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 Molecular subsets:
« Checkmate 8HW

« MSKCC
 Mountaineer
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Incidence and Mortality of Colorectal CA in

the US and Globally (GloboCan)

Percent of New Cases by Age Group: Colorectal Cancer

At a Glance
Colorectal cancer is most frequently
diagnosed among people aged 65-74.
Estimated New Cases in 2024 152,810 40
35 Median Age
3 At Diagnosis
% of All New Cancer Cases 7.6% g% 25.7%
2 25 22.6%
?5 20 18.9% 66
g 15 15.2%
. . g 10 10.2%
Estimated Deaths in 2024 53,010 519,
° 03% 2%
(yo Of All Cancer DeathS 8.7(_y0 0 <20 20-34 35-44 45-54 55-64 65-74 75-84 >84
Age
Estimated number of new cases from 2020 to 2040.
Cancer sites 2020 2040
Colon 1,148,515 167% 1,916,781
Rectum 732,210 ‘[58% 1,160,296

www.seer.cancer.gov; Morgan et al: Gut, 2023
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American Cancer Society. Colorectal Cancer Facts & Figures o
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But INCREASING in EOCRC Patients
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Current
Developments In
Colorectal Cancer




CheckMate 8HW 1L NIVO + IPI vs chemo

CheckMate 8HW study design

* CheckMate 8HW is a randomized, multicenter, open-label phase 3 study?

K Helbility criteria: Dual primary endpoints in patients with
Sy SI8ID Iy sier 8- NIVO 240 mg Q2W for 6 doses, centrally confirmed MSI-H/dMMR
+ Histologically confirmed . followed by NIVO 480 mg Q4W® statusd:
unresectable or metastatic CRC . [PFS by BICRE (NIVO * IPT vs chemo T
* MSI-H/dMMR status by local the 1L setting)
testing

« ECOG PS 0 or 1 M| NIVO 240 mg + IPI 1 mg/kg Q3W for 4 doses, * PFS by BICR® (NIVO + IPI vs
1L setting: followed by NIVO 480 mg Q4W® NIVO across all lines)
Stratification factors: W= 2N S
’ P(T o xlnes>o; Eeatment Investigator’s choice chemoc . |_f_|Sa ety
( ,VS Bz . mmd| (MFOLFOX6 or FOLFIRI £ bevacizumab or . 0S;[PFS2 by i tigator;]ORR b
« Primary tumor location 1L setting: cetuximab) ) y investigators; y

BICR®; PROs

(right vs left) n=101

Treatment until disease progression,
unacceptable toxicity, withdrawal of consent
(all arms), or a maximum treatment duration

of 2 years (NIVO and NIVO + IPI arms only)

+ At data cutoff (October 12, 2023), the median follow-up® was 31.5 months (range, 6.1-48.4)

aClinicalTrials.gov. NCT04008030. bPatientswith > 2 prior lines are randomized onlyto the NIVO or NIVO + IP| arms. cPatients receivinginvestigator’s choice of chemotherapy are eligible to receive NIVO + IP| upon
progression (crossover treatment). dConfirmed using either immunohistochemistry and/or polymerase chain reaction-based tests. eEvaluated using RECIST v1.1. fTime between randomizationand data cutoff. 4

Lenz et al: ASCO 2024 Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



CheckMate 8HW 1L NIVO + IPI vs chemo

Progression-free survival

1L centrally confirmed NIVO + IPI Chemo
MSI-H/dMMR (n=171) (n = 84)
Median PFS,2b mo NR 5.9
100 95% Cl 38.4-NE 4.4-7.8
g 90 - 12-month rate HR (97.91% CI) 0.21 (0.13-0.35)
T 30 24-month rate P value < 0.0001
> ’ 4 I [ A 1 |
g 70 4 i | iy e T O -
3 60 - : E 72% [ : et
I
v 50 4 ! | NIVO + IPI
- ! |
c 40 - : 1
2 | :
= 20 - . 14%
b4 : = Sa— ®
- 1
& 10 i ! Chemo
0 I | ) | | | | lI | | I I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Months
NIVO + IPI 171 144 132 122 108 95 92 747 4 64 53 42 37 22 10 9 1 0
Chemo 84 53 29 20 10 6 5 5 3 2 0 0 0 0 0 0 0

* PFS benefit with NIVO + IPI vs chemo was robust and consistent across the sensitivity and supportive analyses, including
PFS by BICR in 1L all randomized patients (HR, 0.32; 95% Cl, 0.23-0.46)

2Per BICR. PMedian follow-up in patients with centrally confirmed MSI-H/dMMR, 31.6 months. 7

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



CheckMate 8HW 1L NIVO + IPI vs chemo

Progression-free survival subgroup analysis

Median PFS,2mo
Unstratified
NIVO + IPI Chemo HR

Category (1L centrally
confirmed MSI-H/dMMR)

Subgroup

Unstratified HR (95% Cl)

Overall (N = 255) NR 5.9 0.21 — .
Age, years <65 (n=138) NR 5.7 0.19 _— :
> 65 (n=117) NR 5.9 0.24 _ :
Sex Male (n=117) NR 5.9 0.19 —_—— :
Female (n = 138) NR 6.2 0.22 — :
Region US/Canada/Europe (n = 167) NR 5.7 0.27 _ -
Asia (n = 28) NR 7.4 0.03 “~—9 !
Rest of world (n = 60) NR 6.2 0.16 \ g :
ECOG PS 0 (n=142) NR 9.0 0.22 S — :
1 (n=113) NR 4.2 0.20 — :
Tumor sidedness Left (n=70) NR 4.4 0.22 - :
Right (n = 185) NR 7.1 0.21 —— :
Liver metastases? Yes (n = 87) NR 5.9 0.11 ¢ :
No (n = 166) NR 5.4 0.28 —— ;
Lung metastases? Yes (n=53) 13.2 4.9 0.40 _ :
No (n = 200) NR 6.2 0.16 —— ;
Peritoneal metastases? Yes (n = 115) NR 4.4 0.19 —— \
No (n = 138) NR 7.4 0.23 — ;
Tumor cell PD-L1 expression > 1% (n=55) NR 3.4 0.11 O :
<1% (n=191) NR 6.5 0.22 —_— :
BRAF/KRAS/NRAS mutation BRAF/KRAS/NRAS wild type (n = 58) 34.3 5.4 0.08 ¢ :
status BRAF mutant (n = 72) NR 9.2 0.37 —_— :
KRAS or NRAS mutant (n = 45) NR 5.7 0.24 & :
Unknown (n = 74) NR 4.9 0.17 :
Lynch syndrome Yes (n=31) NR 7.4 0.28 V'S :
No (n = 152) NR 6.2 0.25 —— :
Unknown (n = 66) NR 5.5 0.13 & .
0.02 003 006 013 025 050 1.00  2.00
NIVO + IPI ¢—— Chemo

aPer BICR.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



CheckMate 8HW 1L NIVO + IPI vs chemo

Subsequent therapy

NIVO + IPI
Subsequent therapy (1L centrally confirmed MSI-H/dMMR),2-< n (%) (n=171)
Any subsequent therapy 26 (15) 58 (69)
Radiotherapy T (=) 1(1)
Surgery 5 (3) 4 (5)
Systemic therapy 20 (12) 57 (68)
Immunotherapy 7 (4) 56 (67)
On-study crossover to NIVO + IPI 0 39 (46)
Non-study immunotherapy 7 (4) 17 (20)
EGFR inhibitors 5 (3) 1(1)
Platinum compounds 8 (5) 3 (4)
VEGFR targeted therapy b (3) 4 (5)
MEK, NRAS, and BRAF inhibitors 2 (1) 1(1)
Other systemic anticancer therapy 12 (7) 5 (6)

* In the chemo arm, 67% of patients received subsequent immunotherapy, including 46% who crossed over to receive
on-study NIVO + IPI and 20% who received subsequent non-study immunotherapy

2Excludes surgery, radiotherapy, or non-study systemic therapy data collected on or after first crossover dose date. bPatients may have received more than 1 type of subsequent therapy. cPatients who received
crossover treatment in the chemo arm are counted. 9

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



CheckMate 8HW 1L NIVO + [Pl vs chemo

Summary

« 1L NIVO + IPI demonstrated superior PFS vs chemo in patients with centrally confirmed MSI-H/dMMR mCRC
(HR, 0.21 [97.91% Cl, 0.13-0.35]; P < 0.0001)
— 24-month PFS rates for NIVO + IPI vs chemo: 72% vs 14%
— PFS benefit across all prespecified subgroups, including patients with BRAF or RAS mutations

» PFS2 favored NIVO + IPI vs chemo (HR, 0.27 [95% CI, 0.17-0.44 ]) despite a high crossover rate, suggesting
clinical benefit is maintained after subsequent therapy

— 24-month PFS2 rates for NIVO + IPI vs chemo: 83% vs 52%

» The safety profile of NIVO + IPl was different compared with chemo, with fewer grade 3/4 TRAEs despite
longer treatment duration
— Safety of NIVO + IPI was consistent with the known profiles of each individual component, with no new safety signals

» These results provide further evidence to support NIVO + IPl as a standard-of-care 1L treatment
option for patients with MSI-H/dMMR mCRC

Copie: fth ld deck obtained thro ghQulckRspnse(QR]Cd e for personal use only
hd may reproduc ed vitho ut per nfro  the duthte of this LHAE deck.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Neoadjuvant PD1 blockade in dMMR locally advanced rectal cancer

NCT04165772
Residual .
disease "| Surgery
Residual
Radiologic disease | ChemoRT Clinical
and . < complete
. endoscc_)plc response
"| evaluation
Clinical v
Stage Il/lll rectal cancer complete ,| Non-operative follow
MMRd by IHC response up every 4 months

Target N= 30 (expanded)

Primary Endpoints:
* ORR after completion of PD-1 alone or in combination with

chemoRT
 pCR or sustained cCR for 12 mo after completion of PD1 alone or in

combination with chemoRT

Sample Collection: ctDNA, biopsy, imaging
Baseline, 6 weeks, 3 mo, 6 mo and a4 mo durina NOM
Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. Cercek et al: ASCO 2024

Cercek, et al. NEJM 2022



Patient Demographics

N=48
Female Sex 28 (58)
Median Age (range) 51 (26,78)
Race
White 37 (77)
Asian 5(10)
Black 6 (13)
Non Hispanic/Latino 42 (85)
Hispanic/Latino 6 (13)
Tumor Stage
T 012 10 (21)
s 23 (48)
T4 15 (31)
N + 41 (85)
Median Distance from anal verge (cm) 5.1 (0, 14.8)

|
gga

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Patient Demographics

N= 48
ECOG 0
1

Pathogenic Germline Mutations
Associated with Lynch syndrome (N=41)

MSH2
MSHG6
PMS2
MLH1
Mismatch Repair Deficiency by IHC
MSH2 alone
MSHG6 alone
PMS2 alone
MSH2 and MSHG6
MLH1 and PMS2
Tumor Mutation Burden (range)
BRAF V600E mutated

N (%)
40 (83)
8 (17)
21 (51)

8 (19)
4 (10)
4 (10)
4 (10)

3 (6)
5 (10)
5 (10)
15 (31)
20 (42)

53.6 (27.2-106.3)

1(2)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.




Subjects
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Dostarlimab
Treatment

D
)
[ ]
D

018 |018]6]010¢

oj0] |0

Co-primary
endpoint #1

100% cCR
42 patients who
completed dostarlimab

Median Follow-Up (months): 17.9 (0.3-50.5)

[ Clinical Complete Response

On Treatment

[J End of Treatment Evaluation
 Time of Clinical Complete Response

0

W

6

O

12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (Months)
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Conclusions

* 100% clinical complete response in all 42 patients who completed
dostarlimab

 Clinical complete responses are durable over 2 years
* No patients have required chemotherapy, radiation or surgery

 AZUR1 Global confirmatory study of dostarlimab in dMMR rectal
cancer is ongoing

AAAAAAAAAAAAAAAAAA

2024 ASCO P v: Andrea Cercek, MD ASCO) ey
uthor and ASCO. Permission required for reuse; contact perm
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MOUNTAINEER: Multi-Center, Open-Label, Phase

2 Trial (NCT03043313)

Key eligibility criteria
» 22 mCRC
RAS wild-type

Cohort A (n=45)
Tucatinib 300 mg PO BID

Measurable disease per +
RECIST v1.1 Trastuzumabab.c

Prior fluoropyrimidines,
oxaliplatin, irinotecan,

Cohort B (n=41)
Tucatinib 300 mg PO BID
+

Trastuzumabab.¢

Study Endpoints
Efficacy in Cohorts A+B

» Primary: cORR, RECIST v1.1 per
BICR

» Secondary: DOR and PFS per
BICR, and OS

and anti-VEGF mAb

Expansion Safety:
HER2+ local
el Cohort C (n=31) » TEAEs
IHC/FISH/NGS testing i :
. . Tucatinib 300 mg Biomarker Analyses:
* No prior anti-HER2 — . _
PO BID®¢ + Clinical outcomes by HER2 testing
therapy
methods

For the final analysis (cutoff date of November 2, 2023), the efficacy and safety endpoints evaluated remained the same. Biomarker
analyses, including a long-term responder analysis, were exploratory

36 mg/kg Q3W (loading dose 8 mg/kg); ® each treatment cycle is 21 days; © Patients remained on therapy until evidence of radiographic or clinical progression or death, unacceptable toxicity, withdrawal of consent, or study
closure; ¢ Patients were allowed to cross over and receive tucatinib and trastuzumab if they experienced radiographic progression at any time point or if they had not achieved a partial or complete response by week 12.

2 2L, second line and later; BICR, blinded independent central review; BID, twice a day; cORR, confirmed objective response rate; DOR, duration of response; FISH, fluorescence in situ hybridization; HER2, human
epidermal growth factor receptor 2; IHC, immunohistochemistry; mAb, monoclonal antibody; mCRC, metastatic colorectal cancer; NGS, next-generation sequencing; OS, overall survival; PFS, progression-free survival;
PO, orally; Q3W, every 3 weeks; R, randomization; RAS: rat sarcoma virus; RECIST, Response Evaluation Criteria in Solid Tumors; TEAE; treatment-emergent adverse event; VEGF, vascular endothelial growth factor.

2024 ASCO ASCO zemeny

ANNUAL MEETING KNOWLEDGE CONQUERS CANCER
Strickler et al: ASCO 2024

PRESENTED BY: John H. Strickler

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org
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MOUNTAINEER: Key Findings & Conclusions

- MOUNTAINEER was a multi-center, open-label, phase 2 trial that evaluated the efficacy and safety of
tucatinib + trastuzumab and tucatinib monotherapy in adults with chemotherapy-refractory, HER2+,
RAS wild-type, unresectable or mCRC

« |n this final analysis, with a median 32.4-month follow-up, tucatinib + trastuzumab continued to be well
tolerated with sustained and clinically meaningful efficacy

= cORR 0of 39.3% = Median PFS of 8.1 months
= Median DOR of 15.2 months = Median OS of 23.9 months

+ Clinical efficacy was similar across HER2 testing methods, supporting the use of a variety of available
tests to identify patients who could benefit from tucatinib + trastuzumab

 This final analysis of the MOUNTAINEER trial reaffirms the clinically meaningful anti-tumor activity and
favorable tolerability of tucatinib + trastuzumab, a chemotherapy-free treatment option for patients with
HER2+ mCRC

cORR, confirmed objective response rate; DOR, duration of response; FDA, US Food and Drug Administration; HER2+, human epidermal growth factor receptor 2-positive; mCRC, metastatic colorectal cancer;
OS, overall survival; PFS, progression-free survival, RAS, rat sarcoma virus.

2024 ASCO #ASC024 PRESENTED BY: John H. Strickler AS Co émsféi?%i%giézs;

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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Final Analysis: Efficacy Outcomes

Cohorts A+B
Final analysis
(n=84)

Tumor Response over Time (n=80)3°

) M Non-Responder
M Responder

cORR, % (95% Cl) 39.3 (28.8-50.5)
Median DOR, mo (95% Cl) 15.2 (8.9-20.5)
Median PFS, mo (95% Cl) 8.1 (4.2-10.2)

Median OS, mo (95% CI) 23.9 (18.7-28.3)

Percent change in tumor burden from baseline

« Median follow-up: 32.4 months

A
rd

T T T T T = T = T T T T T T T T
10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month

aData up to 36 months are included; P Arrows denote treatment duration beyond 36 months.
Cl, confidence interval; cORR, confirmed objective response rate; DOR, duration of response; mo, months; OS, overall survival; PFS, progression-free survival.

2024 ASCO PRESENTED BY: John H. Strickler AS CO‘ émﬁféit,éz%gfg,c‘s;

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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Long-term Response (LTR) Analysis

Tumor biomarker alterations by ctDNA analysis and treatment response

2+17.3/10.8| CR |62.7
3+116.7| 7.2 | PR |48.4
3+119.2|1 8.3 [ SD [45.8
3+ 19.7(10.4| CR 421

« 23 of 84 (27%) patients®® had
LTRs, defined as having >12
months duration of treatment with
CR/PR/SD

3+ 148|658 [ PR[30.6

* LTR status was found among a

3+ 20 (14.8|CR| 20

* No evident associations between
LTR status and clinicopathologic
features, HERZ2 expression level,
or genomic alterations were found

" =

2]
2|
4 |
2|
2]
1
2|
3|
range of HER2 expression levels 2 13+ 165| 79 | PR|207
2
3]
2|
B
2|
1
4 |
7]

= W om

. SNV/INDEL - Ampiiication [ SNVINDEL and
amplifcation

2 || 3+ 17.8|12.3| PR [12.5
A single blue or red/blue box can represent multiple PR S S Q¥ 0O AN N AR X N O SRR SR LI LI SN N
SNV/INDEL detections in the same gene. &\‘(\Q@@&Q\,{\@ QQ < Qg’ V“Q V*C_',ds <2 Q\OO'\O & \\Qy.%"l“\&Co%v QQ)@C’Q& Q;Qy;p%@c’ FP ()0‘{~ Q,O
LY N o LR\ < <
<& ‘%23?'
s

a5/23 (22%) with no co-occurring alterations or no ctDNA results available; © 18/23 (78%) with co-occurring alterations.
CEN17, centromere of chromosome 17; ctDNA, circulating tumor DNA; CR, complete response; DOR, duration of response; FISH, fluorescence in situ hybridization; HER2, human epidermal growth factor receptor 2;
IHC, immunohistochemistry; INDEL, insertions and deletions; PFS, progression-free survival; PR, partial response; SD, stable disease; SNV, single nucleotide variant.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



TEAESs in Cohorts A+B

» Majority of TEAEs were low grade, and rates were stable with longer follow-up

» Common TEAEs included diarrhea (66.3%), fatigue (44.2%) and nausea (34.9%)
* Most tucatinib-related TEAEs were of low grade

Most Common TEAEs (215%) Most Common Tucatinib-related TEAEs (23%)

= 100 =
/]// n=86 3; n=86
70 4 66.3 70 -
m Grade =3 mGrade 23
_ 60 - mGrade 1-2 50 - m Grade 1-2
E\i g 52.3
g c
S 40 8 40
o o
o o
T w30
20 20 -
19 1 19 4 58 58 47 47 47 47 35 35 35 35 35 35 35 35
0 - o0 -
> @ 2 B RIS BRI, I B R IR N S N
< L -‘\\0‘@&3‘\\ dé.\ & S S0 5 P & @Q PN
5 B D D @ 2 & @ & &
® Y 7 o bq,Q O \(\é = KR vg& 6‘(}0@&0 RS < S
& LD & & &K
&q}\ éo'b \s & S
0& 00 D'

AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; TEAE, treatment-emergent adverse event.

2024 ASCO #ASCO24 PRESENTED BY: John H. Strickler AS CO émr&t%zocgs&sr
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Efficacy by Central HER2 Testing Methods

+ Clinical efficacy was similar across all 3 central HER2 testing methods

Tissue Tissue NGS Blood NGS
IHC/FISH (PGDx) (G360)

HER2 results

cORR, % 417 10.0 50.0 42 .4 25.0
(95% Cl) (29.1-55.1) (0.3-44.5) (34.6-65.4) (0-45.9) (29.6-55.9) (7.3-52.4)

Median DOR, mo 16.6 16.6 16.6 15.2
(95% Cl) (11.4-25.5) (10.6-18.8) (8.3-18.8) (11.4-NE)

Median PFS, mo 10.1 2.8 10.9 2 8.1 6.3
(95% Cl) (4.2-14.5) (1.2-6.3) (6.8-20.0) (1.3-NE) (3.1-10.3) (2.0-25.5)

Note: To be includedin this analysis, a patient had to have a local HER2+ test and =1 central HER2+ test from IHC/FISH, tissue-based NGS, and/or blood-based
NGS.

Cl, confidence interval; cORR, confirmed objective response rate; DOR, duration of response; FISH, fluorescent in situ hybridization; G360, Guardant360® CDx test; HER2, human epidermal growth factor receptor 2;
IHC, immunohistochemistry; mo, months; ND, not detected; NE, not estimable; NGS, next-generation sequencing; PFS, progression-free survival, PGDx, PGDx elio tissue complete.

2024 ASCO #ASCO24 PRESENTED BY: John H. Strickler AS CO openirqokeaslbic

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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CodeBreaK 300 Phase 3 Study Design: OS Update

Global, randomized, open-label, active-controlled study of sotorasib + panitumumab in mCRC (NCT05198934)

4 Key eligibility criteria
« 218 years of age
* KRAS G12C-mutated mCRC, identified
through central molecular testing

\ Sotorasib 960 mg daily +
| panitumumab 6 mg/kg 2QW
(n=53)

« > 1 prior line of therapy for mCRC; Randomization :r:’i:ﬁ:zimb:;g ﬁg /iai%w
progressed on or after fluoropyrimidine, 1:1:1(N=160) ; (n= 53)9 :
irinotecan, and oxaliplatin*

: :\EACOG S; di RECIST 1.1 Investigator’s choice:

easpra e 'SeaS? pgr. ' Trifluridine/tipiracil or regorafenib
ke > No prior KRAS®'2C inhibitor® 0 (n = 54)
Primary endpoint: PFS by BICR
OS analysis was performed at
Stratified by: prior anti-angiogenic therapy (yes / no), (measured by CT/ MRl and assessed by 50% maturit))ll and wasp not powered for
time from diagnosis of mCRC (= 18 mo/ < 18 mo), RECISTv1.1) statistical significance
ECOG status (O or 1/2) Key secondary endpoints: OS, ORR

"Patients deemed by the investigator not to be candidates for fluoropyrimidine, irinotecan, or oxaliplatin may still be eligible if = 1 prior line of therapy was received for metastatic disease and trifluridine and tipiracil and/or regorafenib were deemed
appropriate next line of therapy. TPatients with prior treatment with trflundine and tipiracil and with regorafenib were excluded, where the investigator's choice would be these agents

2QW, every 2 weeks; BICR, blinded independent central review; CT, computed tomography; ECOG, Eastern Cooperative Oncology Group; KRAS, Kirsten rat sarcoma; mCRC, metastatic colorectal cancer; MRI, magnetic resonance imaging; OS
overall survival; ORR, objective response rate; PFS, progression-free survival; RECIST, Response Evaluation Criteria in Solid Tumors.

2024 ASCO presenten By: Marwan G. Fakih, MD ASCO AMERICAN SOCIETY OF
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Secondary Endpoint: Protocol-Specified Final OS in Intent-
to-Treat Population

100 A
90 1
80 1
701
60
50 4
40 ~
304
20 4
10 4

04

Overall Survival (%)

Sotorasib 960 mg + Panitumumab

Investigator's Choice

T T T T T

T T
0 2 4 6 8 10 12 14

16 18 20 22
Number of Patients at Risk: Months From Randomization
Sotorasib 960 mg 53 51 46 41 36 31 20 12 4 3 0
+ Panitumumab
Investigator's Choice 54 49 44 36 30 22 16 9 3 2 1 0
100 4
90 A
£ 80-
= 701
g 60 4
5 504
S 401
£ 304
@
5 20 4
10+ Sotorasib 240 mg + Panitumumab
04 Investigator's Choice
T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22
Number of Patients at Risk: Months From Randomization
Sotorasib 240 mg 53 53 44 36 34 25 19 14 6 2 0
+ Panitumumab
Investigator's Choice 54 49 44 36 30 22 16 9 <) 2 1 0

Sotorasib 960 mg | Sotorasib 240 mg | Investigator’s
+ Panitumumab + Panitumumab Choice
(n=53) (n=53) (n = 54)
Modian. (3% G108, NE (8.6-NE) 119(75-NE)  10.3(7.0-NE)
months
HR (95% CI)t 0.70(0.41-1.18) 0.83(0.49-1.39) -
P-value (2-sided)* 0.20 0.50 -
Number of deaths (%) 24 (43) 28 (93) 30 (56)

«  After a median follow-up of 13.6 months, sotorasib (240 mg
and 960 mg) + panitumumab showed a trend of improved
OS versus investigator’s choice, with 30% reduction in risk
of death for sotorasib 960 mg + panitumumab

*Estimated using the Kaplan-Meier method, 95% Cls from log-log transformation. THRs and 95% Cls from stratified Cox proportional hazards model. HR < 1.0 indicates a lower risk and a longer OS for [sotorasib + panitumumab] versus [trifluridine and tipiracil or
regorafenib]. *P-value from stratified log-rank test Data cutoff, 18 December 2023. Cl, confidence interval; HR, hazard ratio; NE, not estimable; OS, overall survival
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Conclusions

«  While CodeBreaK 300 was not powered to detect a statistically significant difference in OS, the study showed a
trend toward improved OS for patients with mCRC randomized to sotorasib 960 mg + panitumumab

o After a median follow-up of 13.6 months, median OS was not reached with sotorasib 960 mg +
panitumumab versus 10.3 months with investigator's choice (HR 0.70, 95%CI 0.41-1.18)

« Updated ORR was 30% (sotorasib 960 mg + panitumumab) versus 2% (investigator’s choice)
« Sotorasib 960 mg + panitumumab showed a median DOR of 10.1 months

* These results support the use of sotorasib 960 mg + panitumumab as a new standard-of-care therapy
for patients with chemorefractory KRAS G12C-mutated mCRC

DOR, duration of response; KRAS, Kirsten rat sarcoma; mCRC, metastatic colorectal cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival.
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Liver Transplantation and Chemotherapy versus
Chemotherapy alone in patients with definitively
unresectable colorectal liver metastases : results from a
prospective, multicentre, randomised trial (TransMet)

R Adam, C Piedvache, L Chiche, E Salamé, O Scatton, V Granger, M Ducreux, U
Cillo, F Cauchy, JY Mabrut, C Verslype, L Coubeau, J Hardwigsen, E
Boleslawski, F Muscari, J Lerut, L Grimaldi, F Levi, M Lewin, M Gelli
Paris-Saclay — Villejuif — Kremlin Bicétre (France), Bordeaux (France), Tours (France), Paris

(France), Grenoble (France), Villejuif (France), Padova (Italy), Clichy (France), Lyon
(France), Leuven (Belgium), Louvain (Belgium), Marseille (France), Lille (France), Toulouse

(France), Bruxelles (Belgium)
ASSISTANCE @~ HOPITAUX
PUBLIQUE DE PARIS

2024 ASCO #ASCO24 FHESEHIED P
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



TransMet Trial : Eligibility criteria

« <65years

* Good performance status (ECOG 0 or 1)

« Confirmed unresectability of CLM by expert surgeons

« Gold standard Resection of the primary

* No extrahepatic disease

» Partial Response or Stability with Chemo : 2 3 months, < 3 lines
* No BRAF mutation

« CEA <80 ng/ml or 50% decrease from baseline

» Platelets count > 80.000 and white blood cell count > 2500
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TransMet Trial : Patients Demographics at Diagnosis

LT+C group C alone group
n=47 n=47

Age (years)

Gender, n (%)

Right sided primary tumour, n (%)
RAS mutation, n (%)
: : . )

No of nodules at diagnosis (Median IQR)

Fong’s clinical risk score > 2
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52-0 (47-0, 59-0)

27 (57%)
20 (43%)

55-0 (47-0, 59-0)

28 (60%)
19 (40%)

7 (15%)

7 (15%)

11 (23%)

12 (26%)

20-0 (14-0, 25-0)

20-0 (12-0, 25-0)

5 (11%)
19 (40%)

7 (15%)
18 (38%)

23 (49%)

55-0 (43-0, 76-0)

22 (47%)

50-0 (27-0, 83-0)

47 (100%)

3050 (32-9, 762-0)
96-0 (19-7, 800-0)

42 (89%)
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TransMet Trial : Patients Demographics at Randomisation

LT+C group C alone group
(n=47) (n=47)

Type of chemotherapy
5-FU alone
Oxaliplatin-based
Irinotecan-based
Triplet

Targeted therapy agent

Anti-VEGF
Anti-EGFR
Total Number of lines

Total Number of cycles (Median (IQR
Tumour response

Partial response

Stable disease

Delay primary resection — randomisation (Mo)

Delay randomization — LT (days)
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7 (15%)
12 (26%)

1(2%)
11.(23%)

20 (43%)

27 (57%)

8 (17%)

2 (4%)
17 (36%)

8 (17%)

4 (9%)
16 (34%)

28 (60%)

27 (57%)

18 (38%)
21 (45%)

23 (49%) |
17 (36%)

8 (17%)

7 (15%)

21.0(18.0,29.0)

17.0 (12.0, 24.0)

26 (55%)
21 (45%)
16 (12 - 26)
51 (30 - 65)

21 (45%)
26 (55%)
13-5(9- 19)
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157 patients submitted to the Validation committee A

13: Not unresectable

* 36: Tumor Progression
 5:>3lines Chemo

s * 9:Other
94 patients randomized N =
[ 47 pts assigned to (LT+C) in ITT 47 pts assigned to (C) in ITT ]
_ : ™
" 11=No aSS|gned_Tt ( 9 = No assigned Tt
——| © 9no LT : progression = 2 LT out of protocol
* 1LT on progression L « 7 Liver Resection
« 1LT> 3 Mo from Chemo
. _/
[ 36 pts included in Per Protocol ] [ 38 pts included in Per Protocol ]

Adam et al, eClinical Medicine 2024
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TransMet Trial : Primary Endpoint 5-Yr OS (ITT)

Randomization arm
C
C+LT

Median follow-up
59 months

Q
<
2
c
7
ol
o
-
=)
'

Log Rank P= 0.0003
HR= 0.37 [0.21-0.65]

18 24 30 36 42

Time since randomuisation (months)
Number at risk (number censored)
G 47(0) 47 (0) 41 (0) 33(0) 28 (0) 203) 16 (3) 8(6) 6 (6)
C+LT 47 (0) 45 (0) 41(0) 38(0) 35(0) 30(2) 28(3) 23 (6) 18(11) 14(14)
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TransMet Trial : Recurrence (LT+C) or Progression (C)

Per Protocol population

__//
36 Patients (LT+C) 38 Patients (C)

26 Recurrence (72%) 37 Progression (97%)

e

Liver Lungs Lymph N Other Multiple

(1) (14) ©) ©) (3)
Surgery or Ablation : 12/26 (46%) New Regimen Chemotherapy
15 Patients NED (42%) Median FU: 50 Mo 1 Patient NED (3%)
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TransMet Trial : Secondary Endpoint 3-5-Yr PFS (Per Protocol)

Randomization arm
C
C+LT

Log Rank P< 0.0001
HR= 0.34 [0.20-0.57]

(%)

=
g
7
B
&=
s
L
=
2

4%

18 24 30 36 42

Time since randomisation (months)
Number at risk guumber censored)
C 8(0) 20 (0) 10 (0) 6 (0) 4(0) 2(1) 1(1) 0q)
C+LT 36 (0) 32(0) 24(0) 17 (0) 14 (0) 13(1) 11(1) 82 6(4) 4(6)
Shaded areas represent 95% confidence mtervals. Tick marks represent censored patients. C+LT denotes Liver
Transplantation followed by Chemotherapy. C denotes Chemotherapy. HR=hazard ratio. The HR estimated using the Cox
proportional hazards regression model 1s 0.34 (0.20-0.57). The analysis 1s conducted m the per-protocol population.
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TransMet Trial : 5-Yr PFS* after Rescue Surgery in LT+C group ~

Time-Point KM Est (95% CI)
60 36.1 (21.9-59.4%)
-+ Censor

LI—»360/

<)
)
=
=
[
Z
£
=
2
4
bS]
e
Eb
2
a
3
S
S
A

15 pts (42%) NED after 50 Mo FU

_[*Time from randomisation to failure of curative-intent treatment of recurrence, (surgery or ablation)
T T T T T T I T T T T
0 6 12 18 24 30 36 42 48 54 60

Time since randomisation (months)

Number at risk (number censored)
36 (0) 32 (0) 28 (0) 24 (0) 22 (0) 21 (1) 17 (1) 14 (3) 12 (5) 9(8) 5(10)
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Take Home messages from the TransMet trial

Liver Transplantation + Chemotherapy significantly improves OS and PFS in
selected patients with unresectable colorectal liver metastases compared to C alone

* These results were obtained through a rigorous patient selection and a prioritization
for organ allocation

« Transplanted patients for CLM have similar survival (73% at 5 years) as those
transplanted for established LT indications

« LT +C offers a potential of cure to cancer patients with otherwise poor long-term
outcome

mmm) These results support LT as a new standard option that could change our
practice in treating patients with liver-only, definitively unresectable CLM.
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Patients with Resectable Colorectal Liver
Metastases (CRLM)

* No extrahepatic mets
« Total number of CRLM =10
+ 21 resectable & ablatable CRLM < 3cm
» Additional resection(s) >3cm allowed
» Additional ablations for unresectable
CRLM allowed

n =599

Felo)— o Nl — =< (@] l=) 72 55 7o)

ArmA:
Resection

ArmB:
Ablation

C“LLISION

e
/ ! \ Colorectal Liver Metastases

Gy o B i o N el o B |
DEATH

Phase lll international multicenter randomized controlled trial to prove / disprove hypothesis of non-inferiority of thermal ablation
compared to surgical resection for small-size colorectal liver metastases (CRLM)
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Approach (percutaneous, laparoscopic or open) according to local expertise
If limited disease burden (max 3 CRLM < 3cm) consider percutaneous /laparoscopic approach
If intermediate or high disease burden randomize after eligibility check (after IOUS) during OR (single-blind)
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DESIGN

\Jl[
C_ :LLISION
/'I \ Colorectal Liver Metastases

PREDEFINED HALFTIME STOPPING RULES (n =300 / 599)

STOPPING RULES FOR FUTILITY

o higher number of adverse events (CTCAE) in the
experimental arm (ablation)

o conditional probability to prove non-inferiority of
the experimental arm (ablation) <20%

2024 ASCO #ASC024 PRESENTED BY:
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse

STOPPING RULES FOR BENEFIT

o lower number of adverse events (CTCAE) in the
experimental arm (ablation)

o no significant difference or superiority regarding
local control in the experimental arm (ablation)

o conditional probability to prove non-inferiority of
the experimental arm (ablation) >90%
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RESULTS

BASELINE CHARACTERISTICS

yl:'/‘
CLLISION

Colorectal Liver Metastases

Patient-related characteristics Resection Ablation
N = 148 N =148
Age in years Mean (range) 65.1(31.4-874) 67.9(29.2-85.7)
Sex Male 107 (72.3%) 100 (67.6%) . )
Female 41 (27.7%) 48 (32.4%) pMMR (MSS) In 99'6 A’!
ASA 2 121 (81.1) 102 (68.90%)
3 27 (18.2%) 45 (30.4%) . . 0
Charison’s comorbidity index None 74 (50%) 53 (35.8%) RAS m Utatlon In 50 0 / Y
Minor 70 (47.3%) 69 (46.6%) BRAF mutation in 11.3%
Major 4(2.7%) 26 (17.6%) ;
BMI in kg/m? Mean (range) 26.1 (17.2-45.5) 26.5 (18.6-42.7) Unknown RAS/BRAF In 2/3rdS'
Disease-related characteristics N = 148 N =148
Primary tumor Right-sided 40 (27.0%) 33 (22.3%) . 0
Left-sided 50 (33.8%) 57 (38.5%) Synchronous CRLM "'? 49.3%
Rectum 58 (39.2%) 58 (39.2%) Metachronous CRLM in 50.7%
T-stage 1 3(2.0%) 4(2.7%)
2 15 (10.1%) 22 (14.9%)
3 97 (65.5%) 93 (62.8%)
- 33 (22.3%) 29 (19.6%)
N-stage 0 33 (22.3%) 55 (37.2%)
1 79 (53.4%) 61 (41.2%)
2 36 (24.3%) 32 (21.6%)
M-stage (at diagnosis primary tumor) 0 79 (53.4%) 71 (48.0%)
Molecular profile * RASwt / mut 24 /27 25 /22
BRAFwT /mut 45/6 41/8
MSS / MSI 143/1 98/0
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RESULTS C“LLISION

BASELINE CHARACTERISTICS

Procedure-related characteristics N =148 N =148
Subgroup A low disease burden 89 (60.1%) 84 (64.2%) 0.469 0 H
B intermediate disease burden 50 (33.8%) 41 (27.7%) O 62 /0 IOW d |Sease burd e n
e T T v o 22% chemo first
reprocedural systemic therapy o . ; ] .
Yes 36 (24.3%) 30 (20.3%) o median number CRLM = 2
Capecitabine 2(1.4%) 2(1.4%) .
CAPOX 2 (1.4%) 3 (2.0%) o mean-size CRLM 14mm
CAPOX-B 23 (15.6%) 21 (14.2%)
FOLFOX-B 2(1.4%) 2(1.4%)
FOLFIRI-B 2(1.4%) 1(0.7%) (/) H H
gk Pl % o 64% of resections in low
Mastss 2L G{0%) disease burden group
Procedures Resection alone S0 (60.8%) 0 (0%)
Ablation alone 1(0.72.0%) * 118 (79.7%) performed usin g ( I'ObOt!
Resection + ablation 52 (35.1%) 27 (18.2%)
No local treatment 5 (3.4%) 3 (2.1%) Iapar OSCOpPYy
Cycles of systemic therapy | Median (range) 5.5 (2-10) 6(3-12) 0.420 |
Approach © Percutaneous 2(1.4%) 84 (56.8%)
Laparoscopic 68 (46.6%) 10 (6.8%) o) 83% of abla tions in IOW
Open 76 (52.1%) 54 (36.5%) .
Anesthesia ° General 146 (100%) 111 (75.0%) disease burden group
Propofol 0 (0.0%) 37 (25.0%)
Number of CRLM Median number CRLM (range) 2 (1-10) 2(1-12) 0.964 performed percutaneously
Tumor-related characteristics N =446 N = 447
CRLM @ Target 304 (68.2%) 349 (78.1%)
Non-target (unresectable / unablatable) 142 (31.8%) 98 (21.9%)
Size CRLM randomization (mm) Mean size target CRLM (range) 14(2-34) 13(3-34) 0.457
Size CRLM treatment (mm) Mean size target CRLM (range) 14 (2-40) 14 (2-50) 0.459
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RESULTS ChaLLISION

OVERALL SURVIVAL — PRIMARY ENDPOINT

Overall survival (OS)

1.0 Conditional probability
to eventually prove non-
inferiority 91%!

0.81
P
® 0.6
.8 Lﬁv—-j
4
©
2
P 0.4
3
w

HR 1.051 (95% Cl 0.695-1.590; p = 0.813)
e —— Resection
— Ablation
0.01
C') 1'2 2'4 3'6 4'8 6'0 7'2
Months from randomization
Number at risk (number of events)
% Resection 148 (0) 124 (10) 84 (26) 54 (35) 37 (42) 15 (43) 3(43)
5 Ablation 148 (0) 124 (10) 89 (27) 61 (37) 36 (42) 15 (47) 5 (47)
6 112 2l4 3'6 4l8 6‘0 7l2

Months from randomization
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ADVERSE EVENTS (CTCAE v5.0)

B Resection B Ablation

Grade 3 Grade4 GradeS

Grade 4 Grade 5 5% 1% 1%

Grade 3 5% 2% Grade 1/2
13% 12%

Grade 1/2
26% No complication

54%

No complication
81%

p < 0.001
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LENGTH OF HOSPITAL STAY (DAYS)

80
70
60
50
40
30

1
‘JJ".’J’.’.’.’I.'.'-l'.'-l'.'.'.'.'.'.'.' ............... i i e e -
0

123456 7 8 91011121314151617181920212223242526272829303132333435363738394041424344
M Ablation (79| 8 (11(14/13/7(1(3|2|2|1|1|0|0O|0O|1|0O(O(1|O0O(1(O|Of(O|O|O|O|O|O|O|O(O|O|O(O(O|O(O|(O|O|0|0|0]|1

B Surgery (10/21/20(26/25(12(6(6|2|2|4|1|1|2|2|0(0O(O(1|0O(1|O0|0(O0O|O|1|0|1|0|0|O(O|O|O(O(1|0(O|O|0O|O0|O|0O]|O

o

p < 0.001
W Ablation mSurgery
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SUMMARY G LISION

* COLLISION stopped at halftime based on predefined stopping rules for

= Showing benefit of the experimental arm (ablation) over standard-of-care (resection)

* For patients with small-size colorectal liver metastases, thermal ablation compared to

standard-of-care surgical resection

=  Substantially reduced morbidity and mortality

o treatmentrelated mortality 2.1% (resection) — 0.0% (ablation)

o all-cause 90-day mortality 2.1% (resection) — 0.7% (ablation)

o  AEsrate 56% (resection) — 19% (ablation) and SAE rate 20% (resection) — 7% (ablation)
= Was at least as good as surgical resection in locally controlling CRLM

o no difference in per-patient local control: HR 0.131 (95% Cl 0.016-1.064; p = 0.057)

o superior per-tumor local control: HR 0.092 (95% Cl 0.011-0.735; p = 0.024)
= Showed no difference in local & distant tumor progression-free survival

= Did not compromise overall survival (OS)
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ORCHESTRA

Key findings

In patients with extensive multiorgan metastatic colorectal cancer:

= Tumor debulking provides no survival benefit in addition to standard

palliative combination chemotherapy

= Increasing use of local therapies needs further consideration
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ORCHESTRA Design

Patients with multiorgan mCRC:

1) Indication for first line
palliative systemic therapy

2) Tumor debulking is feasible

Standard group:
Continuation systemic therapy

Randomization
upon treatment
response or

stable disease

Intervention group:
tumor debulking
Continuation systemic therapy

Treatment with 3 cycles of
CAPOX or 4 cycles of FOLFOX
+ bevacizumab

Primary endpoint: overall survival (OS)
Primary aim: >6 months OS benefit
Patients needed for randomization: 382
2024 ASCO ASCO st
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Main eligibility criteria

1) Metastases in at least two different organs AND:

1) >1 extrahepatic metastases
OR
2) 1 extrahepatic metastasis if:
- >5 hepatic metastases not located in one lobe OR
- para-aortal lymph or celiac nodes OR
- adrenal gland metastases OR
- peritoneal/pleural carcinomatosis

2) Perior to start of systemic therapy maximal tumor debulking is feasible,
defined as at least 80% of metastatic lesions
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Metastatic pattern of randomized patients

>2 organs involved
Liver and lung only
Peritoneal disease present

Number of metastases <5
(peritoneal excluded) 5-10
>10

Standard
N =192

72 (38)
81 (42)
63 (33)
76 (40)
84 (44)
32 (17)

#ASCO24 presentep BY: Elske Gootjes, MD PhD, medical oncologist, RadboudUMC, The Netherlands
Presentation

is property of the author and ASCO. Permission required for reuse; contac

t permissions@asco.org

Intervention

N =190

74 (40)
86 (45)
60 (32)
67 (35)
94 (50)
29 (15)
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Overall Survival (OS)

S Standard | Intervention
E N° of events 153 155
2 Median OS (months) 27.5 30.0
Adjusted HR 0.88 [95% CI1 0.70-1.10] p=0.23
00 1I2 2I4 3I6 4_';8 6I0 )7I2 8I4 9|6 1681%4 Medlan FU 323 months
At risk: ime (months
Arm A (standard) 192 175 110 52 26 16 11 7 4 2 0
Arm B (intervention) 190 169 117 68 40 22 10 7 5 1 0

2024 ASCO #ASCO24 presenten By: Elske Gootjes, MD PhD, medical oncologist, RadboudUMC, The Netherlands ASCO ey
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In conclusion:

The ORCHESTRA TRIAL: A randomized phase Il trial of Additional Tumor
Debulking to First-Line Palliative Combination Chemotherapy for Patients
with Multiorgan Metastatic Colorectal Cancer

shows that:

1) Tumor debulking in addition to standard palliative combination
chemotherapy provides no survival benefit

2) Increasing use of local therapies needs further consideration
3) Randomization is important for evaluating new treatment strategies
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FRESCO-2 (NCT04322539): Study Design

Phase 3, Global Study

* Prior treatment with Fruquintinib 5 mg PO, QD (3 weeks on, 1 week off) + BSC
fluoropyrimidine-, oxaliplatin-
and irinotecan-based Stratification Factors

chemotherapy, anti-VEGF Prior thera .
. . ’ . py (TAS-102 vs regorafenib vs .
biological therapy, and, if RAS TAS-102 and regorafenib) Treatment until

WT, anti-EGFR therapy progression or
: RAS mutational status (WT vs mutant) unacceptable toxicity

Progression on, or intolerance
to, TAS-102 and/or Duration of metastatic disease

regorafenib? (18 months vs >18 months)

Prior treatment with an

. e e PLACEBO ARM (N=229)
immune checkpoint inhibitor
or BRAF inhibitor if indicated Placebo 5 mg PO, QD (3 weeks on, 1 week off) + BSC

* Overall survival Key Other Sample size

* Progression-free * ORR * 687 patients (480 OS events) would provide 90% power to detect a
survival « DCR difference in OS with a HR of 0.73 at a 2-sided a of 0.05

. Safety? Median OS assumption in the placebo arm is 5.0 months and median OS in
fruquintinib arm is 6.8 months

Non-binding interim futility analysis at one-third (160) of OS events

Dasari et al: Lancet 2023
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Clinical Utilization: Potential > Grade 3 TAE’s:
| CORRECT | SUNLIGHT | FRESCO and FRESCO2_

Phase lll trial design Regorafenib vs. Placebo TAS-102 +/- Bevacizumab  Fruquintinib vs. Placebo
(2:1) (1:1) (2:1)

N 760 492 416; 691
Neutropenia NR 106 (43%) NR

Hypertension 36 (7%) NR 99 (21.2%); 62 (14%)
Hand-foot skin reaction 83 (17%) NR 30 (10.8%); 29 (6%)
Diarrhea 35 (7%) 2 (0.8%) 8 (2.9%); 16 (4%)
Anemia 12 (2%) 15 (6.1%) NR
Asthenia NR 10 (4.1%) NR: 35 (8%)
Fatigue 46 (9%) 3 (1.2%) 3(1.1%);18 (4%)

Grothey et al: Lancet, 2013; Li et al: JAMA Network, 2018; Prager et al: NEJM 2023; Dasari et al: Lancet, 2023
2024 ASCO rresenteo By: Cathy Eng, MD, FACP, FASCO ASCO CUNICAL ONCOLOGY
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Efficacy and Safety of Fruquintinib according to prior treatment

Study design

FRESCO patients

FRESCO-2 patients Figure 1: Forest plot of OS for patients in FRESCO and FRESCO-2 according to prior treatment status and sequence, if applicable (ITT population)

| Events /n Median OS, months {95% Cl)
et I I B BT
] TAS-102* and regorafenib- naive ——| 0.652 (0.512, 0.829) 1887278 109/138 8.3(8.2.10.5) 6.6(59.8.1)
F+BSC P+BSC F+BSC P+BSC
(n=278) (n=1328) | (n=461) (n=230)
I TAS-102 only . 0.723 (0.557, 0.838) 185/240 88121 7.7(6.7,85) 5.1(4.0.8.3)
Anslyzed according to treatment sequence
Regorafenib only . 0.772 (0.379, 1.573) 25/40 12118 102 (8.1, 11.8) 82(3.7, 14.4)
FIP (TAS-102* and regorafenib-naive | TAS-102 — FIP
F: n=278 /P: n=138 l F:n=240/P: n=121
| Regorafenib — FIP TAS-102 — regorafenid ° 0.532 (0.353, 0.802) 86/95 37144 86(40,78) 33(28.54)
| F:n=40/P:n=18
TAS-102 — regorafenib — FIP
| F:- n=05/ P: n=44 Regorafenib — TAS-102 o | 0.666 (0.432, 1.025) 80/34 368045 85(6.3.105) 4.8(3.4.87)
l Regorafenib — TAS-102 — F/P r T y
*400¢416 (96%) patients had not E-n=84/P: n=45 0.1 0.5 1 10
received prior TAS-102. l Favors fruquintini Favars placabo

Saab et al: J Clin Oncol 42, 2024 (suppl 16; abstr 3579) %7 VANDERBILT-INGRAM CANCER CENTER



Phase Ib/ll: Fruquintinib vs. Capecitabine

Maintenance Therapy

Figure 1. Study design Partl: Safety Lead-in Phase (SP)
Fru : 4 mg, PO, QD, d1-21, Q4W . Tutap A1 (.0, ) o
o ~+= Cap: 3.8(2.3,5.7) mo
Cap : 850 mg/m?, PO, BID, d1-7 and 1.00 1
d15-21, Q4W
Key Eligibility Criteria: DLT in first cycle HR=0.289 (95% CI: 0.083 - 1.01)
= Histologically confirmed 0.75- p = 0.039
mCRC (stage IV); _.E* '
= Age > 18 years; L'EU
" ECOGPS 0-2; Part2: Expansion Phase (EP) S
* Achieved disease control R 1) TR, . e 3
(including CR/PR and SD) : © ?
after > 6 cycles of first-line N=§5 Fru : RP2D, 3mg % :
standard chemotherapy and » .2 2
still unresectable. Cap : 850 mg/m-, BID, d1-7 and 025
d15-21, Q4W
Stratified by:
. 0.001
= RAS status (wild-type or mutant); . . . . . v
_ _ _ N=55 0 25 5 75 10 125
* Primary tumor site (left or right). Cap : 850 mg/m?, BID, d1-7 and Time

d15-21, Q4W

Q Primary endpoint: RP2D, PFS;

Q Secondary endpoints: ORR, DCR, OS, AE. -
« Lietal: J Clin Oncol 42, 2024 (suppl 3; abstr 119) V/ VANDERBILT-INGRAM CANCER CENTER




Fruguintinib + TAS-102: Single arm, Phase Il

Cigivilty: Unreseciable mCRC I

2 prior lines of therapy Median Follow-up 15.5M
ORR PR: 10.9% (5/46);
SD: 63% (29/46)
PFS 6.46M (95%Cl: 4.2-8.62M
> Grade 3 SAE’s
Fruquintinio 4 mg Po gD + Neutropenia 80%
TAS-102 Anemia 52%
(35 mg/m2, BID, Days 1-5, 8-12) Loss of appetite 22%
Malaise 14%
l Abdominal Pain 12%
Vomiting 10%

Primary endpoint: PFS

« Peng et al: J Clin Oncol 42, 2024 (suppl 16; abstr 3536)
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One of the First Young Adult
We're here to help you get the support you -
need on topics you're concerned about: C a n ce rs P rog ra m N atl o n a I Iy

V VANDERBILT-INGRAM CANCER CENTER ¢ Reproductive health, fertility, and sexuality

YOUNG ADULT CANCER PROGRAM e Financial/ insurance guidance

o Access to age-specific support groups and
FOR THOSE 45 AND UNDER individual counseling

e Nutritional and exercise consults

e Educational and vocational resources
» Navigating relationships
e Parenting with cancer

) - i e Music, art, and pet therapy
For updates on events, services, and more please join our mailing

7Y list by scanning the QR Code and signing up today. ¢ Pain management
e And more....

We look forward to helping you navigate your cancer journey!

Co-Directors:

. | Elizabeth Davis, MD and Bhagi Dholaria MBBS
D et e sttt e Director: Cathy Eng, MD, FACP, FASCO

In collaboration with Survivor Fitness Foundation and Gilda’s Club Middle
Tennessee, we invite you to join us for Never Miss A Monday: Young Adult

Wellness Series.
Start off your week on the right track with an all levels/survivor friendly

movement class. Come on out and connect with other young adults impacted by
cancer, the 2nd Monday of every month.

%/ VANDERBILT-INGRAM CANCER CENTER



Early Age Onset New Patient Referrals to VICC

7
/ \/_\/L 2021

2023

NEW_ YOUNG ADULT

200

150

100

CANCER PATIENTS

50

2020

2019

Jan Feb March April May June July Aug Sept Oct Nov Dec

*These number are based on a set of locations and may not represeatl ofthe VICC YAC population due to EMR limitationsnumber may be higher
**Departmentsincluded: TVC 1-3, OHO, Cool Springs, Belle Meade, Spring Hill, Hendersonville,Pleasant View, Oncology and EndocrinologySurgeons

%/ VANDERBILT-INGRAM CANCER CENTER



Physical wellbeing
and symptom
| management T~
Academic, Mental and emotional
professional, and wellbeing and
career ambitions psychosocial distress

= = = / \
O pt I m I Z I n g Fertility preservation and Religion and spirituality

t h C f reproductive health \
/ Social, family, and role
Financial guidance, functioning
E 0 ‘ : ‘ : employment assistance,
and financial toxicity
=
P at I e n t s \ Existential concerns: isolation,
freedom, identity, meaning,

Genetic counselling and mortality
Diagnosis Cancer treatment Survivorship
Exercise and nutritional Uncertainty and fear of
counselling the unknown
Developmental Loss of dignity
concerns and legacy

Eng et al: Lancet Onc 2022 %/ VANDERBILT-INGRAM CANCER CENTER




Vanderbilt-Ingram Cancer Center:
Impact of Education and Awareness on EOCRC

Get a colonoscopy..
-Starting at 45,
-Or sooner if:

-You have a famiy history
of colorectal cancer.

-You have a personal history
of polyps, ulcerative colitis,
or Crohn's disease.

Rectal bleeding
with or without
a bowel movement.

Anemia or low
red blood
cel count.

A change in your stool,
Oor more harrow
stools than usuval.

Unusval or frequent
diarrhea
or col

C

If );c;u have any concerns at all, talk t
-

https://www.youtube.com/watch?v=nUh3V9an6So VANDERBILT-INGRAM CANCER CENTER



Thank you for your attention!

Contact Info: cathy.eng@vumc.org
Twitter: @cathyengmd

FB: cathy eng-mdcancer
www.youngadultswithcancer.com
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