WEST

CANCER CENTER
& RESEARCH INSTITUTE

artner of {_) OneOncology

194 Anpaad

MIAMI S8

MEETING

JW MARRIOTT MIAMI | MIAMI, FLORIDA
APRIL 28 - 30, 2023

Colorectal Cancer: Chemotherapy Combinations
Targeted Therapy and Immunotherapy

Axel Grothey, MD
Director, Gl Cancer Research

West Cancer Center and Research Institute
University of Memphis

Memphis, TN, USA



Chemotherapy

Combinations

PARADIGM
SUNLIGHT



2022ASCO

ANNUAL MEETING

Panitumumab plus mFOLFOX6 versus Bevacizumab
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PARADIGM Trial Design

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

Patients with RAS WT mCRC Primary endpoint
Panitumumab * OS: left-sidede population; if significant,
* Unresectable disease +mFOLFOX6® analyzed in overall population

* No previous chemotherapy?
Secondary endpoints

* Age: 20-79 years R - PFS, RR, DOR, RO resection:

« ECOG performance status 0—1 1:1 left-sidede and overall populations

* Atleast 1 evaluable lesion - Safety: all treated patients

« Adequate organ function | Exploratory endpoints

* Life expectancy = 3 months « ETS, depth of response, DCR:
N=823 left-sidedc and overall populations

Stratification factors

* Institution

* Age: 2064 vs 65-79 years

» Liver metastases: present vs absent

DCR, disease control rate; DOR; duration of response; ECOG, Eastern Cooperative Oncology Group; ETS, early tumor shrinkage; mCRC, metastatic colorectal cancer; OS, overall survival; PFS, progression free survival;
RR, response rate; RO, curative resection; WT, wild type.

aAdjuvant fluoropyrimidine monotherapy allowed if completed > 6 months before enroliment. ®Until disease progression, unacceptable toxicity, withdrawal of consent or investigator’s judgement or curative intent resection.
CPrimary tumor in descending colon, sigmoid colon, rectosigmoid, and rectum.
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Primary Endpoint-1; Overall Survival in Left-sided Population

(%)
100 1 No. (%) of Patients Median Survival,
\ With Events Months (95.798%
cl)
80 4 (F:i'gﬁ‘;')"”mab + mFOLFOX6 218 (69.9) 37.9 (34.1-42.6)
- Stratified HR for death,
_S i 0.82 (95.798% CI 0.68-0.99);
g 00 53 P=0.031 (<0.04202)
(/2]
T 47
E’ 40 A %
O 33
20 - o
0 I I II I 1
0 12 24 36 48 60 72 84 (Months)
Time
No. at risk
Panitumumab 312 276 213 166 129 68 5 0
292 266 212 136 % 40 5 0
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OS and Subgroup Analysis in Right-sided Population

Events/Patients
Hazard Ratio

Subgroup Panitumumab

. (95% Cl)
mFOLFOX6
(%)
100 = No. (%) of Patients Median Survival, Overall* 71/84 85/103 1.09 (0.79-1.51)
= With Events Months (95% ClI) ]
My, Panitumumab + mFOLFOXG (n=84) 71 (84.5) 20.2(152-320)  pge 20-64yr  22/26 32139 —A——> 1.26 (0.73-2.17)
b 85 (82.5) 23.2 (18.5-29.1) 65-79yr  49/58 53/64 —a— 0.97 (0.66-1.44)
80 - ifi _

1Stge;t)n‘led HR for death, 1.09 (95% ClI, 0.79 . Male 37/41 51/61 \ 1.04 (0.68-1.60)

r— . ex
g Female 34/43 34/42 —P———  1.08(0.67-1.74)
g 604 0 54/65 68/82 —A— 0.96 (0.67-1.37)

> ECOG PS

2] 1 16/18 17/21 ——2——> 1.33(0.66-2.67)
T 40 - No. of organs  0-1 31/40 30/44 ————> 127 (0.77-2.10)

(3] with
3 ‘H“l.‘ metastasis 22 4044 55/59 —a— 0.94 (0.63-1.42)
20 - —_— Liver No 26/35 29/37 —* T 0.87 (0.51-1.49)
., - metastasis Yes 45/49 56/66 T 1.23 (0.83-1.83)
0 Organs with  Liveronly — 13/14 15/21 — +—> 1,66 (0.79-3.50)

I I I I I I 1 H —_—
0 12 24 36 48 60 72 84 (Months) metastasis  Other 58/70  70/82 0.93 (0.66-1.32)
Time ; No 30/33 28/30 * 0.87 (0.51-1.45)
No. af risk Primary tumor
0. at ris| : S U
Panitumumab 84 58 3 29 18 11 1 0 resection Yes 41/51 5778 | , 1.09 (0.73-1.63)
103 77 49 28 23 14 0 0 0 1 2
*Stratified Hazard Ratio is shown with 95% Panitumumab Better
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.
Negative hyperselection of patients with RAS wild-type

metastatic colorectal cancer for panitumumab:
A biomarker study of the phase |ll PARADIGM trial
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Oncology, Shizuoka Cancer Center, Shizuoka, Japan; °Division of Medical Oncology, Japanese Red Cross Ishinomaki Hospital, Miyagi, Japan; 6Division of
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Disaster Medical Center, Tokyo, Japan
Shitara et al., ASCO GI 2023



Number of genetic alterations ctDNA

Overall population (N=733) Left-sided mCRC (n=554) Right-sided mCRC (n=169)

Gene alteration,

n (%) Panitumumab | Bevacizumab Panitumumab Bevacizumab Panitumumab Bevacizumab
(n=368) (n=365) (n=287) (n=267) (n=78) (n=91)

BRAF (V600E) 43 (11.7) 36 (9.9) 17 (5.9) 8 (3.0) 26:(33.3) 27 (29.7)
KRAS 22 (6.0) 23 (6.3) 11 (3.8) 15, [5.6) 9 (11.5) 6 (6.6)

( PTEN 23 (6.3) 17 (4.7) 12 (4.2) 8 (3.0) 10 (12.8) 9 (9.9) B
HER2 amplification 19 (5.2) 14 (3.8) 16 (5.6) 11 (4.1) 3(3.8) 2 (2.2)

\ EGFR (ECD) 12 (3.3) 7 (1.9) 7 (2.4) S 5 (6.4) 3(33)
NRAS 10 (2.7) 3(0.8) 6(2.1) 2(0.7) 1(1.3) 0

(MET amplification 3(0.8) 2 (0.5) 3(1.0) 2 (0.7} 0 0 )
RET fusion 2 (0.5) 2 (0.5) 0 2(0.7) 2 (2.6) 0
NTRK1 fusion 1(0.3) 1(0.3) 0 1(0.4) 1(1.3) 0

@LK fusion 0 1(0.3) 0 0 0 1, (1.1) Y.

Shitara et al., ASCO Gl 2023



Survival outcomes in the right-sided population analyzed for ctDNA

Hyperselected Gene Altered
mOS, months (95% CI) mOS, months (95% ClI)
Panitumumab 38.9 (26.5-52.2) Panitumumab 14.1 (11.3-18.7)
Bevacizumab 30.9 (22.4-36.1) Bevacizumab 18.5 (11.6-25.5)
HR 0.82 (95% CI, 0.50-1.35) HR 1.33 (95% CI, 0.84-2.11)
100, 100+
& 75 g 75
E Panitumumab | - Bevacizumab
E 50- E 50-
(] 7]
E E
S 5 B i b $ 2
3 evaclizuma 3 ) “L
" . Panitumumab ’
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time (months) Time (months)
No. at risk No. at risk
Panitumumab 35 32 29 27 24 23 20 14 13 11 8 3 0 0 O Panitumumab 43 38 26 16 10 9 7 5 4 4 3 2 0
Bevacizumab 46 41 37 30 Bevacizumab 0
Panitumumab B b
-_ S (95% C“ L;—gv-arlal:‘:
mFOLFOX6 mFOFLFOX6
Right- Overall 169 1.12 (0.80-1.56) 0.504
sided  Hyperselected b 0.82 (0.50-1.35) 0.431 0.145
Gene altered 84 43 41 =] 1.33 (0.84-2.11) 0.228
0.5 10 3.0 5.0

Panitumumab better Bevacizumab better Shitara et al-, ASCO GI 2023
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Trifluridine/tipiracil plus bevacizumab for third-line
treatment of refractory metastatic colorectal cancer

The phase 3 randomized SUNLIGHT study
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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
« ECOG PS 0-1

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

FTD/TPI p.o. 35 mg/m2BID
days 1-5 and 8-12; every 28 days

: Stratification factors: : Primary endpoint: OS in full analysis set Statistical considerations:
| © Geographic region (North America, 1 Secondary endpoints: PFS « Sample size: 490 (245 per arm)
| European Union, or rest of the world) :_ L DCR » Expected OS HR: 0.70 (30% reduction in
: » Time since diagnosis of first | ORR risk of death) with 90% power
1 metastasis (<18 or 218 months) : Safety profile » Required OS events: 331
I
I

* RAS status (wild-type or mutant) QoL (time to deterioration) * No planned interim analysis

2 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.
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OS in full analysis set (primary endpoint)

100 - FTD/TPI plus
bevacizumab FTD/TPI
(n =246) (n =246)
_ 80 1 Median OS, months 10.8 )
3\0, 6-month OS rate, % 77 61
>
% 60 - 12-month OS rate, % 43 30
©
o
S
a
PFS56vs24 mos s 407
= —— FTD/TPI plus bevacizumab group
<
HR044,P<0.0001 5 | —Cproiens
9 HR, 0.61 (995% ClI, 0.49-0.77)
RR 6.3 vs 0.9% P<0.001
DCR 77 VS 470/0 0 T T T T T T T T T T T T T T T T T T T 1
0O 1 2 3 4 5 6 7 8 9 10 11 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 0 0
FTD/TPI group 246 242 230 205 184 163 143 120 108 95 85 76 63 44 24 16 10 5 2 1 0

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

FTD/TPI plus FTD/TPI plus
Subgroup bevacizumab group FTD/TPI group bevacizumab group FTD/TPI group
No. of events/total no. Median OS (95% CI)

Region :

European Union 97/158 121/157 10.6 (9.0-11.8) 7.0 (6.0-8.5) —— 0.61 (0.47-0.80)

North America 0/8 4/8 NE 6.0 (4.2-NE) = 1 <0.01 (<0.01-NE)

Rest of the world 51/80 58/81 10.7 (8.5-14.2) 8.5 (6.3-10.7) e 0.70 (0.48-1.02)
Time from diagnosis of first metastasis, months I

<18 65/104 82/105 10.8 (8.8-12.5) 6.1(5.1-7.4) - | 0.52 (0.37-0.72)

218 83/142 1017141 10.8 (9.0-12.1) 8.6 (7.2-10.6) -l—: 0.70 (0.53-0.94)
RAS status |

Mutant 103/171 128/170 10.6 (9.0-11.3) 7.5 (6.3-8.6) == 0.62 (0.48-0.81)

Wild-type 45/75 55/76 11.9 (9.0-14.9) 7.1 (5.9-10.9) ——] 0.64 (0.43-0.96)
Location of primary disease |

Left 108/184 120/169 10.7 (9.3-12.2) 8.2 (6.7-9.3) - | 0.65 (0.50-0.85)

Right 40/62 63/77 10.8 (8.5-11.9) 6.2 (5.2-8.0) — : 0.59 (0.40-0.87)
ECOG PS |

0 70/119 74/106 10.8 (8.8-14.5) 9.3 (7.7-11.6) 0.74 (0.53-1.02)

21 78/127 109/140 10.8 (9.0-11.9) 6.3 (5.4-7.5) - 0.54 (0.41-0.73)
Sex |

Female 79/124 85/112 10.7 (9.0-11.4) 6.9 (6.0-9.0) - | 0.62 (0.46-0.85)

Male 69/122 98/134 10.8 (9.0-14.6) 7.8 (6.5-9.4) - : 0.62 (0.45-0.84)
Age, years \

<65 89/146 94/129 10.7 (8.5-12.1) 7.5 (6.3-9.3) - 0.65 (0.48-0.87)

265 59/100 89/117 11.0 (9.4-12.9) 7.2 (6.0-8.8) - 0.69 (0.42-0.81)
Prior bevacizumab I

() 30/68 48/69 15.1 (12.1-NE) 8.1(6.3-9.7) - | 0.40 (0.25-0.63)

Yes 118/178 135/177 9.0 (8.3-10.8) 7.1.(6.0-8.5) ! 0.72 (0.56-0.92)
Overall 148/246 183/246 10.8 (9.4-11.8) 7.5 (6.3-8.6) I-I- ; 0.62 (0.50-0.77)

I |
0.0 0.5 1.0 1.5 2.0

Cl, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performance status; FTD/TPI, trifluridine/tipiracil; HR, hazard ratio; NE, not evaluable; OS, overall survival.
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My Conclusions from SUNLIGHT

* TAS-102 plus BEV is the new SOC for patients with mCRC when TAS-102 is
considered

e Study confirms data from prior phase 2 studies
* TAS-102 plus BEV is already listed in NCCN guidelines as CAT 2A

* Combination should be used before regorafenib

. Fruquintinib Placebo
¢ co n fl r m S t h e Co n Ce pt Of 1.04 Events/Patients (%) 317/461 (68.8%) 173/230 (75.2%)
- . ec ® Stratified p-value (log-rank) <0.001
VEG F I n h I b It I o n b eyo n d 0.84 Stratified HR (95% CI) 0.662 (0.549, 0.800)
- Median (mo) (95% CI) 7.4(6.7,8.2) 4.8 (4.0,5.8)
progression, as does o6 oS iterenca ()

fruquintinib
FRESCO-2 trial, ESMO 2022

Median follow up:
Fruquintinib: 11.3 mo
Placebo: 11.2 mo

Probability of
Overall Survival (%)

| = Fruquintinib + BSC
Placebo + BSC

T T T T 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 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 4 0
230 216 184 153 125 105 89 73 63 45 37 31 20 15 10 6 3 2 1 0



Targeted Therapies

BRAF
KRAS G12C
HER-2



Overview of Precision Medicine Approaches in Gl Cancers

Gl Cancer Negative predictive Positive predictive Cancer-agnostic markers
markers markers

Gastroesophageal

CRC

Biliary cancers (IHCC!)

Pancreas cancer

HCC

RAS mutations
BRAF V600E
Sidedness
(HER-2)?

HER-2
PD-L1
FGFR2b
CLDN-18.2
HER-2 MSI-H/ MMR-D
BRAF V600E POLe/d
MSI-H/ MMR-D TMB?
KRAS G12C NTRK fusions
IDH-1 RET fusions
FGF& - BRAF V600E
R usions KRAS G12C?

i NRG1 fusions?
BRAF V600E usions
BRCA (-like)

(AFP high)



BEACON: Phase 3 in 2"/ 3rd | jne BRAF V60OE mut mCRC

Patients with BRAFV6°°E mCRC with disease progression after 1 or 2 prior regimens; ECOG PS of 0 or 1;
and no prior treatment with any RAF inhibitor, MEK inhibitor, or EGFR inhibitor

Primary

Triplet therapy
ENCORAFENIB + BINIMETINIB + CETUXIMAB
ENCORAFENIB + s
BINIMETINIB +
CETUXIMAB
N =30

Doublet therapy
ENCORAFENIB + CETUXIMAB

Encorafenib 300 mg PO daily n =205

Binimetinib 45 mg PO bid
Cetuximab standard weekly Control arm
dosing FOLFIRI + CETUXIMAB, or
irinotecan + CETUXIMAB

n = 205

Endpoints:

Triplet vs Control

(0153
(All randomized Pts)

ORR -
Blinded Central
Review
(15t 331 randomized Pts)

Randomization was stratified by ECOG PS (0 vs. 1), prior use of irinotecan (yes vs. no), and cetuximab source (US-licensed vs. EU-approved)
Secondary Endpoints: Doublet vs Control and Triplet vs Doublet - OS & ORR, PFS, Safety

QOL Assessments: EORTC QOL Questionnaire (QLQ C30), Functional Assessment of Cancer Therapy Colon Cancer, EuroQol 5D5L, and

Patient Global Impression of Change).

Kopetz et al., NEJM 2019



BEACON: Overall Survival and Objective Response Rate

Triplet vs Control Doublet vs Control
100 100
(1) .
Triplet  HR (85% C: 0.52 (0.33-0.70) HR (95% CI): 0.60 (0.45-0.79)
w %, -sided . , % Doublet 2-sided P =.0003
g 7 . Median OS in months (95% Cl) € 7o i _ _
N hy £ ) Median OS in months (95% Cl)
2 60+ : S 60 b
3 kY Triplet Control 8 Doublet Control
s | 9.0 (8.0-11.4 5.4 (4.8-6.6) 2 & 8.4 (7.5-11.( 5.4 (4.8-6.6)
E a0 Control %:Mw ; 40- Control ™, .,
30 R 30
20 #‘-+---. - G -
04 e iy 164 G - S
0 T T T T T T T T T T T T 0
[} 2 4 6 8 10 12 14 16 18 20 22 6 é ; é é 1'0 1'2 1'4 1IG 1|8 2'0 2‘2
. Time (months) Time (months)
c.ror:::: g;: 1:2 13; 1&?03 23 :1’; f; 17‘t j ; f 8 Doublet 220 184 133 87 57 33 21 12 8 3 1 [
Control 221 158 102 60 34 18 15 b 4 2 1 0

Objective Response Rate (first 331 randomized patients)

Triplet Doublet Control
Confirmed Response by BICR N=111 N=113 N = 107

Objective response rate 26%
(95% CI) (18-35) (13-29) (<1-7)
P value vs control <.0001 <.0001

Kopetz S, Grothey A, et al. ESMO 2019. Abstract LBA-006; Kopetz S, Grothey A, et al. N Engl J Med. 2019;381:1632-1643.



ANCHOR CRC, Phase 2 study in FIRST LINE BRAFV6%%F mCRC

Investigator’s assessment, patients evaluable for efficacy (N=92)

Best Change from Baseline (0)

20

-10

-20

-30
40 —
.50 —
_60 —
=70
-80 —
-90 —
-100 ~
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Subject ID

B est Overall Confirmed Response m CR PR SD W NE = PD

# 3 patients have been excluded from the efficacy analysis as the BRAF mutation was not confirmed/indeterminate by central lab

The 4 subjects with the best percentage change from baseline equal to 0% have their Best Overall Confirmed Response equal to Stable Disease (SD).
Two subjects (38003012 and 72406001) with BOCR equal to NE are not presented in the plot because they don't have post-baseline tumor diameters.
One subject (72402001) with BOCR equal to PD is not presented in the plot because 1 target lesion was not evaluable and sum of longest diameters cannot be calculated at the unique post-baseline evaluation.

RR 48%
DCR 88%
PFS 5.8 mos
OS 18.3 mos

Van Cutsem et al., ASCO 2021;

JCO 2023



Frontline BRAF V600E Phase Il RCT

BREAKWATER Study Schema

Safety Lead-in (completed)

Patients with BRAF V600E mutant,
MSS/pMMR mCRC with 0 -1 prior
regimens in the metastatic setting

Encorafenib + Cetuximab + mFOLFOX6
N=30

Encorafenib + Cetuximab + FOLFIRI
N=30

Doses:

Encorafenib- 300 mg PO QD
Cetuximab- 500 mg/m? IV Q2W
FOLFOX- full doses IV Q2W
FOLFIRI- full doses IV Q2W

Randomize 1:1:1*

ENDPOINTS
* Incidence of DLTs, Adverse events,
dose modifications/discontinuations
due to AEs
* PKincluding drug-drug interactions

Phase 3

Patients with BRAF V600E mutant, MSS/pMMR mCRC and no prior systemic

therapy in the metastatic setting

Arm A**
Encorafenib + Cetuximab
N=290

Arm B**
Encorafenib + Cetuximab + FOLFOX or

o
rouLrine

N=290

Control Arm$
Physicians Choice: FOLFOX, FOLFIRI,
FOLFOXIRI, CAPOYX, all +/- anti-VEGF
antibody
N=290

1° ENDPOINTS
* PFS (BICR) Arm A v.
Control
AND
« PFS (BICR) Arm B v.

Control
(BICR-blinded independent central
review)

KEY 2° ENDPOINTS
* OSArm Av. Control
AND
* OS Arm Bv. Control

*Stratified by: ECOG PS 0 v. 1, Region US/Canada v. Europe v. ROW

**Same dosing as SLI; BFOLFOX or FOLFIRI based on SLI results; § No crossover

ClinicalTrials.gov Identifier: NCT04607421




BRAF Mutations: Kinase Activity and RTK Signaling
Dependency

Class |

V600

e

9

MEK/ERK

Class Il

D469

R

9

D594

Class Il

\ 4

MEK/ERK

\ 4

Yaeger. Cancer Discov. 2019;9:329.

- iﬁﬁ’:g

vy

MEK/ERK

MEK/ERK

-

P

Class | mutations:
V600E/K/D/R/M

Class Il mutations:
P367L/S, G464V/E,
G469A/V/R, LAS5W,
N486_A489delinsK,

N486 P490del, E586K,
L597Q/R/S/V, T599TT/TS,
T599I1/K, K6BO1E/N/T,

K601 _S602delinsNT, BRAF
kinase duplication, BRAF
kinase domain fusions

Class Ill mutations:

D287H, V459L, G466A/E/V,
S467L, GA69E, N5811/S/T,
D594A/G/H/N, F595L,
G596D/R




KRAS G12C Inhibitors (3-4% of mCRC)

RTKs
Upstream regulators b Wide type (eg’ EGFR) -
RTKs GDP Exchange GT#
Pl : —=
mer:::::e ! KRAS -— KRAS
¢ Hydrolysis
Inactive Active
PTPN11 :
SOSs1 Adagrasib
(MRTX849) binds to
% GDP-bound
KRAS-G12C A% | KRAS®G12C |ocking
s KRAS®'2C jn an off
& % < GDP Exchange GTP 2 state and abohshmg
EAS KRAS KRAS RA L D T aberrant constitutive
S—— — il Perege signaling
ydrolysis
fnactive SAP Active Inactive Active
] Adagrasib RAF, w‘%
Inhibits
KRASG12C, which
RAF PI3K m’ngezisge:aIing
and tumor growth MEK
¢ ¢ KRAS-G12C inhibitor
UED €KL EGFR signaling is implicated in feedback
¢ ¢ GDP Exchange GTP) reactivation, providing a rational
------------- > -
ERK  ¢mTOR KRAS) KRAs?Q/iggj’:s'f’b co-targeting strategy for KRAS-mutant CRC
Hydrolysis
Downstream effectors Inactive Active

Liu et al, Cancer Gene Therapy 2021



Change in sum of diameters from baseline (%)

Sotorasib Single agent — CodeBreak 100

-60-{ Confirmed objective response
[ Partial response

-80-{ [Stable response
[CIProgressive disease

{ L T— w""ﬂ“”-mmmmm|m||mm|“HI"NI“I"

100V o o s s s s A N D N N N N N N N N N 5 N B e I B

RR: 9.7% (6 pts)
PFS: 4.0 mos
OS: 10.6 mos

Patients

Fakih et al. Lancet Oncol 2021



Maximum Change (%)

KRYSTAL-1:

Adagrasib

-204

40+

—60-

-80-

Evaluable Patients

RR: 23%

DOR: 4.3 mos
PFS: 5.6 mos
0OS: 19.8 mos

Adagrasib + Cetuximab

Maximum Change (%)

Evaluable Patients

RR: 46%
DOR: 7.6 mos
PFS: 6.9 mos
0OS: 13.4 mos
Yaeger et al. NEJM 2022



Acquired Resistance Mechanisms on Adegrasib

Sample Type Histologic Features at Resistance KRASG12C at Resistance  Type of Alteration
M Tissue 1 Adenocarcinoma to squamous-cell carcinoma M Detected B Mutation
[0 ctDNA 7 Adenocarcinoma M Not detected B Amplification
¥ Tissue and ctDNA [ Not assessed M Fusion
Acquired RTK/RAS/MAPK/PI3K Acquired Gene
Acquired KRAS Alterations Alterations Fusions
Patient 1 [ | |
Patient 3
Patient 7
v | Patient9
O | Patient 10
v | Patient 11
Z | patient 12
Patient 13
Patient 15 | |
Patient 16
Patient 2
Patient 4
Q| Patient5 i
U | Patient6
Patient 8
Patient 14 m
Y | patient 17 [
¢ ORI RAIITHLLOZTYIY LI RESIA TR S ™ & XL oy
§ YN ATAIAIIFTSFE LI FTLSINTRNAFIINLTISTLOISINE
S FFCTCCTTECFFEIFISTEECESESFI TS LE
I &d $6 SEeFFeysSEETEEEESE
§ & F¥ STTISEIISSLTELVYESLESTE
@ & SIS P08 2 ok s
o8 F¥ 3 S
S Q
$0 AN

& Awad et al., NEJM 2021
I



Key Clinical Trials in HER2+ mCRC

Regimen Median PFS, mo Median OS, mo
HERACLES-A? WS 27 30 (14-50) 4.8 (3.7-7.4) 10.6 (7.6-15.6)
+ lapatinib?
MyPathway Trastuzumab
4 40 (25- 3(2.7-6.1 14 (8-NE
(KRASwWt subgroup)? + pertuzumab?® 3 0(25-56) >3(27-6.1) (8-NE)
TRIUMPH? e 17 (tissue) 35 (14-62) 4 (1.4-5.6) —
+ pertuzumab?®
TAPUR* Trastuzumab
28 25 (11-45 4(2.6:6.3 25 (6-NE
(no RAS data) + pertuzumab?® ( ) ( ) ( )
5
MIOUNTAINEER WCRAETLIC 86 38 (28-39) 8.2 (4.2-10.3) 24.1 (20.3-36.7)
(Cohorts A + B) + tucatinib
3 6,b
:DCE:‘J::LYAC)RCM T-DXd 54 45 (32-60) 6.9 (4.1-8.7) 15.5 (8.8-20.8)
HERACLES-B’< T-DM1 30 10 (0-28) 4.8 (3.6-5.8) —

+ pertuzumab

a|n NCCN guidelines. ® ORR in subgroup with prior HER2 rx 43.8% (19.8-70.1); without prior HER2 rx 45.9% (29.5-63.1). ¢ Did not meet primary endpoint. T-DM1 had 0% response rate in
MATCH Arm Q8 and MSKCC Basket Trial.®

1. Sartore-Bianchi A et al. Lancet Oncol. 2016;17:738-746. 2. Meric-Bernstam F et al. Lancet Oncol. 2019;20:518-530. 3. Nakamura Y et al. ESMO 2019. Abstract 1057. 4. Gupta R et al.
ASCO GI 2020. Abstract 132. 5. Strickler J et al. ESMO GI 2022. Abstract LBA 2. 6. Yoshino T et al. Nat Com 2023 in press

7. Sartore-Bianchi A. ESMO 2019. Abstract 3857. 8. Jhaveri KL et al. Ann Oncol. 2019;30:1821-1830. 9. Li BT et al. J Clin Oncol. 2018;36:2532-2537.



T-DXd is an ADC Designed to Deliver an Antitumor Effect

T-DXd is an ADC with 3 components: ooviond mechamem of actiom
* A humanized anti-HER2 IgG1 mAb with the same amino acid topoisomerase | inhibitor

sequence as trastuzumab

. e e . . High potency of payload
» Atopoisomerase | inhibitor payload, an exatecan derivative

» Atetrapeptide-based cleavable linker High drug to antibody ratio = 8

Humanized anti-HER2 Deruxtecan?'?2

IgG1 mAb'-3 A Payload with short systemic half-life
\
3 %A/\/YN\)LN/\H’N)/U\N/\[(N\/O\)L Stable linker-payload
d S Tumor-selective cleavable linker
Cleavable Tetrapeptide-Based Linker
Topoisomerase | Inhibitor Membrane-permeable payload
payload (DXd=DX-8951f
derivative)

The clinical relevance of these features is under investigation.
ADC, antibody-drug conjugate; HER2, human epidermal growth factor receptor 2; mAb, monoclonal antibody.
1. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 2. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 3. Trail PA, et al. Pharmacol Ther. 2018;181:126-142.

Takayuki Yoshino 27



Destiny-CRCO1

40+

20+

'

-404

Greatest change in tumour size from baseline (%)

-804 n=49
= IHC3+
[J IHC2+ and ISH-positive

100+ A Previous anti-HER2 treatment

P=
E=1
n

=
S
n

vs  MOUNTAINEER

Best Overall Confirmed Response
mCR
| R
SD
| P
*  Ongoing treatment

[ Y
E=1
n

o
n

[
=

|| wild-type HER2-positive unresectable or

|

B
S
1

Percent Change from Baseline (%)

>

[
&
8
I

o
E=3
n

% HER2 IHC2+ and ISH-positive with an NRAS mutation

On January 19, 2023, the FDA granted
accelerated approval to tucatinib in
combination with trastuzumab for RAS

metastatic colorectal cancer that has
progressed following fluoropyrimidine-,
oxaliplatin-, and irinotecan-based
chemotherapy.

X% kkkk

rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrirrrrrrrrrrrTrTrTrTi

All patients with baseline and postbaseline target lesion measurements (n=80)°

Median # of prior lines: Destiny: 4, MOUNTAINEER: 2 _
Prior anti-HER-2 therapy: Destiny: 30%, MOUNTAINEER: 0% Stiorier of o ESMO 61 2022

Strickler et al., ESMO Gl 2022



Immunotherapy

Neoadjuvant IO
Novel 10 combinations in MSS CRC



Neoadjuvant therapy in rectal cancer by MMR status

No. of patients (%)

Outcome dMMR pMMR

FOLFOX as initial treatment n =2l N =: 65
Progression of disease 6 (29) 0]
Response or stable disease 15 (71) 63 (100)

Chemoradiation as initial treatment n=16 n =48
Progression of disease 0 0]
Complete pathologic response 2 (13) 8 (17)

Cercek et al, Clin Cancer Res 2020



Histopathological tumor regression (%)

Rectal Ca: Neoadjuvant 10 Therapy

Nivolumab Ipilimumab + nivolumab

* * * * * * *
0IIII ENEEETEETTETEY .

—40 -

-100

1
HEE EHEN ENEE o ecoxib

O1m2
W34

Il Not available
Tumor subtype
B dMMR

Il pMMR

41 pts with rectal cancer
treated with Nivo and

Nivo/lpi (35 assessable
for response)

Path response in:
20/20 dMMR (12 pCR)
4/15 pMMR

Chalabi et al., Nat Med 2020



2022ASCO

ANNUAL MEETING

Late breaking abstract

PD-1 blockade as curative-intent
therapy in mismatch repair deficient
locally advanced rectal cancer

Andrea Cercek, MD

Head, Colorectal Cancer Section

Co-Director Center for Young Onset Colorectal and Gastrointestinal Cancers
Memorial Sloan Kettering Cancer Center
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Residual
—
disease

- - Residual ch RT

4 _ complete
endoscopic response

evaluation

Clinical
= ndoscopy and DRE complete Non-operative follow
before thera Py a nd response up every 4 months

@6wks, 3 and 6 mos

Patient population: Stage Il and Ill mismatch repair deficient rectal
cancer

Target Enroliment: 30 subjects Target RR: 25%

Study Design: Simon’s two stage minimax design
NCT04165772



Demographic and disease characteristics of the patients at baseline

Sex
Male
Female
Age, median (range)
Race/Ethnicity
White non-Hispanic
Hispanic
Black or African American
Asian-Far East/Indian Subcontinent
Tumor Staging
T1/2
T3, T4
Nodal Staging
Node-positive
Node-negative
Germline Mutation Status n=17
MSH2, MLH1, MSH6, or PMS2
Negative
BRAF V600E wild type
Tumor Mutational Burden (mut/Mb), mean (range)

Value (%)

6 (33)
12 (67)
54 (26-78)

11 (61)
1(6)
3 (17)
3 (17)

10 (59)

7 (41)

18 (100)
6/ (36 -106)




Individual responses to PD-1 blockade with dostarlimab

Patients who completed 6-months of dostarlimab

FU Digital rectal  Endoscopic Rec;:'S:‘"R' Overall
(months) exam response best response response
response

Age Stage T Stage N

1
2
3
4
5
6
T
8
9




Patient IDs

Duration of response

© 00N ON P W -

Dostarlimab
Treatment
|
|
|
[
T
[
b 4
|
» 4
» =
|
p =
[
» 2
median follow up 6.8 months (0.7-23.8)
| M Clinical Complete Response
| Response
v @ Time of Clinical Complete Response
) |
3 6 12 15 18 21 24 27 30

Time Since Treatment Started (months)



mcongress

Neoadjuvant immune checkpoint inhibition in @
locally advanced MMR-deficient colon cancer: the
NICHE-2 study

M. Chalabi', Y. Verschoor, J. Van den Berg, K. Sikorska, G. Beets,
A. Van Lent, C. Grootscholten, A. Aalbers, N. Buller, H. Marsman,
E. Hendriks, P. Burger, T. Aukema, S. Oosterling, R. Beets-Tan,
T.N. Schumacher, M.E. Van Leerdam, E.E. Voest, J.B. Haanen
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MSI-H/ dMMR colon cancers

NICHE-2 study design cT3 and/or N+ per radiology

No obstruction, no perforation
« Investigator-initiated, non-randomized multicenter* study

First cycle Second cycle

Nivolumab 3mg/kg

Nivolumab 3 mg/kg +
ipilimumab 1mg/kg

Hmﬁm

Tissue, plasma + Plasma + PBMC Tissue, plasma + Plasma + PBMC
PBMC PBMC (follow-up)

*6 participating hospitals in the Netherlands
PBMC = peripheral blood mononuclear cells

mcongress



; 31% Lynch

cT4a/b;

-sided, 63%

Neoadjuvant Nivo/lpi in dMMR early stage colon cancer
right

68%

Major pathologic response in 95% of patients; 67% pCR

N=107

(%) uoissaibai sowny d160|0Yy

.—

ed |

Chalabi et al., ESMO 2022

1 dose of Nivo/lpi -> 1 dose of Nivo -> surgery



My Conclusions for Neoadjuvant/ Definitive 10
Therapy in MSI-H/ dMMR CRC

 Upfront, definitive 10 therapy has emerged as SOC in MSI-H/ dMMR rectal
cancer

e Hard to beat 14/14 cCR...
* FOLFOX does not work well, if at all
* Matches results in advanced disease and consistent with prior studies

* But:
* Follow up still short (median: 6.8 mos)
* What is the best |10 therapy? PD-1 single agent? Combo? Duration?
* Will it always lead to NOM? Role of radiation?

* In locally advanced MSI-H/ dMMR colon cancer, | would also favor 10
therapy as neoadjuvant treatment, but cancer should still be resected
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Results from a phase 1a/1b study of botensilimab (BOT),
a novel innate/adaptive immune activator, plus balstilimab
(BAL; anti-PD-1 antibody) in metastatic heavily pretreated
microsatellite stable colorectal cancer (MSS CRC)

Authors: Anthony B. El-Khoueiry, MD', Marwan G. Fakih, MD?, Michael S. Gordon, MD?, Apostolia M. Tsimberidou, MD, PhD*, Andrea J. Bullock, MD, MPH5, Breelyn A. Wilky,
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Presented by: Anthony B. El-Khoueiry, MD
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Active in ‘Cold’ and IO Refractory Tumors ge€nus

Fc-enhanced CTLA-4 Inhibitor PD-1 Inhibitor
&  APC/NK X Tumor

‘ //
A “\\\\po-um
FoyRIIA
‘ .

gl A

T CeII D { 1r CeII
Active in ‘cold’ and IO refractory tumors2 Safety and efficacy analogous to approved anti-PD-1 mAbs>¢
>300 patients treated across 4 trials >750 patients treated; 10 ongoing trials / 2 completed
1 T cell priming, expansion, memory34 Complete blocker of PD-1-PD-L1/2 interactions
* Frequency of activated APCs Enhanced T cell activation and effector function

1 Treg depletion
| Complement mediated toxicity

1. El-Khoueiry AB. SITC 2021 Annual Meeting. Poster #479. 2. Wilky B. SITC 2022 Annual Meeting. Oral #778. 3. Waight et al. Cancer Cell. 2018;33(6): 1033-1047. 4. Levey D. SITC 2022. Annual Meeting. Oral #470. 5. O'Malley, et al. Gynecol Oncol.
2021; 163: 274-280. 6. OMalley et al, J Clin Oncol. 2022; 40(7): 762-771
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Deep Objective Responses genus

100 -
90 -
80 -
70 4
60 -
50 -
40 4
30 -

hl“ll :
10 ] [T T T —

o
10 ] 1
20 4
-30 4
-40 4
-50 - 30% Tumor Reduction
§

20% Tumor Growth

Change in Sum of Target Lesions (%)

-60
=70 =
.80 -
90 4
-100 -

) ] ] Efficacy N=70
Median prior lines: 4 ORR', % (95% CI) 23 (14-34)
Prior 10: 31% g 1(1)
RAS mut: 59% s o
BRAF mut: 3% DCR (CR + PR + SD), % (95% CI) 76 (64-85)

’ Median, 0S (95% Cl) NR (10.3-NR)
Median PFS, months (95% CI) 4.1(2.8-5.5)
Median F/U, months (Min, Max) 7(2,31)

“Includes unconfirmed responses. oo Resected target lesions showed complete pathologic response. § Response by iRECIST.
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Overall Survival oenus

Efficacy evaluable population, N=70
Overall No Liver Mets Liver Mets
Median, OS (95% Cl) NR (10.3-NR) NR(NR-NR) 9.4 (6.1-NR)

Ly 12-month, OS (95% Cl) 63 (46-76) 81 (66-90) 40 (17-62)

0.9
0.8
0.7 1

0.6
0.5
0.4

0.3
No Active Liver Mets
—eo— All Patients

0.1 1 Active Liver Mets
0.0

0.2

I I I I I I I

0 3 6 9 12 15 18 21 24 27 30 33
Months
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Phase 1 study Rego/Nivo/Ipi in MSS mCRC

m Progression-free survival . Overall survival .
mPFS: 4 mos mOS: 20 mos
100 100
3® 754 X 757
oy & No liver metastasis (n=22)
2 z
[s] (s}
o o
S 50{—{-—F- S 50 ‘
o o
™ C o © |
Z N 2 | 1 Overall (n=29)
c A No liver metastasis (n=22 = I !
@ 251 1|1 (=22) A 251 | |
N : Liver metastasis (n=7) !
i T Overall (n=29) i l
0 P Liver metastasis (n=7) 0 i |
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Time to death, mo Time to death, mo
No. at risk No. at risk
Overall 29 19 11 8 5 5 5 5 2 1 0 Overall 29 28 24 19 16 15 15 14 7 1 0
Liver metastasis 7 3 1 1 0 0 0 0 0 0 0 Liver metastasis 7 7 5 2 1 1 1 1 0 0 0
No liver metastasis 22 16 10 7 5 5 5 5 2 1 0 No liver metastasis 22 21 19 17 15 14 14 13 7 1 0

RR: No liver mets (22): 36%, Liver mets (7): 0%
Fakih et al., JAMA Oncol 2023



My Conclusions from B&B study

* BAL-BOT shows interesting activity in metastatic MSS/pMMR CRC
without liver metastases
* Reminiscent of data generated with Rego/Nivo (+/- Ipi) and Pembro/Lenvatinib
(Note: Phase 3 LEAP-17 negative! — press release April 7, 2023)
* Observed activity passed my personal benchmark for 10 in later line
mCRC: >20% RR with durability of response >9 months

* More data and randomized comparison needed to see if time-related
endpoints can be met

* We need to find a way to make CRC liver metastases respond to 10
therapy -> high unmet need!



Optimized first-line therapy for mCRC

pMMR/ MSS dMMR/ MSI-H

Doublet + BEV
(FOLFOXIRI + BEV)

Doublet + EGFR Ab
(Triplet + EGFR Ab)

(Doublet + BEV)
(Triplet + BEV) *HER2 overexpression

FOLFOXIRI + BEV
Doublet + BEV



The Present and the Future

Where we are now Where we will go

Early stage colon cancer

Adjuvant therapy Duration and intensity
based on traditional TNM
staging
No targeted agents or
immunotherapy

Advanced CRC

Palliative therapy Chemotherapy as

backbone

Targeted agents based on
molecular profile and
sidedness

Immunotherapy only for
MSI-H/ dMMR cancers

ctDNA as MRD marker

* toselect patients for adjuvant therapy

* toidentify high-risk patients with distinct
molecular profile for targeted intervention

* toserve as endpoint in adjuvant trials

Neoadjuvant 10 therapy for locally advanced cancers

Identify more patients suitable for targeted therapies
* Characterize markers of secondary resistance
* Immunotherapy for MSS/ pMMR cancers

Define the role of tumor microbiota

* inoncogenesis

e as prognostic and predictive marker
e as target for therapeutic intervention



The Present and the Future

Where we are now Where we will go

Early stage rectal cancer

Neo-Adjuvant therapy

Ongoing shift from radio-
chemotherapy followed
by surgery and post-op
adj Tx to TNT

Increased use of short-
course radiation therapy

Even in cCR surgery
considered SOC

Molecular markers largely
ignored for treatment
decisions

Firm establishment of TNT as SOC
* Best sequencing strategy TBD
e ?SCRT vs LC-chemo-rads

Non-operative management as SOC in suitable cases
* Role of imaging, endoscopy and serial ctDNA
testing to monitor response and in follow-up TBD

Neoadjuvant or definitive 10 therapy is SOC in
dMMR/MSI-H rectal cancers



MOC Question:

The SUNLIGHT trial investigated the addition of bevacizumab to TAS-102
(trifluridine/ tipiracil) in refractory mCRC.

Which of the following statements is not true?

A.
B.
C.

The addition of bevacizumab improved OS
The addition of bevacizumab improved PFS

The addition of bevacizumab improved OS only in bevacizumab-naive
patients

The response rate of TAS-102 plus bevacizumab was less than 10%

The addition of bevacizumab to TAS-102 led to an almost 40% reduction in
death events on the study



