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We Encourage Clinicians in Practice to Submit Questions

Research

Feel free to submit questions now before the program
begins and throughout the program. Year,,

44Review
2020




Familiarizing Yourself with the Zoom Interface

Participants (10)

\i = @ John Smith
What is your usual treatment recommendation for a )

. . @ Mary Major
patient with MM Iowed by ASCT
and maintenance S years who then @ Richara wies L=
EXPEeriences an as! s s lical relapse? @ sonn Nostes 5
Carfilzomib +/- oo @® Aiice suarez ¥ o
Pomalidomide e e d——" @5}} Jane Perez
Carfilzomib + p - — methasone (© Robert stiles ¥ o
Elotuzumab + | s e NEthasone @ suan Fernandez
Elotuzumab +§ =~ imethasone () Ashok Kumar
Daratumumab (tamethasone @ seromy smith 7 o
Daratumumab + pomalidomide +/- dexamethasone

Daratumumab + bortezomib +/- dexamethasone

1.
2
3.
4.
5.
6.
7.
8.
9.

Ixazomib + Rd

10. Other

Co-provided by UDF HEAITlN  To Practice®

Q A 'A‘ A ‘D 2\10 ﬁ Q @

Join Audio Start Video Invite Participants Share Chat Record v Mute Me Raise Hand

- apans

When a poll question pops up, click your answer choice from the available options.
Results will be shown after everyone has answered.




Meet The Professor
Management of Multiple Myeloma

Wednesday, December 16, 2020
12:00 PM - 1:00 PM ET

Faculty
Peter Voorhees, MD

Moderator
Neil Love, MD




Meet The Professor
Management of Chronic Lymphocytic Leukemia

Wednesday, December 16, 2020
2:00 PM - 3:00 PM ET

Faculty
Nitin Jain, MD

Moderator
Neil Love, MD




Year in Review: Clinical Investigators Provide
Perspectives on the Most Relevant New
Publications, Data Sets and Advances in Oncology

Acute Myeloid Leukemia
and Myelodysplastic Syndromes

Tuesday, January 5, 2020
5:00 PM -6:00 PM ET

Faculty

Mikkael A Sekeres, MD, MS
Richard M Stone, MD

Moderator
Neil Love, MD




Thank you for joining us!

CME and MOC credit information will be emailed to
each participant within 5 business days.




ONCOLOGY TODAY

WITH DR NEIL LOVE

Management of
Pancreatic Cancer

DR ANDREW KO

UNIVERSITY OF CALIFORNIA,
SAN FRANCISCO

=\ Listenon . s Listen on
@ Apple Podcasts @ Spotlfy ‘i Google Podcasts

6:44 v W T Em)

ONCOLOGY
TODAY

WITH DR NEIL LOVE

Dr Andrew Ko Management of Pancree
Oncology Today with Dr Neil Love —

© M o




























THinE
) ARIWLaY
LEIMLBUNLU LKL TSR IS





































e M‘!‘-?””ﬂ ]
"y

A





































Year in Review: Clinical Investigators Provide
Perspectives on the Most Relevant New
Publications, Data Sets and Advances in Oncology

Hepatobiliary and Pancreatic Cancers

Tuesday, December 15, 2020
5:00 PM -6:00 PM ET

Faculty

Tanios Bekaii-Saab, MD
Lipika Goyal, MD, MPHhil

Moderator
Neil Love, MD




YiR Hepatobiliary and Pancreatic Cancers Faculty

Tanios Bekaii-Saab, MD

Professor, Mayo Clinic College of Medicine and Science
Program Leader, Gastrointestinal Cancer

Mayo Clinic Cancer Center

Consultant, Mayo Clinic in Arizona

Phoenix, Arizona

Lipika Goyal, MD, MPhil

Lead of the Liver Cancer Research Program
Massachusetts General Hospital Cancer Center
Assistant Professor

Harvard Medical School

Boston, Massachusetts

Year,,

<4Review
2020




We Encourage Clinicians in Practice to Submit Questions

Participants (10)

Q Searct
@ John Smith ¢ o
@ Mary Major . (]
@ Richard Miles 4 O

(‘g@‘ John Noakes

Zoom Group Chat

You may submit questions
using the Zoom Chat

option below

Research

Feel free to submit questions now before the
program begins and throughout the program.




Familiarizing Yourself with the Zoom Interface

Participants (10)

4;’ John Smith

What is your usual treatment recommendation for a @ vary i :
patient with MM Iowed by ASCT '
and maintenance S years who then @ Richard ites L=
EXPEeriences an as! s s lical relapse? @ sonn Nostes

Carfilzomib +/= oo ® Aiice suarez ¥ o

Pomalidomide e d—— g;? Jane Perez

Carfilzomib + p ., " methasone (© Robert stiles ¥ o

Elotuzumab + | e nethasone

:"‘ Juan Fernandez

Elotuzumab +§ =~ imethasone (D) Ashok Kumar
Daratumumab (tamethasone @ Jueiry Srnlth 7 o
Daratumumab + pomalidomide +/- dexamethasone

Daratumumab + bortezomib +/- dexamethasone

1.
2
3.
4.
5.
6.
7.
8.
9.

Ixazomib + Rd

10. Other

Co-provided by UDF HEAITlN  To Practice®

Q A 'A‘ A ‘ﬂ 2\10 ﬁ Q @

Join Audio Start Video Invite Partmlpants Share Chat Record v ' Mute Me Raise Hand

e e nar oo

When a poll question pops up, click your answer choice
from the available options. Results will be shown after
everyone has answered.




ONCOLOGY TODAY

WITH DR NEIL LOVE

Management of
Pancreatic Cancer

DR ANDREW KO

UNIVERSITY OF CALIFORNIA,
SAN FRANCISCO

=\ Listenon . s Listen on
@ Apple Podcasts @ Spotlfy ‘i Google Podcasts

6:44 v W T Em)

ONCOLOGY
TODAY

WITH DR NEIL LOVE

Dr Andrew Ko Management of Pancree
Oncology Today with Dr Neil Love —

© M o




Meet The Professor
Management of Multiple Myeloma

Wednesday, December 16, 2020
12:00 PM - 1:00 PM ET

Faculty
Peter Voorhees, MD

Moderator
Neil Love, MD




Meet The Professor
Management of Chronic Lymphocytic Leukemia

Wednesday, December 16, 2020
2:00 PM - 3:00 PM ET

Faculty
Nitin Jain, MD

Moderator
Neil Love, MD




Year in Review: Clinical Investigators Provide
Perspectives on the Most Relevant New
Publications, Data Sets and Advances in Oncology

Acute Myeloid Leukemia
and Myelodysplastic Syndromes

Tuesday, January 5, 2020
5:00 PM -6:00 PM ET

Faculty

Mikkael A Sekeres, MD, MS
Richard M Stone, MD

Moderator
Neil Love, MD




Year in Review: Clinical Investigators Provide
Perspectives on the Most Relevant New
Publications, Data Sets and Advances in Oncology

Hepatobiliary and Pancreatic Cancers

Tuesday, December 15, 2020
5:00 PM -6:00 PM ET

Faculty

Tanios Bekaii-Saab, MD
Lipika Goyal, MD, MPHhil

Moderator
Neil Love, MD




Agenda
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Which of the following statements is true?

HCC is the new RCC

T

Cholangiocarcinoma is the new non-small cell lung cancer
Bothaandb

Neither

=g O
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MODULE 1: Treatment of HCC — First Line

Key Relevant Data Sets

— [Mbrave150: Atezolizumab + bevacizumab vs sorafenib in unresectable HCC

— ORIENT-32: Sintilimab + bevacizumab biosimilar vs sorafenib as first-line
treatment for HCC

— Lenvatinib + pembrolizumab in unresectable HCC
— Study 117: Lenvatinib + nivolumab in unresectable HCC
— COSMIC-312: Cabozantinib + atezolizumab vs sorafenib in advanced HCC

— Donafenib vs sorafenib in advanced HCC

Year,,
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FDA-Approved Systemic Therapy for Advanced HCC

Sorafenib

became the
standard of care

1st Line:
Lenvatinib
Atezolizumab+Bevacizumab

Refractory disease:
Regorafenib

Nivolumab*
Pembrolizumab*
Cabozantinib
Ramucirumab
Ipilimumab/Nivolumab*

Courtesy of Lipika Goyal, MD, MPhil
*Accelerated Approval



Courtesy of Lipika Goyal, MD, MPhil



The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE

Atezolizumab plus Bevacizumab
in Unresectable Hepatocellular Carcinoma

Richard S. Finn, M.D., Shukui Qin, M.D., Masafumi lkeda, M.D., Peter R. Galle, M.D.,
Michel Ducreux, M.D., Tae-You Kim, M.D., Masatoshi Kudo, M.D.,
Valeriy Breder, M.D., Philippe Merle, M.D., Ahmed O. Kaseb, M.D., Daneng Li, M.D.,
Wendy Verret, Ph.D., Derek-Zhen Xu, M.D., Sairy Hernandez, Ph.D., Juan Liu, Ph.D.,
Chen Huang, M.D., Sohail Mulla, Ph.D., Yulei Wang, Ph.D., Ho Yeong Lim, M.D.,
Andrew X. Zhu, M.D., Ph.D., and Ann-Lii Cheng, M.D.,

for the IMbravel50 Investigators®
NEJM 2020;382(20):1894-1905.



IMbravel150: Atezo/Bevacizumab vs Sorafenib in
Unresectable or Metastatic HCC

Median OS, Mos (95% ClI) Median PFS, Mos (95% Cl)
— Atezo+bev  NE — Atezo + bev 6.8 (5.7-8.3)
Sorafenib 13.2 (10.4-NE) Sorafenib 4.3 (4.3-5.6)
HR: 0.58 (95% Cl: 0.42-0.79; HR: 0.59 (95% Cl: 0.47-0.76;
100  Heikiny P =.0001) 100 ey ; P < .0001)
80 80
X 60 72% X 60 %
8 40 L 40 -
37%
20 20 L
0 0 i

012 3 456 7 8 91011121314 15 16 17 01 2 3 456 7 8 91011121314 15
Mos Mos

* ORR by modified RECIST with atezo + bev vs sorafenib: 33.2% vs 13.3%; CR rate, 10.2% vs 1.9%

Median follow-up: 8.6 mos.

i | NEJM 2020;382:1894.
Courtesy of Lipika Goyal, MD, MPhil Finn, et al NEJM 2020;



IMbrave150: Atezo/Bevacizumab vs Sorafenib in Younger vs Older Patients
Overall Survival Curves

< 65 years 2 65 years
Atezo + bev Sorafenib Atezo + bev Sorafenib
(n =175) (n =74) (n =161) (n = 91)
Median OS, mo NE 1.4 Median OS, mo NE 14.9
HR (95% CI)? 0.59 (0.38, 0.91) HR (95% CI)® 0.58 (0.36, 0.92)
100 4 100
e By = 80
% 80 - -§ 80
. ‘. 2
? 40 - ? i
20 : 20 -
: !
0 - ] ] ] i i i ] i ; i ul - ) . ; ] . 04, ‘ ‘ . . . . . . ‘ ‘ . . ‘ . ‘ '
0 1 2 3 4 5 6 7 8 9 10 1" 12 13 14 15 16 17 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
Time (months) Time (months)
< 65 years 2 65 years
Characteristic Atezo + bev Sorafenib Atezo + bev Sorafenib
(n=175) (n =74) (n =161) (n=91)
Response-evaluable population, n® 171 70 155 89
ORR, n (%) 49 (29) 7 (10) 40 (26) 12 (13)
CR, n (%) 11 (6) 0 7 (5) 0

Courtesy of Lipika Goyal, MD, MPhil Li et al, GI ESMO, 2020



Sintilimab plus Bevacizumab Biosimilar
vs. Sorafenib as First-Line Treatment for
Advanced Hepatocellular Carcinoma
(ORIENT-32)

Ren Z et al. ESMO Asia 2020;Abstract LBAZ2.




ORIENT-32: Overall Survival (Coprimary Endpoint)

100 =

75—
3
©
2
S 50
n
T
> ] »
(@] - Arms Events, n (%) Med(lgg%ozgmo) P value &b (95::1') / B
Sin + Bev 122 (32.1) NE (NE, NE) 0.560
<0.0001
Sor 87 (45.5) 10.4 (8.5, NE) (0.431,0.751)
T T T T T T T ]
0 2 4 6 8 10 12 14 16
Months
Number at risk
Sin+Bev 380 372 351 314 235 126 o7 11 0
Sor 191 175 153 132 95 50 22 2 0

NE, not evaluable; 2, HR and P value were calculated with stratified Cox model and log rank test, and were stratified by MVI and/or EHS (yes vs no), baseline AFP (< 400 vs 2400 ng/mL)
_and ECOG PS (0 vs 1), ® the two-sided P value boundary based on 209 events is 0.0035. Data cutoff, 15 Aug 2020; median survival follow-up, 10.0 months.

Ren Z et al. ESMO Asia 2020;Abstract LBA2.




ORIENT-32: IRRC-PFS (Coprimary Endpoint)

100 - )
Median PFS (mo) HR
Events, n (%) P value "
(95% CI) (95% CI) @
§ Sin + Bev 245 (64.5) 46(4.1,57) 0.565
= 75 <0.0001 '
o 142 (74.3) 28(27.32) (0.455,0.701)
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T T T T T ]
0 2 4 6 8 10 12 14
Months
Number at risk
Sin + Bev 380 267 197 144 89 ar T 0
Sor 191 11 b5 24 13 4 1 0

2 HR and P value were calculated with stratified Cox model and log rank test, and were stratified by MVI and/or EHS (yes vs no), baseline AFP (< 400 vs 2400 ng/mL)
and ECOG PS (0 vs 1); ®, the two-sided P value boundary is 0.002. Data cutoff, 15 Aug 2020; median survival follow-up, 10.0 months.

Ren Z et al. ESMO Asia 2020;Abstract LBA2.



ORIENT-32: Response Rate and Duration of Response

B Sin+Bev B Sor R0
25 = (95%CI 10.9, 22 .8)b.c
RD 16.4% ©
RD 16.4%°
(95%CI 11.0, 21.5)b¢ . s
] (95%CI1 11.6, 21.1)b.¢
20 F 24.3%
(898/366%)
:\: 20.5% (95%Cl 20.0, 29.0) 9
Ty (75%365") 19.6%
g (95%Cl 16.5,25.1)% (72/367*)
k> (95%ClI 15.7, 24 1) CMH testing
E CMH b P <0.0001°"
& 10 k testing
8 P <0.0001°
CMH testing
b
5 P <0.0001 7.6%
41% (13/1172%)
(71172%) 2.9% (95%Cl 4.1, 12.6)=
(5/173%)
0 (35%C1 1.7, 82)* (95%CI1 0.9, 6.6)*
IRRC-ORR per RECIST v1.1 Investigator-ORR per RECIST v1.1 IRRC-ORR per mRECIST
Median DOR, months NE 9.8 NE NE NE 6.6
(95% ClI) (NE, NE) (2.8, NE) (NE, NE) (2.5, NE) (8.2, NE) (2.6, NE)

’, response-evaluable population

T, defined as a response (complete or partial) confirmed by two consecutive tumor
assessments with at least 28-day interval

*, 3 subjects who had 2 consecutive partial responses (PRs) cross cutoff date were included
§, 2 patients who had 2 consecutive PRs cross cutoff date were included

Ren Z et al. ESMO Asia 2020;Abstract LBAZ2.

3 95% Cl was calculated using Clopper-Pearson method g
b, . the stratification factors included MVI and/or EHS (yes vs. no), AFP (< 400 vs 2400 ng/mL)and
ECOG PS (0 vs 1)
¢, RD, rate difference = ORRg;, : o= ORRs,, , and was calculated using stratified M-N method
NE, not evaluable.




ORIENT-32: Adverse Events

210% frequency of AEs in either treatment arm and >5% difference between arms
Sin + Bev Sor

PPE .
Diarrhea .
AST increased .
Blood bilirubin increased
Platelet decreased y

Alopecia y

Proteinuria .
Hypertension g
Serum LDH increased g
Rash g
Pyrexia g
Hypoproteinemia g
Anemia g
Hypothyroidism g

B Grade 23 AEs B Grade 23 AEs et

......

All-grade AEs All-grade AEs
1 | 1 1 I I | I I I 1

60% 50% 40% 30% 20% 10% O 10% 20% 30% 40% 50%

a Safety population; AST, aspartate aminotransferase; LDH, lactate dehydrogenase; PPE, Palmar-plantar erythrodysaesthesia.

Ren Z et al. ESMO Asia 2020;Abstract LBA2.




Phase Ib Study of Lenvatinib Plus Pembrolizumab in Patients With
Unresectable Hepatocellular Carcinoma

N=104 patients

No DLTs in DLT phase
Expansion phase in 1%t line unresectable HCC
BCLC B (n=29), BCLC C (n=71)
Median follow-up: 10.6 months

>

|
Eoo8
o o

Change From Baseline (%)

b
o

-100

Efficacy Parameter RECIST v1.1 | modified RECIST

ORR 36.0% 46.0%
Median Duration of 12.6 months 8.6 months
Response

Median PFS 8.6 months 9.3 months

Median OS: 22 months

% change from Baseline in Sum of Target Lesions by modified RECIST (mRECIST) per independent imaging review

o
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Courtesy of Lipika Goyal, MD, MPhil
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Study 117: Phase Ib study of
lenvatinib plus nivolumab in
patients with unresectable HCC

Figure 2. Percentage Changes From Baseline in Sums of Tumor Diameters by Investigator
Assessment (MRECIST) Following Treatment With Lenvatinib Plus Nivolumab

Figure 1. Design of Phase 1b Study of
Lenvatinib Plus Nivolumab in uHCC

Lenvatinib 12 or 8 mg/day (based on body weight) orally

Primary end points
» Tolerability
= Safety of combination

once daily + nivolumab 240 mg IV every 2 weeks

Part 1: DLT Evaluation Part 2: Expansion
*n=6 *n=24
+ Patients for whom no « Patients with no prior

other appropriate therapy systemic therapy
was available for uHCC

Secondary end points

* ORR (mRECIST
by investigator)

» Pharmacokinetic
profiles of lenvatinib
and nivolumab

Key Eligibility Criteri
uHCC

2 1 Measurable target lesion

BCLC stage B (not applicable for TACE) or C
Child-Pugh class A
ECOG performance status 0-1

BCLC, Barcelona Clinic Liver Cancer; DLT, dose-limiting toxicity; ECOG, Eastern Cooperative Oncology Group;
IV, intravenously; mRECIST, modified Response Evaluation Criteria In Solid Tumors; ORR, objective response
rate; TACE, transarterial chemoembolization; uHCC, unresectable hepatocellular carcinoma.

&
o
]

sl ORR by mRECIST 76.7%
R P
g o
3 & NK
§ 20 SD sp % §§
£ S 8§ ] ...\ 1 . 1} . L1 1 .
ﬁ_‘Z 40 SD PR PR PR PR SD° PR }\R -
@ PR
g'GU‘-Hepatiﬁstirus (n=6) FRER PR PR
= mm Hepatitis C virus (n = 6) PR PR
© g0 s Alcohol (n = 9) PR PR
mm Unknown (n = 7) AN Part 1 (n=6)
_100-] == Other (n = 2) - Part 2 (n = 24) X

PR PR CR PR CR CR

“Patient experienced a 35% tumor shrinkage at the target lesion, but a nontarget lesion progressed at the same time.
CR, complete response; mRECIST, modified Response Evaluation Criteria In Solid Tumors; PD, progressive di PR, partial

P ; SD, stable d

« Tumor reductions appeared durable for most patients (Figure 3 and Figure 4).

Figure 3. Percentage Change From Baseline in Sums of Diameters of Target Lesions Over Time
by Investigator Assessment (MRECIST) Following Treatment With Lenvatinib Plus Nivolumab

Courtesy of Lipika Goyal, MD, MPhil

e Hepalitis B virus (n = 6)
m— Hepatitis C virus (n = 6)

Alcohol (n=9) === Other (n=2) === Part1(n=6)
Unknown (n=7) — Part 2 (n = 24)

Change From Baseline, %

T
Baseline 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15
Time (Months)

mRECIST, modified Response Evaluation Criteria In Solid Tumors.

Kudo, et al, GI ASCO 2020




» Advanced or
metastatic HCC

«>18 years

« No prior systemic
therapy

+BCLC stage BorC

¢ Child-Pugh score A

*ECOG PSOor1

Courtesy of Lipika Goyal, MD, MPhil

e Informed consent

« Medical history/
physical

 Blood/urine analysis

« CT/MRI tumor
assessment

« EuroQol-5-dimension,
5-level

Stratification and
randomization

« Stratified by disease
etiology, region,
presence of EHD
or MVI

e Randomized 2:1:1

Cabozantinib
40 mg QD PO
+ atezolizumab

1200 mg Q3W |V

Sorafenib
400 mg BID PO

Cabozantinib
60 mg QD PO

Endpoints and

assessments

* Primary endpoints:
PFS and OS of
cabozantinib +
atezolizumab
vs sorafenib

» Secondary endpoint:
PFS of cabozantinib
vs sorafenib

* Tumor assessment
every 6 weeks
(RECIST version 1.1)
by BIRCT

* Treatment until loss of
clinical benefit or

intolerable toxicity*
-

COSMIC-312: Cabozantinib/Atezolizumab vs
sorafenib in treatment-naive advanced HCC

&

Kelley, et al, Future Oncology, 2020



Donafenib versus Sorafenib as First-Line Therapy in
Advanced Hepatocellular Carcinoma: An Open-
Label, Randomized, Multicentre Phase II/I1ll Trial

Feng Bi et al. ASCO 2020;Abstract 4506.




Conclusions

Donafenib demonstrated superiority versus sorafenib in overall survival in patients
with HCC (12.1 months vs 10.3 months, HR 0.831, 95% CI1 0.699-0.988, p = 0.0363)

Donafenib showed improved trends versus sorafenib in PFS, ORR, and DCR,
though differences were not significant

Donafenib exhibited favourable safety and tolerability compared with sorafenib

Donafenib should be considered an optimal first-line therapy for advanced HCC

Year,,

Feng Bi et al. ASCO 2020;Abstract 4506. «IQ{COVI'ZCVOV




Research

JAMA Oncology | Original Investigation

Systemic Therapy and Sequencing Options
in Advanced Hepatocellular Carcinoma
A Systematic Review and Network Meta-analysis

Mohamad Bassam Sonbol, MD; Irbaz Bin Riaz, MD, MS; Syed Arsalan Ahmed Naqvi, MBBS;

Daniel R. Almquist, MD; Syeda Mina, MD; Jehad Almasri, MD; Shiv Shah; Diana Almader-Douglas;

Pedro Luiz Serrano Uson; Junior, MD; Amit Mahipal, MD; Wen Wee, Ma, MD; Zhaohui Jin, MD; Kabir Mody, MD;
Jason Starr, MD; Mitesh J. Borad, MD; Daniel H. Ahn, MD; M. Hassan Murad, MD; Tanios Bekaii-Saab, MD

Sonbol MB et al. JAMA Oncol 2020;[Online ahead of print].



What is your usual first-line systemic therapy for HCC in a
70-year-old patient with a Child-Pugh A score and Grade 1
esophageal varices being managed with a beta blocker?

Sorafenib

T

Lenvatinib

Sorafenib or lenvatinib — coin flip
Atezolizumab/bevacizumab
Chemotherapy

Other

= O o O




What is your usual first-line systemic therapy for HCC in a
70-year-old patient with a Child-Pugh A score and cirrhosis but with
a history of extensive psoriasis controlled with local therapy?

a. Sorafenib

b. Lenvatinib

Sorafenib or lenvatinib — coin flip
Cabozantinib
Atezolizumab/bevacizumab
Chemotherapy

Other

tm ™ O o O




What is your usual first-line systemic therapy for HCC in a 70-year-
old patient with a Child-Pugh A score and cirrhosis but with a
history of moderately symptomatic multiple sclerosis currently off
therapy?

a. Sorafenib
b. Lenvatinib
. Sorafenib or lenvatinib — coin flip

. Cabozantinib

C
d
e. Atezolizumab/bevacizumab
f. Chemotherapy

g

. Other




MODULE 1: Treatment of HCC — Second and Third Line

Key Relevant Data Sets

— CELESTIAL: Cabozantinib vs placebo in advanced HCC
— CheckMate 040: Cabozantinib cohort

— KEYNOTE-224: Updated analysis of pembrolizumab in advanced HCC
— KEYNOTE-240: Second-line pembrolizumab in advanced HCC

— CheckMate 040: Nivolumab with ipilimumab in advanced HCC after
sorafenib

— Study 22: Tremelimumab + durvalumab in advanced HCC

Year,,
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Courtesy of Lipika Goyal, MD, MPhil



CELESTIAL: Cabozantinib in Advanced HCC
Subgroup analysis in Child Pugh B population

> | : ‘ Child Pugh B population:
™ ) ' o . .
Advanced HCC (N=760) Randomized double-blind design 5 : 11% of cabozantinib group
. umor assessmen 0
Child-Pugh A Stratification vy ek 9% of placebo group
ECOG PSOor 1 * Etiology (HBV [with or without (RECIST v1.1)' Key Endpaiiits
: y . HCV], HCV [without HBV], oth . H
Received prior sorafenib | R 3.4 J . _] o _[WI hou) L;othien) Treatment until loss of Primary: OS Higher rates of:
Received up to two * Regloihola, oher clinical benefit or Secondary: PFS, ORR, safety . . .
prior systemic regimens * Presence of macrovascular intolerable toxicity maCFOVBSCl.J lar invasion
for HCC and progressed invasion and/or extrahepatic No croseover allowsd * extra hepatlc spread
following at least one spread of disease (yes,no)
y * elevated AFP
> e * HBV and HCV
PO q

* Outcomes were analyzed from randomization for the subgroup of patients who were
Child-Pugh B on study by Week 8 (time of first Child-Pugh assessment post randomization)

* Child-Pugh class was assessed by the investigator

Courtesy of Lipika Goyal, MD, MPhil El-Khoueiry, et al, GI ESMO 2020



CELESTIAL: Cabozantinib in Advanced HCC
Subgroup analysis in Child Pugh B population

Child-Pugh B Subgroup Overall
Median OS No. of Median OS No. of
mo (95% Cl) Deaths mo (95% Cl) Deaths
—— Cabozantinib (N=51) 8.5 (7.7-12.2) 37 —+— Cabozantinib (N=470) 10.2 (9.1-12.0) 317
1.0 T, — Placebo (N=22) 3.8 (3.3-4.8) 20 1.0 %, — Placebo (N=237) 8.0 (6.8-9.4) 167
Hazard ratio 0.32 (0.18-0.58) "\ Hazard ratio 0.76 (95% Cl 0.63-0.92) P=0.005
0.8 VN 0.8
@) @)
° °
3 06 . 3 06 I
2 0.4- ® 0.4-
Q2 Q2
2 2
a 0.2- i a 0.2+
N
O0+—T——T—T——T—T7T—T—T—T—TT T T1TT11 O0t+—T—T—"T—T"——T—T"—T—T—T—T—TT1TT11
0 3 6 9 12151821 24 27 30 33 3639 42 0 3 6 9 121518 21.24 27 3033 363942
Months Months

Courtesy of Lipika Goyal, MD, MPhil El-Khoueiry, et al, GI ESMO 2020



A

Change from baseline at Week 8, %

Change from baseline at Week 8, %

CELESTIAL: Cabozantinib in Advanced HCC
Subgroup analysis by baseline AFP and AFP response

Cabozantinib arm
Overall survival

Cabozantinib (N = 236

8 week AFP
response = 50%

Placebo (N = 1117)

1.0 Median OS No. of
mo deaths
" 0.8- ~ AFP response (N =117)  16.1 81
(@) -+ No AFP response (N = 119) 9.1 85
G
; 0.6 - HR 0.61 (95% CI 0.45-0.84)
B
S 0.4-
g
o
0.24
The
0.0 T T T | T | T T | T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at risk

AFP response 117 113 88 71 60 48 37 23 15 8 & 3 1

No AFP response 119 105 76 49 31

23

18

10 5 4 4 3

Kelley, et al, CCR 2020
Courtesy of Lipika Goyal, MD, MPhil



CheckMate 040

CheckMate 040 Study Design?
Cabozantinib Cohort

( Eligible patients ) Doublet arm 4 N

NIVO 240 Q2W IV +
CABO 40 QD po
* Aged = 18 years with advanced QP Treat until
HCC - RECIST v1.1-defined
» Sorafenib naive or progression after Tripletarm progressionor
or intolerance to sorafenib unacceptable toxicity
. i NIVO3 Q2W IV +
* HBV, HCV, or non-viral HCC IPI1 Q6W IV +
KChiId-Pugh score A5 or A6 ) CABO 40 QD po \ j
Primary endpoints Database lock: September 2019

Safety and tolerability
ORR by investigator assessment

Secondary endpoints®
DCR, DOR, TTR, TTP, PFS, OS

aClinicalTrials.gov, NCT01658878; PCo-infection with HBV and HCV was an exclusion criterion; cEfficacy outcomes were evaluated by both investigator assessment and BICR.

BICR, blinded independent central review; CABO 40, cabozantinib 40 mg; DCR, disease control rate; DOR, duration of response; HBV, hepatitis B virus; HCC, hepatocellular carcinoma;

HCV, hepatitis C virus; IPI1, ipilimumb 1 mg/kg; 1V, intravenous; NIVO 240, nivolumab 240 mg; NIVO3, nivolumab 3 mg/kg; PFS, progression-free survival; po, oral administration; Q2W, every
2 weeks; Q6W, every 6 weeks; QD, once daily; TTP, time to progression; TTR, time to response.

Courtesy of Lipika Goyal, MD, MPhil Yau, et al, GI ASCO 2020



CheckMate 040: Nivo/Cabo vs Nivo/lpi/Cabo

Overall Survival

CheckMate 040

Doublet arm Triplet arm
NIVO 240 Q2W + CABO 40 NIVO3 Q2W + IPI1 Q6W + CABO 40
n=236 n=35
Median OS (95% CI), months 215 (13.1-NR) NR (15.1-NR)
Patients with an event, n 16 (44) 14 (40)
15-month OS rate, % (95% Cl) 64 (45-78) 70 (51-83)

NIVO3 Q2W + IPI1 Q6W + CABO 40

© ©

NIVO 240 Q2W + CABO 40

60
<]
= 40
B —~
88 20
5§86 0
<3
£E
P i
= 40
§ 8
~.£ 607
:
o —80 100 -
—-1001 * 90 1
Patients 80 1
= NIVO 240 Q2W + CABO 40 m NIVO3 Q2W +IPI1 Q6W + CABO 40 W
S 60
In the doublet arm, 24 of 35 patients (68.6%) had a decrease in target lesion % 50
. « . . (o}
In the triplet arm, 23 of 33 patients (69.7%) had a decrease in target lesion 20
30 A
20 -
10 -
0
0
No. at risk
NIVO 240 + CABO 40 36

Courtesy of Lipika Goyal, MD, MPhil

NIVO3 +IPI1 + CABO 40 35

NR, not reached.

33
30

6 9 12 15 18

Months
27 26 23 21 15
27 27 23 22 15

21 24 27
5 1 0
3 0 0

Yau, et al, GI ASCO 2020



Apatinib as Second-Line Therapy in Chinese
Patients with Advanced Hepatocellular Carcinoma:

A Randomized, Placebo-Controlled, Double-Blind,
Phase lll Study

Qui L et al. ASCO 2020;Abstract 4507.
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. .
Apatinib

Courtesy of Lipika Goyal, MD, MPhil



KEYNOTE-224: Pembrolizumab in advanced HCC

A [

A s
2 A =
O A —
2 A 3
o A A o
Q. A -
»n - .
Q A —_—
(14 A —
-— A o
5| =
=] = -
'S A A Complete response
" — A =" .
- . A Partial response
£ A A ® ® Progressive disease

A — Ongoing response

| | | I 1

0 12 24 36 48 60 72
Time Since Start of Treatment, wk

Median DOR not reached
Objective response: 17%

Zhu AX et al. Lancet Oncol. 2018;19:940-952.

Updated data for KEYNOTE-224:

1. ORR improved from 17.3% to
18.3%

2. Duration of response > 12 months
improved from 61.4% to 77.0%

3. Complete response rate improved
from 1.0% to 3.8%

4. Safety profile of pembrolizumab
not significantly changed

Kudo, et al, G/ ASCO 2020
Courtesy of Lipika Goyal, MD, MPhil




KEYNOTE-240: Pembrolizumab vs
Placebo in Advanced HCC

100 Overall Survival —— Pembro
= Placebo
90 -
80 -
HR, 0.781; 95% Cl, 0.611 to 0.998; P = .0238
70 -
— 60 4
x
% 50 -
40 -
30 -
20 -
10
T T T l} i T T T T T 1} i T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time (months)
No. at risk:
Pembro 278 265 237 213 190 169 152 135 110 86 57 33 16 7 1 1
Placebo 135 130 113 98 84 72 656 51 42 30 23 13 8 3 1 0

B

100 |
90 |
80 |

70
60
50
40

PFS (%)

30
20
105

No. at risk:
Pembro
Placebo

Progression Free

= Pembro

H e Placeb

Survival
HR, 0.718; 95% Cl, 0.570 to 0.904; P = .0022

i I 1 1 1 1 1 I I I 1 1 1 I I I

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Time (months)

278 172 114 80 64 42 38 31 24 16 1M 5 3 0 0 0
136: 7346 26 36 8 7 &6 3 FJ I A T 0 O 0O

ORR, % (95% Cl)

Pembrolizumab reduced the risk of death by 22% and improved PFS over placebo
“These differences did not meet significance per the prespecified statistical plan”

Courtesy of Lipika Goyal, MD, MPhil

30

20

10

Objective Response Rate

13.8 (7.7-19.5)

P =.00007
|
18.3
(14.0-23.4)
I 4.4
(1.6-9.4)
Pembrolizumab Placebo

Favorable risk-to-benefit
ratio for pembrolizumab

Finn, et al JCO 2020



1N

m All participants

CheckMate 040: Ipilimumab and Nivolumab
advanced HCC after sorafenib

Nivolumab 1 mg/kg + ipilimumab 3 mg/kg every 3 weeks for four doses, followed by nivolumab 240 mg alone every 2 weeks

Participants with CR/PR, SD, and PD

100- 100 -
80 80 -
s - CR/PR mOS (95% Cl) = NE mo (33.0-NE) s+
= B Arm A mOS (95% Cl) = 22.8 mo (9.4-NE) =
i 6 Arm CmOS (95%Cl) - 5 it SD mOS (95% Cl) = 14.5 mo (8.4-29.6)
5 =12.7 mo (7.4-33.0) ‘ ' _ = 5 -
= g Arm B mOS (95% Cl) = 12.5 mo (7.6-16.4) g
PD mOS (95% ClI) = 8.3 mo (6.6-10.8)
0 T T T T T T T T T T T T T 0 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time, mo Time, mo
No. at risk No. at risk
(censored) (censored)?
ArmA 50 45 39 32 29 27 25 25 23 21 19 7 2 O CR/PR 46 46 46 45 43 43 40 40 40 38 33 7 3 0O
o @ 2 2 @ @ @ @ @ @3) 4 (16) (21) (23) (0) (0 (0 (@ (@© (0 (0 (© (© (1) (6) (31) (35 (38)
ArmB 49 41 36 30 26 18 14 14 14 13 13 2 1 0 SDb 26 24 18 16 12 10 9 9 9 9 7 2 0 O
@ 1M @O O @ @ @ @ @ @ @ @3) (14) @15 (0) (@) (1) (1) @) 42); ) €2) @)y @) @) @ 9@ O
ArmC 49 42 36 27 24 22 22 20 20 20 15 4 2 0 PD 65 55 45 27 23 14 12 10 8 7 7 4 2 0
0) (© (O (1) (1) (@) (@) (@) (@) (@) (5) (15 (17) (19) o 1) 1) @ @ @ @ @ @ @ @ 6 & 9
. Yao, et al, JAMA Onc, 2020
[ Objective Response Rate 32% ] ’ ’ ’

Courtesy of Lipika Goyal, MD, MPhil



Courtesy of Lipika Goyal, MD, MPhil



Kelley, et al, Future Oncology, 2020

Rationale for Immunotherapy/TKI
combinations

VEGFR inhibition TAM kinase (TYRO3, AXL, MER) inhibition
* Decreases number and function of regulatory * Increases numbers of circulating and tumor-infiltrating cytotoxic T cells
T cells and MDSCs * Promotes macrophage phenotype transition from M2 (immune
* Promotes maturation of dendritic cells into APCs suppressive) to M1 (immune stimulating)
* Normalizes vasculature that promotes « Increases tumor MHC class | expression
cytotoxic T-cell infiltration * Promotes maturation of APCs

* Blocks expression of PD-L1 on tumor cells
* Interferes with mobilization of
immunosuppressive neutrophils

Cytotoxic T cell

Neutrophil £ *VEGFR
— APC

TCR MET
MHC-1 '3 PD-1 AXLp
7 Pro ““Xr1vRo3

MER ‘
\ MET ﬁ s g i
I )_AXL \c

4 M2 macrophage ytotoxic
cell Regulatory T cell

.. Immunosu ressive
Tumor cells PP

factors
b \ VeGF
MHC-1 14 34 \ o
o ,,,,--
Immunosuppressive factors mMbsc NK cell

(eg. TGF-B, IL-10, VEGF, CCL2)

Courtesy of Lipika Goyal, MD, MPhil



Study 22: Tremelimumab (T) in Combination with
Durvalumab (D) for Advanced HCC

4 Part 4 Yé part2a Bt "  Key Eligibility

— R

Efficacy gating cohort’ w w + Child Pugh A liver function
T75+D (n = 40) Objectives and Assessments
J . .
Primary Endpoint: Safety
Part 2B B Key Secondary Endpoints

R safety run-in * Qverall survival
. ¥\ 1208:0 0= 10) PAY J *+ Objective response rate

 Duration of response

* Unresectable HCC with fresh or

T300+D (n = 65) 2:/2:2/§||etumor biopsy sample

» Progressed on, intolerant to, or
refused prior sorafenib

S

Key Milestones Key Milestones

FSI Part 2A February 2017 FSI Part 3 February 2018 Key Assessments

FSIPart2B  October 2017 LSl Part3 April 2019 « Multiphase imaging Q8 weeks
T —— « Circulating immune cells
T300+D tremelimumab 300 mg x 1 dose + durvalumab 1500 mg Q4W e PD-L1 status (\/entana SP263)
D durvalumab 1500 mg Q4W
T tremelimumab monotherapy 750 mg Q4W x 7 doses, Q12W thereafter
T75+D tremelimumab 75 mg x 4 doses + durvalumab 1500 mg Q4W

Courtesy of Lipika Goyal, MD, MPhil Sangro, et al, GI ESMO 2020; Kelley, et al, ASCO 2020



Study 22: Overall Survival

1.0°5

0.6

0.4

Probability of Overall Survival

0.2 =

Longest median OS observed with T300+D

Median OS, months 18.73 1357 15.11 130

(95% Cl)

(10.78-27.27) (8.74-17.64) (11.33-20.50) (8.38-14.95)

One event observed at 27 months in the T300+D arm

Number of patients at risk T300+D
D

-

T75+D

Courtesy of Lipika Goyal, MD, MPhil

75

104
69

84

67
78
62
69

56
65
51
56

48
54
45
48

12

39
46
38
38

|
15

30
31
29
30

18 21
Time* (months)
22 16
20 14
23 18
23 174

10 5 0 0 0 0
8 8 8 5 1 0
16 13 11 D 0 0
10 9 6 2 0 0

Sangro, et al, GI ESMO 2020; Kelley, et al, ASCO 2020



What would be your most likely second-line systemic therapy for a
65-year-old patient with HCC, a Child-Pugh A score and a PS of 0
who received first-line standard-dose sorafenib with minimal
toxicity, had stable disease for 14 months and then experienced
disease progression (AFP 2,500 ng/mL)?

a. Lenvatinib
b. Regorafenib

Cabozantinib
Ramucirumab

Anti-PD-1 antibody
Atezolizumab/bevacizumab
Nivolumab/ipilimumab
Other

> M S o Q9 O




What would be your most likely second-line systemic therapy for a
65-year-old patient with HCC, a Child-Pugh A score and a PS of 0
who received first-line atezolizumab/bevacizumab with minimal
toxicity and then experienced disease progression after 18 months
(AFP 2,500 ng/mL)?

a. Cabozantinib

o

Lenvatinib

Anti-PD-1 antibody
Nivolumab/ipilimumab
Ramucirumab
Regorafenib

Sorafenib

Other

> @ ™ o o O




What would be your most likely third-line systemic therapy
recommendation for an otherwise healthy 65-year-old patient with
HCC who experienced disease progression on first-line atezolizumab/
bevacizumab and second-line lenvatinib (AFP 2,500 ng/mL)?

a. Sorafenib
b. Regorafenib
Cabozantinib
Ramucirumab
Anti-PD-1 antibody
Nivolumab/ipilimumab
Chemotherapy

Other

> M S o Q9 O




MODULE 2: Targeted Treatment of Cholangiocarcinoma

Key Relevant Data Sets

— FIGHT-202: FDA approval of pemigatinib for cholangiocarcinoma with
FGFR2 fusion

— FOENIX-CCA2: Phase Il study of futibatinib for cholangiocarcinoma
harboring FGFR2 gene fusions

— Phase Il study of infigratinib for cholangiocarcinoma harboring FGFR2
gene fusions

— FIGHT-302: First-line pemigatinib vs gemcitabine with cisplatin for
advanced cholangiocarcinoma with FGFR2 rearrangements

— ClarIDHy: Ivosidenib in chemotherapy-refractory cholangiocarcinoma
with IDH1 mutation

Year,,

44Review
2020




Biliary Tract Cancers (BTC): A Complex Landscape
Anatomic and Genetic Diversity = Targets Galore

Intrahepatic Cholangiocarcinoma (IHCC)

Targeted therapies Molecular aberrations e
FGFR small molecule kinase inhibitors FGFR2 fusion (7-14%)

Mutant IDH inhibitors IDH 1/2 (23-28%)

HDAC inhibitors BAP1 (9-12%), ARID1A (15-36%)

MET kinase inhibitors MET-HGF (7%)

Mcl-1 selective inhibitor Mcl-1 (16-21%

MEK inhibitors KRAS (11-25%

AKT inhibitors, mTOR inhibitors PI3BK-AKT-mTOR (4-8%)

Valle J et al. Cancer Discov 2017;7:943-962 Courtesy of Tanios Bekaii-Saab, MD



Biliary Tract Cancers (BTC): A Complex Landscape
Anatomic and Genetic Diversity = Targets Galore

Perihilar Cholangiocarcinoma

oS

o
Molecular aberrations Targeted therapies
EGFR/HER2 (4-25%) EGFR inhibitors e
PKA pathway (10%) Small molecule PKA inhibitor
KRAS (12-40%) MEK inhibitors
PI3K-AKT-mTOR (40/0) AKT inhibitors, mTOR inhibitors

Valle J et al. Cancer Discov 2017;7:943-962 Courtesy of Tanios Bekaii-Saab, MD



Biliary Tract Cancers (BTC): A Complex Landscape
Anatomic and Genetic Diversity = Targets Galore

Distal Cholangiocarcinoma + Gallbladder Cancer

Molecular aberrations Targeted therapies
ERBB2/ERBB3 (11-14%) EGFR inhibitors
KRAS (58-68%) MEK inhibitors
/- PI3K-AKT-mTOR (18%) AKT inhibitors, mTOR inhibitors
i =

Valle J et al. Cancer Discov 2017;7:943-962 Courtesy of Tanios Bekaii-Saab, MD



Targeting Dysregulation of FGFR in BTC

Activatory mutations
FGFRs overexpression Oncogenic fusions

) G 2 ¢ ¢
)( @ € '

) (?)( y || §

*qIHH* 1lr\HI|’||“1

=

Agents in Development:
* Pemigatinib

* Infigratinib

e Futibatinib

* Derazantinib

* And others

43
D

ligand-
independent
dimerization
and activation

Increased kinase
activity

Increased ligand
binding

FGFR1: FGFR1: FGFR1:
-lung cancer -glicblastoma myeloproliferative
-head and neck cancer syndrome EMS
-breast cancer FGFR2: T-cell ymphoma
-prostate cancer -endometrial carcinomas
-bladder cancer -lung cancer FGFR2:
Bloadde

FGFR2: FGFR3: -intrahepatic cholangiocarcinoma u
-gastric cancer -bladder tumors
-triple-negative breast cancer FGFR3:

FGFR4&: -bladder cancer
FGFR3: -endometrial cancer -glioblastoma
_|unq cancer - Iul’\g cancer
-bladder cancer

FGFR4:
-hepatocellular carcinomas

Borad M et al. Current Opinion in Gastroenterology. May 2015 Courtesy of Tanios Bekaii-Saab, MD



Patients with advanced cholangiocarcinoma should have...

NGS or panel somatic testing

 Q

Germline panel testing
Both
Neither

=




FIGHT-202 (Pemigatinib)
Waterfall Plot results for individual patients with FGFR2 fusions or rearrangements

60+ cORR=35.5% ] Complete response (n=3)

W I mOS = 21.1 mos [ Partial response (n=35)
@ | mPFS = 6.9 mos [ Stable disease (n=50)
5 40711 [ Progressive disease (n=16)
3 [ Not evaluable*
L
o
£
8 0_'"__ DHHDHH___DUUDU'I][[” r uinl TNIEN ar ACMTNIrn 1 TTEIr N IrnnIcrrnIrn T niIrnT .
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2
£ -20
o
72 ) uly
g -401 : |
6 B ol S
v -
< HUL
ﬁ —60— il
9
E g |
& U

100 T T T T I T T I T I T T I T T T T T T I T T T T T T T T T T T T T T T T I T I T T T T T T T I T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 7T T 7T7] |

Abou-Alfa G et al. Lancet Oncology . March 20, 2020 Courtesy of Tanios Bekaii-Saab, MD



Pemigatinib:
Common AEs

Courtesy of Tanios Bekaii-Saab, MD

Grade 1-2 Grade 3 Grade 4

Paronychia 81 (55%) 0 0
Alopecia 67 (46%) 0 0
Dysgeusia 55 (38%) 0 0
Diarrhoea 49 (34%) 4 (3%) 0
Fatigue 45 (31%) 2 (1%) 0
Stomatitis 39 (27%) 8 (5%) 0
Dry mouth 42 (29%) 0 0
Nausea 34 (23%) 2(1%) 0
Decreased appetite 34 (23%) 1(1%) 0
Dry eye 30 (21%) 1(1%) 0]
Dry skin 22 (15%) 1(1%) 0
Arthralgia 16 (11%) 6 (4%) 0
Palmar-plantar 16 (11%) 6 (4%) 0
erythrodysaesthesia

Constipation 20 (14%) 0 0
Hypophosphataemia* 8 (5%) 10 (7%) 0
Pain in extremity 15 (10%) 0 0]
Vomiting 13 (9%) 1(1%) 0
Weight decreased 13 (9%) 1(1%) 0
Myalgia 10 (7%) 1(1%) 0
Nail discolouration 10 (7%) 1(1%) 0
Abdominal pain 8 (5%) 1(1%) 0
Anaemia 8 (5%) 1(1%) 0
Onychoclasis 8 (5%) 1(1%) 0
Paronychia 8 (5%) 1(1%) 0

Abou-Alfa G et al. Lancet Oncology . March 20, 2020



Other FGFR inhibitors in patients with FGFR2 fusions and IHCC

FUTIBATINIB (FOENIX-CCA2 Phase Il Trial)?!

INFIGRATINIB (Phase Il Trial)?

A 4

cORR=37.3% Best overall response (N=67)?

mOS = NR Complete response 1(1.5%)

mMPES = 7.2 mos [ Partial response 24 (35.8%)
) B Stable disease 30 (44.8%)

W Progressive disease 11(16.4%)

Change from baseline (%)
=}
1

_60" All patients

-80 - | Objective response rate

25 (37.3) [26.8-50.0]

-100 4 | Disease control rate

55 (82.1) [70.8-90.4]

| L L L L D L L L L L T . D B, S L O O 5 L, O L L L O A L L L L L L B L L

Patient

1-Goyal L et al ASCO 2020; 2- Javle M et al ESMO 2018

100+ cORR=26.9 % O FGFR2 Amplification + Fusion
A FGFR2 Amplification + Mutation +Fusion
a mOS =12.5 mos @ FGFR2 Fusion
80 0O FGFR2 Fusion + FGFR1 Mutation
mPFS = 6.8 mos ¥r FGFR2 Fusion + FGFR3 Mutation
> FGFR2 Mutation + Fusion
60

40+

é i Hﬂﬂﬂﬂﬂmm....%wwuuuuuu
; B R bt <

-60 - M Partial Response
Unconfirmed PR

[J Stable Disease

-80-{ [ Progressive Disease
[ Unknown

O Not Done

_100 Four patients are not included in this waterfall plot as they did not have both baseline and at least one post-baseline assessment at the time of analysis.

Subjects

Courtesy of Tanios Bekaii-Saab, MD



FIGHT-302: 1L Pemigatinib vs
gemcitabine plus cisplatin for
advanced IHCA with FGFRZ2
rearrangements

Bekaii-Saab T et al. Future Oncology 2020.

Global Phase Il Open-label

==y
ii Pemigatinib (13.5 mg QD)

PD: CR/PR/SD:
Discontinue Continue
treatment treatment and
Follow-up every assessment
12 weeks for every 3 cycles
survival

Patients who discontinue due
to an adverse event or reason
other than PD will continue to
have disease assessments
until disease progression or
death, whichever occurs first

Randomized

Active- Multicenter
controlled

1] uoyBZIWIOpUBY

£ 9j942 @
JUBWISSISSE 958asI(g

Courtesy of Tanios Bekaii-Saab, MD



IDH1/2 mutations inhibit both histone and DNA demethylation and alter epigenetic regulation.

Cytoplasm

SN
Altered epigenetic regulation
Altered differentiation and tumorigenesis

© 2012 American Association for Cancer Research

CCR Focus A{{

Hui Yang et al. Clin Cancer Res 2012;18:5562-5571 Courtesy of Tanios Bekaii-Saab, MD



ClariDHy

(Key eligibility criteria D @
- >18 years of age O - S < 5 .,
 Histologically confirmed diagnosis of cholangiocarcinoma (o)) g g g 'g o
o A * c —_ S Q.
Centrally confirmed mIDH1* status by NGS = 8 i, ﬁ g c g Crossover permitted
« ECOG PS score 0 or 1 e §—> i e s at radiographic
* 1-2 prior therapies (at least 1 gemcitabine- or 5-FU- — =80 c o5 disease progression
O v O T - Q.2
containing regimen) e T & £5
* Measurable lesion as defined by RECIST v1.1 2 e ; E g S
» Adequate hematologic, hepatic, and renal function o

\__ NCT02989857 -

monitored the safety data throughout the study

= Primary endpoint: PFS by blinded independent radiology center (IRC)

- Secondary endpoints included: safety and tolerability; PFS by local review; OS; objective response rate;
quality of life (QoL)t; pharmacokinetics/pharmacodynamics

= Sample size of ~186 patients based on hazard ratio (HR)=0.5, 96% power, 1-sided alpha=0.025
= 780 patients were screened for IDH1 mutations across 49 sites and 6 countries

*IDH1 mutation status prospectively confirmed by NGS-based Assay on formalin-fixed, paraffin-embedded tumor tissue in a Clinical Laboratory Improvement Amendments-certified laboratory.
TAssessed using EQ-5D-5L, EORTC QLQ-C30, EORTC QLQ-BIL21, and PGI questions.

ECOG PS=Eastern Cooperative Oncology Group Performance Status; EORTC=European Organisation for Research and Treatment of Cancer; EQ-5D-5L=5-level EuroQoL-5 Dimension questionnaire;
FU=fluorouracil; NGS=next-generation sequencing; PGI=Patient Global Impression; QD=once daily; QLQ-BIL21=Cholangiocarcinoma and Gallbladder Cancer module; QLQ-C30=Quality of Life Questionnaire
Core 30;

RECIST=Response Evaluation Criteria in Solid Tumors. Courtesy Of Tanios Bekaii'saab: MD Abou Alfa et al ESMO 2019



Targeting IDH1 in IHCC: Ivosidenib vs. Placebo

1.0 - Ivosidenib Placebo
+ Censored == |vosidenib == Placebo
0.9 1 PFS
=U. % LI, U, .

05 - RS (g5<(/).(§)l10 5,0.54) Median, months 2.7 14
> 6-month rate 32% NE
3 %] 12-month rate 22% NE
2
g 0 Disease control rate 53% 28%
0 041 (PR+SD) (2% PR, 51% SD) | (0% PR, 28% SD)
18
o

o
w
1

+

+

+

0.0 T T T T T T T T T T T T T T T T

o 1 2 3 4 5 6 7 8 9 10 1"
Number of patients at risk:

124 105 54 40 36 28 22 16 14 10 9 6 & 4 3 3 2

61 46 11 6 4 1
Survival (months)

Abou-Alfa GK et al. Lancet Oncol 2020;32(6):796-807; Abou-Alfa G et al. ESMO 2019

Ivosidenib

Placebo

Courtesy of Tanios Bekaii-Saab, MD



MODULE 3: Pancreatic Cancer

Key Relevant Data Sets

— Liposomal irinotecan
— POLO: Maintenance olaparib

-~ Maintenance rucaparib for pancreatic cancer with BRCA or
PALB2 mutation

— Platinum-based therapy +/- veliparib for patients with germline
BRCA/PALB2 mutations

Year,,

44Review

2020




Do you generally offer neoadjuvant chemotherapy to your patients
with resectable pancreatic cancer?

Q)

Almost always

S

Frequently

Occasionally

—

Rarely




Liposomal Irinotecan (nal-IRl): Drug Characteristics

nal-IRI is a stable nanoliposomal therapy

PEG-DSPE .

Irinotecan -
-80,000 molecules

Lipid
membrane 110 nnt

Internal aqueous
space

The half-life (t}%) of total
irinotecan following
administration of nal-IRI 70
mg/m? is 25.8 hours, >4 x longer
than irinotecan (5.8 hours)?

95% of irinotecan remains
liposome-encapsulated, and the
ratios between total and
encapsulated forms did not
change with time from 0 to 169.5
hours post-dose?

1. Irinotecan liposome Prescribing Information. https://www.onivyde.com/_assets/pdf/ONIVYDE_USPI.pdf. Accessed January 10, 2020.

2. Irinotecan Prescribing Information. https://www.pfizermedicalinformation.com/en-us/camptosar. Accessed January 10, 2020. 3. Adiwijaya BS et al.

Clin Pharmacol Ther. 2017;102:997-1005. 4. Ramanathan RK et al. American Association for Cancer Research Annual Meeting 2014 (AACR 2014). Poster CT224.
5. Kalra AV et al. Cancer Res. 2014;74:7003-7013. 6. Goldwasser F et al. Cancer Res. 1995;55:2116-2121.

In humans, nal-IRI results in 46-fold
greater exposure of irinotecan in the
blood than free irinotecan3

In human tumor biopsies, SN-38 levels
were substantially higher in tumor than
plasma*

nal-IRI resulted in SN-38 duration of
exposure at site of tumor >3x longer than
standard irinotecan in mouse model®

nal-IRl had greater tumor volume
reduction than free irinotecan in mouse
models>®

Courtesy of Tanios Bekaii-Saab, MD




NAPOLI-1: Nanoliposomal Irinotecan + 5-FU/LV
vs 5-FU/LV in PDAC

e Phase |l trial

Patients with metastatic
pancreatic cancer who /

progressed on R

gemcitabine-based
therapy, KPS > 70 \
(N =417)

*Combination arm added after safety data were available.
Patients in 5-FU/LV arm used as controls for combination arm.

Wang-Gillam A, et al. Lancet. 2016;387:545-557. Courtesy of Tanios Bekaii-Saab, MD



NAPOLI-1: Results

Tumor Response and Control Nal-IRI + 5-FU/LV
(n=117)

Median OS, mos 6.1 4.2
P =.0009

Median PFS, mos 3.1 1.5
P =.0001

ORR, % 16 1
P<.001

CA19-9 reduction, % 36 12
P =.0009

Wang-Gillam A, et al. Lancet. 2016;387:545-557. Courtesy of Tanios Bekaii-Saab, MD



RW Outcomes: Overall survival curves among patients by: (A) nal-IRI as first-/second-line therapy compared with
third-line-or-later therapy, (B) prior treatment with irinotecan, (C) baseline serum albumin level, and (D) baseline
neutrophil to lymphocyte ratio

+ Censored
Log Rank p = 0.0489

T T T
10 15 20
OS from Onivyde initiation [Months]

[ Baseline serum albumin

<=40g/L — — — =>=40g/L — - — Nottested |

+ Censored
D Log Rank p =0.0048

OS from Onivyde initiation [Months]

1.00 + Censored 1.00
Log Rank p = 0.0027
075+ 0.75
% =
] 050+ E 0.50
025+ 0.25
L+
0.00 0.00
T T T T T T
o S 10 15 20 o
OS from Onivyde initiation [Months]
[ Line Number i1stor2ndline — — — 3rd line plus |
1.00+ + Censored 1.00
B Log Rank p = 0.0040
075+ 0.75 4
= =
E 050+ E 0.50 4
025+ 025+
0.00 0.00 +
T T T T T T
o 5 10 15 20 o
OS from Onivyde initiation [Months]
[ Treated with Irinotecan Prior to index No — — — Yes |

| Baseline Neutrophil to Lymphocyte Ratio

<=5 — — — >5 — - — Missing |

Barzi A et al . Pancreas ¢ Volume 49, Number 2, February 2020

Courtesy of Tanios Bekaii-Saab, MD



NALIRIFOX: Biomarkers — Genomic Profiling

Tumour response data were available for 12 patients

B Classical subtype
Bl Basal-like subtype

p - —
© ©
O o 0
£ c
o L _20-
Sy 40
5 D
S8 07
4 e
v o _80_
L)
o £
S -100-
Cohort
Dose

PFS, months
Censored for

PFS?

1 L] L] L] Ll 1 Ll L) L) 1 L)

Ex B D Ex A Ex Ex Ex Ex Ex Ex
70/60 50/60 50/60 55/70 50/60 70/60 50/60 50/60 50/60 50/60 50/60 50/60
7.8 17.8 10.9 9.6 0.6 9.2 14.9 7.7 9.2 14.7 10.9

Yes Yes Yes Yes Yes

PFS in the pooled population 50/60

« Classical subtype: range 7.7-17.8 months (n = 8)
- Basal-like subtype: 9.6 months (h = 1)

Courtesy of Tanios Bekaii-Saab, MD

Wainberg, Z.A., et al. Presented at the ESMO World Congress on Gastrointestinal Cancer (WCGI 2020, abstract #LBA-1)



NAPOLI-3: An open-label, randomized, phase Il study of first-line liposomal irinotecan +
5-fluorouracil/leucovorin + oxaliplatin versus nab-paclitaxel + gemcitabine in patients
with metastatic pancreatic ductal adenocarcinoma

Arm1
Target: N = 375
Liposomal irinotecan

(50 mg/m? free base)
5-FU (2400 mg/m?)/LV (400 mg/m?)
Oxaliplatin (60 mg/m?)
Administered on days 1 and 15
End-of- Overall

) i i of each 28-day cycle h
Screening Rando?.nllzanon treatment survival
' visit follow-up

Arm 2

Target: N = 375
Nab-paclitaxel (125 mg/m?)
Gemcitabine (1000 mg/m?)

Administered on days 1, 8 and 15

of each 28-day cycle

Wainberg, Z.A., et al. J Clin Oncol 38: 2020 (suppl; abstr TPS4661)

Courtesy of Tanios Bekaii-Saab, MD



Which approach would you take to genomic evaluation for a
75-year-old patient with metastatic pancreatic cancer?

Q)

NGS or panel somatic testing

o

Germline panel testing
Both
Neither

=




HR Mutation Frequency

35 - Bl ARIDIA
Bl AT™m
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*  HR mutations common and present in 17.4% of tumors E BLM
25 d *  Most commonly mutated HR genes include ARID1A (7.2%), BRCA2 (3.0%), BRCA1 (2.8%),
= ATM (1.3%), ATRX (1.3%), and CHEK2 (1.3%) Bl B8RCAI
o8 Bl BRCA2
: 20 1 [ BRIPI
© = ] cHEeck2
2 15 1 : I O rANce
= = | 1 Bl MRE11A
10 - - | : ] wnew
[] “H I 0 raLB2
— — | |
] i : = = I [ rapso
> - o = = 1] = | B — B wan
| H O = = H O, A EH R
0 L= = 0 OO 8 = ="' 8 5 2 082 0B 8 [
A\ < < 2 o < s- C 2 C <& o N O O 2 & A
2 e e > %) 27 R \ AN\ e N \ C )
O N P\ I \CAPR A - S S - S O SR Y & At oY O OO \
bo ‘(\e (}(}00 Q\/bb,bc\oo OQ\\ % Q’b z\,b(\ ‘\6\ \\ Q'boé (9\\0 $‘) Q(o‘, (‘e' \6 «“‘\ \(\z\% 6’6‘(;0 z(\b$ o
NP O« W &t d
e N o ¢ o
N (O Ct o
o Cancer Type
<
.QQ/
W

Heeke. JCO Precis Oncol. 2018 Courtesy of Tanios Bekaii-Saab, MD



What is your usual second-line treatment for an 80-year-old patient
without a somatic or germline mutation who received first-line
gemcitabine/nab paclitaxel?

Nal-IRI + 5-FU/LV
OFF (oxaliplatin/5-FU/LV)
FOLFOX

FOLFIRI or other irinotecan-based regimen

T Q

Capecitabine/oxaliplatin
Capecitabine

Palliative care

Other

> M S o o O

2020



Single-Agent PARPI Trials in PDAC

Olaparib Veliparib Talazoparib Rucaparib

N 23 16 10 19

BRCA Type Germline Germline : Ge!'m“”e Germling (15)/
(including PALB2) Somatic (4)

Lines of Therapy Mean = 2 Mean = 2 1-2 1-2

Prior platinum 15/23 (65%) 14/16 (88%) - -

Response Rate 5/23 (22%) 0% 2/10 20% 3/19 (15%)

4/16 (25%)
4,4,10,11 m

4/19 (21%)

Stable Disease 8/22 (35%) 1 CR: 14 m+

1/10 10%

Kaufmann, B. JClin Oncol, 2014. Lowery, MA. Eur J Cancer, 2017. Domchek, S.
J Clin Oncol, 2016 (34):4110 Courtesy of Tanios Bekaii-Saab, MD



POLO: Phase lll Maintenance (Switch) in gBRCA+ PDAC:
Platinum Therapy — Olaparib/Placebo

R
A .
4 - ™ N [ Olaparib ]
Metastatic PDAC
Germline BRCA(+) 2 ’ 300 mg PO BID
Prior Platinum = 4m M
ECOG 0-1 |
N =145 Z
~ / E \ Placebo

Randomization 3:2
Primary Endpoint: PFS (blinded independent central review mRECIST 1.1)

N ~ 3,500 screened

Golan T et al. N Engl J Med. 2019;381:317-327. Courtesy of Tanios Bekaii-Saab, MD



POLO Trial Results

e 3315 patients screened to identify 154 eligible patients

Probability of Progression-free Survival

0.9+

0.3

0.74

0.6

0.5+

0.4-

0.3~

0.24
0.1

0.0- T
0 2 4

A Progression-free Survival
1.0-9-

Placebo
Group

Progression-free
Y Survival
mo o
6 53.0 23.0

L 12 33.7 14.5

-y 18 27.6 96
4 24 221 96
Lg!

& o

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

Olaparib
Group

Olaparib (N=92; 60 events)

0—0—1 Le ° >

Placebo (N=62; 44 events)

| B P S P o B Qe R S SR S, A L S . L . .
6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 S0

Months since Randomization

B Overall

Probability of Overall Survival

Survival

1.0-

09

0.8+

0.74

0.6+

0.5+

0.4+

0.34

0.24

0.14

0.0

Median, 18.9 mo vs. 18.1 mo
Hazard ratio, 0.91 (95% Cl, 0.56-1.46)
P=0.68

Olaparib (N=92; 41 events)

Placebo (N=62; 30 events)

........................

domization

Median PFS: 7.4 vs 3.8 mos
HR: 0.53 (P =.004)

No difference in OS on interim analysis
(Median OS, 18.9 vs 18.1 mos)
HR: 0.91 (P =0.68)

Golan et al. N Engl J Med 2019;381(4):317-327;
Hochhauser et al. ESMO 2020;Abstract 1527P.

Courtesy of Tanios Bekaii-Saab, MD



Maintenance olaparib in patients aged > 65 years with a germline BRCA mutation
and metastatic pancreatic cancer: POLO trial

Placebo
Age < 65 years Age 2 65 years Age < 65 years Age 2 65 years

(n=63) (n=28) (n=48) (n=12)
Any grade 59(93.7) 28 (100) 44(91.7) 12 (100)
CTCAE grade 2 3 24 (38.1) 12 (42.9) 10(20.8) 4(33.3)
AEs leading to death 0 0 0 0
SAEs 16 (25.4) 6(21.4) 1(14.6) 2(16.7)
AEs leading to dose interruption 22 (34.9) 10(35.7) 2(4.2) 1(83)
AEs leading to dose reduction 13(20.6) 2(7.1) 1(2.1) 1(8.3)

AEs leading to treatment

discontinuation 348 R Lzd) .

Kindler HL et al. ESMO GI 2020 Courtesy of Tanios Bekaii-Saab, MD



Maintenance Rucaparib Treatment in BRCA- or PALB2-
Mutated PDAC ( including Somatic Alterations)

20 2] T 1 -
0:3 4 | ¥ -
E— 67 ¥ -
o 3| : ’
© 4
[ 7 | : )
£ e I ' =)
2 8 1] —
L 1 I |
g 5 "
c
2 € 14 " [ | Complete Response
(M) b l .
o =15 * I Partial Response
t & 5 —
o - i ~ Stable Disease
e 1 ‘
g 15’:’ L Progressive Disease
17: : » Remains on Study
gBRCA1 BlgBRCA2 [[JsBRCA2 B oPALB2 18 | I Progression on Last Day
. *NED at Study Start hd I Of Treatment
ORR all patients 37.8% 'New Lesions 12 |
9
ORR evaluable 41.1% o 10 20 "3 4 s e 10
patients Weeks on Study

DCR at 8 weeks 89.5%

Binder KAR et al. Cancer Res. 2019;79(13_suppl): Abstract CT234. Courtesy of Tanios Bekaii-Saab, MD



Randomized Phase Il Trial of Gemcitabine and Cisplatin +/- Veliparib in Patients With PDAC and

Germline BRCA/PALB2 Mutation

TABLE 2. Best Response to Treatment

Arm A Arm B
(gemcitabine, cisplatin, veliparib) (gemcitabine, cisplatin)
{n'=27) (n =23)
Response No. %  Median (months) 95% Cl  No. % Median (months)  95% Cl P
Response rate 20 741 1555 55
Disease control rate (CR + PR +SD) 27 100 18 783 02
BES 10.1 6.7t011.5 9.7 4210136 .73
0S 185 12.2 10 24.3 16.4 11710234 6

Abbreviations: CR, complete response; OS, overall survival; PFS, progression-free survival: PR, partial response; SD, stable disease.

Eileen M. O'Reilly et al Journal of Clinical Oncology 2020 381378-1388.

Courtesy of Tanios Bekaii-Saab, MD



Regulatory and reimbursement issues aside, have you attempted
or would you attempt to access a PARP inhibitor for a patient with
metastatic pancreatic cancer and a somatic BRCA mutation?

a. | have not and would not
b. | have not, but | would for the right patient

c. | have
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