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We Encourage Clinicians in Practice to Submit Questions
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This educational activity contains discussion of
non-FDA-approved uses of agents and regimens.

Please refer to official prescribing information for
each product for approved indications.
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Cases from General Medical Oncologists
ctDNA

* 56-year-old woman, Stage IV NED post resection of an oligometastasis to the lung
 52-year-old woman, Stage Il, negative ctDNA, no adjuvant therapy

* 65-year-old man, Stage IV, ctDNA initially negative after oligometastasectomy; will continue
to monitor for recurrent disease after “adjuvant” mFOLFOX

* 52-year-old woman, Stage IlIC, ctDNA initially negative but became positive approximately
1 year later; colon cancer therapy deferred despite positive ctDNA because patient is receiving
neoadjuvant therapy for triple-negative breast cancer

* 66-year-old woman, Stage Ill, ctDNA initially negative; stopped adjuvant chemotherapy after
first dose due to myocardial infarction with plan to restart if ctDNA becomes positive

Survey of US-based general medical oncologists, May 2024.



Cases from General Medical Oncologists
MSI

e 74-year-old man, MSI-high mCRC with a KRAS mutation, received pembrolizumab with a CR,
arthralgias

e 36-year-old woman, MSI-high mCRC, received pembrolizumab with a CR, no tolerability issues

* 83-year-old woman, MSI-high mCRC, remains NED 3 years after completing 2 years of
pembrolizumab, no tolerability issues

Survey of US-based general medical oncologists, May 2024.



Questions from General Medical Oncologists

- Pt with poor functional status, initially with Stage | MSI-high colon cancer, resected,
no adj tx recommended. Developed unresectable recurrence, s/p pembrolizumab x 6
months. Progression. Other biomarker testing negative. Likely would not tolerate full
systemic therapy. Started on capecitabine as a palliative measure. Would investigators
choose another oral agent such as fruquintinib or TAS-102 instead?

« Do you take into account POLE or POLD1 mutation when deciding about
immunotherapy use?

- Dual checkpoint vs single-agent checkpoint in patients with MSI-high mCRC?

Survey of US-based general medical oncologists, May 2024.
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Key points

» ctDNA-based molecular residual disease (MRD) monitoring:

— MRD testing is a validated prognostic tool

— If MRD+ but no radiologic evidence of disease-- Intensified
surveillance/ imaging (MRI liver and/or PET) advised

— Trials are ongoing to explore escalation/ de-escalation strategies

* Immune checkpoint inhibitors for non-metastatic CRC:
impressive data and an emerging SOC option

 CheckMate 8HW establishes ipilimumab + nivolumab as
another 1L option for MSI-H metastatic CRC




Defining Minimal Residual Disease (MRD)

Adjuvant  Surveillance
Surgery chemotherapy follow-up
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Morris and Strickler, Annu Rev Med. 2021. 72:399-413.



Can we integrate MRD into clinical care?

Potential applications:

» Selecting high risk patients for aggressive therapy when post-operative observation is SOC
* Spare patients chemotherapy/treatment if no residual disease (when SOC calls for additional

therapy)

g 98
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b
(L @ YOOI
Sequence resected tumor OB
© |dentify tumor-specific mutations / YODIK
YOOI

No adjuvant therapy
Close surveillance
Serial cfDNA testing

Adjuvant therapy
Serial cfDNA testing

YIPOPX Normal germline cfDNA
YPOPK Tumor-specific alterations in ctDNA

Duke Ciivemsity Morris and Strickler, Annu Rev Med. 2021. 72:399-413.



Clinical validation of tumor informed MRD testing:
GALAXY patient characteristics

Pathological Stage

5,781 patients enrolled ' 415 (14%)

between May 2020 and October 2023 I 901 (30%)
- N I 1,231 (41%)
Excluded (N=2,783) o
» Enrolled in associated interventional phase Il trials (N=1,197) v 451 (15%)
* Incomplete filling of pathological stage into EDC (N=503)
— + Confirmed pStage 0 (N=22) MSI status
* Incomplete resection (R1/R2) (N=123)
+ Incomplete clinical follow-up data (N=627) MSS or MSI-Low 2,686 (91%)
k + Missing ctDNA at the MRD Window (N=311) )

! MSI-High 280 (9%)
2,998 pathological stage I-IV patients with ctDNA KAIKDOWN 32
available after surgery Clinical or Radiological Recurrence
Median Follow-up: 16.14 months (range: 0.23-42.14) Recurrence 530 (18%)

No Recurrence 2,468 (82%)
Total Follow-up (months) 16.1 (0.2 - 42)

Duke.iiviaeins Yukami et. al., J Clin Oncol 42, 2024 (suppl 3; abstr 6). Presented at ASCO Gl 2024



GALAXY: MRD status after surgery is strongly prognostic

< MRD window >

[ ® ® >
10 weeks post-surgery

2 weeks post-surgery or
Start of ACT

ACT: adjuvant chemotherapy

2,998 stage I|-1V patients included in the
outcome cohort

.

( )
Excluded (N=138)
»| «DFS event prior to the 10 weeks
landmark timepoint (n=138)
J

v

MRD Window analysis cohort (n=2,860)

DukeUNIVERSITY

Disease-Free Survival

i CtDNA(-)
0.751
0.501
ctDNA(+)
0.251
- HR =10.53 (8.74-12.69); P <0.0001
0 6 12 18 24 30 36
Time from Landmark Time point (Months)
Number at risk
ctDNA Negativej 2491 2031 1441 1041 495 135 8
ctDNA Positive{ 369 165 98 59 35 13 0
ctDNA status Negative Positive
Events % 9.4 (235/2491) 58.8 (217/369)
24M-DFS %
(95% CI)* 85.9 (83.9-87.7) 28.9 (23.4-34.8)

*DFS % from landmark time point

MRD window: 2-10 weeks post surgery, prior to start of any
adjuvant therapy - Landmark 10 weeks post-surgery

Yukami et. al., J Clin Oncol 42, 2024 (suppl 3; abstr 6). Presented at ASCO Gl 2024



GALAXY: ctDNA-positive in the surveillance
window predicts inferior DFS

Surveillance window

A

After MRD window
or
4 weeks post-ACT

>

2,998 stage |-V patients included in the

outcome cohort

Excluded (N=1,212)

eNo subsequent timepoints
available (n=858)

oDFS event prior to the 8
months landmark timepoint
(n=354)

\ 4
Surveillance Window analysis cohort
(n=1,786)

Disease-Free Survival

0.001

ctDNA Negative
ctDNA Positive

1.001

0.751

0.501

0.251

All stages

Anytime ctDNA(+)

HR =42.01 (30.88-57.14); P <0.0001

All-time ctDNA(-)

0 6 12 18 24
Time from Landmark Time point (Months)

Number at risk

|

1582 1211 885 432 125
204 84 33 10 2
ctDNA status All-time Negative Anytime Positive
Events % 3.7 (58/1582) 77.5 (158/1204)
24M-DFS %
(95% CI)* 939 (92-95.4) 6.6 (2-14.9)

30

8
0

Stage I/

1.001
E All-time ctDNA(-)
S 0.75]
-
w
Q
2 050
w
%
@ 025 Anytime ctDNA(+)
fa)
000 HR =53.79 (36.66-78.91); P <0.0001

0 6 12 18 24 30
Time from Landmark Time point (Months)

Number at risk

1022
57

737 355 97 5
26 9 1 0

ctDNA Negative
ctDNA Positive

1326
146

ctDNA status AllHime Negative Anytime Positive
Events % 2.7 (36/1326) 75.3 (110/146)
24M-DFS %
(95% CI)* 954 (93.5-96.8) 56 (0.8-18.3)

*DFS % from landmark time point

«  Surveillance window starts from 4 weeks post-ACT or at the end of MRD window if patient had no ACT, until the last follow up or relapse.
«  Landmark 8 months post-surgery (2 months for ACT initiation + 6 months of ACT duration)

Yukami et. al., J Clin Oncol 42, 2024 (suppl 3; abstr 6). Presented at ASCO Gl 2024

DukeUNIVERSITY
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DYNAMIC Study Design

Stage Il Plasma Collections
Colon Cancer Week 4 + 7 post-op

__, * CctDNA-Positive > Adjuvant Chemo

E (oxaliplatin-based or single agent FP)
* RO resection _ _ Primary
e« ECOGO0O-2 2 « ctDNA-Negative - Observation . RFSrate at 2 years
* Staging CT within J ctDNA-Positive = Positive result at week 4 and/or 7 Key Secondary
8 weeks « Proportion receiving

* Provision of adjuvant chemo
adequate tumor Standard Management Secondarny

tissue within 4 . RFS by ctDNA status
LT e sy — Adjuvant treatment decisions based on for ctDNA-guided arm
* No synchronous . g e TTR
conventional clinico-pathologic criteria
colorectal cancer - OS
Stratification Factors Surveillance:
« T stage (T3 vs T4) « CEA - 3-monthly for 24M, then 6-monthly for 36M
« Type of participating center (metropolitan vs regional) « CT C/A/P = 6-monthly for 24M, then at 36M

Tie et al., Presented at 2022 ASCO Annual Meeting
DukeUNIVERSITY

Tie et al.,, N EnglJ Med 2022 Jun 16: 386(24): 2261-2272.



DYNAMIC: Adjuvant chemotherapy given less in the
ctDNA-guided management group

Treatment Information Standard Management
N N =147

Adjuvant Chemotherapy received, n 45 (15%) 41 (28%) 0.0017
r Chemotherapy regimen received, n
: Oxaliplatin-based doublet 28/45 (62%) 4/41 (10%)

Single agent fluoropyrimidine 17/45 (38%) 37/41 (90%) <.0001

Time from surgery to commencing 83 (76, 89) 53 (49, 61) <.0001
: chemotherapy, median (IQR), days

Treatment duration, median (IQR), 24 (19, 24) 24 (21, 24) 0.9318

weeks

Completed planned treatment, n 38 (85%) 32 (78%) 0.7036

Percentage of full dose delivered, 78 (56, 100) 84 (64, 100) 0.6194

median (IQR)

Tie et al., Presented at 2022 ASCO Annual Meeting

Dl.lke UNIVERSITY Tie et aI., \| EnI J Med 2022 Jun 16: 386(24)2 2261-2272.



DYNAMIC: RFS identical despite lower use of adjuvant
chemotherapy for ctDNA guided management

100% —%ﬂgss%
93.5%

96-6°/O I—‘ﬂ—‘-\_‘ﬁ_-._.-,‘ 92.4°/°

90%] 92-4% 91 .7m

80%

Non-inferiority confirmed:

Recurrence-free survival

Median follow-up 37 months lower bound of 95% CI
0% No. of events =43 lies above -8.5%
- ctDNA-guided management HR (95% CIl): 0.96 (0.51, 1.82)
60%; - Standard management

Difference in 2-year RFS rate +1.1%
(95% Cl for difference -4.1}0 6.2%

50ty T . . T T T T r T r r T Snpol r T r
0 6 12 18 24 30 36 42 48

Follow-up time (months)
Numbers at risk

ctDNA-guided —| 294 292 281 273 259 207 155 109 64

Standard —| 147 144 142 136 128 97 78 57 33

Tie et al., Presented at 2022 ASCO Annual Meeting
DukeUNIVERSITY

Tie et al.,, N EnglJ Med 2022 Jun 16: 386(24): 2261-2272.



MDACC INTERCEPT: ~Half of all ctDNA+ patients had
no radiologic evidence of disease (MRD+)

Future report on Lifestyle | Cellular
recurrence patterns & Changes | Therapy
outcomes

A Cytotoxic
Vaccine/lO Therapies

0,
41% o

Radiologic
evidence of
metastatic disease
ctDNA positive 49% n=90
during surveillance

61%; n=184 No radiologic Enrolled into clinical
evidence of trials of MRD

disease (MRD)
51% n=94

59% N=55

Dasari et. al., J Clin Oncol 41, 2023 (suppl 16; abstr 3522). Presented at ASCO 2023



DYNAMIC-Rectal: Sites of Relapse by Post-Op

ctDNA Status
ctDNA-Positive

1.00 1 Il Lungonly Bl Lung + peritoneal Il Lung only B Lung + distant LN
Bl Distant LN I Locoregional only Bl Liver only I Lung + pre-sacral
Bl Liver +lung B Locoregional only
pr—
= =
® 0.751 |
(1)) 14 (78%) 1 8 (50%) 3(19%) 1 1
-
m -
Pl _
o 0.50 - No. of patients No. of patients
>
.
Q
©
Q0
© 0.25
3

16%
0.00- Al
0 10 20 30 0 10 20 30

Time (months)

I Distant
B Locoregional

Tie et al., Presented at 2024 ASCO Gl Annual Meeting

DUke UNIVERSITY Tie et al., J Clin Oncol 42, 2024 (suppl 3; abstr 12)



PEGASUS: Site of Relapse by Post-Op
ctDNA status

22 relapses: 10 in ctDNA negative and 12 in ctDNA positive patients

1 mm ctDNAnotdetected

@@ ctDNAdetected

* PEGASUS tested a genetic and
epigenetic, plasma-based assay
(Lunar 1.2; Guardant Health, Inc.)

* Population: Radically resected,
high-risk stage 2 and stage 3 colon
cancer

* Aim: Explore feasibility and benefit
of treatment escalation in ctDNA+
patients after capecitabine-based
chemotherapy (CAPE to CAPOX,
CAPOX to FOLFIRI)

Number of patients
S = NN W &b O O N © © O

Local

Lung
Peritoneum
Liver
Pericardium
Ovary
distant LN

site of relapse

D k Lonardi et al., Presented at 2023 ESMO Congress, LBA28
u e UNIVERSITY O




CIRCULATE-US (NRG-GI008)

Primary objective: DFS (ph3)
Secondary objectives: OS, TTR

FULFUA Joint analysis with
No ctDNA CIRCULATE-Japan
detected '

LRSS\ EES EEERIE / Tumor informed

Colon adenoca MRD testing ll
CAPOX or
o :. FOLFOX

ctDNA is ctDNA is

detected ™
FOLFOXIRI

Study Pls
Arvind Dasari (MDACC-NRG)
Christopher Lieu (UCCC-SWOG) * Stage Ill (T1-3, N1/N1c) or ctDNA+ stage Il or llIC post-RO resection

DukeUNIVERSITY
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PD-1 blockade in dMMR/ MSI-H locally advanced
rectal cancer: Study design

Residual
disease | Surgery
- - Residual ChemoRT
Radiologic dicanca > Clinical
. : complete
> endoscc_)plc response
evaluation
Clinical v
complete ,| Non-operative follow
response up every 4 months

Patient population: Stage Il/11l mismatch repair deficient rectal cancer

Target enrollment: 30 subjects
Primary objectives: Overall response rate +/- chemoradiation, pathologic

complete response (pCR) or clinical complete response (cCR) at 12 months after
PD-1 blockade +/- chemoradiation

D k Cercek et al., Presented at 2022 ASCO Annual meeting
UKE unviversity Cercek et al.,, N Engl J Med 2022;386:2363-2376




PD-1 blockade in dMMR/ MSI-H locally advanced
rectal cancer: Results

Overall Response to Dostarlimab in 12 Patients

Rate of clinical complete response: 100% (95% Cl, 74 to 100)

__ 100 * The first 12 evaluable
% .
< patients had complete
9
£ 80 response
o =4 . , 0 0
g R e e * No patlent. received
P No disease progression or recurrence chemoradiotherapy or
= , " underwent surgery

/" . .
§ * No patients had disease
B s progression or recurrence
£ _ * No adverse events grade 3 or
o higher occurred

11 12

Patient

Cercek et al., Presented at 2022 ASCO Annual meeting

DUke UNIVERSITY Cercek et al.,, N Engl J Med 2022;386:2363-2376



Neoadjuvant pembrolizumab in non-
metastatic MSI-H/dMMR solid tumors

20

Overall response rate= 82%

0
-20
e
-60
B Unresected

-80 B Resected
® rCR

* Phase |l, open-label
 Pembrolizumab 200mg IV Q3
weeks x 6 months
e Option for surgical resection or
observation
* Primary endpoints: Safety and
pathologic complete response
* Patient population:
e 27 patients with CRC
e 8 patients with other solid
tumors -100

Radiographic Change in Maximum
Tumor Diameter From Baseline (%)

14 patients with CRC underwent surgery
Pathologic complete response rate= 79%

Duke....ccc.., Ludford et al., J Clin Oncol 2023; 41(12):2181-2191



NICHE-1: Neoadjuvant ipilimumab + nivolumab
for resectable/ non-metastatic colon cancer

Nivolumab Ipilimumab + nivolumab
L | 1
* ok % * * % *
EEEE N EEECEECCEE e EERV O EEEOEEYEE oo

* Primary objective: Feasibility

ukl F and safety
@304 * Single dose of ipilimumab and
-20 4 [l Not available .
T two doses of nivolumab
umor subtype
B VMR before surgery
B pMMR * In dMMR tumors: Pathological

response in 20/20 tumors,
with 19 MPRs (<10% residual
viable tumor) and 12
pathological CRs

PR * |In pMMR tumors: 4/15 (27%;
95% exact Cl: 8-55%)
pathological responses, with 3
MPRs and 1 partial response

Histopathological tumor regression (%)

MPR

-100

Duke.iiviaeins Chalabi et al., Nature Medicine 2020;26:566-576



2: Neoadjuvant ipilimumab + nivolumab

for locally advanced MMR-deficient colon cancer

NICHE

107 patients)

Major pathologic response in 95% of patients; 67% pCR (n
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CheckMate 8HW: Study design

st hee NIV 240 mg Q2W for 6 doss, ol e SN
* Histologically confirme followed by NIVO 480 mg Q4W®
unresectable or metastatic CRC . MSI-H/dMMR status<:
» MSI-H/dMMR status by local « PFS by BICR® (NIVO + IPI vs
testing chemo in the 1L setting)
« ECOG PS 0 or 1 | NIVO 240 mg + IPI 1 mg/kg Q3W for 4 doses, « PFS by BICR® (NIVO + IPI vs
1L setting: followed by NIVO 480 mg Q4Ww?r NIVO across all lines)
Stratification factors: n =202
* Prior lines of treatment : Other select endpoints:
(Ovs1vsz2) Investigator’s choice chemo© =
+ Primary tumor location prapermma|  (MFOLFOX6 or FOLFIRI £ bevacizumab or ety
(right vs left) e cetuximab) » OS; ORR by BICR®; PROs

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

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

Median follow-up = 24.3 months

Andre et al., Presented at 2024 ASCO Cancers Gl Symposium

Duke UNIVERSITY Andre et al., J Clin Oncol 42, 2024 (suppl 3; abstr LBA768)



CheckMate 8HW: Progression-free survival

1L centrally confirmed NIVO + IPI
MSI-H/dMMR (n=171)
Median PFS,>P mo NR 5.9
100 P 95% Cl 38.4-NE 4.4-7.8
§ 90 - ‘\‘ 12-month rate HR (97.91% CI) 0.21 (0.13-0.35)
= - 24-month rate P value < 0.0001
> 80 i | T O 54
; Al ! = I v v I : Ll
L 70 ' 79% Rty o
“ 60 - : 1 72% ‘ T : e
() ! |
2 50 1 | i NIVO + IPI
; 4 I
c 40 - : I
o) ! I
! |
b 20 - i !
P 0 4 : :
(a8 : |
O I I 1 T I I I II 1 I I 1 I I 1 I
0 3 6 9 12 15 18 21 24 oF 30 33 36 39 42 45 48
No. at risk Months
NIVO + IPI 171 144 132 122 108 95 92 77 64 53 42 37 22 10 9 1 0

Andre et al., Presented at 2024 ASCO Cancers Gl Symposium
DukeUNIVERSITY

Andre et al., J Clin Oncol 42, 2024 (suppl 3; abstr LBA768)



CheckMate 8HW: Treatment-related adverse events

TRAEs occurring in > 10% of patients
NIVO + IPI (n = 200)  Chemo (n = 88)

NIVO + IPI
(n = 200)

Pruritus 23 _ Any Grade Any
1L all treated patients grade 3/4 grade
Diarrhea 21 51
TRAESs,2 n (%)
Hypothyroidism 16
Any TRAEs 160 (80) | 46 (23) 83 (94) 42 (48)
Asthenia 14 35 )
. Serious TRAEs 38 (19) 32 (16) 17 (19) 14 (16)
Fatigue 13
Rash 11 TRAESs leading to discontinuation 33 (17) 23.(12) 28 (32) 9 (10)
ALT increased 10 Treatment-related deaths, n (%) 2 (1)b 0 (0)c
Adrenal insufficiency 10 IMAES, 9 n (%)
Nausea 47 Non-endocrine events
Decreased appetite Diarrhea/colitis 13 (7) 9(5) 1(1) 0
Anemia Hepatitis 11 (6) 6 (3) 0 0
Vomiting Rash 11 (6) 3(2) 0 0
Neutropenia Pneumonitis 4 (2) 3(2) 0 0
Alopecia Any grade Endocrine events
STOMATES Hypothyroidism/ thyroiditis 34 (17) 3(2) 1(1) 0
Neutropiil. count.decrausea - Grade 2 3 Adrenal insufficiency 21 (11) 7 (4) 0 0
Peripheral neuropathy - i
Hyperthyroidism 18 (9) 0 1(1) 0
I I 1 1 1
60 40 20 40 60 Hypophysitis 10 (5) 5 (3) 0 0

Incidence,* %
Andre et al., Presented at 2024 ASCO Cancers Gl Symposium
Andre et al., J Clin Oncol 42, 2024 (suppl 3; abstr LBA768)

DukeUNIVERSITY



ASCO 2024

Raghav K et al. A randomized study evaluating tailoring of advanced/metastatic colorectal cancer
(mCRC) therapy using circulating tumor DNA (ctDNA): TACT-D. ASCO 2024;Abstract LBA3557.

LaPelusa M et al. Circulating tumor DNA as a predictive biomarker for pathologic response after
treatment with neoadjuvant immunotherapy for localized dMMR/MSI-H colorectal cancer. ASCO
2024;Abstract 3612.

Dasari A et al. Colon adjuvant chemotherapy based on evaluation of residual disease (CIRCULATE-
NORTH AMERICA): NRG-GI008. ASCO 2024;Abstract TPS3641.

Lenz H et al. Nivolumab (NIVO) plus ipilimumab (IPl) vs chemotherapy (chemo) as first-line (1L)
treatment for microsatellite instability-high/mismatch repair-deficient (MSI-H/dMMR) metastatic
colorectal cancer (mCRC): Expanded efficacy analysis from CheckMate 8HW. ASCO 2024;Abstract 3503.

Shiu K et al. NEOPRISM-CRC: Neoadjuvant pembrolizumab stratified to tumour mutation burden for
high risk stage 2 or stage 3 deficient-MMR/MSI-high colorectal cancer. ASCO 2024;Abstract LBA3504.

Cercek A et al. Durable complete responses to PD-1 blockade alone in mismatch repair deficient locally
advanced rectal cancer. ASCO 2024;Abstract LBA3512.

RESEARCH
TO PRACTICE



ASCO 2024

Rocha Lima CM et al. NRG-GI004/SWOG-S1610: Colorectal cancer metastatic dMMR immuno-therapy
(COMMIT) study — A randomized phase lll study of atezolizumab (atezo) monotherapy versus
mFOLFOX6/bevacizumab/atezo in the first-line treatment of patients with deficient DNA mismatch
repair (dMMR) or microsatellite instability-high (MSI-H) metastatic colorectal cancer (mCRC). ASCO
2024;Abstract TPS3632.

Pellatt A et al. A phase Il trial of TAS-102 in patients with colorectal cancer with ctDNA-defined minimal
residual disease post-adjuvant therapy compared to synthetic control cohort: Results from the MD
Anderson INTERCEPT program. ASCO 2024;Abstract 3623.

Sharma M et al. First-in-human study of ABBV-400, a novel c-Met—-targeting antibody-drug conjugate,
in advanced solid tumors: Results in colorectal cancer. ASCO 2024;Abstract 3515.

Perets R et al. Phase 1b study evaluating the efficacy and safety of ABBV-400, a c-Met—targeting
antibody-drug conjugate, in select advanced solid tumor indications. ASCO 2024;Abstract TPS3162.

Raghav K et al. Phase 2 randomized study evaluating safety, efficacy, and optimal dose of ABBV-400
in combination with fluorouracil, folinic acid, and bevacizumab in previously treated patients with
metastatic colorectal cancer. ASCO 2024;Abstract TPS3636.
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 Zhang H et al. Phase I trial of hypoxia-responsive CEA CAR-T cell therapy in patients with heavily
pretreated solid tumor via intraperitoneal or intravenous transfusion. ASCO 2024;Abstract 3514.

« Adam R et al. Chemotherapy and liver transplantation versus chemotherapy alone in patients with
definitively unresectable colorectal liver metastases: A prospective multicentric randomized trial
(TRANSMET). ASCO 2024;Abstract 3500.

* Meijerink MR et al. Surgery versus thermal ablation for small-size colorectal liver metastases

(COLLISION): An international, multicenter, phase Ill randomized controlled trial. ASCO
2024;Abstract LBA3501.




Agenda

Module 1: Recent Therapeutic Advances in Colorectal Cancer (CRC) —
Dr Strickler

Module 2: New Developments in Targeted Therapy for Metastatic CRC —

Dr Kopetz




Cases from General Medical Oncologists
HER2

e 65-year-old woman, HER2-positive mCRC, received T-DXd with stable disease, neutropenia

e 74-year-old man, RAS wild-type, ERBB2-amplified on NGS done on primary tumor, received
FOLFOX/bevacizumab = FOLFIRI/bevacizumab = currently on trastuzumab/pertuzumab
with no side effects so far

e 75-year-old man, HER2-positive mCRC, received trastuzumab/pertuzumab with stable disease,
diarrhea/fatigue

* 64-year-old man, HER2-mutated, RAS wild-type mCRC, received T-DXd with a PR,
thrombocytopenia

» 55-year-old woman, HER2-positive mCRC, received tucatinib/trastuzumab with a PR, diarrhea

» 73-year-old man, HER2-positive mCRC, received tucatinib/trastuzumab with good cancer
control but experienced weight loss of unknown etiology and eventually went to hospice

Survey of US-based general medical oncologists, May 2024.



Cases from General Medical Oncologists
KRAS

e 50-year-old woman, mCRC with a KRAS G12C mutation, received adagrasib with a PR, fatigue

* 67-year-old woman, mCRC with a KRAS G12C mutation, received adagrasib/cetuximab with
reduction in tumor size, actinic skin changes

* 54-year-old man, mCRC with a KRAS G12C mutation, received third-line sotorasib with a PR;
at treatment onset, high baseline glucose became persistently low and diabetic medications
were discontinued

Survey of US-based general medical oncologists, May 2024.



Questions from General Medical Oncologists

* Preference for which anti-EGFR with adagrasib?
* What line of therapy for KRAS G12C or HER2 therapy?

» KRAS incorporation first line? What if having Gl bleed or concerns for obstruction/fistula?
Do we worry about AEs similar to other TKls or VEGF inhibitors?

Survey of US-based general medical oncologists, May 2024.
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Distribution of Actionable Alterations in Colorectal Cancer
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Tucatinib and Trastuzumab
MOUNTAINEER Trial: Study Design

Cohort B (n=41) Endpoints
I . Efficacy
ey Eligibilty Criteria Tucatinib 300 mg PO BID Assessed in patients who received any amount of study
« >2L. mCRC + treatment and had HER2+ tumors¢
= Trastuzumab 6 mg/kg Q3W 1. Primary: cORR in Cohorts A+B (RECIST 1.1 per BICR)
» HER2+ per local P e T
IHC/ISHINGS testing (loading dose 8 mg/kg C1D1) 2. Secondary:

Cohorts A+B: DOR per BICR, PFS per BICR, and OS

* RAS wild-type
Cohort C: ORR by 12 weeks of treatment per BICR

* Measurable disease per Expansion
RECIST 1.1 (pre-crossover)

« Prior fluoropyrimidines, Cohort C (n=31) 3. Prespecified:
oxaliplatin, irinotecan, and  DCR for pre- and post-crossover patients
anti-VEGF mAb Tucatinib 300 mg  cORR per BICR for post-crossover patients

PO BID? Safety presented in pre- and post-crossover patients
who received any amount of study treatment

Patients treated with tucatinib monotherapy 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 PR or CR by week 12

Strickler Lancet Onc. (2023)
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MOUNTAINEER Trial: Results

Best overall confirmed response
B Complete response
1 Partial response
[ Stable disease
Progressive disease
* Ongoing treatment as of data cutoff

I"illiil L] o
...... l.---.-----.l----.'--..----- B A SOOI - I
.............. 38.1% ORRby BICR ..o B
IHC 3+ IHC 2+/ISH+

Responses (n=45) (n=15)
Confirmed objective response ratef, % (95% CI) 46-7 (31:7-62-1) 20-0 (4-3-48-1)

Complete response, n (%)} 3(6-7) 0

Partial response, n (%)1 18 (40-0) 3(20-0)

Stable disease, n(%)%,§ 17 (37-8) 5(33-3)

Progressive disease, n (%)% 7 (15-6) 6 (40-0)

Not available, n (%)Y 0 1(6:7)

®x % *
.I-“..MI".

p 24 * k% * % % W RN-®

Patients

Strickler ESMO Gl 2022;Abstract LBA-2. Strickler Lancet Onc. (2023)
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MOUNTAINEER Trial: Safety

9 [J
1895 TEAEs, n (%) BE
i Any grade AEs 82 (95.3)
Tucatinib-related 63 (73.3)
B Trastuzumab-related 58 (67.4)
Grade 23 AEs 33 (38.4)
| Tucatinib-related 8 (9.3) Bl Grade3
o4ie Trastuzumab-related 6 (7.0)
. SAEs 19 (22.1) Grade 2
Tucatinib-related 3(3.9) B Grade 1
50 44.2 Trastuzumab-related 2(23)
— AEs leading to study treatment discontinuationa® 5 (5.8)
40 AEs leading to tucatinib dose modification 22 (25.6)
Deaths due to AEs 0
30
209 198
- 18.6 18.6 186 474 17.4 163 163 6.3 151 o 1e0 e §
in" i E I
il 8 glll I g-lgl-l
X ?fb X 'i-@ \\6 0 \\ Q \(\ R (2 \0
@e‘“\ \\g ol . < ¢ beQ .%ocﬁ‘e’ eﬁc‘ﬁQ 0(\06\ \;@& S \\0&\ ((\\o’&Q ooé\& o\er(\o \S\'b \,s\'be v
o,bf‘o ’5\\\,\ ‘?‘*Q o @)
e <& %
O Q®

Strickler ESMO Gl 2022;Abstract LBA-2.



Trastuzumab Deruxtecan (T-DXd): DESTINY-CRCO01

Linker Payload

Cleavable DXd — Topoisomerase | Inhibitor

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

Cohort A:

i HER2+ Prim ndpoin
F:Jatlents i (IHC 3+ or I_HC 2+/ISH+) ‘ ORSD(,C?’hgr‘t)z) t Primary analysis
*Unresectable and/or metastatic CRC n =53 (Data cutoff:
*HER2-expressing (central confirmation) Secondary endpoints August 9, 2019)
- RAS/BRAFVS00E wild type - __| - ORR® (cohorts B and C)
*>2 prior regimens * PFS
* Prior anti-HERZ2 treatment was allowed SCS)R Final analysis
« Excluded patients with a history of or Cohort C=: . DCR (Database lock:
current/suspected ILD ~ HE'?:”;'SC L . Safety and tolerability December 28, 2020)

Primary analysis of cohort A’ Patient disposition at final analysis®

* Results yielded promising antitumor activity and a manageable * No patients remain on treatment

safety profile

At the end of the study, median follow-up was 62.4 weeks for cohort

* The median follow-up was 27.1 weeks at data cutoff A, 27.0 weeks for cohort B and 16.9 weeks for cohort C

Yoshino et al. ASCO GI 2022;Abstract 119. Siena et. al. Lancet Onc. 2021



DESTINY-CRCO01: DS-8201/T-DXd/Trastuzumab Deruxtecan

A
40—
. Cohort A (HER2-positive;
n=53)
1R | B SRR RS ——————
g Confirmed ORR by ICR, % (95% Cl) 453 (31-6-59:6)
2 * Complete response 1(2%)
= 0 A s
L .
g A Partial response 23(43%)
g Stable disease 20 (38%)
< 204
§ Progressive disease 5(9%)
g Non-evaluable* 4 (8%)
43 B Confirmed ORR by investigator, % (95% Cl) 453 (31-6-59-6)
gc's Complete response 0
-§ w0 Partial response 24 (45%)
2 Stable disease 19 (36%)
g _go{ N=49 s
o = H 3+ Progressive disease 6 (11%)
[ IHC2+ and ISH-positive ) *
-100- A Previous anti-HER2 treatment Non-evaluable 4(8%)
% HER2 IHC2+ and ISH-positive with an NRAS mutation A Disease control rate, % (95% Cl) 83-0(70-2-91.9)
D 3l ) Do pela belzn nbelh b =0 el o .l B BN G0 B S N 5 B P RN P B S B RS B PR B G B B | Median duration of response by ICR' NE (4-2—NE)
Patients months (95% CI)

Yoshino et al. ASCO GI 2022;Abstract 119. Siena et. al. Lancet Onc. 2021
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DESTINY-CRCO02 Study (T-DXd)

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

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

Primary endpoint:

mad 54 mglk
it * cORR by BICR

Pati ith HER2+ Secondary endpoints®:
atients wit ? * cORR by investigator

RAS wild-type or mutant, || + DoR
BRAF wild-type, unresectable, * DCR
« CBR

recurrent, or mMCRC . PFS

« 0S

Stratified by: » Safety and tolerability

* ECOGPSof0Oor1

¢ Centrally confirmed HER2 status:
IHC 3+ or IHC 2+/ISH+2

* RAS status (wild-type or mutant)

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

Primary analysis®

(Data cutoff:
November 1, 2022)

Raghav et. al. ASCO 2023



MD Anderson

T-DXd 5.4 mg/kg

DESTINY-CRCO02 Study (T-DXd)

ORR, % (n/N) 95% CI?
|
All patients (5.4 mg/kg) N =82 - Y 37.8 (31/82) 27.3-49.2
|
IHC 3+ [ 46.9 (30/64 .3-59.
HER2 status l ( ) 34.3-59.8
IHC 2+/ISH+ ————————— ! 5.6 (1/18) 0.1-27.3
|
ild- A A— 39.7 (27/68 .0-52.
RAS status Wild-type | (27/68)  28.0-52.3
Mutant® . [ 28.6 (4/14) 8.4-58.1
N
0 39.1 (18/46 1-54.
ECOG PS l ( ) 25.1-54.6
1 ol 36.1 (13/36) 20.8-53.8
I
e
. . Left colon® I 39.3 (24/61) 27.1-52.7
Primary tumor site ) I
Right colond ! 33.3 (7/21) 14.6-57.0
|
. . No - 4 36.9 (24/65) 25.3-49.8
Prior anti-HER2 treatment I
Yes o 41.2 (7117) 18.4-67.1

1
10 20 30 40 50 60 70 80

Objective Response Rate, %

ORR by BICR: 37.8%

Progression-free Survival

T-DXd 5.4 mg/kg Q3W Total (N = 82)

Median PFS

1.0
5.8 months (95% CI, 4.6-7.0)
0.8
0.6
0.4
0.2
+ Censor
--- 95% Cl
0.0 I I I I I I I I I I I I I 1
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Time, months

Median PFS: 5.8m

Raghav et. al. ASCO 2023



T-DXd 5.4 mg/kg Q3W Total

T-DXd 6.4 mg/kg Q3W Stage 1

N = 83® N=39

n (%) Any-grade Grade 23 Any-grade Grade 23

Any TEAEs 82 (98.8) 41 (49.4) 39 (100) 23 (59.0)
Nausea 48 (57.8) 7(84) 22 (56.4) 0
Fatigue© 38 (45.8) 8 (9.6) 18 (46.2) 2(5.1)
Neutropenia® 25 (30.1) 14 (16.9) 18 (46.2) 11 (28.2)
Decreased appetite 25 (30.1) 2(24) 6 (15.4) 0
Anemia® 22 (26.5) 8 (9.6) 16 (41.0) 9(23.1)
Thrombocytopenia' 21 (25.3) 5(6.0) 14 (35.9) 5(12.8)
Alopecia 20 (24.1) 0 11 (28.2) 0
Constipation 20 (24.1) 0 5(12.8) 0
Diarrhea 19 (22.9) 2(24) 11 (28.2) 0
Vomiting 17 (20.5) 4 (4.8) 3(7.7) 0
Pneumonitis/ILD 7(8.4) 0 5(12.8) 1(2.6%)

Raghav et. al. ASCO 2023



Questions?
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Switch Il inhibitors of KRASC12C provide new therapeutic options

Sotorasib Adagrasib

Zuberi et al Biochemical Society Transactions 2020
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NSCLC and CRC: Different Responses to G12C Inhibition

NSCLC:

37% response
rate

CRC:

9% response
rate

M Progressive disease

ol e

oON B
o O O O
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N B O
i

Stable disease Partial response Complete response [l Could not be evaluated

hange from Baseline
Sum of Longest Diameter
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%
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-100-
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% Change from Baseline
in Sum of Longest Diameter
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Hong et al NEJM ‘20; Skoulidis et al NEJM '21;

Fakih, Kopetz et al Lancet Oncology 22
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Adaptive resistance to KRASS%12C jnhibition is blocked by EGFRI

EGFR HER2 HER3 FGFR X

EGFRi —
sotorasib - + + - - + +

panitumumab - - - + + o+ o+ \l ,///

PERK -ﬂﬂmﬂ
— G12ci
ERK S e - -

6h 24h 6h 24h 6h 24h

actin — A — — — — —

 Inhibition of G12C with sotorasib is associated with only partial pathway inhibition
« However, the pathway can be substantially inhibited with dual G12C and EGFR inhibition

See Amadio et al Cancer Discovery ‘20; Ryan et al CCR ‘20
Olu Coker, Kopetz AACR 24



Responses to Sotorasib + Panitumumab: CodeBreaK 300
/ X

Key eligibility criteria Sotorasib 960 mg daily +
» 218 years of age panitumumab 6 mg/kg 2QW
* KRAS G12C-mutated mCRC, identified (n=53)
through central molecular testing
« 2 1 prior line of therapy for mCRC; progressed Sotorasib 240 mg daily +
on or after fluoropyrimidine, irinotecan, and BN Randomization panitumumab 6 mg/kg 2QW
oxaliplatin* 1:1:1 (N = 160) (n=53)
« ECOG <2
* Measurable disease per RECIST 1.1 Investigator’s choice:
* No prior KRASE™C inhibitor! Trifluridine/tipiracil or regorafenib
Neo et (n = 54)
Stratified by: prior anti-angiogenic therapy (yes / no), time from Treat until disease progression, start of another anti-
diagnosis of mCRC (218 mo / <18 mo), ECOG status (Oor 1/2) cancer treatment, withdrawal of consent , or
intolerance of treatment
0
™ 0
Ee Confirmed BOR b ”
g i » Bcr Bper £ = 100+
R Osp Wpo 5 8 2
cRe - e = 60
8cE 532
A R £
= Es 20+
- - e o >
g ° ! I I £S5 -20-
c E 9 o o rerrnnnnnLIMnmMm
023 1 B
Of& -100- B 0
g* 26% at 960mg dose 'e: € -100- 6% at 240mg dose
oy =]
: ;

Adapted from Pietrantonio ESMO ‘23; Fakih et al NEJM 2023



Adagrasib + Cetuximab: Efficacy for KRYSTAL-1 Study

Key eligibility criteria

Unresectable or metastatic
KRASC12C.mutated® CRC

Previous therapy:

. Phase 1 and 2: No available
treatment with curative intent
or patient refuses/is ineligible
for SOC

* Phase 2: Previous treatment
with fluoropyrimidine,
irinotecan, oxaliplatin,
and a VEGF/VEGFR inhibitor

ECOG PS 01

Phase 1

Phase 2

+ cetuximab®
n=32

+ cetuximabd
n=62

Key study objectives®
*  Primary endpoints:
* Phase 1: Safety

* Phase 2: ORR (BICR per
RECIST v1.1)

=  Secondary endpoints:
* Phase 1/2: DOR, PFS, OS
* Phase 2: Safety

N=94

Kopetz et al AACR ’24, Yaeger et al Can Disc ‘24
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Best Tumor Change From Baseline
20 -

0 Il

-20 =

40 -
Responses

-60- = Partial response
Stable disease
-804 = Progressive disease

Maximum % Change From Baseline

-100 = Evaluable Patients

. L o/ 4
Confirmed objective response rate was 34.0% Vedian PFS was 6.9 months

(95% Cl, 5.7—7.4)

Disease control was observed in 80/94 patients (85.1%)

20RR for the Phase 1 portion (n=32) was 43.8%; ORR for the Phase 2 portion (n=62) was 29.0%

All results are based on BICR. Waterfall plot excludes eight patients without any post-baseline scans ’ : ‘
Data as of June 30, 2023 (median follow-up 11.9 months) Kopetz et al AACR "24, Yaeger et al Can Disc ‘24
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Conclusions

Treatment options for HER2 amplified cancers include:

« Trastuzumab + tucatinib: For RAS wild type only, targets cellular signaling

« Trastuzumab deruxtecan: Any RAS status, ADC w/ topoisomerase payload
Treatment options for KRAS G12C mutated CRC include:

« Sotorasib + panitumumab

» Adagrasib + cetuximab

Durability of the regimens remains a limitation with PFS generally ~6 months

Future therapies targeting other RAS mutations are anticipated



ASCO 2024

e Strickler JH et al. Final results of a phase 2 study of tucatinib and trastuzumab for HER2-positive
mCRC (MOUNTAINEER). ASCO 2024;Abstract 35009.

* Fakih M et al. Overall survival (OS) of phase 3 CodeBreaK 300 study of sotorasib plus panitumumab
(soto+pani) versus investigator’s choice of therapy for KRAS G12C-mutated metastatic colorectal cancer
(mCRC). ASCO 2024;Abstract LBA3510.

 Morris V et al. SWOG S2107: Randomized phase Il trial of encorafenib and cetuximab with or without

nivolumab for patients with previously treated, microsatellite stable, BRAFV600E metastatic and/or
unresectable colorectal cancer. ASCO 2024;Abstract TPS3640.




What Clinicians Want to Know:
Addressing Current Questions and Controversies
in the Management of Metastatic Breast Cancer

A CME Symposium Held in Conjunction with the 2024 ASCO® Annual Meeting

Monday, June 3, 2024
7:00 PM -9:00 PM CT (8:00 PM — 10:00 PM ET)

Faculty
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Thank you for joining us!

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

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




