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Final Overall Survival for the Phase 3 KN177
Study: Pembrolizumab Versus Chemotherapy in
Microsatellite Instability-High/Mismatch Repair
Deficient (MSI-H/dMMR) Metastatic Colorectal
Cancer (mCRC)
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Pembrolizumab in MSI-H mCRC

» Immune-checkpoind blockade has predicted chinical benefit in patients with
mismatch-repair deficient (dMMR) or MS1-H mCRCY

= Pambrolibumab provided supenar PFS varius chemalharapy in palients with
MSI-HMAMMR mCRC, a1 nledim analyais 2 (IAZ) ofl KEYNOTE-177*
Niptian PES: 16,5 v 8.3 mo; WM 060 Pl 00027
Lot icideno of grade 23 irestmeni-nelaled events (22% va BE%)" and bener quatty
of e
Contritetesd 10 FOA snd E WA spproal of pembrolinumab for T Sind-ine treatmant of
il with maL O iWeseoiabls (only FOA) MESIH o MR CRC

* 'Wa report results of gveral survival at the final analysis of the phase 3 sludy
of pambrolizumab versus chamotharapy (1 bevaczumal of chiuximal) As
Ergh-lrs epragry in MSHHOMMR mCRC
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KEYNOTE-177 Study Design
(NCT02563002)
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Statistical Considerations

EMcacy: intantion-io treat populaton of all randomized patients

Safety: as-treated population of randomized patients with 21 treatmant
dose

Dual-primary endpoints of PFS and 03 success if pembrolizumaly superiar
o chematharapy for either primary endpoint

Final 05 analysis: planned 1o occur at final analysis after approximately
190 OF evenls occurred, or 12 menths after 142, whichever occurred first
One-sided o of 00246 nequired for supidicrty of pamirokrumal virsus
chistaarigy n (5
Final arabyis cocumed 12 months alter 1AZ
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Baseline Characteristics
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Progression-Free Survival
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Progression-Free Survival

Time from randomization to progression on next line therapy or any cause death

B 0 G

el e o
" — i P
" _—

m -3

e
i
E™

_.._....n.u-...__..| IR

e T ST RRY

1 L

R e i e e TR
R EE T T E R EE R
. P ety

Contentof this presentaton s the propery of the author,censed by ASCO. Permission e quired forreuse. GW . g

© 2021 Oncology Update Course



Updates in Gl Oncology
George Kim, MD

|
Antitumor Response

Friday, August 20, 2021

A T
AR s FIIEN]
[ SRR -
G Lemae oy [T:1]
....... - i be e
SRR M (1 I
Dinsases corirod rae |CR=PE 50 T LT
Vg dusa a5 G ETEEY
[ T3 201
[y— son 7 m
Mhackan curion or regoras gl mo KR 3 81 5e) 108 (28 1o 483
* 34 ot mpmras Arsten % s 14
1 581 1 1 s e v
Contntot i prsentaio i th propryo e author,kensed by ASCO, Perissian o qure o tuse GW . s

Cross Over and Subsequent Therapy
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OS in Key Subgroups
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Summary of Events in All Treated Patients
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Summary and Conclusions (1)
* Pembeoolizumab varsus chematharapy provided statstically suporior PFS
as first-line thorapy for patients with MS1-H mCRC

Fambrolizumal verss chemotferary mel the oriteria for superionty in PFS al 1A2'
Supericely was nol fonmally lesied al fnal sralyss

« Fower reaiment-elaind adverse avants observyed wilh pambrolizumat
wersws chamolhefapy: grade 23 treatment-relabed ovents (22% vs BE%)

* Schodule with 30 manutes infusion QIW more convensant companad io
chamathesapy £ celuximab and bevacizumat G2W (48 hours)

* Pembrolizumab monatherapy provided cinically meanngful improvements
in HROoL versus chemolherapy in this population’
Limzatiam mchals open bbel sl and PRCy as expiorsscey end ponts
Pty avn mostly bmilsd b nssfesent poriod in Tt ling
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Summary and Conclusions (2)

« Treatmant with pembrolzumab versus chamothesapy is asaocialed with &
nan-slatistcally significant reduction in mornalty
HR far 08: 0 T4 (P = 00350, did ol masl theashold lor sgrlicancs|
Figh crossovar rade from chamctharapy to anti-FD- 1PD-LY therageas in second fine
of B0

* Thess data confim pembrolizumab as standand of can in the first line for
patients with MSI-H/dMMR mCRC
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PHASE Il STUDY OF ANTI-EGFR RECHALLENGE THERAPY
WITH PANITUMUMARB DRIVEN BY CIRCULATING TUMOR
DNA MOLECULAR SELECTION IN METASTA%

COLORECTAL CANCER:
THE CHRONOS TRIAL
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Background and rationale (I)
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Background and rationale (II)
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= Resstarcs io anb-EGFR modbs

predominally diiven by mitant RAS snd
EGFR sciodomain clanes'’

Reséilands Can b meaitoned by ctDMA in
plasms

» RAVEGFR alleben docling upon emi-EGFR

irarapy wilthdemwal, leading the tumor fo
repain sanstivity'*

Ciinlesi-bsisd rechallangs has show
promizing results” *

Mu dala am availablo regarding the
intervardional use of cEDHA
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An-EGFR rechallenge stratoghes: .
Clhinical-bawad rechallangs = J0% ORAR
Coided clIMA-drtves rechallangs 9o Latler?
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Background and rationale (II)

= Resstarcs io anb-EGFR modbs

predominally diiven by mitant RAS snd
EGFR sciodomain clanes'’

Reséilands Can b meaitoned by ctDMA in
plasms

» RAVEGFR alleben docling upon emi-EGFR

irarapy wilthdemwal, leading the tumor fo
repain sanstivity'*

Ciinlesi-bsisd rechallangs has show
promizing results” *

Mu dala am availablo regarding the
intervardional use of cEDHA
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RAS/BRAFWT mCRC on tissue analysis
ECOG P3 0-2
CR/PR to a previous anti-EGFR regimen (any line)
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Trial Eligibility and Study Design
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Trial Eligibility and Study Design

RASTRAN WT mCRC on tases srnatpus
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Trial Eligibility, Objectives and Statistics
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Baseline Characteristics
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Dynamics of Response and PFS
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Conclusions
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The TRUSTY study:

A randomized phase 213 study of triflunding/lipiraci plus bevacizumab
versus innolecan and Muoropyrimiding plus bevacizumab
as sacond-line treatmant in patients with metastalic colorectal cancer
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Background-1 (No evidence of FTD/TPI+BEV in 2nd-line setting)

I.Hna and subsbiguent estment,

« Eficacy of tinflundinatipirncil {FTOCTP i+ bavacoumab (BEWV) has been demonstrated o
clinical trinls. '

= M5 9,1=11.4 monttes; mPFS 3. 7=5 8 months, ORR 2-8.3%: DCR 61-T 2%
« FTINTPI«BEY I8 recommandad in the NOCH guidelines

1"<dine trostmant,

+ FTINTPI«BEY ahowed promising efcacy in pabants inaligibls or mlonshve Sarapy of
in eldedly patisnis. **

= mdE 18-22 4 manths, mPFS 8.2-8.4 months: ORR 3d-40 5%, DCR B6-86 5%
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TRUSTY Study Design
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Primary endpoint

Overall survival
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Progression-free survival

8 e

Contentaf s prsentaonis hepropery e authr, censc by ASCO. ermisio equed o ruse. GW . g

|
Best overall response
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2021 ASCO DESTINY-CRCO1

Trastuzumab Deruxtecan (T-DXd: DS-8201) in Patients With
HERZ-expressing Metastatic Colorectal Cancer: Final Results
From a Phase 2, Multicenter, Open-label Study (DESTINY-CRCO1)

Takayuki Yoshino, National Cancer Cenler Hospital East, Kashia, Japan
Juna T, 2021
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Unmet Clinical Need for Approved Targeted
Therapies in HER2-Positive Metastatic CRC
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DESTINY-CRCO1 Study Design

Baseline Characteristics
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Baseline Characteristics (cont)
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Best Change in Tumor Size in Cohort A
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Change in Tumor Size Over Time
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ORR by Subgroup in Cohort A
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Overall Safety Summary
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TEAEs in =20% of Patients
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AEs of Special Interest: Interstitial Lung Disease
Addpudicated ﬂlug-:ll..lhd LBk
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Conclusions
i T-DXd monctheragy at e 0.4 mgky QYW doss showed promising sctivity amd durability

with |omger-tenm lodlow-up [addilonal 350 weeks irom (e primary analysis) in patients
with HER2+ mCRC

= Thass promising results suppor continued sxploration of T-00d in patiants weth HERZs
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Backgrounds
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Objectives
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+ Study Design

Content ot tis presentatio s the propertyof the author, Icensed by ASCO, Permission fe quied orreuse. GW . P

© 2021 Oncology Update Course



Updates in Gl Oncology .
George Kim, MD Friday, August 20, 2021

¥ Study Design
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v Statistical considerations
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Depth of Response <primary endpoint>
v By Central Review

aoa ASCO
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Waterfall Plot (Depth of Response) v By Central Review

on ASCC
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Waterfall Plot (Depth of Response) + By Central Review
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Depth of Response by tumor location

Overall Response Rate
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Early Tumor Shrinkage (ETS) Rate at week 8

R0 Resection Rate
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Conclusion

IRl plus catuximab b

y superior to the m-FOL )
s of DpR as the primary endpoint in firsl-line treatmeant
for RAS wild-type mCRC.
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RAMDOMIZED ETUDY TO INVESTIGATE FOLFONIRI FLUS
EITHER BEVACIZUMAR OR CETUXIMAR AS FIRST-LINE
TREATMENT OF BRAF VEDDE-MUTANT MCRC

THE PHASE-A FIRE-4.5 STUDY (AMD KRAK-2110)
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Rationale of the study design
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Progression-Free-Survival (PFS)
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Mivolumab plus ipilimumab or nivolumab plus
chemotherapy versus chemotherapy as first-line
treatment for advanced esophageal squamous cell
carcinoma: first results of the CheckMate 648 study
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Exposure and disposition
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Owverall survival; NIVD + chema vs chemo
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Owerall survival: NIVD + Pl vs chemo
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Overall survival subgroup analysis: NIVO + chemao vs chemo
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Progression-free survival: NIVD « chemo vs chemao
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Progression-free survival; MIVO « IPI vs chemo
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Response and duration of response: NIVD + chemo vs chemo
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Response and duration of response: HIVO + IPI vs chemao
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TRAEs with potential immunologic etiology
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First-line nivolumab plus chemotherapy vs
chemotherapy in advanced gastric cancer/
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A
adenocarcinoma; expanded efficacy and safety
data from CheckMate 649
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NIFTY: Multicenter, Open-label, Randomized
Phase 2B Study
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Primary Endpoint: BICR-Assessed PFS
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Secondary Endpoint: Overall Survival
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Post-Study Treatment
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Meoadjuvant Hepatic Arterial Infusion Chemotherapy (HAIC) with
FOLFOX Could Improve Outcomes of Resectable BCLC Stage
AJB Hepatocellular Carcinoma Patients Boyond Milan Criteria:

An Interim Analysls of & Multi-center, Phase 1, Randosmised, Camralled Clinkeal
Trigl,

Shachua Li, Deparirment of Liver Surgery, Sun Yai-aen Unharaity Cances Canser
Guangzhou, P B. China
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Background

FPotantial neocadjuvant treatmoent oplions:
TACE, tangef therapy, HAIC.

Disadvantages of TACE as a necadjuvant treatmeant:
Severe posl-emboization syndrome,
Severe infllammation leads 10 adhesion

Increasing risk and difficully of cporation

Disadvaniages of targel therapy as a nooadjuvant treatmant:
Lo [emiof responss fale,
Lovw cosl-aMnctve
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Background

HAIC showed better survival benefits than TACE or sarafenib in
advanced HCC:
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Study Design

Overall design:

A multi-center, prospective randomized, open-label, phasa 3,
eoainglled clirmcal iral

Study Objective:

To evaluate the ellect of preoperative meoadjuvant HAIC on (ha
survivad of palients with BCLC stage A/B HCC bayond the Milan criteria
wha undéerwant hepateciomy

Primary endpaint: Overall survival (03),
&:un&r%cnﬁp-ninu: Progression free survival (PFS), recurrence frae

survival (RFS), and safety
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Treatment Plan T
Candidates ware randomzed as 1:1 .

Tumor responss was evalualed

following mRECIST.
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Advantages of necadjuvant HAIC
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Efficacy

PO.4, 40% pCR. 1D
ORR 63.6%: -

DCR 96.0%

88 of 99 (B8.9%) palonts in
treatrmant group undanaenl
hapatactomy
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Safety

experienced grade 1 and 2 AEs, respectivaly;

treatment and control groups (pe0. 300)
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59 of 99 (58.8%) and 26 of 98 (26.3%) patiants in treatment group

Ma significant diference in opoaration relaled AEs batwean
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Prospective

Kore centers, larger populstion, and longer follow-up;
More effective and tolerable chemotherapy regimen;
Better liver funclion profection,

Treatment strategy after operation

Machanism for lower incidence of MV
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