e m O rrh ag e WaS g reate r Wlth tre m I + d u rva International normalized ratio increased 4(1.0) 1(0.3) 0 0 0 0
Esophageal varices hemorrhage 0 0 0 0 0 0

vs. sorafenib
. But, no increase in esophageal variceal hemorrhage

Event, n (%) T300+D (n=388) Durvalumab (n=388)

Event, n (%) T300+D (n=388) | Durvalumab (n=388) | Sorafenib (n=374) Al Recelved | .adingto Recelved | . dingto
grades Grade 3or4 | high-dose All grades Grade 3or4  high-dose
Starords discontinuation storolds discontinuation
Any AE 378 (97.4) 345 (88.9) 357(95.5) Patients with immune-
el abent 139 (35.8) 49 (12.6) 78(20.1) 22(5.7) 64 (16.5) 25 (6.4) 37 (9.5) 10 (2.8)
Any TRAE* 294 (75.8) 202 (52.1) 317 (84.8)
Hepatic events 29 (7.5) 16 (4.1) 29 (7.5) 9(2.3) 26 (6.7) 17 (4.4) 25 (6.4) 5(1.3)
i SRSl ) Ll G )] Diarrhea/colitis 23(5.9) 14 (3.6) 20 (5.2) 5(1.3) 3(0.8) 1(0.3) 2(0.5) 1(0.3)
Any grade 3/4 TRAE 100 (25.8) 50 (12.9) 138 (36.9) Dermatitis/rash 19 (4.9) 7(1.8) 12(3.1) 2(0.5) 3(0.8) 1(0.3) 3(0.8) 1(0.3)
I Pancreatic events 9(2.3) 7(18) 7(1.8) 0 2(0.5) 1(0.3) 2(0.5) 0
Any serious TRAE 68 (17.5) 32(8.2) 35(9.4) Adrenal insufficiency 6(1.5) 1(0.3) 1(0.3) 0 6(1.5) 3(0.8) 3(0.8) 0
| Hyperthyroid events 18 (4.6) | 1(0.3) 2(0.5) | 0 4(1.0) 0 0 | 0
Any TRAE leading to death 9(2.3) 0 3(0.8)% Hypothyroid events 42(10.8) 0 1(0.3) 0 19 (4.9) 0 0 0
} i - Pneumonitis 5(1.3) 0 4(1.0) 1(0.3) 3(0.8) 1(0.3) 3(0.8) 2(0.5)
Any TRAE leading to discontinuation 32(8.2) 16 (4.1) 41 (11.0) BenalBlenE 4(1.0) 2(05) 3(0.8) 2(05) 0 0 o 0
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LAUNCH: Lenvatinib +/- TACE
in Hepatocellular Cancer

zzzzzzzz

= |n 2018, Lenvatinib was shown to be
non-inferior to sorafenib as first-line

therapy for advanced HCC

« Lenvatinib vs. Sorafenib
o mOS 13.6 vs. 12.3 months
o ORR 18.8 vs. 6.5%

= LAUNCH was a Phase lll randomized L

trial of Lenvatinib +/- TACE

Pretreatment Period

Treatment Period

Within 28 days

E Lenvatinib + TACE Treatment
i (Lenvatinib should be continuously administered

without interruption during TACE.)

Survival Follow-up Period

1
1
gtreatment !
L > SR —_
1t TACE ‘.’ On-demend f On-demend :
i TACE i TACE i
i : :
Assessment for ‘
TACE & pcif e Treatment
Discontinual

criteria

Until patient’s death

Discontinuation criteria

Progression
+ Death
+ Unacceptable AEs
+ Received curative resection

 Patients with advanced, untreated HCC

* 1:1 randomization

o Lenvatinib was administered during TACE

Kudo M, et al, Lancet, 2018 Marl 391: 1163-1173
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LAUNCH: Lenvatinib +/- TACE

zzzzzzzz

in Hepatocellular Cancer

= 338 patients randomized
. 170 to lenvatinib + TACE
. 168 to lenvatinib alone
Evenly matched

= Response rate was significantly higher with

lenvatinib + TACE over lenvatinib alone
. ORR 45.9 vs. 20.8%
. DCR 92.4 vs. 72.6%

= Progression-free and overall survival were
higher with lenvatinib + TACE vs. lenvatinib

alone

. mPFS 10.6 vs. 6.4 months
. mOS 17.8 vs. 11.5 months
*  This held true for virtually all subgroups analyzed

Overall Survival

Wy \\x\l No. of Events/ Median Overall  Owerall Overall Overall
. 2o 3 LEN-TACE No. of Patients Survival Survival Survival Survival
a2 il ’ B (%) (95% CI) at & Mo at 12 Mo at 24 Mo
puoo = - mo % b o
_9._' vy LEN-TACE TS1T0(44.1)  1T.B(16.1-19.5) 93,9 (91.5-98.0) §1.5(74.0-87.0) 26.1 (16.8-36.4)
E LEN b LEN 1047168 (61.9)  11.5(10.3-12.7) 87.4(81.3-91.6) 46.9 (38.2-55.0) 17.8 (11.0-26.0)
w

25

Hazard ratio for death, 0.45
(95% C1, 0.33-0.61)

= Log-rank P=0,001
0 5 10 15 20 25 30
inemri BSaen * The median OS was 17.8 vs 11.5
LEN-TACE 170 166 112 65 25 8 0 ' i
LEN 168 153 78 28 15 3 0 @ HR = 0 45
= Survival without Disease Progression
= =S4
g = TR
= \ Median
= No. of Events/ Progression-free Progression-free  Progression-Tree
- No. of Patients Survival Survival Survival
g (%) (95% CT) at 6 Mo at 12 Mo
§ F LEN-TACE LEN-TACE  122/170(71.8) 10.6 (9.5-11.7) £8.2(82.392.2) 19.2 (31.2-47.0)
%“ \_\ LEN 149/ 168 (BR.T) 6.4 (5.8-7.00 54.8146.9-61.9) 14,3 (9.1-2006)
a
el
g o i Hazard ratio for progression or death, 0.43
] (95% CI, 0.34-0.55)
= Log-rank P<0.001
P T v T r v v -
0 5 10 15 20 25 30 2
No. at Risk Months * The median PFS was 10.6 vs 6.4
LEN-TACE 170 160 73 32 4 3 0
LEN 168 117 33 8 6 3 0 * HR=0.43
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LAUNCH: Lenvatinib +/- TACE /&) JOHNS HOPKINS
in Hepatocellular Cancer

=  Curative resection

_ _ o LEN-TACE group LEN group Adverse Events A,.gr:;,‘;*{;‘;dea g
«  26/162 patients in the lenvatinib + TACE m Allgrade  Hand-foot skin reaction 0.849  0.794
|| B B Grade 3-4 Abdominal pain <0.001 0.058
group 1 Nausea <0.001 0993
. . [ Diarrh 0.737 0.626
o 2 patients had a complete pathological : e ki o
] Hypertension 0.792 0.828
res po nse [ | )Eipzllisalo 0.272 0.320
«  3/165 patients in the lenvatinib alone group - e . oo
- - (] i ! ‘
= Adverse events were greater with lenvatinib N ek 0. i
. . [ Decreasedappetite 0.498 0.981
+ TACE over lenvatinib alone e Proteinuria 0402 0.774
. | . Weightdecreased 0.844 0.859
. BUT...these were mostly attributable to the [ Rash 0966 0418
. | ALT incr d <0.001 <0.001
TACE, and thus were short lived (~2 weeks) — premstusen Gy s
. ] Hyperbilirubinemia 0.029  0.014
with no deaths reported due to AEs ) hpodliuminemis  OO01 D65
. " 1 Constipation 0.928 0643
O MOSt Common Wlth nausea, Vomltlng, 120 100 80 60 40 20 0 20 40 60 80 100 120
abdominal pain, LFT abnormalities, and
fevers
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Practice Changing Trials In
Colorectal Cancer

zzzzzzzz



Potential Endpoints and Challenges @ rsiexes

Phase 3, randomized, open-label, multicenter study (NCT02394795)

Primary endpoint: OS in left-sided subgrbup

Patients with RAS WT mCRC

» Unresectable disease

» No previous chemotherapy?®

« Age: 20-79 years

« ECOG performance status 01
« At least 1 evaluable lesion

+ Adequate organ function

» Life expectancy = 3 months

N=823

Panitumumab

+mFOLFOX6°

Stratification factors
Institution

(%)
100 No. (%) of Patients Median Survival,
With Events Months (95.798% CI
Panitumumab + mFOLFOXS (n=312) 218 (69.9) 37.9 (34.1-42.6)
80 - _ P X6 (n=292) 230 (78.7) 34.3 (30.9-40.3)
_ \ Stratified HR for death,
s _ a 0.82 (95.798% CI 0.68-0.99);
E 60 x P=0.031 (<0.04202)
w
g 40
oy 21%
0 T T T T T T 1
0 12 24 36 48 60 72 84 (Months)
Time
No. at risk
Panitumumab 312 276 213 166 129 68 5 0
292 266 212 136 96 40 5 0

Yoshino T, et al, ASCO LBAO1 2022
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Practice Changing Biomarker-Specific
Trials in Gl Cancers



Biliary Tract Cancer is Target Rich @) JOHNS HOPKINS

3%

MSI-H/dMMR Pembrolizumab ORR 40%* Tumor agnostic approval
TMB >10 mut/Mb 2.4% Pembrolizumab ORR 29%* Tumor agnostic approval
NTRK fusion 1% Larotrectinib ORR 75%?2 Tumor agnostic approval

o T
FGFR2 fusion 14% (intrahepatic) Pemigatinib or infigratinib SR 7750 e Cholangiocarcinoma approval

23% (infigratinib)*
10%-20%

IDH1 mutation (intrahepatic) Ilvosidenib PFS HR: 0.37° Cholangiocarcinoma approval
BRAF V600E 4% Dabrafenib/trametinib ORR 41% (ROAR)® Open-label basket study
HER2 9% of BTC*' Pertuzumab/trastuzumab ORR 23% (MyPathway)’ Open-label basket study
RET 1% Pralsetinib Responses® 2/2 PR in basket trial
BRCA1/2, DDR 20%* PARP inhibitor Responses reported Case reports

ROS1 1% Crizotinib Response reported Case reports

Most common in *extrahepatic or TGB.

1. Pembrolizumab PI. 2. Lenvatinib Pl. 3. Pemigatinib PI. 4. Infigratinib PI. 5. Ivosidenib PI. 6. Subbiah. Lancet Oncol. 2020;21:1234. 7. Javle. Lancet Oncol. 2021;22:1290. 8. Subbiah. ASCO 2020. Abstr 109.
Thornblade. Cancers (Basel). 2021;13:4062. Slide credit: clinicaloptions.com



FOENIX

CCA2

Updated Results of the FOENIX-CCA2 Trial:
Efficacy and Safety of Futibatinib In
Intrahepatic Cholangiocarcinoma Harboring
FGFR2 Fusions/Rearrangements

Lipika Goyal,' Funda Meric-Bernstam,? Antoine Hollebecque,® Chigusa Morizane,* Juan W. Valle,® Thomas B. Karasic,®
Thomas A. Abrams,” Robin Kate Kelley,® Philippe Cassier,® Junji Furuse,'® Heinz-Josef Klimpen,
Heung-Moon Chang,'? Li-Tzong Chen,'® Yoshito Komatsu,’* Kunihiro Masuda,’ Daniel Ahn,®
Kate Li,'” Karim A. Benhadiji,'” Volker Wacheck,'” John A. Bridgewater'®

"Massachusetts General Hospital Cancer Center, Boston, MA, USA; 2University of Texas MD Anderson Cancer Center, Houston, TX, USA; 3Gustave Roussy, Drug
Development Department (DITEP), F-94805, Villejuif, France; National Cancer Center Hospital, Tokyo, Japan; *University of Manchester and The Christie NHS
Foundation Trust, Manchester, UK; Hospital of the University of Pennsylvania, Philadelphia, PA, USA; 'Dana-Farber Cancer Institute, Boston, MA, USA,;
8University of California, San Francisco, CA, USA; °Centre Léon-Bérard, Lyon, France; 1°Kyorin University, Faculty of Medicine, Tokyo, Japan; ""Amsterdam
University Medical Centers, University of Amsterdam, Amsterdam, The Netherlands; '?Asan Medical Center, University of Ulsan College of Medicine, Seoul, Korea;
3National Institute of Cancer Research, National Health Research Institutes, Tainan, Taiwan; '“Hokkaido University Hospital Cancer Center, Hokkaido, Japan;
5Tohoku University Graduate School of Medicine, Miyagi, Japan; '®Mayo Clinic, Phoenix, AZ, USA; ""Taiho Oncology, Inc., Princeton, NJ, USA;
18UCL Cancer Institute, London, UK



FOENIX FOENIX-CCA2: Phase 2 Global Study of Futibatinib in FGFR2 Fusion or
Rearrangement-Positive Intrahepatic Cholangiocarcinoma

Patients Treatment Endpoints Follow-up
g
« Primary:
Key eligibility criteria — Objective response
rate (per ICR)
« Unresectable or metastatic ICC 5 4
: » Secondary: -
FGFR2 fusion or other rearrangement? Futibatinib i procgession _ Duration of response Survival follow-up

+ Measurable disease per RECIST v1.1 20 mg orally drug intolerance " (key) up to 18 months after
« Prior gemcitabine + platinum-based once-daily, continuously withdrawal of — Disease control rate enroliment

chemotherapy (21-day cycles) consent, or death _ Progression-free of last patient

* Progression after 21 systemic therapy survival
+ ECOGPSOor1 . : — Qverall survival
A maximum of 2 dose reductions

* No prior FGFR inhibitor (to 16 mg and then to 12 mg) were permitted to manage — Safety
treatment-emergent AEsP — PROs

« At the time of the final data cutoff (May 29, 2021), median follow-up was 25.0 months, and 96/103 patients (93%)
had discontinued treatment

« The median number of treatment cycles was 13.0, for a median treatment duration of 9.1 months

AE, adverse event; ECOG PS, Eastern Cooperative Oncology Group performance status; FGFR, fibroblast growth factor receptor; ICC, intrahepatic cholangiocarcinoma; ICR, independent central radiology review;
RECIST v1.1, Response Evaluation Criteria for Solid Tumors version 1.1; PRO, patient-reported outcome.

3ldentified centrally in tumor tissue by Foundation Medicine (FMI) or by local laboratory testing of tumor tissue or circulating tumor DNA. "Treatment was discontinued if treatment-emergent AEs did not resclve after
2 dose modifications or if the next cycle of treatment was delayed >21 days.

ClinicalTrials.gov Identifier: NCT02052778 5




FOENIX

CCA2

Futibatinib in Intrahepatic Cholangiocarcinoma:
Best Percent Change in Target Lesion Size

100

80

60
)

o 40
£

© 20
0
3

£ 0
£

o -20
e

@ -40
£
(&

Best overall confirmed response (N=103)?

1 Complete response 1(1.0%)
B Partial response 42 (40.8%)
[l Stable disease 42 (40.8%)
B Progressive disease 16 (15.5%)
B Not evaluable 2 (1.9%)

All patients (N=103), n (%) [95% CI]

Objective response rate

43 (41.7%) [32.1-51.9]

Disease control rate

85 (82.5%) [73.8—-89.3]

B

2Assessed by independent central review

Patient

Data cutoff: May 29, 2021. Dotted horizental lines represent partial response (230% reduction in lesion size) and pregressive disease (220% increase) per RECIST v1.1.
RECIST v1.1, Response Evaluation Criteria in Solid Tumors versien 1.1.




FGFR Inhibitors in Cholangiocarcinoma &»msioxes

Best overall confirmed response (N=103)*

.0%)

(
(
42 (40.8%
(
(

Al patients (N=103), n (%) [95% CIl

43 (41.7%) [32.1-51.9]

85 (82.5%) [73.8-89.3] |

Change from baseline (%)
3 g
gz
23 3
8¢
g 2
§E
3
$a g
H g
H &
B i
.
S ZEEC
o & = B
£

TFOENIX-CCA2 trial: Futibatinib in
intrahepatic cholangiocarcinoma (iCCA)
harboring FGFR2 fusions/rearrangements

103 patients

103 with FGFR2 fusions/rearrangements
ORR =42%

DCR =83%

mPFS = 8.9 Months

mOS = 20.0 months

o
z
@

% _207 E ZZhlliiiii?iig**ﬁﬁD:::; ﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁ :;:iiﬁsampliﬁcano"

3 0] UL

) -100 o Patients

2FIGHT-202: Pemigatinib in Previously Treated 3Infigratinib in Patients With

Cholangiocarcinoma With FGFR2 Fusions FGFR-Altered Advanced
Cholangiocarcinoma

146 patients

107 with FGFR2 fusions/rearrangements
ORR =35%

DCR = 85%

mPFS = 6.9 Months

mOS = 21.1 months

61 patients

48 with FGFR2 fusions
ORR = 19%

DCR =83%

mPFS = 5.8 Months
mOS = not reported

1. Goyal L, et al, J Clin Oncol 40, 2022 (suppl 16; abstr 4009) 2. Abou-Alfa G, et al, Lancet Oncol 2020; 21: 671-84 3. Javle M, et al, J Clin Oncol 2017; 36:276-282




ROAR: Dabrafenib + trametinib ) JOHNS HOPICINS

zzzzzzzz

in BRAFV69%E.mutated cholanglocarcmoma

= Multi-disease basket trial l i
= 43 BRAFV60E-mutated §Eéfﬂﬂ“”uﬂﬂumuumuuumu“”wuw ITTETH
cholangiocarcinoma patients
= (Objective Response Rate — 51% S
==
= Slide included because the FDA =
approved Dabrafenib + trametinib for all |; =
BRAFVeE-mutated solid tumors in 2022 | &=
= Ptk
5 T e ke

Subbiah V, et al, Lancet Oncol . 2020 Sep,;21(9):1234-1243



HER2-Targeted Therapy for (@) JOHNS HOPKINS
HER2 Amplified CRC

HERACLES: Trastuzumab + Lapatinib MOUNTAINEER: Trastuzumab + Tucatinib
= 27 evaluable HER2 positive (22+) and KRAS WT mCRC patients = 26 evaluable HER2 positive (22+) and KRAS WT mCRC patients
Had prior Ox, Iri, 5FU, Bev, and Cetux - Objective Response Rate — 52%
" Objective Response Rate — 30% (One CR) . mDOR — 10.4 months
: ECP)I;S _1‘1“; ::Z:t:z o mPFS — 8.1 months
' . mOS — 18.7 months

. Compendia listed option for HER2+ mCRC - Ongoing Phase lll Trial
A
‘jzj B2 oo ore v #0 {[Gest Response__ W P> W55 W PR]

+ Patient response ongoing

304

20

10

-20 +

T ——,—SYSNYSYSYS—SYS——_FTYEIYNEEEEEE = .

Maxi mum target lesion variation vs baseline (%)

Percent Change from Baseline

.

-90

=100 +
T T T T T T T T 1
& g o ey »SPN B L N G SN D P
SR S R R R R g

Sértore-Bianchi A,et al, Lancet Oncol 2016;17:738—-46; '™ -
Strickler JH, et al, ESMO, 2019



HER2-Targeted Therapy for @) JOHNS HOPKINS
HER2 Amplified CRC

My PathWay: Trastuzumab + pertuzumab DESTINY-CRCO1 trial with T-DXd

. Her2+, heavily treated patients g HER2-targeted antibody-drug conjugate — trastuzumab + a TOPO-1 inh
. N =84 payload

. ORR: 32% . Phase Il, N =78

. Her2+ CRC, 2+ prior Tx (including prior Her2 directed therapies)

"  Compendialisted option for HER2+ mCRC = ORR45% (1 CR, 23 PR); DCR 83%; mPFS 6.9 mo; OS not reached

R . Interstitial lung disease in 9% of patients
[ Complete response
I Partial response E
[ Stable disease H H
B i e 3 v 40 Best Change in Tumor Size
@ g
7 -
g S 5 D0 P an
8 c - 20
3 5 2
v = *
B £8 O T
F ER i
c @ -20
? T
€2 40
c - o A
o l:; w A
o - -
: w @ -60 3
” S @ HER2 IHC3+ or IHC2+/ISH+ Cohort A (n = 49) Ay
5 g -804 m IHC3+
L a B IHC2+/ISH+
= T q5.100 4 A Prior anti-HER2 treatment " 5
lIzizlfil5|6I?IslgIloln[ﬂI13]14‘lsllsll?[lsl19]20|21]22I23‘24|25]26IHIEEIEQ|30[31I]2‘33I34[35|36[3?‘38]39I40]41‘12[43I44]45I46[4?I4$I49|50I51I52‘53[54| g *® HER2 |HC2+/|SH+ W|th an NRAS mutation

Patients

Meric-Bernstam. Lancet Oncol. 2019;20:518; Yoshino. ASCO 2021. Abstr 3505. Siena. Lancet Oncol. 2021;22:779.



RET Fusions @) JOHNS HOPKINS

= Pralsetinib (BLU-667) in RET fusion-positive tumors

* 3 pancreatic cancer patients

= Cvarian

. Lung'“’-d

[ Thymus

W Colon

[] Pancreatic @ First PR

Cholangiocarcinoma # Cngoing treatment
B Meurcendocrine
(unknown primary)

@
o
o
=
=
=
=
w
B
o
E
=
-
=
E
=
E
-
-]
=

B RET fusion—positive twmor (n=12)* + Responses were observed in all patients with pancreatic adenocarcinoma

(3/3) and cholangiocarcinoma (2/2)

ORR (95% C1} + Case study: 51-year-old woman with cholangiocarcinoma
NCOA4-RET fusion

64% shrinkage of target lesions; 20 months duration
Rapid clearance of NCOA4-RET fusion ctDNA and

DCR (95% CI)

Subbiah V, et al, , et al, J Clin Oncol 39, 2021 (suppl 3; abstr 467)
2021 Gastrointestinal Cancers Symposium



CODE BREAK 100: Sotorasib (AMG 510) 4 jousorns
in KRAS®¢12C.mutated CRC

Wild-Type KRAS

=  Sotorasib is a small molecule inhibitor of KRASG12¢ specifically KRAS-GDP Inactive KRAS-GTP Active

» Dose escalation in 42 mCRC patients
. ORR - 7.1% (3/42 patients)
. Disease control — 76% (32/42 patients)

Mutant KRAS®"¢

i KRAS®"C-GDP Inactive KRAS®'2-GTP Active
Tumor Burden Change from Baseline
B
100 4 | 5 5 5 5 | o
Planned Dose 180 m 360 m 720m 960 m ’ ¥
80 g g 9 g s BN \a
= 604 PDPD “}?‘ﬁ
22 :
gf ¥
S5 20-
§8 o
=5 Mutant KRAS®'*€ Inhibited by Sotorasib (Proposed INN for AMG 510)
o _ -
S5 2 KRAS®H-GDP Inactive KRASS'2-GTP Active
=
O E -404 :
Xw»m
-60 4
-80 -
-100

Three patients are not included in the graph due to missing postbaseline tumor data (1 PD, 1 SD, 1 not done with clinical progression)
Sotorasib

Fakih M, et al, ASCO 2020, Abstract #4018 L8 AT}




KRYSTAL-1: Adagrasib in KRASG12¢ (@) JOHNS HOPKINS
Mutated Pancreatic Cancer

= KRAS mutations occur in 90 — 95% of PDACs R EGFR)
*  80% are KRASG'2D or KRASG12Y 5. Y
« 2% are KRASG12C
= KRAS cycles between a GTP-on state and R
a GDP-Off State . » A - :&Md;%r(a&jlgh; binds to
« The protein resynthesis half life is 24 hours phisty . ¥ GDP-bound

. . . . 02 | KRASS2C |ocki
= Adagrasib covalently binds to KRASG'2C in its = /- s | KRASOinan off

] . tat d abolishi
GDP'Off state '-_ & z;elrar::t cingttiiutlil:lfg
= Phase || monotherapy cohort in Gl cancers e,
 Mostly pancreatic cancers (n = 12)

Adagrasib RﬁFE.‘%

- Inhibits \
« Other Gl cancers (n = 18; biliary n = 8) KRASS'2C which  “\.20%

. . suppresses -
All had at least 1 line of Tx R MEK

and tumor growth

Saab T, et al, 2022 ASCO Gastrointestinal Cancers Symposium, Abstract 519



KRYSTAL-1: Adagrasib in KRAS®1%C

Mutated Pancreatic Cancer

= Adagrasib demonstrated efficacy

« ORR was 41% overall

« 50% in pancreatic cancer

« 50% in biliary cancers

« Disease control rate
at least 15t scan) = 100%

= PDAC

« mDOR =7 months
« mPFS = 6.6 months

= QOther Gl cancers
« mDOR =8 months
 mPFS =8 months

(including SD through

Efficacy outcome®, n (%)

@ JOHNS HOPKINS

ME 1S 1N E

Other Gl cancers Overall Gl cancers?

(n=17)d (n=27)cd

Objective response rate 5 (50)¢ 6 (35) 11 (41)9
Best overall response
Complete response (CR) 0(0) 0(0) 0(0)
Partial response (PR) 5 (50)° 6 (35)f 11(41)
Stable disease (SD) 5 (50) 11 (65) 16 (59)
Disease control rate 10 (100) 17 (100) 27 (100)
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KRYSTAL-1: Adagrasib in KRASG12¢ (@) JOHNS HOPKINS
Mutated Pancreatic Cancer

= Adagrasib was adequately tolerated

. No Grade 4 or Grade 5 adverse events

 Nausea, vomiting, diarrhea in 40 — 50% of patients
o But, only 2% Grade 2 nausea

7% Grade 3 fatigue
= Need to TEST pancreatic cancer patients

Overall Overall Gl cancers®
Most Frequent TRAEs® (N=42)c (n=30)

TRAEs, % Any Grade Grade 3 Any Grade Grade 3
Any TRAEs 91 21 87 27

Most frequent TRAEs, %
Nausea 48 2 50 3
Vomiting 43 0 40 0
Diarrhea 43 0 37 0
Fatigue 29 7 33 10
AST increase 19 2 20 3
Blood creatinine increase 19 0 17 0
Anemia 17 2 20 3
Peripheral edema 17 0 1 0
QT prolongation 14 5 13 7
ALT increase 12 2 13 3
Dysgeusia 12 0 13 0
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KRAS Wild Type Pancreatic Cancer

Singhi, et al — 12% KRASY’

Out of 47 KRAS wild-type samples, fusions in:
FGFR2 (12), RAF (7), ALK (5), RET (4), MET (2), NTRK1 (2), ERBB4 (1) and FGFR3 (1)

A

Alternative
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MSI—-hTMB = 1-2%

Kinase-fusion genes = 4%
— KRAS wild-type

MAPK activation = 3-4%

-

KRAS mutant = 90-92%

Singhi, et al, Gastroenterology, 2019; TCGA (Aguirre a, et al), Cancer Cell. 2017 Aug 14;32(2):185-203; Luchini C, J Exp Clin Cancer Res, 2020 Oct 28;39(1):227



The Notable trial, Qin et al., LBA4011  @rusioms

A Prospective, Randomized-controlled, Double-blinded, Multicenter Phase llI
Clinical trial, the Registered & Pivotal Study

Key eligibility criteria: Nimotuzumab (400mg, weekly)
Aged 18-75 years; + Gemcitabine (1000mg/m?, on days 1, 8,
Histologically and 15, every four weeks), until disease
confirmed locally progression or intolerable toxicity

advanced or

metastatic pancreatic @ Stratification factors:
- Head vs. body or tail
cancer,

Previous surgery (yes vs no).
Previous treatment of biliary obstruction (yes vs no).
Previous adjuvant chemotherapy (yes vs no).

A sample size of 79
patients, the study
would have 80% power
to detect a 5.95 months
difference of mOS with
Nimo (11.62 months) vs.
Placebo (5.65 months)
at a two-sided alpha
level of 0.05. Finally it

At least one
measurable lesion
evaluated by RECIST

version 1.1; Placebo (400mg,QW) will be a sample size of
K-Ras wild-type; + Gemcitabine (1000mg/m?2, on days 1, 8, 92 patients at 20% drop
Karnofsky and 15, every four weeks), until disease out.

Performance Status , . ..

) progression or intolerable toxicity

* Primary endpoint: OS
« Secondary endpoints: PFS, TTP, ORR,DCR.CBR & Safety

* OS, overall survival; PFS, progression-free survival; TTP, time to disease progression; ORR, objective response rate; DCR, disease control rate, CBR, clinical benefit response



The Notable trial, Qin et al., LBA4011: & jomsuoens

OS Results

41 patients per arm

Groups well balanced

mOS 10.9 vs. 8.5 months
HR 0.5 (0.06-0.94); p=0.024

EEEEEEE

Overall Survival (Full Analysis Set)

100
L}

R L Median. (95%Cl)...
i . 10.9 months(5.6~16.3)
8.5 months(5.7~10.0)

Mean follow-up
57.6 months
16.6 months

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time from Randomization(months)

Nimotuzumab plus Gem41 27 17 13 7 6 5 5 4 3 1 1 1 ©
Placebo plus Gem41 27 11 6 5 3 1 1 @

Nimo plus Gem 10.9 months 0.50 RMST Log

Placebo plus Gem 8.5 months 2 0.06 0.94) P=0.024



Notable Trial: Analysis &) JOHNS HOPKINS

= Significant improvement in OS and PFS by adding nimotuzumab to gemcitabine in patients
with KRAS WT mPDAC/LAPC

= BUT...

* Gem is not first line standard in mMPDAC/LAPC for ECOG 0-1 patients
It would be straightforward to repeat this trial with a mFOLFIRINOX or gem-nab-pac background

» VERY small sample size for a “Phase 3" trial

= No comment on subsequent therapies — and curves separated late
Can we make more of an impact getting access to targeted therapies?



Targeted Therapies: Zenocutuzumab, a HER2 x (&) JOHNS HOPKINS
HER3 Bispecific Antibody for NRG1 fusion+ Cancers

= NRG1 fusions occur in <1% of pancreatic cancers
= Enriched in KRASWT cancers
= Zeno: 42% ORR in NRG1 fusion+ PDAC

Mechanism of Action 80
g ORR (95% Cl)
g0 | RECIST 1.1, per investigator
oL All Tumor Types 34% (24-46%; 27/79)
s psee PDAC 42% (20-67%; 8/19)
g NSCLC 35% (21-50%; 16/46)
g 20+
c
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o 0
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; wEo:-I o i - EU |
g M [ e L
B PDAC
604 | m broast
moe Tumor reduction in
B | e D 55/79 (70%) patients
m RCC
T - i Endometria I soft tissue sarcoma
(Cell proliferation/survival)

Schram A, et al, J Clin Oncol 40, 2022 (supp! 16; abstr 105)



Thank you and Questions?
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