Looking Down the Road at the
Therapeutic Pipeline

Arvind Dasari, MD, MS
Associate Professor
Department of Gl Medical Oncology / MD Anderson Cancer Center
Houston, TX




Agenda

« Current Landscape for VEGF inhibitors in CRC

« Ongoing and Recent VEGF inhibitor trials in mCRC
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Current Landscape (Approved Drugs)

Line of Rx PFS (mos) OS (mos) HR for OS
AVF2107 Bevacizumab 1st + 10% +4.4 +4.7 0.66
NO16966 Bevacizumab 1st NS +1.4 NS NS
Egz%eo Bevacizumab 2nd +14.1% +2.6 +2.1 0.75
TML Bevacizumab 2nd +1.5% +1.6 +1.4 0.83
VELOUR Aflibercept 2nd +3.3% +2.23 +14 0.82
RAISE Ramucirumab 2nd NS +1.2 +1.6 0.84
CORRECT Regorafenib Refractory NS +0.2 +1.4 0.77

Hurwitz H et al. N Engl J Med. 2004;350(23):2335-2342. Saltz LB et al. J Clin Oncol. 2008;26(12):2013-2019. Giantonio BJ et al. J Clin
Oncol. 2007;25(12):1539-1544. Van Cutsem E et al. ASCO 2012. Abstract 3502. Tournigand C et al. ASCO 2012. Abstract LBA3500.

Allegra CJ et al. ASCO 2012. Abstract 3505. de Gramont A et al. ASCO 2011. Abstract 71344. Allegra CJ et al. J Clin Oncaol.

2009;27(20):3385-3390. Grothey A et al. Lancet. 2013;381(9863):303-312.
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Anti-angiogenic Agents Tested in Phase 3 Trials in mCRC

Agent No. of Patients

Semaxanib (SU5416) 2084

Cediranib (AZD 2171) 3194

Sunitinib 1623

Ramucirumab (IMC-1121B) 1050

Brivanib 923

Vatalanib 2023

Bevacizumab (Bev) > 50 phase 3 studies*

* Clinicaltrials.gov. Accessed 6/21/12.
“Over a decade, over 2,000 trials but few drugs and modest benefits — need biomarkers”

Jayson GC et al. Nat Rev Clin Oncol. 2012;9(5):297-303. .PER®



Current Landscape (Updated)

JRNAL of MEDICINE

Trifluridine-Tipiracil and Bevacizumab
in Refractory Metastatic Colorectal Cancer

DOI: 10.1056/NEJM0a2214963

Prager GW et al,

cumicaL sroBLEM
In patients with refractory metastatic colorectal cancer,
oral trifluridine~tipiracil (FTD-TP) is commonly used as
third- or fourth-line therapy. Preliminary research sug-
gests that combining FTD-TP with the vascular endothe-
lial growth factor inhibitor bevacizumab might extend
survival, but more data are needed.

CLINICAL TRIAL

Design: A phase 3, international, randomized trial as-
sessed the efficacy and safety of FTD-TPI plus bevaciz-
umab, as compared with FTD-TPI alone, in adults who
had received one o two previous chemotherapy regimens
for the treatment of advanced colorectal cancer and had
had disease progression or unacceptable adverse effects.

Intervention: 492 patients were assigned to receive oral,
twice-daily FTD-TPI at a starting dose of 35 mg per
square meter of body-surface area (given on days 1
through 5 and 8 through 12) plus intravenous bevaciz-
umab at a dose of 5 mg per kilogram of body weight
(given on days 1 and 15) or FTD-TPI alone in 28-day
treatment cycles, which continucd until discase progres-
sion or unacceptable toxic effects occurred or consent
was withdrawn. The primary end point was overall
survival.

REsULTS

Efficacy: During a median follow-up of approximately
14 months, overall survival was significantly longer in
the group that received FID-TPI plus bevacizumab than
in the group that received FTD-TPI alone.

Safety: Neutropenia, nausea, and anemia were the most
common adverse events in both groups. The incidence

of neutropenia (including events of grade 23) and that

of nausea and hypertension were higher among patients
who received FTD-TPI plus bevacizumab than among
those who received FTD-TPI alone. No new safety signals

emerged.

LIMITATIONS AND REMAINING QUESTIONS
« Black patients were underrepresented in the trial.

Links: Full Article | NEJM Quick Take | Science behind
the Study
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1n adults with refractory metastatic coforectal
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without introducing new safety concerns.

Fruquintinib versus placebo in patients with refractory
metastatic colorectal cancer (FRESCO-2): an international,
multicentre, randomised, double-blind, phase 3 study
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Summary

Background There is a paucity of effective systemic therapy options for patients with advanced, chemothera)

refiactory colorectal cancer. We aimed to evaluate the efficacy and safety of fruquintinib, a highly selective and pont
oral inhibitor 1,2,and3, heavily pretreated
metastatie colorectal cancer.

international, randomised, double-blind b dy (FRESCO-2) at
124 hos pitals and 14 countries. years or older (=20 years in Japan)

with histolagically or cytologically documented metastatc colorectal adenocarcinoma who had received all current
standard approved eytotosic and tasgeted therapics and progressed on o were intolerant o trifluridine-tipiracil or
regorafenib, or both. Elgil

Pacebo orally ance daily on days 1-21 in 2332y cycles, plus best suppartive car. Stratication factors were previous
wifluridine-tipiracl or regorafenib, or both, RAS mutation status, and duration of meastatic disease. Patients,
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investigators, study site personnel, and sponsors, except for selected sponsor personnel, were
masked to study group assignments. The primary endpaint was overall sunvival, defined a5 the time from
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indigs Between Aug 12, 202, and e 2 M1, 934 patients were assesed o il and 691 were eled and
randomly assigned to receive fruquintinib or placebo (n=230). Patients had received a median of 4 lines
(1QR 3-6) of pmlans systemic therapy for metastatic discase, and 502 (73%) of 691 patients had received more than
3 lines. Median overall survival was 7-4 months (95% CI 6.7-3-2) in the fruquintinib group versus 45 months
(4:0-5-8) in the placebo group (hazard ratio 0-66, 95% C1 0-55-0-80; p<0-0001). Grade 3 or worse adserse events
scamdn i 116 (50%)

orc sdnere events i the Tt group incuded bypercnsion (063 (1454, anheoia

35 (), m handfoat syndromme (ne29 636, There was one ratment rlated death in cach group (vesinal G

perforation group).

Interpretation Fruquintinib treatment resulted in a significant and elinically meaningful benefit in overall survival

compared with placebo in paticnts with m’muary metastatic colorectal cancer, These data support the use of Depimecto
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the quality of e data will further cstablish the clinical benefitof fruquintinb in this patint population.
Funding HUTCHMED,
Copyright © 2023 Elsevier Lid. All rights reserved.

Introduction treatments for metastatic colorectal cancer  include
Colorectal cancer is the third most diagnosed cancer ~chemotherapy and targeted therapies, as appropriate*
and second leading cause of cancerrelated deaths Laterline non-selective treatment options include the
worldwide. Approximately 50% of patients with oral agents wifluridine-tipiracil and regorafenib,
olonectl cancer devlop it merstaes duing - mbildaage inhibi, which bave shown dcremenal
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FDA approves trifluridine and tipiracil with
bevacizumab for previously treated metastatic
colorectal cancer

§ share | X Post Unkedin 6 Emall &3 Print

FDA approves fruquintinib in refractory
metastatic colorectal cancer
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SUNLIGHT Study Design

* An open-label, randomized, phase 3 study in patients with refractory mCRC

FTP/TPI PO 35 mg/m?2 BID days 1-5
Patients and 8-12; every 28 days

Bevacizumab 5 mg/kg IV days 1 and
15; every 28 days Follow-up every 8 weeks for

» radiologic progression and/or

survival status

Histologically confirmed mCRC

» Two prior treatment regimens

Known RAS status
ECOG PS 0-1

I Stratification factors

|
. Geographic region (NA, EU, or | Primary endpomt:_ OS infull analysis set o iiciical considerations
I rest of the world | Secondary endpoints: PFS + Sample size: 490 (245 per arm)
I Time since diagnosis of first | DCR « Expected OS HR: 0.70 (30% reduction
| metastasis (<1g mo or 18 mo) I ORR in risk. of death) with 90% power
| I Safety profile * Required O$ evgnts: 331 '
I « RAS status (WT or mutant) : QoL * No planned interim analysis

Tabernero J et al. ASCO Gl 2023. Abstract 4.



SUNLIGHT: 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
218 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 (%) 119 (48) 106 (43)
127 (52) 139 (57)

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.

Tabernero J et al. ASCO Gl 2023. Abstract 4.



SUNLIGHT: PFS in Full Analysis Set

FTD/TPI plus
bevacizumab FTD/TPI
(n =246) (n =246)
Median PFS, months 56
6-month PFS rate, % 43

12-month PFS rate, % 16

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

HR, 0.44 (95% Cl, 0.36—0.54)
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11 12 13 14 15 16 17 18
Months
No. at risk

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

Tabernero J et al. ASCO Gl 2023. Abstract 4.



SUNLIGHT: OS in Full Analysis Set (Primary Endpoint)

No. at risk
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Median OS, months
6-month OS rate, %
12-month OS rate, %

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

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

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

1 1 1 1 1 1 1 1 1 1 1 1 1
2 3 4 5 6 7 8 9 10 11 12 13 14
Months

15 16 17 18 19 20

FTD/TPI plus bevacizumab group 246 244 239 230 217 203 183 160 149 131 119 104 88 69 52 37 24

FTD/TPI group

246 242 230 205 184 163 143 120 108 95 85 76 63 44 24

Tabernero J et al. ASCO Gl 2023. Abstract 4.
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SUNLIGHT:TEAESs in 220% of Patients

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

TEAE, n (%) Any grade Grade 3 or 4 Any grade Grade 3 or 4
Neutropenia 153 (62) 106 (43) 126 (51)
NEWETEE] 4 (2) 67 (27)
Anemia 15 (6) 78 (32)
Asthenia 10 (4) 55(22)
Fatigue 3 (1) 40 (16)
Diarrhea 2(1) 46 (19)

Decreased appetite 2(1) 38 (15)

« Hypertension (10% vs 2%), nausea, and neutropenia were more common in the
combination group; there was one case of febrile neutropenia with FTD/TPI plus
bevacizumab versus six with FTD/TPI

Tabernero J et al. ASCO Gl 2023. Abstract 4. JPE R®
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FRESCO-2 Study Design

Fruguintinib 5 mg PO,
QD (3 wk on, 1 wk off)

Patient Eligibility BsC

* Prior treatment with fluoropyrimidine-, oxaliplatin-, (,\T: 458)
and irinotecan-based chemotherapy, an anti-VEGF _
biologic therapy, and, if RAS wild type, an anti- Treatment until
progression or

EGFR therapy : -
« Progression on, or intolerance to, TAS-102 and/or unacceptable toxicity
Placebo 5 mg PO, QD A

regorafenib
« Prior treatment with an immune checkpoint inhibitor (3 wk -(:rIIBSlC\INk off)

or BRAF inhibitor if indicated
(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 mo vs >18 mo)

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

BSC, best supportive care.
NCT04322539.

goto ®
Dasari NA et al. ESMO 2022. Abstract LBA25. .PE R



FRESCO-2: Patient and Disease Characteristics
(ITT population?)

Characteristic

Fruquintinib +

BSC
(N = 461)

Placebo +
BSC
(N =230)

Characteristic (cont.)

Fruquintinib +
BSC
(N =461)

Placebo +
BSC
(N =230)

n (%)

Age Median (range), yr 64 (25-82) 64 (30-86)
265 yr, n (%) 214 (46.4) 111 (48.3)
Sex, n (%) Female 216 (46.9) 90 (39.1)
Region, n (%) North America 82 (17.8) 42 (18.3)
Europe 329 (71.4) 166 (72.2)
Asia Pacific 50 (10.8) 22 (9.6)
ECOG PS, n (%) 0 196 (42.5) 102 (44.3)
1 265 (57.5) 128 (55.7)
Primary site at first | Colon left 192 (41.6) 92 (40.0)
diagnosis, n (%) Colon right 97 (21.0) 53 (23.0)
Colon left and right 4 (0.9) 2 (0.9)
Colon unknown 25 (5.4) 13 (5.7)
Rectum only 143 (31.0) 70 (30.4)
Liver metastases, | Yes 339 (73.5) 156 (67.8)

aEnrolliment: Sep 2020 to Dec 2021; data cutoff: June 24, 2022.

BSC, best supportive care; BRAF, v-raf murine sarcoma viral oncogene homolog B1; ECOG PS, Eastern

Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; ITT, intention-to-
treat; RAS, rat sarcoma; mo, months; VEGF, vascular endothelial growth factor; yr, year.

Duration of metastatic | <18 mo 37 (8.0) 13 (5.7)
disease, n (%) >18 mo 424 (92.0) 217 (94.3)
RAS status, n (%) wild type 170 (36.9) 85 (37.0)
Mutant 291 (63.1) 145 (63.0)
BRAF V600E No 401 (87.0) 198 (86.1)
mutation, n (%) Yes 7 (1.5) 10 (4.3)
Other/Unknown 53 (11.5) 22 (9.6)
Prior lines of therapy | Median (range), n 5 (2-16) 5 (2-12)
(metastatic disease) <3, n (%) 125 (27.1) 64 (27.8)
>3, n (%) 336 (72.9) 166 (72.2)
Prior therapies, n (%) | VEGF inhibitor 445 (96.5) 221 (96.1)
EGFR inhibitor 180 (39.0) 88 (38.3)
Prior TAS-102 and/or | TAS-102 240 (52.1) 121 (52.6)
regorafenib, n (%) Regorafenib 40 (8.7) 18 (7.8)
Both 181 (39.3) 91 (39.6)

Dasari NA et al. ESMO 2022. Abstract LBA25.
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Primary Endpoint: OS

ITT Population

1.0 Fruguintinib Placebo
Events/patients (%) 317/461 (68.8%)  173/230 (75.2%)
§ 0.8- Stratified P value (log-rank) <.001
- = Stratified HR (95% Cl) 0.662 (0.549-0.800)
; S 0.6 Median, mo (95% CI) 7.4 (6.7-8.2) 4.8 (4.0-5.8)
=g mOS difference, mo 2.6
L S
£2 04
o
E g Median follow-up:
> 0.2 Fruquintinib: 11.3 mo
O U.Z4 e Placebo: 11.2 mo
= Fruquintinib + BSC - .
o — o
0 - Placebo + BSC

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 1
Time since randomization (months)

5 16 17 18 19
Patients at Risk

Fruquintinio 461 449 429 395 349 297 266 224 184 143 113 79 58 41 23 14 7 4 4
Placebo 230 216 184 153 125 105 89 73 63 45 37 31 20 15 10 6 3 2

Subsequent anticancer medication balanced between the 2 arms: 29.4% fruquintinib arm vs 34.3% placebo arm |

®
Dasari NA et al. ESMO 2022. Abstract LBA25. .PER



PFS

ITT Population

—~ 1.0 Fruquintinib Placebo
§ Events/patients (%) 392/461 (85.0%)  213/230 (92.6%)
t_>5 0.8 Stratified P value (log-rank) <.001
5 E Stratified HR (95% CI) 0.321 (0.267-0.386)
> u=: 0.64 Median, mo (95% Cl) 3.7 (3.5-3.8) 1.8 (1.8-1.9)
=0 mPFS difference, mo 1.9
o P
ST 04
c 0.4+
)
~%
0 0.2 == Fruquintinib + BSC
4 — Placebo + BSC
|
o - —
0 i 1 T T T T ] T T I I I I 1 T 1 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 461 430 291 256 170 146 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

®
Dasari NA et al. ESMO 2022. Abstract LBA25. .PER



TEAE, n (%)

(any grade = 15% in either arm)

Fruquintinib (n = 456)

Placebo (n =230)

Any Grade Grade 23 Any Grade Grade 23
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 (27.2) 11 (2.4) 40 (17.4) 3(1.3)
Diarrhea 110 (24.1) 16 (3.5) 24 (10.4) 0
Hypothyroidism 94 (20.6) 2(0.4) 1(0.4) 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 (16.1) 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(0.4) 22 (9.6) 0
Dysphonia 74 (16.2) 0 12 (5.2) 0

Dasari NA et al. ESMO 2022. Abstract LBA25.
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Most Common TEAEs: SAFETY Population
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FRESCO (NCT02314819): Study Design

Phase 3, Conducted in China

Patient eligibility

Fruguintinib arm (n = 278)

* Aged 18-75 Fruquintinib 5 mg PO, QD (3 wk on, 1 wk off) + BSC

« ECOGPSO0-1

 Confirmed mCRC N =416 Stratification factors Treatment until

* 2 prior lines of treatment with + Prior VEGF inhibitor therapy (yes vs no > prograssion,
fluoropyrimidine-, oxaliplatin-, and , p'y v ) unaccep.tt?]téle tox||C|ty,
irinotecan_based Chemotherapy; prior « KRAS mutatlonal status (Wlld type VS mutant) orwi rawa
treatment with VEGF or EGFR inhibitors
was permitted o

* No prior treatment with VEGFR inhibitor Placebo arm (n = 138)

Placebo 5 mg PO, QD (3 wk on, 1 wk off) + BSC

Primary Endpoint = Secondary Endpoints Statistical Assumptions

Overall survival Key Other Sample size
* Progression-free survival + DOR » ~400 patients (280 OS events) would provide 80%
+ ORR . Safety power to detect a difference in OS with a HR of

0.70 at a 2-sided P value of .05

* Median OS assumption in the placebo arm is 6.3
mo, and median OS in fruquintinib arm is 9.0 mo

« DCR

BSC, best supportive care; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR,
epidermal growth factor receptor; HR, hazard ratio; KRAS, Kirsten rat sarcoma viral oncogene homolog; mCRC, metastatic colorectal cancer; ORR, objective response
rate; OS, overall survival; PO, orally; QD, once a day; R, randomization; VEGF(R), vascular endothelial growth factor (receptor).

. .
Li J et al. JAMA. 2018;319(24):2486-2496. .PER .
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FRESCO: Patient and Disease Characteristics (ITT Population)

Fruquintinib + BSC

Placebo + BSC
(n =138)

Fruquintinib + BSC
(n =278)

Placebo + BSC

Characteristic (n =138)

Characteristic (cont.)

(n = 278)

Age Median (range), yr 55 (23-75) 57 (24-74) Lefte 214 (77.0) 115 (83.3)
<65 yr 228 (82.0) 110 (79.7) Primary tumor Right? 56 (20.1) 21 (15.2)
Sex, n (%) Male 158 (56.8) 97 (70.3) location at first Left and right 4 (1.4) 0
ECOG PS, n (%) 1 201 (72.3) 101 (73.2) diagnosis, n (%6} [Ny own 4(1.4) 1(0.7)
ije frqm first _ Missing information 0 1(0.7)
?;?]%gcrﬁilzsattci)on Median (range), yr 1.8 (0.1-9.7) 2.0 (0.3-9.8) Metastases, Multiple 265 (95.3) 134 (97.1)
| 829 429) n (%) Liver 185 (66.5) 102 (73.9)
. I 34 (12.2) 18 (13.0) N Che.mc.Jtherapye 278 (100) 138 (100)
Ccnigcnztsai\g’ena(t 02;St m 118 (42.4) 51 (37.0) treatment, n (%) Radiation therapy 85 (30.6) 39 (28.3)
v 117 (42.1) 63 (45.7) Surgery 264 (95.0) 125 (90.6)
Missing information 1(0.4) 2(1.4) Prior therapy, \Z/LE;:L fhémotherapyf 190 (68.3) 98 (71.0)
Colon 147 (52.9) 70 (50.7) n (%) inhibitors9 84 (30.2) 41 (29.7)
ztrifrir:;rﬁigi;ﬁgssg sri]te Rectum 125 (45.0) 60 (43.5) EG.FR inhibitorsh 40 (14.4) 19 (13.8)
(%) ' Colon and rectum 6 (2.2) 7(5.1) Prior Neither 167 (60.1) 83 (60.1)
Missing information® 0 1(0.7) chemotherapy VIEEI @il 7L E2) s
KRAS status, n (%) | Wild type 157 (56.5) 74 (53.6) VE”L;“FXEi,f;Tb?t’;?Si SCAR Y 27 () 1 ey
Both 13 (4.7) 5 (3.6)

aAll eligible patients had ECOG PS =0 or 1 (0 = fully active, able to carry on all predisease activities without restriction; 1 = restricted in physically strenuous activity but
ambulatory and able to carry out work of a light or sedentary nature. ? Referred to cecum. ¢ Splenic flexure, descending colon, transverse colon, sigmoid colon, rectum. ¢
Cecum, ascending colon, hepatic flexure. ¢ And pharmacologic treatment. f Systemic. 9 Included 120 patients who had received bevacizumab (fruquintinib arm, 83; placebo
arm, 37) and 5 patients who had received aflibercept (fruquintinib arm, 1; placebo arm, 4). " Cetuximab. ' No patients received VEGFR inhibitor.

Li J et al. JAMA. 2018;319(24):2486-2496.

UPER



adllV S = §EESSY o £f T .. 72
FRESCO: Primary Endpoint — OS

1.0

0.8

0.6

0.4

Probability of OS

0.2

Fruquintinib
Placebo

Patients at Risk

(ITT Population)

Fruquintinib +

BSC (n = 278)

Placebo + BSC
(n =138)

Median follow-up, mo 13.3 13.2
Events, n 297
P value (log-rank) <.001

Stratified HR (95% CI)

0.65 (0.51-0.83)

Median OS (95% CI), mo

9.30 (8.18-10.45) | 6.57 (5.88-8.11)

Median OS difference, mo

2.73

mmm  Fruquintinib + BSC
mmm Placebo + BSC

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Time since randomization, mo
278 276 269 249 229 210 191 174 154 127 105 77 56 44 34 28
138 133 122 109 95 83 74 63 57 39 25 19 13 12 11 7

Data cutoff: January 17, 2017.
BSC, best supportive care; HR, hazard ratio; ITT, intention-to-treat; mo, months; OS, overall survival.

Li J et al. JAMA. 2018;319(24):2486-2496.

Subsequent anticancer medication
between the 2 arms:
42.4% fruquintinib vs 50.7% placebo
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Current Landscape (Updated) — Sign of Things to Come?

Expectations

Peak of Inflated FDA approves fruquintinib in refractory
Expectations metastatic colorectal cancer

fse Xpost inniesn  Eemal &Pt

FDA approves trifluridine and tipiracil with
bevacizumab for previously treated metastatic
colorectal cancer

Plateau of Gartner Hype Cycle

Productivity

Innovation Trough of
Trigger Disillusionment
Time
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Agenda

« Current Landscape for VEGF inhibitors in CRC

« Ongoing and Recent VEGF inhibitor trials in mCRC
o AtezoTRIBE trial
o VEGF TKI + IO combinations

Right Drugs to Right Patients (Biomarker)
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AtezoTRIBE: Study Design

5FU/LV
+Bev

Key eligibility criteria

+ Previously untreated, unresectable and RECIST v1.1- Reintroduction of

measurable mCRC
» Age 18-75 years
+ ECOG PS <2 (ECOG PS= 0 if age= 71-75 years)
» Adjuvant oxaliplatin-containing chemotherapy not allowed
» Adjuvant fluoropyrimidine monotherapy allowed if more than
6 months elapsed between the end of adjuvant and first
relapse FOLFOXIRI+bev
. Adequate.bo'ne marrow, liver and renal functions +atezo
« No contraindications to ICI
(up to 8 cycles)

FOLFOXIRI/bev

+/- atezo
(up to 8 cycles)

-> 5FU/LV +

SFU/LV bev +/- atezo
+Bev

+Atezo

Stratification factors: center; ECOG PS (0 vs 1-2); primary turmour location (right vs left or rectum); previous adj chemotherapy (yes vs no)
Participating centers: 22 Italian sites

Primary endpoint: Progression-Free Survival
Sample size: Assuming a median PFS of 12 months in the control arm, 201 pts (129 PFS events) would provide 85% power to detect a difference in PFS in
favour of the experimental arm with a HR of 0.66 at a one-sided a of 0.10.

®
Antoniotti C et al. ASCO 2023. Abstract 3500. JPER



AtezoTRIBE: Updated PFS (ITT)

100 + Group HR (80%Cl) Events/Total Median (80% CI)
e — Control Reference 64/73 11.5(10.0-12.6)
——— Experimental 0.71 (0.58-0.87) 111145 13.1(125-13.8)
90 Logrank P-value: 0.015 + Censor
80 -
& -
®
2
£ w0
7]
o
& 50
c
K=
@ 40
o
=
o
o
a 304
20 -
104
0 T T T T T T T T
0 5 10 15 20 25 30 35 40
Months
No. at Risk (No. Cumulative Censors)
Control 73 (0) 61(2) 42(2) 22(2) 15(2) 12(2) 9(2 4(5) 4(5)
Experimental 145 (0) 125 (2) 96 (2) 59(2) 44 (2) 39 (2) 34 (3) 25(10) 9(25)

Cut-off date: January 23rd, 2023. At median follow-up: 37.0 months (IQR: 34.3-40.5)

®
Antoniotti C et al. ASCO 2023. Abstract 3500. .PER



AtezoTRIBE: OS (ITT)

100 Arm HR (80%Cl) Events/Total Median (80% CI)
e Control Reference 4373 27.2(23.9-31.5)
Experimental 0.81 (0.63-1.04) 751145 33.0 (29.3-NE)
90 + Logrank P-value: 0.136 + Censor
80 -
70

Overall Survival (%)
3

40 —
w -
20
10+
0 T T T T T T T T
0 5 10 15 20 25 30 35 40
Months
No. at Risk (No. Cumulative Censors)
Control 73 (0) 68 (2) 63(2) 51(2) 45(2) 39(2) 33(3) 18 (13) 8(22)
Experimental 145 (0) 136 (2) 126 (2) 115(2) 98 (3) 86 (5) 72 (6) 51(22) 17 (53)

Cut-off date: January 23rd, 2023. At median follow-up: 37.0 months (IQR: 34.3-40.5)

®
Antoniotti C et al. ASCO 2023. Abstract 3500. .PER



Immunoscore IC — More Than TILs Evaluation

CD8+ and PD-L1+ cell densities and proximity between them,

by means of IHC and digital pathology Concordance between Immunoscore IC and TILs*
— TiLs- TiLs- K of
) Y HIGH LOW Cohen
Lofrn '.4’75 |
— ol — o *«%» o '"“l‘é‘f:‘l’;;“e 21(39%) | 24 (25%)
N G <0 | : 0.15
i G v mmunoscore
s - i 33 (61%) 73 (75%)
A B C D IC-LOW

*assessed by means of optical microscope

High IS-IC: high density of CD8+ and PD-L1+ cells and proximity between them
Low IS-IC: low density of CD8+ and PD-L1+ cells and proximity between them

®
Antoniotti C et al. ASCO 2023. Abstract 3500. Antoniotti C et al. Lancet Oncol. 2022;23(7):876-887. Moretto R et al. J Immunother Cancer. 2023;11(4):e006633. JPER
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AtezoTRIBE: Outcomes According to Immunoscore

IC and Arm (pMMR Cohort)

100 Group Events/Total Median (95% CI) 100
CulIS-ICHigh  13/16 9.1(4.7-15.5)
~~~~~~~ culiSiCLow 31736 125(10.1-14.4) .
0o RS ExpISICHigh 1931  212(123-NE) 90 1 IS IC-high - Exp arm
~~~~~~~ ExplSICLow  56/64 11.2(9.3-13.0)
+
804 Censor 80 /

IS IC-high - Exp arm

"

g
£ 6o 5 60
3 [
7] 2 /
3 s
50 50 A
= L IS IC-high - Ctrl arm
S B
2 404 g 40
@
e
g IS IC-high — Ctrl arm
o _ 30 i .
g ® IS IC-high: HRgg 0.44 [95%0.19-1.03]
204 20 Group Events/Total Median (95% CI)
"""""""""" Ctrl IS-IC High 10/16 25.7 (9.8-NE)
""""" Ctrl IS-IC Low 2036 29.2 (19.9-NE)
10 5 10 Exp IS-IC High 1131 NE (33.0-NE)
IS IC-high: HRpgg 0.47 [95%0.23-0941 | | e R
0 T T T T T 0 T T T T T T T T
0 5 10 15 20 25 0 5 10 15 20 25 30 35 40
Months Months
No. at Risk (No. Cumulative Censors) No. at Risk (No. Cumulative Censors)
Ctrl IS-IC High 16 (0) 12 (0) 7(0) 5(0) 4(0) 3(0) Ctrl IS-IC High 16 (0 15(0) 12(0) 9(0) 9(0) 8(0) 8(0) 6(1) 2(4)
Ctrl IS-IC Low 36 (0) 31(1) 24(1) 10(1) 7(1) 6(1) Ctrl IS-IC Low 36 (0) 34(1) 32(1) 28(1) 23(1) 20(1) 16 (2) 8(8) 4(12)
Exp IS-IC High 31 (0) 27 (0) 23(0) 18 (0) 17(0) 14.(0) Exp IS-IC High ~ 31(0) 28 (0) 27 (0) 26 (0) 25 (0) 23(1) 20(2) 17 (4) 5(15)
Exp IS-IC Low 64 (0) 56 (0) 36 (0) 17 (0) 12 (0) 11 (0) ExpIS-IC Low 64 (0) 62 (0) 57 (0) 51(0) 41(0) 33(1) 26 (1) 19(7) 4 (20)

Antoniotti C et al. ASCO 2023. Abstract 3500. .



PD1 Combos in pMMR CRC: Low Level Activity in Non-Liver Met Population

REGONIVO / EPOC1603 MOFFITT PHASE 1/1B LEAP-005
Colorectal cancer — O Percentage change from baseline in target lesion sizet
E © .7 N=4 - -
-‘; - —2 80 N = 32 -:n
JE ‘ - RR 10% . ) ="
55 o e ” RR 22%
'E E; —20 4 i % ° T:'E; 20 Il 20% tumor increase
s o E= - T o | | 1 .
E AL 404 R g
E's 287 Lo 111111
= E" 60 ool g.w L I 30% tumor reduction
E -80 5 -8 I
O e o e o e ” S
| ER m PR mShm PDmNE 4 MEH a0 Lenvatinib 20mg/d :

Regorafenib 80mg/d 21on/70ff and Nivolumab 3mg/kg g2wks Pembro 200mg g3wks

Xiamen University Phase 2 CAMILLA Phase 2 REGOTORI

Colorectal cancer

RR 30%

B
o

g |17 — N =33 - W

B 9
=2 .lIIIIIIl v . RR 15 /0 . PD e new lesions
- N = 29 o vl * # 120mg

[5)
o

(=]

15
S

g
B: - LI Without liver metastases
T

] RR 21% :

Change of Sum of longest lesion from baseline (%)
8

A
o

Change from baseline(%)

# MSI-H (all other patients were MSS ) *

100 % RAS wildtype

0T 5 & P A e e e S »
Patient Number
Bost Overall Response s PO _Smm——1sO_ss—— 10 142 104 117 130 125 121 105 144 145 124 111 101 143 141 120 114 130 123 133 134 102 137 135 106 132 129 138 136 122 113 119 103 116 112 127
.. L. Patietns
Apatinib 250mg D1-28 Cabozantinib 40 mg qd Regorafenib 80mg/d 21on/7off
Camrelizumab 200mg D1/15 Durvalumab 1500 mg iv g4 w Toripalimab 3mg/kg gq2wks

Fukuoka S et al. J Clin Oncol. 2020;38(18):2053-2061. Kim R et al. ESMO 2021. Abstract PD-2. Xiao L et al. ESMO 2020. Abstract 442P. Gomez-Roca C et al. PE R®
ASCO 2021. Abstract 94. Saeed A et al. ASCO Gl 2022. Abstract 135. Wang et al. ESMO 2022. Abstract 433P. Slide acknowledgement: Overman, M.



REGONIVO in pMMR
CRC: Liver vs Non-Liver
Met Population

Fukuoka S et al. J Clin Oncol. 2020;38(18):2053-2061. Kim R et al. ESMO 2021. Abstract PD-2.
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60—

40+

Tumour size change from baseline (%)

Best overall response
- PR
+ 8D
—~PD
>> For ongoing with study treatment

N = 70, single arm

Primary Endpoint: ORR

Without liver mets = 22%

Best overall response
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—_ . ~+PD
5 - —= NE
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g <
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LEAP-017 Phase 3
Global, Randomized, Open-Label Trial (NCT04776148)

Pembrolizumab

Key Eligibility Criteria 400 mg IV Q6W
« Histologically or cytologically confirmed (<18 cycles)

unresectable stage IV mCRC | " +t1 = l

nvatin

+ Non-M5I-H/pMMR R 20 mg PO QD Until unacceptable toxicity,
« Progressed on or after SOC therapy or could — (1:1) disease progression, Safer:!' and

not tolerate F_:{JE therapy or patient/physician —  survival
+ Measurable disease per RECIST v1.1 by Investigator’s choice e [ e follow-up

investigator review of Regorafenib
+ ECOG PS 0 or 1 160 mg* PO Q4W |

or
Stratification Factors TAS-102°

» Liver metastases (yes vs no) 35 mg/m’° PO Q4W

®
Yoshino T et al. ESMO 2021. Abstract 506TiP. .PER



LEAP-017: Lenvatinib/Pembro in pMMR CRC

100 Events HR
n (%) (95% ClI) P-value
90+ Len + pembro 174 (72%) 0.83
80 s0C 192 (80%) (0.68-1.02) 0.0379
707 12-mo rate —
< 60 42.7% Superiority threshold
s 40.3% One-sided p = 0.0214
g 501 !
40 Median, mo (95% CI)
H 9.8 (8 4-11.86)
30 ' 9.3 (8.2-10.9)
1
20+ i
10+ \
1
0 T T T t T T T 1
0 3 6 9 12 15 18 21 24
No. at Risk Time, months
Len + pembra 241 214 176 132 103 70 41 5 0
soc 239 206 160 121 96 63 28 0 0
Primary Endpoint OS: NEGATIVE
Lenvatinib+
Pembrolizumab o
Characteristics, n (%) N = 241 N =239
Presence of liver metastases
Yes 168 (69.7) 168(70.3)
No 73(30.3) 71(29.7)

Kawazoe A et al. WCGC 2023

. Abstract LBA-5. Slide acknowledgement: Overman, M.

Events/Patients, N HR or ORR (95%CI)

(O
Presence of Liver metastasis
Yes 279/336 0.91(0.72-1.15)
No 871144 0.65 (0.42-0.99)
PFS
Presence of Liver metastasis
Yes 2721336 —HlH 0.74 (0.58-0.95)
No 100/144 0.63 (0.42-0.94)
RR
Presence of Liver metastasis
Yes 12/336 il 4.8(0.9-19.6)
No 17/144 ——a— 177 (8.0-28.6)

Trends seen in no liver met population
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Do We Know Which VEGF TKI to Use?

Lenvatinib Cabozantinib Regorafenib
HzN / H H g F:: o)
I 5 . . HaC-SOsH ) /@’ ﬁ \@\F cl 8 O Ay CHs
Q\ A A MeO L Ly M
“ MeO N HONOH HoOoH oL “H,0
O OH
i ] RET, VEGFR1, VEGFR2, VEGFR3,
VEGFRI-3, FGFR1-4 MET, VEGFR1-3, AXL, RET, ROS1, KIT PDGER-aloha. PDCERLD
PDGFRa, KIT, RET and : alpha, eta,
FRS2a phosphorylation LYERSP” MER, KIT, TRKB, FLT-3, and FGFR1, FGFR2, TIE2, DDR2, TrkA,

Eph2A, RAF-1, BRAF, BRAF V600E,
SAPK2, PTK5, Abl and CSF1R

F o}
Fruquintinib C'&igo W™ VEGFRLS
N Z
H .
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JAMA Oncology | Original Investigation

Regorafenib, Ipilimumab, and Nivolumab

for Patients With Microsatellite Stable Colorectal Cancer
and Disease Progression With Prior Chemotherapy

A Phase 1 Nonrandomized Clinical Trial

Marwan Fakih, MD; Jaideep Sandhu, MBBS, MPH; Dean Lim, MD; Xiaochen Li, PhD; Sierra Li, PhD;
Chongkai Wang, MS, MD

No liver metastases Liver metastases

(n=22) (n=7)
3 + 3 dose de-escalation study ORR, (%) 40.9 0
with an effectiveness expansion
cohort at the RP2D. PFS, median, months 6 2
OS, median, months > 22 7

Fakih M et al. JAMA Oncol. 2023;9(5):627-634.



PD1 Combos in pMMR CRC: low level activity in non liver met populatior

AGENUS

ORR DCR Enriched responses in 24 patients without active liver
42% 96% metastases: [19 patients + 5 patients]

100
20 - || I—I I'I “ I ————————————————————————————————————————————— 20% Tumor Growth
l..l.ll-___
III - 30% Turfor Reduction
+
Botensilimab + Balstilimab

goto .
Wang et al. ASCO 2020; GI ESMO 2022; Slide acknowledgement: Overman, M .PE R

Change in Target Lesions (%)

-70 ™ No History of Liver Metastases

S0 u History of Liver Metastases Resected or Ablated Without Recurrence

1 00 B Active Liver Metastases
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STELLAR-303 Study Design

A XL092
H H
y@"ﬁ“%\' I Global, open-label, randomized phase 3 study |
o K/*F XL092 100 mg PO QD \
\u \ Previously treated RASwt or RASmut mCRC + atezolizumab 1200 mg IV Q3W \
N? (N=~600; 400 RASwt and 200 RASmut patients) Tumor assessment \
I «+ Measurable disease per RECIST v1.1 by investigator . Q8W through Week 49:\
ECOG perf tatus 0 or 1 Stratification factors then Q12W thereafter
periormance status @ or « Geographical region (Asia, other) per RECIST v1.1
« Radiographically progressed on, refractory to, or » Documented RAS status (wt, mut) }
intolerantto SOC therapy for mCRC* « Presence of liver metastases (yes, no) | Treatment until lack of
« Progressed during treatment with or within 3 months of clinical benefit or
Kinase Kinase inhibition, mastrecent SOG Hicrapy - intolerable toxicity /
« Patients with MSI-H or dMMR disease are excluded Regorafemb 160 mg PO QD /
first 21 days of 28-day cycles
MET  3.0+0.27 ( y e
Endpoints
» Primary efficacy: Overall survival in the RASwt population
VEGFRZ2 1 50 + 095 » Other efficacy: PFS, ORR, and DOR per RECIST v1.1 by investigator, OS, and change in tumor markers in the RASwt and RASmut populations, and all
- randomized patients
« Additional: Safety, quality of life, changes in biomarkers, pharmacokinetics, immunogenicity of atezolizumab, and healthcare utilization
AXL 5.8+0.38
*SOC must have included all ofthe following: fluoropyrimidine, irinotecan and oxaliplatin + anti-VEGF monoclonal antibody, anti-EGFR monoclonal antibody for RASwt patients, BRAF
inhibitor for patients with known BRAF V600E mutations
MER 0.6 + 0.054 _ S
ASCO Gastrointestinal - PRESENTED BY: ASCO CUNICAL ONCOLOGY
TYRO3 NA Cancers Symposium Prosantaton i property o the author and ASCO, Parmisionrequired forreuse contactpermisions@asco org o NGRS AN BER

Hsu J et al. Mol Cancer Ther. 2023;22(2):179-191. Hecht JR et al. ASCO 2023. Abstract TPS3630.
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Agenda

« Current Landscape for VEGF inhibitors in CRC
Established role for VEGF inhibition across the continuum of care in mCRC
 Ongoing and Recent VEGF inhibitor trials in mCRC

o AtezoTRIBE trial

o VEGF TKI + 10 combinations

Right Drugs to Right Patients (Biomarker) — intriguing data and signals for
biomarkers for anti-VEGF therapy (finally!)
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