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receiving third-line TAS-102

Dr Jasani: 79-year-old man with MSI-high, BRAF V600E-mutated recurrent cecal adenocarcinoma

Dr Dayyani: 58-year-old woman with MSS BRAF V600E-mutated mCRC with brain and bone mets who
has good response to dose-reduced FOLFOX after progression on first-line encorafenib/cetuximab

Dr Azzi: 66-year-old woman with RAS WT, BRAF V600OE-mutated, MSS mCRC, now on
encorafenib/cetuximab after progression on FOLFOX/bevacizumab
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Targetable Alterations and Testing

« Targetable Molecular Alterations
— FDA Approved
« MSI~3%
« BRAF V600E 5-10%
« HER-2 amplification 5%
« NTRK 0.35%
 RET fusion <1%
— Likely soon
« KRAS G12C 3%
— Aspirational
« Other RAS mutations ~50%

Courtesy of J Randolph Hecht, MD
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Dear Dr Love,
| am a general oncologist in Germany and | need help with the following case:

40-year-old female from Russia, two young kids, colon cancer with liver and lung
metastasis. Primary and samples from liver and lung show KRAS G13D and HER2
overexpression (3+).

She progressed quickly on TAS 102 and is now receiving FOLFIRI + ramucirumab.
Would the experts recommend T-DXd despite the KRAS mutation?

So far, | have not been able to get her on a clinical trial and the insurance declined
payment of T-DXd. The patient is very informed and wants to receive T-DXd. She
would be willing to cover the costs herself.

Kind Regards,
Dr Mithun Scheytt

TO PRACTICE




Case Presentation: 81-year-old woman with KRAS-mutated,
HER2-positive metastatic colorectal adenocarcinoma

Dr Zanetta Lamar (Naples, Florida)
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HER-2 in Colorectal Cancer
« HER-2 amplification is found in 3-5% of CRCs
» Decreased sensitivity to anti-EGFR
« Early studies showed activity with older agents
N 1 O ST SR [ S5 s e SRS
Trastuzumab + lapatinib HERACLES-A 28% 4.7 Fatigue 16%
(n=32)-2016 Decreased LVEF 6%
Trastuzumab + pertuzumab MyPathway 32% 2.9m 11.5m Hypokalemia 5% Abdominal pain
(n=84; 57 evaluable) — 2019 5%

Courtesy of J Randolph Hecht, MD



FDA Grants Accelerated Approval to Tucatinib with Trastuzumab

for Colorectal Cancer
Press Release — January 19, 2023

“On January 19, 2023, the Food and Drug Administration (FDA) granted accelerated
approval to tucatinib in combination with trastuzumab for RAS wild-type HER2-positive
unresectable or metastatic colorectal cancer that has progressed following
fluoropyrimidine-, oxaliplatin-, and irinotecan-based chemotherapy.

Efficacy was evaluated in 84 patients in MOUNTAINEER (NCT03043313), an open-label,
multicenter trial. Patients were required to have HER2-positive, RAS wild-type,
unresectable or metastatic colorectal cancer and prior treatment with fluoropyrimidine,
oxaliplatin, irinotecan, and an anti-vascular endothelial growth factor (VEGF) monoclonal
antibody (mAb). Patients whose tumors were deficient in mismatch repair (dMMR)
proteins or were microsatellite instability-high (MSI-H) must also have received an anti-
programmed cell death protein-1 mAb. Patients who received prior anti-HER2 targeting
therapy were excluded.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-tucatinib-trastuzumab-colorectal-cancer



Tucatinib Mechanism of Action

Tucatinib: A tyrosine kinase Dual inhibition of HER2
iInhibitor selective for HER2 e

the extracellular domain of HER2

in clinical trials.
HER2/HER3

© The small molecule
tucatinib diffuses
into cells

Binding

HER2/HER2 subdomain Il

4 Binding

4 L“wg subdomain IV
A

2347

".

f N
A

AN T

HER2+ turlgr co!l Kinase domain
s Tucatinib

3\1»,

[ IES

L
"

s
st ; ¥ b & 2 £ s N
SEERETOA TN A AR AT
Dk (e e TSRy 1 s
1.8 y Selectnvely binds - A w .
8 64 7 o the kindse &4 . @) Decreased HER?2 signaling A%

reduces tumor cell proliferation,

£ domam of HER2 = =
survival, and metastasis

EGFR - © Inhibits activation
of downstream -

signaling cascades .
Tucatinib —=

..... ..... B , .- " >
<.... ....... )- ! X 7

Targeted cell *

EGFR: epidermal growth factor receptor; HER: human epidermal growth factor receptor;
MAPK: mitogen-activated protein kinase; PI3K: phosphoinositide 3-kinase

RTP

RESEARCH
TO PRACTICE

www.seagen.com/science/pipeline/tucatinib



[
[

Tucatinib

« Small molecule HER-2 mouNTAINEER: Global, Open-Label, Phase 2 Trial

selective TKI

* Approved in breast
cancer

« MOUNTAINEER trial
(Strickler 2023)
— Originally an
iInvestigator initiated
trial

— Expanded to global
trial

Key Eligibility Criteria

+ 22L mCRC

+ HER2+ per local
IHC/ISH/NGS testing

+ RAS wild-type

» Measurable disease
per RECIST v1.1

+ Prior fluoropyrimidines,
oxaliplatin, irinotecan,

and anti-VEGF mAb

Cohort A

Tucatinib
+ trastuzumab
(n=45)

Expansion

Rc

CohortB

Tucatinib
+ trastuzumab
(n=41)

Endpoints®

Primary endpoint
Cohort A + B: cORRS!

Secondary endpoints
Cohort A + B: DOR

per BICR, PFS per

CohortC
BICR, and OS

Tucatinib

monotherapy?*
(n=31)

Courtesy of J Randolph Hecht, MD
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uo MOUNTAINEER Results

100 Best overall confirmed response
B Complete response
80 3 Partial response
’ [ Stable disease
0 3 Progressive disease
g 404 * Ongoing treatment as of data cutoff
g
R |
&
0
= O R R R - - - e g erana s arana o no pra e o A NS e B D N B =X IS o U e I R R B RN
o
S
o =20
(=]
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©
S -40
-60 -
-80
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Patients

e Tucatinib+trastuzumab
— 38% RR PFS 7.0m OS 24.1m
Tucatinib monotherapy

— 3% RR PFS not done due to crossover
« (G3 AE diarrhea 3.5%

* Approved 112023 @ rendophrechwo  Strickler Lancet Oncol 2023
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MOUNTAINEER-03:
Global, Randomised, Open-Label, Phase 3 Trial

Key Eligibility Criteria Tucatinib +
Trastuzumab +
HER2+ 1L mCRC assessed by mFOLFOX6"
central IHC/ISH testing (n=200)
RAS wild-type

Endpoints

Primary
PFS per RECIST 1.1 (BICR)

Measurable disease per RECIST
1.1

ECOG 0-1

Treated, stable central nervous
system metastases permitted

Secondary®
« OS

« Confirmed ORR per RECIST
1.1 (BICR)

Courtesy of J Randolph Hecht, MD



[,’rw Trastuzumab Deruxtecan (T-DXd; DS8201a)

] Cysteine residue
(—Drug linker

Conjugation chemistry
The linker is connected to cysteine
residue of the antibody

Payload (DXd)

Exatecan derivative

Antibody

Payload

DAR

Membrane
Permeability

Anti-HER2
MAD Trastuzumab
Topoisomerase | Tubulin
inhibitor inhibitor
7-8 3.5
Yes No
(bystander effect)

Courtesy of J Randolph Hecht, MD



L
: Bystander Effect of T-DXd Versus T-DM1*

Control T-DM1, 10 mg/kg T-DXd, 3.0 mg/kg
Co-inoculation of HER2+ and HER2- tumors in vivo HERZ2- cells still persist Both HER2+ and HERZ2- are impacted

HER2+ HE':Z' HEﬁz' Tumor regression
cells cells cells
MDA-MB-468 MDA-MB-468
NCI-N87 Ogitani Cancer Sci 2016

Courtesy of J Randolph Hecht, MD



DESTINY-CRCO01 Study Design

An open-label, multicenter, phase 2 study (NCT03384940)

6.4 mg/kg dose of T-DXd
administered Q3W (all cohorts)

Cohort A:

—

R HER2 Positive
Patients (IHC3+ or IHC2+/ISH+)

* Unresectable and/or metastatic CRC n=53
*HER2 expressing (central confirmation)

: Cohort B2:
- RAS/BRAFV60E wild type et ke
* 22 prior regimens n=15
* Prior anti-HERZ treatment was allowed
« Excluded patients with a history of or Cohort C2:
i i : HER2 IHC1+
current/suspected interstitial lung disease e

Primary endpoint
* ORRP (cohort A)

Secondary endpoints
* ORRP (cohorts B and C)
* PFS

+ OS

* DOR

* DCR

+ Safety and tolerability

Primary analysis of cohort A’

* Results yielded promising antitumor activity and a manageable

safety profile
* The median follow-up was 27.1 weeks at data cutoff

Patient disposition at final analysis®
* No patients remain on treatment

O EWALEWEE
(Data cutoff:
August 9, 2019)

Final analysis
(Data base lock:
December 28, 2020)

+ At the end of the study, median follow-up was 62.4 weeks for
cohort A, 27.0 weeks for cohort B and 16.9 weeks for cohort C

Courtesy of J Randolph Hecht, MD
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i DESTINY-CRC01 Outcomes

e Cohort A 3+ or 2+/ISH+: 45% RR 6.9m PFS 15.5m OS
* Cohort B 2+/ISH-: 0% RR (60%SD) 2.1m PFS 7.3m OS
* Cohort C 1+: 0% RR (22% SD) 1.4m PFS 7.7m OS

* Toxicity
— Cytopenias
— 9.3% pneumonitis
— 3.9% G5 pneumonitis

Yoshino, T et al. Nat Commun 14, 3332 (2023). Courtesy of J Randolph Hecht, MD Gocho 2021
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DESTINY-CRC02 Study Design

A randomized, blinded, 2-stage, 2-arm, multicenter, global, phase 2 study (NCT04744831)

e Stage 1 (randomized) was followed by Stage 2 (nonrandomized), which enrolled an additional 42 patients
Stage 1 Stage 2

Primary endpoint:

mad 5.4 mg/k
e * cORR by BICR

Secondary endpoints®:
cORR by investigator

Patients with HER2+,
Primary analysis®

RAS wild-type or mutant, | | * DoR (Data cutoff:
BRAF wild-type, unresectable, ggg November 1, 2022)
recurrent, or mCRC « PFS
- 0S

Stratified by: T-DXd Safety and tolerability
—> Ik

« ECOGPSof0or1 -4 Myg/Kg

» Centrally confirmed HER2 status: Q3W IV

IHC 3+ or IHC 2+/ISH+?
* RAS status (wild-type or mutant)

This study was not powered to statistically compare the two arms.

Courtesy of J Randolph Hecht, MD Rag haV ASCO 2023
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DESTINY-CRCO02 Results
Efficacy Results

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

cORR, n (%) [95% CI] 18 (45.0) [29.3-61.5] 13 (31.0) [17.6-47.1] 31 (37.8) [27.3-49.2] 11 (27.5) [14.6-43.9]
CR 0 0 0 0
PR 18 (45.0) 13 (31.0) 31 (37.8) 11 (27.5)
SD 20 (50.0) 20 (47.6) 40 (48.8) 23 (57.5)
PD 2 (5.0) 6 (14.3) 8 (9.8) 4 (10.0)
NE 0 3 (7.1) 3 (3.7) 2 (5.0)

 PFS: 5.4 mg/kg 5.8m; 6.4 mg/kg 5.5m
* OS: 5.4 mg/kg 13.4m; 6.4 mg/kg 9.9m

* 1 G5 pneumonitis 6.4; none 5.4

Courtesy of J Randolph Hecht, MD
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- DESTINY-CRCO02 Takeaways

» Clear benefits 3+, again ? 2+

* Low dose is as good if not better than higher dose
(Project OPTIMUS)

* No G5 pneumonitis 5.4 mg/kg
— Lower dose
— Also, better awareness now

Courtesy of J Randolph Hecht, MD



Case Presentation: 78-year-old man with metastatic KRAS G12C-
mutated rectal adenocarcinoma treated with third-line
sotorasib/panitumumab

Dr Georges Azzi (Fort Lauderdale, Florida) RTP

RESEARCH
TO PRACTICE



KRAS in Colorectal Cancer

* Resistance to inhibitors: Other RAS mutations, other
MAPK pathways

* Other RAS mutations
— Direct inhibitors: Multi, G12C, G12D, Q61H, G13C
— Inhibitors of adapter molecules: SOS1, SHP2

« Target of immunotherapy

— Vaccines
— G12D TCR (Leidner NEJM 2022)

Courtesy of J Randolph Hecht, MD



KRAS G12C Mutations in CRC : Background

RTKs
(eg, EGFR) & &

o
@
G h

«  KRASG12C mutations occur in 3—4% of CRC, act as oncogenic
drivers, and are a negative predictor of cetuximab efficacy'—

 The KRAS protein cycles between guanosine triphosphate
(GTP)-on and guanosine diphosphate (GDP)-off states and has
a protein resynthesis half-life of ~24 hours®®

« Adagrasib, a covalent inhibitor of KRAS®'2C irreversibly and
selectively binds KRAS®'2C in its inactive, GDP-bound state and i

KRASG12C
was optimized for desired properties’ G{
) 4 ) ‘f“)
« Sotorasib is another first-in-class, irreversible inhibitor of the v [
KRASG12C protein?®
Adagrasib RAR SRS
« Combining KRAS G12C inhibitors with an epidermal growth factor Sotorasib "N\ SK
receptor (EGFR) inhibitor, may enhance inhibition of KRAS- meeiee \W\.L/ERK
dependent signaling or overcome adaptive feedback to improve S MR
outcomes® EGFR signaling is implicated in feedback

reactivation, providing a rational
co-targeting strategy for KRAS-mutant

1. Zehir A, et al. Nat Med. 2017;23(6):703-713; 2. Schirripa M, et al. Clin Colorectal Cancer. 2020;51533-0028(20)30067-0; 3. NIH TCGA: The Cancer Genome Atlas. February 11, c°|°reCta| cancer (CRC)

2021; https://www.cbioportal.org; 4. Modest DP, et al. Oncology. 2012;83:241-247; 5. Bos JL, et al. Cell. 2007;129:865-877; 6. Shukla S, et al. Neoplasia. 2014;16(2):115-128; . Hallin J,
et al. Cancer Discov. 2020;10(1):54-71;8. Lanman BA, et al. J Med Chem. 2020;63:52-65. 9. Tabernero J, et al. Presented at ESMO 23rd World Congress on Gastrointestinal Cancer;
June 30-July 3, 2021; virtual.

2023 ASCO'  [PIRYePRy  Fros o Christina Wu, MD ASCO smsa

ANNUAL MEETING KNOWLEDGE CONQUERS CANCER

Courtesy of J Randolph Hecht, MD



Sotorasib (AMG 510)

« CODEBREAK 100 (Fakih Lancet Oncol 2022)
— Multitumor trial; CRCs 10% RR PFS 4.0m

— Once again blocking leads to increased signaling
through EGFR

« CODEBREAK 101 (Hong ASCO 2023)
— Phase 1b Pmab+ sotorasib+FOLFIRI
— RR 55% DCR 93% G3 diarrhea 10-15%
« CODEBREAK 300
— Phase |ll sotorasib/Pmab vs TAS-102 or regorafenib

Courtesy of J Randolph Hecht, MD
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Maximum Percent Change

Maximum Percent Change

Colorectal Cancer KRYSTAL-1

Best Tumor Change from Baseline — Adagrasib Monotherapy

40—

i

Evaluable Patients (N=43)

Best Overall Response
[[] Complete response: 0
Partial respense: 19%
M Stable disease: 67%
B Progressive disease: 14%

« KRYSTAL-1

— Adagrasib with and without
cetuximab

« KRYSTAL 10

Best Tumor Change from Baseline — Adagrasib plus Cetuximab P h ase I I I

Evaluable Patients (N=28)

[[] Complete response: 0

adagrasib/cetuximab vs
FOLFIRI optional VEGFRI

Partial response: 46%

Best Overall Response
M Stable disease: 54%

.

(s

ADAGRASIB

" Yaeger NEJM 2023

Courtesy of J Randolph Hecht, MD



Case Presentation: 58-year-old man with KRAS-mutant
metastatic colon cancer and very slow disease

progression on second-line FOLFIRI/bevacizumab

Dr Priya Rudolph
(Athens, Georgia)

Case Presentation: 46-year-old man with KRAS WT
metastatic colon cancer and disease progression on

third-line treatment

Dr Ina Patel
(Fort Worth, Texas)

RTP

RESEARCH
TO PRACTICE



Case Presentation: 82-year-old man with right-sided MSS
(TMB 10), KRAS G12D-mutated mCRC currently receiving
third-line TAS-102

Dr Warren Brenner (Boca Raton, Florida)




TAS-102: Mechanism of Action

 TPase J),\ F,dThd (FTD)
*Jy\ € A Thymidine-based nucleoside analogue
FTY

H (EEER

insctiverorm) | TP r L F;dTMP
\

- !

‘ F,dTDP

TAS-102
/ (Oral Combination Drug)

DNA dysfunction

1 FadTTP

#l FTD incorporation 4
_ into DNA
>

=

\ Iar ratio=1 : 0.5 /

FTD: Trifluridine
TPI: Tipiracil-HCI

Courtesy of Kristen K Ciombor, MD, MSCI
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Phase IlI: TAS-102 +/- Bev in Refractory mCRC

Y

Number at risk

(number censored)
TAS-102

TAS-102 plus bevacizumab

Number at risk

(number censored)
TAS-102

TAS-102 plus bevacizumab

A
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)
g 75 HR 0-45 (95% Cl 0-29-0-72); p=0-0015
g — TAS-102
o —— TAS-102 plus bevacizumab
& so4
<
il
& 25+
: ll_|—
a8
(0] T T T
0 5 10 15
47 (38) 8(6) 1(0) Y
46 (24) 20(8) 5@) 1
B 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
= 75
&\’
2
2 501
=
g
o 25
0 T T T 1
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

Courtesy of Kristen K Ciombor, MD, MSCI

Figure 2: The efficacy of TAS-102 monotherapy versus TAS-102 plus bevacizumab combination therapy
(A) Progression-free survival. (B) Overall survial. HR=hazard ratio.

Pfeiffer P, Lancet Oncol 2020



SUNLIGHT study design

« An open-label, randomized, phase 3 study in patients with refractory mCRC (NCT04737187)

Patients
Histologically confirmed mCRC
Two prior treatment regimens?
Disease progression or
intolerance

Known RAS status FTD/TPI p.o. 35 mg/m2BID
ECOG PS 01 days 1-5 and 8-12; every 28 days

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

Primary endpoint: OS in full analysis set Statistical considerations:
Secondary endpoints: PFS « Sample size: 490 (245 per arm)
DCR » Expected OS HR: 0.70 (30% reduction in
ORR risk of death) with 90% power
Safety profile Required OS events: 331
QoL No planned interim analysis

Geographic region (North America,
European Union, or rest of the world)
Time since diagnosis of first
metastasis (<18 or 218 months)
RAS status (wild-type or mutant)

—— e = ———

a Prior treatment must have included a fluoropyrimidine, irinotecan, oxaliplatin, an anti-VEGF monoclonal antibody (not necessarily bevacizumab), and/or an anti-EGFR monoclonal antibody for patients with RAS
wild-type and could have included (neo)adjuvant chemotherapy if disease had recurred during treatment or within 6 months of the last administration of (neo)adjuvant therapy. BID, twice daily;

DCR, disease control rate; ECOG PS, Eastern Cooperative Oncology Group performance status; EFGR, epidermal growth factor receptor; FTD/TPI, trifluridine/tipiracil; HR, hazard ratio; IV, intravenous;

mCRC, metastatic colorectal cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; p.o., orally; QoL, quality of life; R, randomization; VEGF, vascular endothelial growth factor.

ASCO Gas‘rroinfesﬂna| #GI23 presenteD By: Josep Tabernero, MD PhD ASCO CUNICAL ONCOLOGY
Cancers Symposmm KNOWLEDGE CONQUERS CANCER

VANDERBILT

= Courtesy of Kristen K Ciombor, MD, MSCI Prager GW et al. N Engl J Med 2023;388(18):1657-67.




OS 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
— FTD/TPI group

HR, 0.61 (95% ClI, 0.49-0.77)
P<0.001

~~
X
SN
>
=
=
©
Qo
o
[
a
©
2
=
=;
w

1 1 1 1 1 1 |
1 2 3 4 5 6 7 8 9 12 13 14 15 16 17 18 19 20
Months
No. at risk

FTD/TPI plus bevacizumab group 246 244 239 230 217 203 183 160 149 131 119 104 88 69 52 37 24 13 2
FTD/TPI group 246 242 230 205 184 163 143 120 108 95 85 76 63 44 24 16 10 5 2

Cl, confidence interval; FTD/TPI, trifluridine/tipiracil; HR, hazard ratio; OS, overall survival.

ASCO GasTroinfesTinal #GI23 presentep By: Josep Tabernero, MD PhD ASCO AMERICAN SOCIETY OF
Cancers Symposmm KNOWLEDGE CONQUERS CANCER

VANDERBILT UNIVE

e Courtesy of Kristen K Ciombor, MD, MSCI Prager GW et al. N Engl J Med 2023;388(18):1657-67.




PFS in full analysis set

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

80 - Median PFS, months 5.6
6-month PFS rate, % 43

- 0,
60 - 12-month PFS rate, % 16

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

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

40 -

~~
X
N
>
=
=
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—
a
©
2
=
=
w

9 10 11
Months
No. at risk

FTD/TPI plus bevacizumab group 246 242 198 179 153 128 99 89 70 61 52
FTD/TPI group 246 236 147 109 74 56 36 29 19 12

Cl, confidence interval; FTD/TPI, trifluridine/tipiracil; HR, hazard ratio; PFS, progression-free survival.

ASCO GBSTrOinT.eSde #GI23 presenteD By: Josep Tabernero, MD PhD ASCO CUNICAL ONCOLOGY
Cancers Symposmm KNOWLEDGE CONQUERS CANCER

VANDERBILT UNIVE

e Courtesy of Kristen K Ciombor, MD, MSCI Prager GW et al. N Engl J Med 2023;388(18):1657-67.




ORR and DCR in patients evaluable for tumor response

A29.6% (P<0.001)

76.6

D
o
]

47.0
m FTD/TPI plus
bevacizumab (n = 222)
mFTD/TPI (n = 215)

o
=
N
%)
i
=
Q
-—
(]
o

N
o
1

A5.4% (P=0.004)

| |
6.3
ﬁ 0.9
L

ORR

DCR, disease control rate; FTD/TPI, trifluridine/tipiracil; ORR, objective response rate.

ASCO GasTroinfesTina| #GI23 pResenTeD BY: Josep Tabernero, MD PhD
Cancers Symposium
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= Courtesy of Kristen K Ciombor, MD, MSCI Prager GW et al. N Engl J Med 2023;388(18):1657-67.



NCCN-Recommended Targeted Agents for CRC

T cell

O Nivolumab
' ' Pembrolizumab
8] Bevacizumab e
.. VEGF| Ziv-aflibercept ° ©) Ipilimumab
HG FI—RiIotumumab* . EGF

Ramucirumab
* VEGFR Fruqunntmlb*'
c-MET |——-O0nartuzumab : [= Cettximab /,
. W ,\ pan|tumumab l B7
/Lapatumb —HER2 |_TrastuzumabPD-L
Pertuzumab
Encorafel_'lib
\E/)grl?nrt?:gfnelgib Immune escape
via T cell exhaustion
Trametinib
Binimetinib

Tumor cell

Xie YH et al. Sig Transduct Target Ther 5, 22 (2020).
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FRESCO-2 Study Design

Patient Eligibility

* Prior treatment with fluoropyrimidine-,

Fruquintinib 5 mg PO, QD
(3 weeks on, 1 week off)

-4

oxaliplatin- and innotecan-based chemotherapy, BSC l
an anti-VEGF biological therapy, and, if RAS (N=458) Treatment until
wild type, an anti-EGFR therapy 9 progression or
« Progression on, or intolerance to, TAS-102 Placebo 5 mg PO, QD unacceptable toxicity
and/or regorafenib N=687 (3 weeks on, 1 week off) T
+

* Prior treatment with an immune checkpoint
inhibitor or BRAF inhibitor if indicated

BSC
(N=229)

Stratification Factors

* Prior therapy (TAS-102 vs regorafenib vs TAS-102 and regorafenib)
* RAS mutational status (wild-type vs mutant)

* Duration of metastatic disease (<18 months vs >18 months)

Note: To ensure the patient population is reflective of clinical practice, the number of patients treated with prior regorafenib was limited to 344 patients (50%)

BSC, best supportive care.
NCTD4322539.

VANDERBILT L7 UNIVERSITY

el Courtesy of Kristen K Ciombor, MD, MSCI Dasari A et al. Lancet 2023;402(10395):41-53.



' ' : ITT Populat
Primary Endpoint: Overall Survival Cpiayan

Fruquintinib Placebo
1.0 =it o Events/Patients (%) 317/461 (68.8%) 1731230 (75.2%)
Stratified p-value (log-rank) <0.001
§ 0.8 - Stratified HR (95% Cl) 0.662 (0.549, 0.800)
“5 g Median (mo) (95% Cl) 74(6.7,8.2) 4.8 (4.0,5.8)
> ‘>° 06 mOS difference (mo) 2.6
- — = -
=g
23
8= 04-
—
o Median follow up:
c>> 0.2 Fruquintinib: 11.3 mo
LT e Placebo: 11.2mo
== Fruquintinib + BSC . - J
5 - Placebo + BSC

I I | I 1 I 1 I I I I

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19

Time since randomization (months)
Patients at Risk
Fruquintinib 461 449 429 395 349 297 266 224 184 143 113 79 58 41 23 14 7 4 - 0

Placebo 230 216 184 153 125 105 89 73 63 45 37 31 20 15 10 6 3 2 1 0

Subsequent anti-cancer medication balanced between the two arms: 29.4% fruquintinib arm vs. 34.3% placebo arm

VANDERBILT 7 UNIVERSITY

- el Courtesy of Kristen K Ciombor, MD, MSCI Dasari A et al. Lancet 2023;402(10395):41-53.



‘ ; ITT Populati
Progression-Free Survival S

= O - Fruquintinib Placebo
=]
S Events/Patients (%) 392/461 (85.0%) 2131230 (92.6%)
E 0.8- Stratified p-value (log-rank) <0.001
- > ' Stratified HR (95% CI) 0.321 (0.267, 0.386)
C 5 Median (mo) (95% Cl) 3.7(3.5,3.8) 1.8(1.8,1.9)
29 064 :
= o z mPFS difference (mo) 1.9
5 O
R
c 0.4-
£.9
n
o — Fruquintinib + BSC
® 0.2- 9
2 — Placebo + BSC
| .
& oA f ——

| | | | | I | I | | |

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19

Time since randomization (months)
Patients at Risk
Fruquintinib 461 430 291 256 170 146 89 71 43 36 21 17 10 9 6 4 2 2 2

Placebo 230 194 60 36 12 10 2 2 1 1 1 1 0

0o

VANDERBILT L7 UNIVERSITY

— by Courtesy of Kristen K Ciombor, MD, MSCI Dasari A et al. Lancet 2023;402(10395):41-53.



Safety Population

Most Common TEAEs

(Any Grade 2 15% in Either Arm)

| TEAE, n (%) Fruquintinib (N=456) Placebo (N=230)

Patients with 21 TEAE 451 (98.9) 286 (62.7) 213 (92.6) 116 (50.4)
Hypertension 168 (36.8) 62 (13.6) 20 (8.7) 2 (0.9)
Asthenia 155 (34.0) 35 (7.7) 52 (22.6) 9 (3.9)
Decreased appetite 124 (272) 11 (2.4) 40 (174) 3 (1.3)
Diarrhea 110 (24.1) 16 (3.9) 24 (104) 0
Hypothyroidism 94 (20.6) 2 (04) 1(04) 0
Fatigue 91 (20.0) 18 (3.9) 37 (16.1) 2 (0.9)
Hand-foot syndrome 88 (19.3) 29 (6.4) 6 (2.6) 0
Abdominal pain 83 (18.2) 14 (3.1) 37 (161) 7 (3.0)
Nausea 79 (17.3) 3 (0.7) 42 (18.3) 2 (0.9)
Proteinuria 79 (17.3) 8 (1.8) 12 (5.2) 2 (0.9)
Constipation 78 (17.1) 2 (04) 22 (96) 0
Dysphonia 74 (16.2) 0 12 (5.2) 0
14
VANDERBILT L7 UNIVERSITY

MEDICAL CENTER

Courtesy of Kristen K Ciombor, MD, MSCI Dasari A et al. Lancet 2023;402(10395):41-53.



Case Presentation: 79-year-old man with MSI-high, BRAF
V600E-mutated recurrent cecal adenocarcinoma

Dr Nikesh Jasani (Houston, Texas) RTP

RESEARCH




Case Presentation: 58-year-old woman with MSS BRAF
V600E-mutated mCRC with brain and bone mets who has

good response to dose-reduced FOLFOX after progression
on first-line encorafenib/cetuximab

Dr Farshid Dayyani
(Orange, California)

e N
Dr Georges Azzi
(Fort Lauderdale, Florida)

Case Presentation: 66-year-old woman with RAS WT,
BRAF V600E-mutated, MSS mCRC, now on

encorafenib/cetuximab after progression on
FOLFOX/bevacizumab

RTP
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BRAF in Colorectal Cancer

5-10% of colorectal cancer

More likely to be right sided, MSI, CMS1
Poor outcome median OS ~ 11m
Resistant to anti-EGFR antibodies

Most are V60OE (class I)

Class lll may result in sensitivity to anti-EGFR (Yaeger
Clin Cancer Res 2019) and long survival (60m) (Jones
JCO 2017)

Courtesy of J Randolph Hecht, MD



f
o BEACON Updated Results

 FDA Approved 4/2020
» Updated results Tabernero JCO 2021

Confirmed Best Overall Response ENCO/BINI/CETUX (n = 224) ENCO/CETUX (n = 220) Control (n = 221)
Central assessment®

ORR, n (%) 60 (27) 43 (20) 4 (2)

95% ClI 21 1633 1510 25 <1ltob

P value v control < 0.0001 < 0.0001

* Triplet 9.3m OS HR 0.60

* Doublet 9.3m OS HR 0.61

* Control 5.9m OS

« Toxicity G3 diarrhea triplet 11%, doublet 3%, control 10%

Courtesy of J Randolph Hecht, MD
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« ANCHOR

— Van Cutsem
JCO 2023
Single arm
triplet 18t line

—47.4% RR, PFS
5.5m, OS 18.3m

— G3 diarrhea
9.3%

Other BRAF Trials

BREAKWATER

Phase 3 and Cohort 3 Study Design

BREAKWATER (NCT04607421) is an ongoing, open-label, multicenter, randomized, phase 3 study evaluating 1LEC + CT vs
SOC CT alone in patients with BRAF V600E-mutant mCRC
— Inthe BREAKWATER SLI, which evaluated 57 patients with mCRC who had received <1 prior treatment, EC + CT showed encouraging

antitumor activity
— Based on these SLlI results, EC + mFOLFOX6 was selected as the recommended phase 3 regimen
Phase 3 Cohort 3°
Patients with BRAF V600E-mutant mCRC Patients with BRAF V600E-mutant mCRC
and no prior systemic therapy in the metastatic setting and no prior systemic therapy in the metastatic setting

Arm A (n=150) Arm D (n=90)
Encorafenib + cetuximab | Encorafenib + cetuximab + FOLFIRI

N >

4 Arm B (n=235) T
(N=620) 4 Encorafenib + cetuximab + mFOLFOX6 (N 4
, Arm C (n=235) y ~ Arm E (n=45)
4 MFOLFOX6/FOLFOXIRI/CAPOX + bevacizumab J FOLFIRI + bevacizumab

Stratified by regions (US/Canada vs Europe Stratified by ECOG PS (0 vs 1)
vs Rest of World) and ECOG PS (0 vs 1)

@Inclusion criteria Exclusion criteria

+ Age 216 years (or 218 years based on country) + Prior BRAF or EGFR inhibitors

+ No prior systemic treatment for metastatic disease + Symptomatic brain metastases (unless stable for 24 weeks
* Measurable disease (RECIST 1.1) prior to randomization)

» BRAF V600E-mutant mCRC (based on blood or tumor tissue) * MSI-H/dMMR tumors (unless ineligible to receive immune

+ ECOGPSOort checkpoint inhibitors due to a pre-existing medical condition)

+ Adequate bone marrow, hepatic, and renal function

Kopetz ASCO 2023

Courtesy of J Randolph Hecht, MD
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Mode of action of regorafenib (BAY 73-4506)

- Regorafenib inhibits multiple
cell-signaling kinases:

— Angiogenic

- VEGFR1-3, TIEZ2
— Stromal

- PDGFR-B, FGFR
— Oncogenic

s KIIMMEPREERRET

* T2 1N Man: approx. 26-28 hrs

— Two major metabolites (M2, =
- SpRstion of Inhibition Inhibition of
M5S) are pharmacologically freiieration of stromal R afigiogonasis
active tumor cells signaiing

Courtesy of Kristen K Ciombor, MD, MSCI Wilhelm Sh et al. Int J Cancer2011



CORRECT study design

Regorafenib + BSC

Jical

Py | Primary
.1 week off EndPOint: oS

Multicenter, randomized, double-blind, placebo-controlled, phase IllI

— 2:1 randomization
— Strat. factors: prior anti-VEGF therapy, time from diagnosis of mCRC, geographical region

Global trial: 16 countries, 114 active centers
— 1,052 patients screened, 760 patients randomized within 10 months

Secondary endpoints: PFS, ORR, DCR

Tertiary endpoints: duration of response / stable disease, QOL, pharmacokinetics, biomarkers

Courtesy of Kristen K Ciombor, MD, MSCI



CORRECT (Regorafenib)

A
100 —@- Regorafenib 160 mg
M"‘\k_\ —@- Placebo
%\\\
\\
75+ &\:\o“

& ot
-§ HR 0-77, 95% C1 0-64-0-94, p=0-0052

€ 50+

it

e

U

-

o

i et \ne.
0 I T z 1 T T |
0 2 4 10 12 14
N st risk Months after randomisation
Regorafenib 452 352 187 93 33 7

Placebo 221 150 75 32 9 3

VANDERBILT L7 UNIVERSITY
MEDICAL CENTER

Courtesy of Kristen K Ciombor, MD, MSCI Grothey et al, Lancet 2013



Regorafenib dose optimization study (ReDOS): Randomized phase Il trial
to evaluate dosing strategies for regorafenib in refractory mCRC

Starting dose C1
v

1
2
3 End dose C1
4

80 mg
120 mg
160 mg

Randomization
1:1:11
{Progression on previous standard
therapy, including EGFRI if KRAS WT)

e Al S

Arm A 1*
Regorafenib Start
low*

+ pra-amptive
sirategy for Falmar-
plantar
erythrodysesthesa
syncrome (PPES)

ArmA2*
Regerafend Start
low dose*

+ reactive sirategy
for
Palmar-plartar
enthrodysesihesia
syrdreme [PPES)

ArmB1*
Reoorafeq ib 160
mg PO daly Jor 21

- pre-amptive
sirategy for
Palmar-plantar
erylthrocysesthesia
) ,ncrorne (PPES)

ArmB 2*
Regoratants 160
mg PO daly for 21

+ reactive sirategy
for
Palmar-plantar
erythrocysesthesia
syncrome (PPES)

|

ArmA

|

ArmB

1ary endpoint: proportion of patients who complete 2 cycles of protocol treatment and initiate cycle 3 in arm Aand arm B
2ary endpoints: OS, PFS, TTP

VANDERBILT L7 UNIVERSITY

MEDICAL CENTER

Courtesy of Kristen K Ciombor, MD, MSCI

Bekaii-Saab T et al, ASCO GI 2018




ReDOS: Regorafenib Dose-Optimization Study

(Primary Endpoint)
p=.0281° Primary Endpoint
50 1 ' ' (patients o 0
@ 45 initiating 3rd 43% | 25% | 0.028
2 %7 cycle)
g 399
© ¥ mOS (mos) 9 5.9 0.094
% 25 - 24
8 201 mPFS (mos) 2.5 2.0 0.553
G 15
&‘, 10 - % HFSR 15% 16% n/a
% HTN 7% 15% n/a
: - .
Esﬁ::ng 3‘3222 % Fatigue 13% 18% n/a

‘Fisher's exact tast {1-s0ad)

VANDERBILT L7 UNIVERSITY

MEDICAL CENTER Courtesy of Kristen K Ciombor, MD, MSCI Bekaii-Saab T et al, ASCO GI 2018



Global Randomized Phase lll study

RECOURSE: Refractory Colorectal Cancer Study
(NCT01607957)

(target sample size: 800)

R (
Metastatic colorectal cancer (mnCRC) A TAS-102+BSC
* 2 or more prior regimens \| (n = 534)
* Refractory / Intolerable D 35 mg/m2 b.i.d. p.o
j flfmrfpy”m'dme O d1-5,8-12 gdwks Endpoints Primary: OS
— Irin n
- Io)l(a::;:in 2 Secondary: PFS, Safety,
_ bevacizumab é 2:1 Tolerability, TTF, ORR, DCR,
— anti-EGFR if wild-type KRAS A N DoR, Subgro:r;:é KRAS (0S
+ ECOG PS 0-1 T Placebo + BSC and PFS)
oo 2an | (n =266)
(0)
N

d1-5, 8-12 q4wks

« Treatment continuation until progression, intolerant toxicity or patient refusal
* Multicenter, randomized, double-blind, placebo-controlled, phase lil
— Stratification: KRAS status, time from diagnosis of metastatic disease,
geographical region
 Sites: 13 countries, 114 sites

 Enrollment: June 2012 to October 2013 , _
Courtesy of Kristen K Ciombor, MD, MSCI



A Owverall Survival
100

90-
80-
70
60—
50

40~

Overall Survival (%6)

304

20

10+

RECOURSE (TAS-102)

Hazard ratio for death, 0.68 (95% Cl, 0.58-0.81)
P<0.001

TAS-102

No. at Risk
TAS-102
Placebo

534
266

VANDERBILT ' UNIVERSITY

MEDICAL CENTER

459
198

Courtesy of Kristen K Ciombor, MD, MSCI

294
107

Months since Randomization

137 64 23 7
47 24 9 3

Mayer et al, NEJM 2015



Key baseline characteristics

FTD/TPI plus bevacizumab FTD/TPI

Characteristic (n =246) (n = 246)
Age Median (range), years 62 (20-84) 64 (24-90)
<65 years, n (%) 146 (59) 129 (52)

265 years, n (%) 100 (41) 117 (48)

Sex, n (%) Male 122 (50) 134 (55)
Region European Union 158 (64) 157 (64)

North America 8 (3) 8 (3)
Rest of the world 80 (33) 81 (33)

Primary tumor localization, n (%) Right 62 (25) 77 (31)
Left 184 (75) 169 (69)

Time from diagnosis of first metastasis to randomization,2n (%) <18 months 104 (42) 105 (43)
=18 months 142 (58) 141 (57)

RAS status,? n (%) Mutant 171 (70) 170 (69)
Wild-type 75 (31) 76 (31)
Prior treatment with anti-VEGF, n (%) Yes 188 (76) 188 (76)

Prior treatment with bevacizumab, n (%) No 68 (28) 69 (28)
Yes 178 (72) 177 (72)
ECOG PS, n (%) 0 119 (48) 106 (43)
1 127 (52) 139 (57)
2 0 1(0.4)°

a As documented in the Interactive Web Response System set for randomization. © Patient had an ECOG PS of 1 at randomization but was assessed as having an ECOG PS of 2 on day 1, cycle 1.
ECOG PS, Eastern Cooperative Oncology Group performance status; FTD/TPI, trifluridine/tipiracil; VEGF, vascular endothelial growth factor.

ASCO Gasfroinf_es’rina| #GI23 presenteD By: Josep Tabernero, MD PhD ASCO CUINICAL ONCOLOGY |
Cancers Symposmm KNOWLEDGE CONQUERS CANCER

VANDERBILT UNIVERSITY

B S Courtesy of Kristen K Ciombor, MD, MSCI Prager GW et al. N Engl J Med 2023;388(18):1657-67.
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Inside the Issue: Integrating Targeted and
Immunotherapy into the Management of
Localized Non-Small Cell Lung Cancer

A CME/MOC-Accredited Live Webinar

Thursday, September 21, 2023
5:00 PM —-6:00 PM ET

Faculty

Jamie E Chaft, MD
John V Heymach, MD, PhD

Moderator
Neil Love, MD




Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback
is very important to us. The survey will remain open
for 5 minutes after the meeting ends.

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




