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Early-onset colorectal cancer 2 ®
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A comprehensive framework for early-onset colorectal
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Factors Associated with Dysbiosis and Early-Onset Colorectal Cancer

Eng C et al. Lancet Oncol 2022;23(3):e116-28.
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Proposed Conceptual Framework for Cancer Care for Early-Onset

Colorectal Cancer
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Eng C et al. Lancet Oncol 2022;23(3):e116-28.
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Economic Consequences of Cancer Treatment for Adults with
Colorectal Cancer
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Nat Rev Cancer 2021 Jun;21(6):339-40. ( O M M E N T

‘Gut instinct: a call to study the
biology of early-onset colorectal
cancer disparities

Andreana N. Holowatyj@"?*, Jose Perea(?® and Christopher H. Lieu*
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Case Presentation: 36-year-old woman with left-sided T3NO
Grade Il obstructing adenocarcinoma of the colon

Dr William Mitchell (Charlotte, North Carolina)
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In general, in which settings, if any, do you order a circulating
tumor DNA (ctDNA) assay for your patients with colorectal
cancer (CRC) outside of a clinical trial?

Stage Il after surgery, Stage Il §~ _§
+ 8 Dr Cohen after adjuvant tx, any stage )(%3 Dr Lieu Stage Il after surgery
after definitive management BR&. 4

~ Stage Il after surgery,
'€ Dr Dasari Stage lll after adjuvant @ Dr Strickler Stage Il after surgery
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a Dr Deming only in specific
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A patient presents with Stage Il CRC with no high-risk features
and undergoes RO resection. What would be your approach to
adjuvant therapy?

,.‘ Order ctDNA assay, [ &' . Order ctDNA assay;,
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A Alm
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If a ctDNA assay was ordered for a patient with Stage Il CRC with no
high-risk features who underwent an RO resection, what would be
your approach to treatment if the results were...?

Negative

Observation FOLFOX/CAPOX
Observation FOLFOX/CAPOX
Observation FOLFOX/CAPOX

Observation FOLFOX/CAPOX

m Dr Strickler Observation FOLFOX/CAPOX
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For a patient with CRC and a solitary hepatic metastasis who
receives neoadjuvant FOLFOX and undergoes hepatic resection,
would you assess ctDNA as part of the postoperative workup?

™
H Dr Cohen ')('?J Dr Lieu

. ﬁ Yes, if patient
'”F Dr Dasari ' Dr Strickler agreeable to additional
N Ao “adjuvant” tx

Dr Deming
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ESTABLISHED IN 1812 JUNE 16, 2022 VOL. 386 NO. 24

Circulating Tumor DNA Analysis Guiding Adjuvant Therapy
in Stage II Colon Cancer
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DYNAMIC: Results Summary

Standard-

Management Group
N«153

ctDNA-Guided

CIinicopathoIoéical Criteria
CONCLUSIONS

Among patients with stage II colon cancer, ctDNA-guided

Positive Negative
ctDNA Results ctDNA Results

management was noninferior to standard management
with respect to 2-year recurrence-free survival and resulted
in reduced use of adjuvant chemotherapy.

Tie Jetal. N Engl J Med 2022;386(24):2261-72.
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nature medicine 2023 Jan 16;[Online ahead of print].

Article https://doi.org/10.1038/s41591-022-02115-4

Molecular residual disease and efficacy of
adjuvant chemotherapy in patients with
colorectal cancer
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Overview of the CIRCULATE-JAPAN Study

— CtDNA negative
— CtDNA positive

i ctDNA monitoring ctDNA

. VEGA trial
P—————————————— 1 negative after = (n =1,240)
: : surgery ’
: RO or R1 :
I resection [
n=5200 | : 1 GALAXY study
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I be?gres:lzl:pe?s Stage Il or llI N i W D | {
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: u ; : 1 month 3 months Up to 24 months L B :
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l rectal cancer :
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| [
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CIRCULATE-US

PATIENTS WITH RESECTED COLON ADENOCARCINOMA®?

ctDNA testing

COHORT A¢ COHORT B¢

No ctDNA detected ( ctDNA detected )

ARM 1 ARM 2 ARM 3 ARM 4

CAPEOX or Surveillance with CAPEOX or
G serial CIDNA FOLFOX® FEILEOLLR
No ctDNA detected ( ctDNA detected )

RTP
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Meet The Professor with Dr Lieu

Introduction: Early-Onset Colorectal Cancer

MODULE 1: Localized Disease

MODULE 2: Metastatic Disease

* Dr Lee: 84-year-old woman with pan-RAS WT metastatic rectal cancer with poor tolerance to
chemotherapy, now receiving regorafenib with slowly progressive disease

* Dr Vishwanathan: 62-year-old man with recurrent MSS, HER2-negative, RAS WT rectal cancer,
currently receiving TAS-102/bevacizumab

MODULE 3: HER2-Positive Disease
MODULE 4: MSI-H Disease; BRAF-Mutant Disease
MODULE 5: Journal Club with Dr Lieu

MODULE 6: Appendix
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Case Presentation: 84-year-old woman with pan-RAS WT
metastatic rectal cancer with poor tolerance to

chemotherapy, now receiving regorafenib with slowly
progressive disease

Dr Eric Lee (Fountain Valley, California) RTP
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Case Presentation: 62-year-old man with recurrent MSS,
HER2-negative, RAS WT rectal cancer, currently receiving
TAS-102/bevacizumab

Dr Swati Vishwanathan (Bridgeport, West Virginia) RTP
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What is your usual first-line treatment recommendation for a clinically
stable 60-year-old patient with microsatellite stable (MSS), pan-RAS
wild-type, BRAF wild-type metastatic CRC (mCRC) if the tumor is...?

Right sided Left sided

FOLFOXIRI + bev FOLFOX/CAPOX + cetuximab

’{* ! Dr Dasari FOLFOX/CAPOX + bev FOLFOX/CAPOX + cetuximab

Dr Deming FOLFOX/CAPOX + bev FOLFOX/CAPOX + bev

¥ } Dr Lieu FOLFOX/CAPOX + bev FOLFOX/CAPOX + panitumumab

9 Dr Strickler FOLFOX/CAPOX + bev FOLFOX/CAPOX + panitumumab
S

FOLFOXIRI = FOLFOX/irinotecan; bev = bevacizumab




What is your preferred sequence for administering regorafenib
and TAS-102 with or without bevacizumab for your patients with
multiregimen-relapsed mCRC?

- - ™\ - -
Y br Cohen TAS-102 +/ b.ev - (&3 O Loy TAS-102 +/ b.ev -
regorafenib ol regorafenib

A

'€ Dr Dasari fenib @ Dr Strickler
‘-._‘ | regorafreni A

p Dl TAS-102 +/- bev >

N regorafenib

TAS-102 +/- bev >

TAS-102 + bev =
regorafenib




In general, when you administer TAS-102 for mCRC, do you add
bevacizumab?

™
H Dr Cohen ')('?J Dr Lieu

A

'€ Dr Dasari @ Dr Strickler
A Am

Dr Deming




For a patient with mCRC who has received EGFR antibody-
containing therapy and experienced disease progression, are
there any circumstances in which you will rechallenge with the
same or a different EGFR antibody later in the treatment course?

Yes, if no other tx options

. Yes, if new chemo | &l | ; .
H Dr Cohen ! : )(%J Dr Lieu and ctDNA is negative for
partner . A resistance mutations

Yes, if ctDNA is

- Dr Strickler negative for
resistance mutations

. Yes, after tx holiday if ﬁ

'7# Dr Dasari liquid biopsy does not }§
show alterations Am

-

Yes, if prior response

Dr Deming or durable SD and

. 24 mos since last given




2022 AS CO Abstract LBA1

ANNUAL MEETING

Panitumumab plus mFOLFOX6 versus Bevacizumab
plus mMFOLFOXG6 as first-line treatment in patients with
RAS wild-type metastatic colorectal cancer:
results from the phase 3 PARADIGM trial

Takayuki Yoshino', Jun Watanabe?, Kohei Shitara', Kentaro Yamazaki®, Hisatsugu Ohori*, Manabu Shiozawa®, Hirofumi
Yasui4, Eiji Oki®, Takeo Sato’, Takeshi Naitoh®, Yoshito Komatsu®, Takeshi Kato'?, Masamitsu Hihara'!, Junpei Soeda'’,
Kouji Yamamoto'?, Kiwamu Akagi'?, Atsushi Ochiai'4, Hiroyuki Uetake'®, Katsuya Tsuchihara'®, Kei Muro'”




PARADIGM: Overall Survival in Left-Sided Population
(Primary Endpoint 1)

(%)

100 A No. (%) of Patients Median Survival,
With Events Months (95.788% CI)
Panitumumab + mFOLFOX6 (n=312) 218 (69.9) 37.9(34.1-42.6)
- - - 230 (78.7) 34.3 (30.9-40.3)
80 - _
Stratified HR for death,
0.82 (95.798% Cl1 0.68-0.99);

S
2 A
§ B0 N 53% P=0.031 (<0.04202)
I
§ 40 -
O

20

0 1 1 ; 1 1
0 12 24 36 48 60 T2 84 (Months)

Time

RTP
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PARADIGM: Overall Survival in Overall Population
(Primary Endpoint 2)

(%)
100 = No. (%) of Patients Median Survival,
With Events Months (95% CI)
Panitumumab + mFOLFOX6 (n=400) 291 (72.8) 36.2 (32.0-38.0)
322 (80.1) 31.3(29.3-34.1)

80 +
Stratified HR for death,
0.84 (95% Cl 0.72-0.98);

®
>
S 60- -
‘% 50% P=0.030 (<0.05)
=
S 40 -
8

20 - i

20%5
0 ' 1 ; ; 1 1
0 12 24 36 48 60 72 84 (Months)

Time

RTP
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I Lancet Oncol 2020;21(3):412-20.
Articles

3+§ ® TAS-102 with or without bevacizumab in patients with
chemorefractory metastatic colorectal cancer:
an investigator-initiated, open-label, randomised,
phase 2 trial

Per Pfeiffer, Mette Yilmaz, Soren Moller, Daniela Zitnjak, Merete Krogh, Lone Nergdrd Petersen, Laurids @stergaard Poulsen,
Stine Braendegaard Winther, Karina Gravgaard Thomsen, Camilla Qvortrup

RTP
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TAS-102 with or without Bevacizumab for Refractory mCRC

100 Median progression-free survival, months (95% Cl)
. TAS-102 2.6 (1-6-3-5)
® TAS-102 plus bevacizumab 4-6 (3-5-65)
N T5 HR 0-45 (95% Cl 0-29-0.72); p=0-0015
g —— TAS-102
§ —— TAS-102 plus bevacizumab
& 207
c
.2
i)
= 2 —
J 5 L|_\—
o
0 T T T
0 5 10 15
Number at risk
(number censored)
TAS-102 47 (38) 8(6) 1(0) 0
TAS-102 plus bevacizumab 46 (24) 20(8) 5(3) 1

Pfeiffer P et al. Lancet Oncol 2020;21(3):412-20.

Number at risk

(number censored)
TAS-102
TAS-102 plus bevacizumab

Overall survival (%)

Median overall survival, months (95% Cl)

100 — TAS-102 6.7 months (4-9-7-6)
TAS-102 plus bevacizumab 9-4 months (7-6-10-7)
HR 0-55 (95% Cl 0-32-0-94); p=0-028
757
50
25
0 I | T ]
0 5 10 15 20
Time since randomisation (months)
47 (16) 29 (16) 6(1) 1(0) 0
46 (9) 34 (10) 12 (4) 2(0) 0

RTP
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SUNLIGHT Phase lll Study Design

Patients
Histologically confirmed mCRC
Two prior treatment regimens?

Disease progression or
intolerance

Follow-up every 8 weeks for
radiologic progression and/or
survival status

Known RAS status FTD/TPI p.o. 35 mg/m2BID

ECOG PS 01 days 1-5and 8-12; every 28 days

Primary endpoint: OS in fullanalysis set Statistical considerations:
Geographic region (North America, Secondary endpoints: PFS « Sample size: 490 (245 per arm)
European Union, or rest of the world) . DCR » Expected OS HR: 0.70 (30% reductionin
Time since diagnosis of first ORR risk of death) with 90% power
metastasis (<18 or 218 months) Safety profile Required OS events: 331
RAS status (wild-type or mutant) QoL No planned interim analysis

FTD/TPI = trifluridine/tipiracil

Tabernero J et al. Gastrointestinal Cancers Symposium 2023;Abstract 4.



SUNLIGHT: Overall Survival in Full Analysis Set (Primary Endpoint)

FTD/TPI plus
bevacizumab FTD/TPI
(n = 246) (n = 246)

Median OS, months
6-month OS rate, %
12-month OS rate, %

— FTD/TPI plus bevacizumab group
—— FID/IPIligroup

HR, 0.61 (95% CI, 0.49-0.77)

~~
o
N
>
.-.:
=
©
O
o
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Q.
©
=
=
=
%

| | | | | | |
2 34 56 T 8 g N 1A 2 3 14 15016 17 A8 2 198 20
Months
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SUNLIGHT: Progression-Free Survival in Full Analysis Set

FTD/TPI plus
bevacizumab FTD/TPI
(n = 246) (n = 246)

Median PFS, months 5.6
6-month PFS rate, % 43
12-month PFS rate, % 16

— FTD/TPI plus bevacizumab group
— FTD/TPI group

HR, 0.44 (95% CI, 0.36-0.54)
P<0.001

—~~
X
N
>,
=
Qo
®
Q
o
—
a
©
=
=
=
w

—-
| I I | | I I I | I

O O] ] 2] 3T 4] SR 6 78
Months

Tabernero J et al. Gastrointestinal Cancers Symposium 2023;Abstract 4. —



SUNLIGHT: ORR and DCR for Patients Evaluable for Tumor Response

A 29.6% (P<0.001)

76.6

47.0
m FTD/TPI plus
bevacizumab (n = 222)

®FTD/TPI (n = 215)

—
X
~
2
—
(=
Q
—
©
o

A5.4% (P=0.004)

' I
6.3

=

ORR = overall response rate; DCR = disease control rate

Tabernero J et al. Gastrointestinal Cancers Symposium 2023;Abstract 4.



Fruquintinib Global Phase Ill FRESCO-2 Study Has Met Its Primary

Endpoint in Metastatic Colorectal Cancer
Press Release: August 8, 2022

“IManufacturer] today announces that the pivotal global Phase 3 FRESCO-2 trial
evaluating the investigational use of fruquintinib met its primary endpoint of overall
survival (“OS”) in patients with advanced, refractory metastatic colorectal cancer (“CRC”).

The FRESCO-2 study was a multi-regional clinical trial conducted in the U.S., Europe, Japan
and Australia that investigated fruquintinib plus best supportive care (“BSC”) vs placebo
plus BSC in patients with metastatic CRC who had progressed on standard chemotherapy
and relevant biologic agents and who had progressed on, or were intolerant to, TAS-102
and/or regorafenib. In addition to OS, a statistically-significant improvement in
progression-free survival (“PFS”), a key secondary endpoint, was observed. The safety
profile of fruquintinib in FRESCO-2 was consistent with previously reported studies.”
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https://www.hutch-med.com/fresco-2-met-primary-endpoint/



Meet The Professor with Dr Lieu

Introduction: Early-Onset Colorectal Cancer

MODULE 1: Localized Disease

MODULE 2: Metastatic Disease

MODULE 3: HER2-Positive Disease

* Dr Chen: 54-year-old woman with RAS WT, HER2-amplified metastatic colon adenocarcinoma

* Dr Gandhi: 66-year-old woman with multiregimen-relapsed RAS WT, HER2-positive metastatic
rectal cancer, now receiving trastuzumab/tucatinib

MODULE 4: MSI-H Disease; BRAF-Mutant Disease
MODULE 5: Journal Club with Dr Lieu

MODULE 6: Appendix
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Case Presentation: 54-year-old woman with RAS WT,
HER2-amplified metastatic colon adenocarcinoma

Dr Gigi Chen (Pleasant Hill, California)




Case Presentation: 66-year-old woman with mutiregimen-
relapsed RAS WT, HER2-positive metastatic rectal cancer,
now receiving trastuzumab/tucatinib

Dr Sunil Gandhi (Lecanto, Florida)




Regulatory and reimbursement issues aside, for a patient with
HER2-overexpressing or amplified mCRC, in which line of therapy
would you generally administer anti-HER2 therapy?

™
N LS

—_
“’ ' Dr Dasari Third line or beyond @ Dr Strickler
\ 78 /m

Dr Deming Second line
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Regulatory and reimbursement issues aside, what would be your
most likely anti-HER2 treatment for a patient with HER2-positive
MCRC in the scenarios below?

Initial targeted therapy Second line targeted therapy

Tucatinib + trastuzumab Trastuzumab deruxtecan
Tucatinib + trastuzumab Trastuzumab deruxtecan
Trastuzumab/pertuzumab Tucatinib + trastuzumab

Tucatinib + trastuzumab Trastuzumab deruxtecan

O Dr Strickler Tucatinib + trastuzumab Trastuzumab deruxtecan
‘ '/.;




Regulatory and reimbursement issues aside, what would be your
most likely anti-HER2 treatment for a patient with HER2-positive
MCRC and brain metastases?

S Tucatinib + - Trastuzumab
&> e
ﬂ Dr Cohen trastuzumab ){ )' Dr Lieu

deruxtecan

. w L] L] . .
+ O .
¢ & DrDasari Tucatinib %' Dr Strickler Tucatinib

trastuzumab "\ & trastuzumab

-

Dr Demin Tucatinib +
4 9 trastuzumab




Regulatory and reimbursement issues aside, what would be your
likely second-line treatment for a patient with pan-RAS wild-type,
MSS, HER2-positive mCRC who receives FOLFOX/bevacizumab
and experiences disease progression after receiving 9 months of
maintenance bevacizumab?

trastuzumab

C Tucatinib + M Tucatinib +
& (> £
ﬂ Dr Cohen trastuzumab ){ )' Dr Lieu

A

“’ ' Dr Dasari FOLFIRI/CAPIRI + bev @ Dr Strickler
\ 78 /m

B¢ Dirrin Trastuzumab/
o 9 pertuzumab

Tucatinib +
trastuzumab




Gastrointestinal Cancers Symposium 2022;Abstract 119.

Trastuzumab Deruxtecan (T-DXd;
DS-8201) in Patients With HER2-
expressing Metastatic Colorectal
Cancer (IMCRC): Final Results From

a Phase 2, Multicenter, Open-label
Study (DESTINY-CRCO01)

Takayuki Yoshino,' Maria Di Bartolomeo,? Kanwal Raghav,® Toshiki Masuishi,*
Hisato Kawakami,® Kensei Yamaguchi,® Tomohiro Nishina,” Zev Wainberg,®
Elena Elez,® Javier Rodriguez,’ Marwan Fakih,!" Fortunato Ciardiello,?

Kapil Saxena," Kojiro Kobayashi,® Emarjola Bako, Yasuyuki Okuda,
Gerold Meinhardt,'® Axel Grothey,'® Salvatore Siena'®'’




DESTINY-CRCO1 Primary Endpoint: Objective Response Rate
(ORR) in Cohort A
(IHC 3+ or IHC 2+/ISH+, N = 53)

ORR: 45.3%
Median duration of response: 7 mo

H
o

HER2 IHC 3+ or IHC 2+/ISH+ Cohort A (n = 49?)

B HC 3+

—801  mmm |HC 2+/ISH+

Prior anti-HER2 treatment

~100 *  HER2 IHC 2+/ISH+ with an NRAS mutation®

Best Percentage Change From Baseline in the Sum
of Diameters of Measurable Tumors

RTP
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v 5, WORLD CONGRESS ON

FSMD == 4 Gastrointestinal Abstract LBA2

= (4§ Cancer

Primary analysis of MOUNTAINEER:
A phase 2 study of tucatinib and trastuzumab for

HER2-positive mCRC

John H. Strickler, Andrea Cercek, Salvatore Siena, Thierry Andre, Kimmie Ng, Eric Van Cutsem,
Christina Wu, Andrew Scott Paulson, Joleen M. Hubbard, Andrew L. Coveler, Christos Fountzilas,

Adel Kardosh, Pashtoon Murtaza Kasi, Heinz-Josef Lenz, Kristen Ciombor, Elena Elez, David L. Bajor,
Michael Stecher, Wentao Feng, Tanios S. Bekaii-Saab

European Society of Medical Oncology World Congress on Gastrointestinal Cancer. Jun 29-Jul 2, 2022. Abstract LBA-2

RTP
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MOUNTAINEER: Tucatinib with Trastuzumab Efficacy Outcomes

Tucatinib + Trastuzumab
Cohorts A+B

Responses n=84
Best overall response per BICR?, n (%)

CR 3 (3.6)

PR 29 (34.5)

SDP 28 (33.3)

PD 22 (26.2)

Not available® 2(24)
cORR per BICR, % (95% CI)¢ 38.1 (27.7, 49.3)
cORR per Investigator, % (95% CI)d 42.9 (32.1, 54.1)
Median time to objective response per BICR®, months (range) 2.1 (1.2, 9.8)
DCRf per BICR, n (%) 60 (71.4)
Median DOR per BICR, months (95% CI) 12.4 (8.5, 20.5)

a Confirmed best overall response assessed per RECIST 1.1; b Includes SD and non-CR/non-PD; ¢ Includes patients with no post-baseline response assessment and patients whose disease assessments are not evaluable; d Two-sided 895% exact
confidence interval, computed uslngme Clopper-Pearson method (1934); e Time from the start of study treatment (Cohort A) or date of randomisation (Cohort B) to the first documentation of objective response (CR or PR that is subsequently confirmed);

fDefined as sum of CR, PR, and S
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MOUNTAINEER: Tucatinib with Trastuzumab Change in
Tumor Size

el Maximum Change in Tumor Size
80
Best Overall Confirmed Response
m CR
60 - m PR
. SD
X = PD
o 404 * Ongoing treatment
£
2
@© 20
s}
=
2 i 58]
E 04
: |
o
e
& 201 B
(& *
€ v
8 -40 4 o *
o
a
A
60 -
* %
* *
-80 4 *
Patients with reduction in tumor burden: n=52/80 (65.0%) x
-100 * * * & * K

All patients with baseline and postbaseline target lesion measurements (n=80)*
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MOUNTAINEER: Tucatinib with Trastuzumab Safety Summary

TEAESs, n (%) o6
Any grade AEs 82 (95.3)
Tucatinib-related 63 (73.3)
Trastuzumab-related 58 (67.4)
Grade 23 AEs 33 (38.4)
Tucatinib-related 8 (9.3)
Trastuzumab-related 6 (7.0)
SAEs 19 (22.1)
Tucatinib-related 3 (3.9)
Trastuzumab-related 2 (2.3)
AEs leading to study treatment discontinuationa® 5 (5.8)
AEs leading to tucatinib dose modification 22 (25.6)
Deaths due to AEs 0

a TEAEs leading to discontinuation of tucatinib included alanine aminotransferase increase (2.3%), COVID-19 pneumonia (1.2%), cholangitis (1.2%), and fatigue (1.2%); b TEAEs leading to discontinuation of trastuzumab Included alanine
aminotransferase increase (2.3%) and COVID-19 pneumonia (1.2%)
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Additional analyses of MOUNTAINEER:
A phase 2 study of tucatinib and

trastuzumab for
HER2-positive mCRC

John H. Strickler, MD
Duke University Medical Center, Durham, NC, USA

Andrea Cercek, Salvatore Siena, Thierry Andre, Kimmie Ng, Eric Van Cutsem,
Christina Wu, Andrew Scott Paulson, Joleen M. Hubbard, Andrew L. Coveler,
Christos Fountzilas, Adel Kardosh, Pashtoon Murtaza Kasi, Heinz-Josef Lenz,
Kristen Ciombor, Elena Elez, David L. Bajor, Michael Stecher, Wentao Feng,
Tanios S. Bekaii-Saab

Abstract LBA27 RIP
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MOUNTAINEER-03 Ongoing Phase Ill Trial

« MOUNTAINEER-03 (NCT05253651) is a global, open-label, randomized, phase 3 study of tucatinib with trastuzumab
and mFOLFOX6 versus standard of care for the first-line treatment of HER2+ and RAS wild-type mCRC

Study Population Treatment Endpoints

Tucatinib experimental arm _
Tucatinib 300 mg PO BID Primary
Trastuzumab 8 mg/kg loading dose, * PFS per RECIST 1.1 by

then 6 mg/kg IV (Q3W) BICR assessment
mFOLFOX6 (Q2W)

« Measurable disease per
RECIST v1.1
ECOG PS 0-1
HER2+, RAS WT, mCRC N=400*
No prior treatment in

Secondary

metastatic setting

May have received adjuvant
treatment if completed

>6 months prior to
enroliment

Standard-of-care control arm OS
mFOLFOX6 (Q2W), or
mFOLFOX6 (Q2W) + bevacizumab (Q2W),
or
mFOLFOX6 (Q2W) + cetuximab (QW)

Randomize 1:1

*Stratification by both primary tumor location (left-sided versus all other) and liver metastases (presence or absence)

RESEARCH
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Meet The Professor with Dr Lieu
Introduction: Early-Onset Colorectal Cancer
MODULE 1: Localized Disease

MODULE 2: Metastatic Disease

MODULE 3: HER2-Positive Disease

MODULE 4: MSI-H Disease; BRAF-Mutant Disease

e Dr Giffi: 77-year-old woman with HER2-negative, BRAF V600E-mutant, MSS metastatic colon cancer,
s/p mMFOLFOX/bevacizumab = maintenance 5-FU/bevacizumab

* Dr Azzi: 78-year-old man with metastatic rectal adenocarcinoma, s/p FOLFIRI/bevacizumab and
FOLFOX/bevacizumab, with KRAS G12C mutation identified

MODULE 5: Journal Club with Dr Lieu

MODULE 6: Appendix
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Case Presentation: 77-year-old woman with HER2-negative,

BRAF V600E-mutant, MSS metastatic colon cancer, s/p
mFOLFOX/bevacizumab = maintenance 5-FU/bevacizumab

o= IR

Dr Victoria Giffi (Hagerstown, Maryland)




PET CT at diagnosis: Liver metastases CT after 6 cycles of mMFOLFOX/bevacizumab
showing improved metastases




Case Presentation: 78-year-old man with metastatic rectal
adenocarcinoma, s/p FOLFIRI/bevacizumab and

FOLFOX/bevacizumab, with KRAS G12C mutation identified

.71, R <
~1 /‘ S \.\ \ ;

1 8 . O\ 2! =
e \ M -~

~ -
-




What is your usual first-line treatment for microsatellite
instability (MSI)-high mCRC?

™
H Dr Cohen Pembrolizumab ‘)(%J Dr Lieu Pembrolizumab

A

‘*’ ' Dr Dasari Pembrolizumab @ Dr Strickler Pembrolizumab
\ 78 /m

~ Nivolumab/ipilimumab
Dr Deming if fit, otherwise
. pembrolizumab




What is your most likely first-line treatment for a younger
patient with left-sided, MSS, pan-RAS wild-type, BRAF
V600E-mutant mCRC?

™
H Dr Cohen FOLFOXIRI + bev |8/ Dr Lieu FOLFOXIRI + bev

A

‘*’ ' Dr Dasari FOLFOXIRI + bev @ Dr Strickler FOLFOXIRI + bev
\ 7 P

Dr Deming FOLFOXIRI + bev




Regulatory and reimbursement issues aside, for a patient
with pan-RAS wild-type mCRC with a BRAF V600E mutation,
in which line of therapy would you generally administer
BRAF-targeted therapy?

W
‘” ' Dr Dasari Second line Q Dr Strickler
7B m

Dr Deming Second line




Regulatory and reimbursement issues aside, for a patient with
MCRC with a BRAF V600E mutation to whom you would
administer BRAF-targeted therapy, what would be your
preferred treatment?

S Encorafenib + e Encorafenib +
& . e L H
ﬂ Dr Cohen cetuximab ( Siltieu cetuximab

A

L ! I . 2 .
L Or Disan cetuximab N panitumumab

Dr Demin Encorafenib +
- ° panitumumab

Encorafenib + 0 Sl e Encorafenib +




In general, which KRAS G12C inhibitor would you most likely
use if you were going to administer such an agent to a patient
with mCRC?

™
g Dr Cohen Adagrasib ‘)(%J Dr Lieu Adagrasib

A

“’ 'Dr Dasari Adagrasib @ Dr Strickler Sotorasib
\ 78 /m

Dr Deming Adagrasib
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Regulatory and reimbursement issues aside, what would be your
likely second-line treatment for a patient with MSS mCRC with a
KRAS p.G12C mutation who receives FOLFOX/bevacizumab and
experiences disease progression after receiving 9 months of
maintenance bevacizumab?

™
H Dr Cohen Adagrasib + cetuximab '§J Dr Lieu Adagrasib

A

‘” ' Dr Dasari FOLFIRI/CAPIRI + bev Q Dr Strickler FOLFIRI/CAPIRI + bev
\ 70 m

Dr Deming FOLFIRI/CAPIRI + bev




COMMIT Phase Ill Study Schema

Estimated primary completion: Nov 2024

Estimated enroliment (N = 231) l—» mFOLFOXG/bevacizumab

« Metastatic CRC — Atezolizumab

 dMMR by IHC and/or MSI-high by PCR or NGS l

* No prior systemic treatment for metastatic

- Atezolizumab +
disease mFOLFOX6/bevacizumab

Primary endpoint: Progression-free survival
Secondary endpoints: Overall survival, objective response rate, others

dMMR = mismatch repair deficient; IHC = immunohistochemistry; MSI = microsatellite instability; PCR = polymerase chain
reaction; NGS = next-generation sequencing

RESEARCH
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www.clinicaltrials.gov. NCT02997228. Accessed February 2023.



LEAP-017 Phase Ill Study Design

N =434

Key Eligibility Criteria
« Histologically or cytologically confirmed

unresectable stage IV mCRC
« Non-MSI-H/pMMR R
» Progressed on or after SOC therapy or could — (1:1)
not tolerate SOC therapy
» Measurable disease per RECIST v1.1 by
investigator review
« ECOGPSOor1

Stratification Factors
 Liver metastases (yes vs no)

Primary Endpoint: Overall Survival
Secondary Endpoints: PFS, OR, DOR, Safety, others

Yoshino T et al. ESMO 2021;Abstract 506TiP.

Pembrolizumab
400 mg IV Q6W
(=18 cycles)

+
Lenvatinib
20 mg PO QD

Investigator’s choice
of Regorafenib
160 mg® PO Q4W

or
TAS-102°

35 mg/m2< PO Q4W

|

Until unacceptable toxicity,

di ; Safety and
isease progression, .

) L R — survival
or patient/physician follow-
withdrawal decision w-up

]
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CodeBreakK 300 Phase Ill Study Design

. >18 year:(gyalglldusmn criteria: Stratified by: prior anti-angiogenic therapy (yes/no), time from diagnosis of
+ KRAS G12C-mutated mCRC, identified through dacti AN IS U el )
central molecular testing of tumour biopsy Sotorasib 960 mg PO daily + panitumumab
« > 1 prior line of therapy for mCRC; progressed 6 mg/kg IV Q2W
on or after fluoropyrimidine, irinotecan, and (n=3%1)
oxaliplatin®
« ECOG=2 Sotorasib 240 mg PO daily + panitumumab

* Measurable disease per RECIST 1.1 6 mg/kg IV Q2W

(n=51)

Long -term
Follow-up

—_
()]
=
(=
s E
o ©
—
O <
o

Randomisation

Key exclusion criteria:
« Radiation therapy within 2 weeks, antitumour
therapy within 4 weeks of study

=
L
>
o
=
3
=
©
e
=
2
©
7]

Investigator’s choice:
Trifluridine and tipiracil, or regorafenib

* Prior KRAS®'2C inhibitor (n=9%51)
* Prior treatment with trifluridine and tipiracil s : .
and/or with regorafenib, where the investigator's Treat until disease progression, start of another anticancer 30d EveryT
treatment, or withdrawal of consent after EOT 12 wk

choice would be these agents

Primary Endpoint: PFS by BICR
Secondary Endpoints: OS, ORR, DOR, TTR
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Lopez-Bravo DP et al. ESMO 2022;Abstract 437TiP.



N Engl J Med 2022 Dec 21;[Online ahead of print].

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Adagrasib with or without Cetuximab
in Colorectal Cancer with Mutated KRAS G12C

Rona Yaeger, M.D., Jared Weiss, M.D., Meredith S. Pelster, M.D.,
Alexander I. Spira, M.D., Ph.D., Minal Barve, M.D., Sai-Hong |. Ou, M.D., Ph.D.,
Ticiana A. Leal, M.D., Tanios S. Bekaii-Saab, M.D., Cloud P. Paweletz, Ph.D.,
Grace A. Heavey, B.A., James G. Christensen, Ph.D., Karen Velastegui, B.Sc.,
Thian Kheoh, Ph.D., Hirak Der-Torossian, M.D., and Samuel J. Klempner, M.D.
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KRYSTAL-1: Response

M Partial response [l Stable disease M Progressive disease

Adagrasib

ORR: 19%

40-
20

®

% 0

=

1+

-

U -20-

€

-

£ _40-

X

(1}

=
_60..
_80_

Yaeger R e

Evaluable Patients

tal. N Engl J Med 2022 Dec 21;[Online ahead of print].

Maximum Change (%)

20~

o
|

—20-

—60-

—80-

M Partial response [ Stable disease

Adagrasib/cetuximab

ORR: 46%

—-100-

Evaluable Patients
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KRYSTAL-10 Phase Ill Study Design

Estimated enroliment (N = 420) Adagrasib + cetuximab

Estimated primary completion: Sept 2023 |
* Previously untreated advanced CRC

* Prior receipt of first-line treatment with
fluoropyrimidine-based chemotherapy |
regimen containing oxaliplatin or irinotecan

FOLFIRI or mFOLFOX6

* KRAS G12C mutation

Primary endpoints: Progression-free survival, overall survival
Secondary endpoints: Safety, ORR, DoR, 1-year survival, others
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www.clinicaltrials.gov. NCT04793958. Accessed January 2023. Tabernero J et al. ESMO World Congress on Gl Cancers 2021;Poster 200.
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CRC IN FOCUS

Current Developments in the Management of Colorectal Cancer

Section Editor: Tanios S. Bekaii-Saab, MD

The Use of Immunotherapy in Metastatic Microsatellite-Stable
Colorectal Cancer

Christopher Lieu, MD

Associate Professor of Medicine

University of Colorado School of Medicine
Aurora, Colorado

Clin Adv Hematol Oncol 2022 Dec;20(12):703-4.

JC RESEARCH
JOURNAL CLUB TO PRACTICE




Meet The Professor with Dr Lieu

Introduction: Early-Onset Colorectal Cancer
MODULE 1: Localized Disease

MODULE 2: Metastatic Disease

MODULE 3: HER2-Positive Disease

MODULE 4: MSI-H Disease; BRAF-Mutant Disease

MODULE 5: Journal Club with Dr Lieu

MODULE 6: Appendix

RESEARCH
TO PRACTICE



nature medicine 2023 Jan 16;[Online ahead of print].

Article https://doi.org/10.1038/s41591-022-02115-4

Molecular residual disease and efficacy of
adjuvant chemotherapy in patients with
colorectal cancer

Received: 28 July 2022 Daisuke Kotani'”, Eiji Oki® %", Yoshiaki Nakamura™*", Hiroki Yukami'?,
Saori Mishima', Hideaki Bando'?, Hiromichi Shirasu®, Kentaro Yamazaki®,
Jun Watanabe ® ¢, Masahito Kotaka’, Keiji Hirata®, Naoya Akazawa®,
Published online: 16 January 2023 Kozo Kataoka', Shruti Sharma", Vasily N. Aushev", Alexey Aleshin",
Toshihiro Misumi'?, Hiroya Taniguchi®, Ichiro Takemasa', Takeshi Kato™,
Masaki Mori'® & Takayuki Yoshino®'

Accepted: 1 November 2022
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GALAXY: ctDNA-Based Minimal Residual Disease Is Predictive of
Survival Outcomes Among Postsurgical Patients with CRC

SONA Number of 6M-DFS 12M-DFS 18M-DFS
e alustages events (95% Cl) (95% Cl) (95% Cl)
CtDNA 96.1% 91.7% 90.5%
B negative | S1°UtOT8521 (94 6.97.2) | (89.6-93.3) | (88.3-92.3)
S 0.75 -
5 ctDNA 55.6% 40.6% 38.4%
= bositive | 12 Outof187 | e o 62.64) | (33.6-47.6) | (31.4-45.5)
® 050 -
9
(4]
()]
= 875
HR 10.0, 95% CI 7.7-14, P < 0.0001
0 -
0 6 12 18 24
Time (months)
Number at risk
ctDNA negative 852 819 781 347 5
ctDNA positive 187 104 76 37 0
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Kotani D et al. Nat Med 2023 Jan 16;[Online ahead of print].



GALAXY: Forest Plot Depicting Multivariate Analysis for

Recurrence in Patients with Pathological Stage Il to lll CRC

MRD negative

ctDNA (n = 597) Reference
MRD positive 10.82
(n=115) (7.07-16.6)
MSI-high

MSS (n = 86) Reference
MSS 2.52
(n=626) (0.85-7.5)
Negative

BRAF (n = 642) Reference
Positive 2.58
(n=70) (1.13-5.9)
Negative

RAS (n = 415) Reference
Positive 1.47
(n=297) (0.97-2.2)

Kotani D et al. Nat Med 2023 Jan 16;[Online ahead of print].

0.5

Hazard Ratios
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0.096

0.024 *

0.073

20
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GALAXY: Disease-Free Survival — ctDNA-Positive 4 Weeks
After Surgery

1.00 -

0.75

0.50 -

0.25

Disease-free survival

High-risk stage Il or stage |l

Adjusted HR 6.59, 95% CI| 3.53-12.3, P < 0.0001

Number atrisk

Observation 41
ACT 72

6

12
65

T

12

Time (months)

48

18

26

Kotani D et al. Nat Med 2023 Jan 16;[Online ahead of print].

24

Treatment Number 6M-DFS 12M-DFS 18M-DFS
of events (95% ClI) (95% ClI) (95% ClI)
| 29.3% 22.0% 22.0%
Observation | 32 outof 41 |\ ="" 13 iy | (10.9-35.5) | (10.9-35.5)
90.3% 66.7% 61.6%
ACT |28 outof 721 057795 2y | (54.5-76.3) | (49.0-71.9)
RTP
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GALAXY: Disease-Free Survival — ctDNA-Negative 4 Weeks
After Surgery

1.00

0.75 +

0.50

0.25 +

Disease-free survival

High-risk stage Il or stage |l

Adjusted HR 1.71, 95% CI 0.80-3.7,

N s

P=0.16

Number at risk

Observation 312
ACT 219

6 12 18

Time (months)

303 291 131
216 209 87

Kotani D et al. Nat Med 2023 Jan 16;[Online ahead of print].

24

Treatment | Number | 6M-DFS | 12M-DFS | 18M-DFS
of events (95% CI) (95% CI) (95% ClI)
. 97.1% 93.3% 91.5%
Observation |25 out of 312| o "c 94 5) | (89.9-95.6) | (87.6-94.2)
98.6% 95.4% 94.9%
ACT — [120utof 219] g'a 99 6) | (91.7-97.5) | (91.0-97.2)
RTP
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GALAXY: ctDNA-Based Treatment Response Monitoring for

Postsurgical Patients with CRC

1.00 —

0.75

0.50

Disease-free survival

0.25 +

D : Persistently Converted Converted Persistently
ynamics : S : i
negative positive negative positive
Number | £, ,utof 660 | 21outof32 | Moutof62 | 65outof 84
of events
0, 0,
18M-DFS 92.1% 33.8% 81.4% 22.9%
(91.1-95.0) (18.1-50.2) (68.6-89.3) (14.3-32.7)
HR Reference 14.0 23 21.0
95% CI Not applicable 8.5-24.0 1.2-4.4 14.0-31.0
P Not applicable <0.001 0.012 <0.001

Number at risk
Persistently negative
Converted positive
Converted negative
Persistently positive

Kotani D et al. Nat Med 2023 Jan 16;[Online ahead of print].

660
32
62
84

Time (months)

645 616 2N
19 13 3
61 53 28
40 21 7

24

QO QM

RTP
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BESPOKE CRC Prospective, Case-Controlled Observational Study

Estimated enrollment (N = 2,000)

 Stage I-IV CRC or Stage IV CRC with oligometastatic disease eligible for post-operative

systemic therapy

Pre-surgery Adjuvant Setting
Post-si rgery observation of Adjuvant chemothera; W)
v =
-2 WEEKS 2 WEEKS S
g w4 W6 W12 W20 M6
Tissue @ OR
Whole Blood ' OR l
e 1y il | 1 ]

Future Research*

www.clinicaltrials.gov. NCT04264702. Accessed February 2023.
Kasi PM et al. BMJ Open 2021;11:e047831.

Surveillance Program
(>8 months post-surgery) End of

MONTHS Study
or early

M9 M12 M15 M18 M21 M24 |, .
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2022 AS CO Abstract LBA1

ANNUAL MEETING

Panitumumab plus mFOLFOX6 versus Bevacizumab
plus mMFOLFOXG6 as first-line treatment in patients with
RAS wild-type metastatic colorectal cancer:
results from the phase 3 PARADIGM trial

Takayuki Yoshino', Jun Watanabe?, Kohei Shitara', Kentaro Yamazaki®, Hisatsugu Ohori*, Manabu Shiozawa®, Hirofumi
Yasui4, Eiji Oki®, Takeo Sato’, Takeshi Naitoh®, Yoshito Komatsu®, Takeshi Kato'?, Masamitsu Hihara'!, Junpei Soeda'’,
Kouji Yamamoto'?, Kiwamu Akagi'?, Atsushi Ochiai'4, Hiroyuki Uetake'®, Katsuya Tsuchihara'®, Kei Muro'”




PARADIGM: Adverse Events Reported in 220% of Patients

Panitumumab + mFOLFOX6 Bevacizumab +

Acne-like dermatitis 58

Peripheral sensory neuropathy 62
Stomatitis

Decreased appetite 46
Paronychia
Decreased neutrophil count 20
Dry skin
Nausea
Fatigue
Diarrhea
Dysgeusia
Hypomagnesemia
Constipation

Decreased platelet count

64
Grade 1-2

B Grade 23

100 80 60 40 20 0 20 40 60
Patients, %

Total bar represents adverse events of any grade 220% in either treatment arm

Yoshino T et al. ASCO 2022;Abstract LBAL.

80 100

RTP
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Key Studies of Anti-EGFR Rechallenge for Metastatic CRC

Patients enrolled Anti-EGFR mAb-free interval Outcomes
. 0)
PURSUIT * 50 RAS, BRAF WT e >4 mo interval ORR: 14%
mPFS: 3.6 mo

RAS ctDNA WT vs ctDNA mut
ORR: 31% vs 0%

mPFS: 4 vs 1.9 mo

mQOS: 12.5vs 5.2 mo

ctDNA WT:

* mPFS:4.1 mo
* mO0S:17.3 mo
ctDNA mut:

* mPFS: 3 mo

* mO0S:10.4 mo

ORR: 30%
CHRONOS 27 CONAWT:RAS, 1| \redian 11.5 mo interval mPES: 16 wk
BRAF, EGFR-ECD
mOS: 55 wk

e 13 RAS WT ctDNA e ctDNA RAS/BRAF status

CRICKET . 12 RAS mut ctDNA before .rechallenge
* >4 mo interval

48 ctDNA WT: RAS,
CAVE BRAF, EGFR S492R e >4 mo interval
* 19 ctDNA mut

mAb = monoclonal antibody; WT = wild type; mut = mutant
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Doleschal B et al. Front Oncol 2022;[Online ahead of print].



BREAKWATER Safety Lead-In: Frequency of Dose-Limiting
Toxicities (DLTs) and Safety Summary

Primary endpoint: Secondary endpoint: Safety
Frequency of DLTs
* One patient in the EC + n=27 n=30
FOLFIRI cohort had a DLT All causality, n (%)
of grade 4 neutropenia lasting TEAEs 27 (100.0) 30 (100.0)
>7 days; no other DLTs SAEs 13 (48.1) 10 (33.3)
were reported Grade 23 TEAEs 21 (77.8) 13 (43.3)
TEAESs leading to dose reduction (any drug) 18 (66.7) 10 (33.3)
TEAESs leading to permanent discontinuation (any drug) 5(18.5) 5(16.7)
Treatment-related, n (%)
TEAES related to any drug 27 (100.0) 27 (90.0)
SAEs related to any drug 7 (25.9) 4 (13.3)
Deaths related to TEAEs 0 0
Any grade Grade 23 Any grade Grade 23
Most frequent (230%) all causality TEAEs? 27 (100.0) 21 (77.8) 30 (100.0) 13 (43.3)
Nausea 20 (74.1) 0 13 (43.3) 0
Pyrexia 13 (48.1) 1:3.7) T §23.3) 0
Vomiting 11 (40.7) 1(3.7) 4 (13.3) 0
Diarrhea 10 (37.0) 2(7.4) 13 (43.3) 133
Peripheral sensory neuropathy 9 (33.3) 1(3.7) 2(6.7) 0
Fatigue 8 (29.6) 0 3(43.3) 1(3.3)
Constipation 7 (25.9) 0 3(43.3) 1(3:3)
Dermatitis acneiform 7 (25.9) 0 2 (40.0) 1(3.3)

Data cutoff: 16 May 2022
aAll grade in 230% of participants in either the EC + mFOFLOX6 arm or the EC + FOLFIRI arm.

EC = encorafenib and cetuximab; TEAEs = treatment-emergent adverse events; SAEs = serious adverse events

RESEARCH
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BREAKWATER Safety Lead-In: Overview of Response

1L 2L
EC + mFOLFOX6 EC + FOLFIRI EC + mFOLFOX6 EC + FOLFIRI
Confirmed best overall response by investigator, n (%) n=19 n=12 n=8 n=18
ORR, % (95% CI) 68.4 (46.0-84.6) 66.7 (39.1-86.2) 50.0 (21.5-78.5) 61.1 (38.6-79.7)
CR 0 1(8.3) 0 0
PR 13 (68.4) 7 (58.3) 4 (50.0) 11 (61.1)
SD 3(15.8) 3(25.0) 4 (50.0) 6 (33.3)
PD 1(5.3) 0 0 0
Non-CR/non-PD 1(5.3) 1(8.3) 0 0
Not evaluable? 1(5.3) 0 0 1 (5.6)
Responders n=13 n=8 n=4 n=11
mTTR, weeks (range) 6.9 (5.9-25.9) 6.6 (6.1-7.0) 9.4 (6.4-18.9) 12.9 (6.1-37.0)
7.6 Not estimable Not estimable Not estimable
MGk meRtisSabCl) (4.1-not estimable) (10.6—not estimable) (2.7-not estimable) (3.4—not estimable)
26 months, n (%) 6 (46.2) 7 (87.5) 2 (50.0) 6 (54.5)
EC + mFOLFOX6 L EC + FOLFIRI EC + mFOLFOX ax EC + FOLFIRI
n=18° n=11b n=8b n=17°
25 25 25 25

o

-25

)
o

25 -25

&
<]

-50 -50 -50

B PD (n=1)

iy
[6,]

.75 -75

5
M SD (n=3)

Best change from baseline in sum
of diameters for target lesions (%)

B SD (n=3)
B PR (n=13) B PR (n=7) B SD (n=4) B SD (n=6)
100 M Not evaluable? (n=1) -100 | M CRe (n=1) 100 M PR (n=4) 4100 M PR (n=11)
Participants Participants Participants Participants

Data cutoff: 16 May 2022

aReasons included SD <6 weeks after treatment start date (1 patient in the EC + mFOLFOX6 arm in the 1L setting) and early death (1 patient in the EC + FOLFIRI arm in the 2L setting). °Only includes
participants with target lesions at baseline and =1 non-missing post-baseline % change from baseline assessment up to time of PD or new anti-cancer therapy. °This participant had a nodal target lesion
that did not completely disappear but became non-pathological by size (<10 mm).
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KEYNOTE-177 Coprimary Endpoint: Final Analysis of Overall

Survival (Intent-to-Treat Population)

Overall survival (%)

LiLl B 1 U}

Events,n  Median (95%Cl),  Hazard ratio
304 months (95% Cl)
ol brolizumab 6 ( )
—— Pembrolizumab group 62 NR (49-2-NR s -
109 — chemotherapy group 78 36-7 (27-6-NR) 074 (0:53-1-03); p=0-036
0 I 1 I 1 1 1 I I I I I I I I 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

Time since randomisation (months)
Number at risk

(number censored)

Pembrolizumab group 153 (0) 134 (0) 123(0) 119(0) 112(0) 107(0) 104(0) 101(0) 97(2) 92(23) 70(45) 48(64) 28(75) 16(78) 4(91) 0(91)
Chemotherapy group 154 (4) 137(4) 121(5) 110(6) 99(6) 95(6) 88(6) 85(6) 79(9) 71(24) 53(41) 36(58) 18(65) 11(73) 3(76) 0(76)

At final analysis, OS with pembrolizumab versus chemotherapy did not meet the one-sided a boundary

of 0.025 required for superiority.

Diaz LA Jr et al. Lancet Oncol 2022 April 12;23(5):659-70.

RTP
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KEYNOTE-177: Time to Progression (PFS2)

100
90
80+
™~
= /0
2
5 60
g 5o
S 404
@ Events, n Median (95% Cl), Hazard ratio
=4 304 months (95% Cl)
(@]
= & Pembrolizumab 68 54-0 (44-4-NR)
—— Pembrolizumab group : 4~ : b
10+ —— Chemotherapy group 95 24-9 (16-6-32-6) SeLE U tar=e000s
0 1 1 1 | | I 1 I I I I 1 1 1 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

Number at risk
(number censored)
Pembrolizumab group 153 (0) 131(0) 120(0) 116(0) 107(0) 103(0) 99(0) 97(0) 93(4) 87(24) 67(47) 43(62) 26(71) 15(82) 3(85) 0(85)
Chemotherapy group 154 (4) 136(4) 117(5) 100(7) 86(7) 78(7) 73(7) 69(7) 62(10) 53(19) 43(33) 29(49) 11(54) 6(57) 2(59) 0(59)
At the final analysis, median progression-free survival (PFS) was longer with pembrolizumab (16.5 mo)
than with chemotherapy (8.2 mo); however, because superiority was met at the second interim

analysis, superiority was not formally tested at the final analysis (HR 0.59).

PFS2 = disease progression on next line of therapy after first progression

RESEARCH
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Oncology Today with Dr Neil Love — Role of PARP
Inhibition in Ovarian Cancer and Recent Data with
Tumor Treating Fields: A Special Dual-Focused Webinar

A CME/MOC-Accredited Virtual Event

Thursday, February 23, 2023
5:00 PM -6:00 PM ET

Faculty
Gottfried E Konecny, MD

Chirag B Patel, MD, PhD

Moderator
Neil Love, MD




Thank you for joining us!

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




