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We Encourage Clinicians in Practice to Submit Questions

I8

Feel free to submit questions now before the program
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

-

Drag the white line above the submission box up to create
more space for your message.



Familiarizing Yourself with the Zoom Interface

-

Press Command (for Mac) or Control (for PC) and the + symbol.
You may do this as many times as you need for readability.



Clinicians in the Audience, Please Complete
the Pre- and Postmeeting Surveys
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Dr. Philip - Case #1: Colorectal Cancer

* /6-year-old male with good health
* Feb 2021 -

* Left hemicolectomy for acute bowl
obstruction
* Mucinous adenocarcinoma
« pT3pN1aMo (1/15 LN)
* MSI-high, TMB 31, BRAFY6%E PD-L1 =0

* Post-op plasma ctDNA=0

* April to July 2021-
* Adjuvant CAPOX x4 cycles




Dr. Philip - Case #1
Colorectal Cancer

* Sept 2021 -
* ctDNA positive

Dec 2021 -
e Leftflank pain + rising CEA
* Leftflank mass biopsy = adenoc
* MRI shows peritoneal carcinomatosis
* Plasma ctDNA = positive

Feb 2022 -

* Ipilimumab and nivolumab
* Quick normalization of the plasma ctDNA

June 2022 -

* Hand arthropathy grade 2
* Maintained on pred 5 mg QD & hydroxychloroquine

Feb 2024 -
e Offanytreatment
* Radiographic and ctDNA complete response
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Association of ctDNA-based MRD detection and MRD clearance with

short-term overall survival in patients with resectable colorectal
cancer: Updated analysis of CIRCULATE-Japan GALAXY

* Prospective observational study

* Tumor informed MRD assay at 1, 3, 6, 9,
12, 18, & 24 months

* MRD window post surgery = 2-10 weeks
* Median follow up time =23 months

e Stagel 10%, stage llIl/IV > 50%
e T3-T473%
* N1-N2 46%

* Adjuvant therapy received in 42%

Nagata J et al. ESMO 2024 ;Abstract 553P



Results

* MRD positivity was significantly
associated with poorer 24- and
36-month OS and DFS

* ctDNA clearance was
significantly associated with
superior DFS and OS

* 9.3% of MRD-negative patients
developed molecular recurrence
of whom >80% recurred by 12
months and >95% recurred by 18
months after surgery




Survival benefit of adjuvant chemotherapy based on molecular residual disease
detection in resected colorectal liver metastases: Subgroup analysis from
CIRCULATE-Japan GALAXY

ctDNA positivity in the MRD window as
well as during surveillance was associated
with significantly inferior DFS/OS

Kataoka K et al. ESMO 2024:Abstract 558P



Survival benefit of adjuvant chemotherapy based on molecular
residual disease detection in resected colorectal liver metastases:
Subgroup analysis from CIRCULATE-Japan GALAXY (continued)

Kataoka K et al. ESMO 2024:Abstract 558P

Potential benefit of adjuvant
therapy in MRD positive
subgroup but no statistical
benefit in the MRD negative
subgroup




Neoadjuvant immunotherapy in locally advanced MMR-deficient colon
cancer: 3-year disease-free survival from NICHE-2

Chalabi M et al. ESMO 2024;Abstract LBA24



 NICHE-2: ctDNA kinetics and outcome

 Baseline detection in 92% of
patients

* 45% of patients cleared ctDNA
after ONLY one cycle

* Patients who clear ctDNA stay
ctDNA negative

Point of no
recurrence

Chalabi M et al. ESMO 2024;Abstract LBA24



Neoadjuvant nivolumab (nivo) plus anti-LAG3 relatlimab (rela) in MMR-deficient colon
cancer: Results of the NICHE-3 study

Age 652185
Radiographic
T2 2%
T3/T13-4a 31%
T4a 44%
T4b 24%
Radiographic
cNO 37%
0 . . . .
bl 63% Primary Endpoint = path response rate (<50% residual disease)
Lynch 19%

De Gooyer PG et al. ESMO 2024;Abstract 5030



NICHE-3 study results

De Gooyer PG et al. ESMO 2024;Abstract 5030



Total neoadjuvant treatment (TNT) with non-operative management (NOM) for
proficient mismatch repair locally advanced rectal cancer (pMMR LARC): First results

of NO-CUT trial

N =180

Mid 59%, Low 41%
cT374%, cT4 18%
sl 11%, slll 89%

Amatu A et al. ESMO 2024;Abstract 5090



NO-CUT trial: secondary analyses

Local regrowth (%
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» Organ preservation rate was 85% (39/46)
+ All patients with Local Regrowth (LR) underwent
rescue surgery, 42% (3/7) sphincter sparing

* AllLR occurred between 4 and 18 months

Amatu A et al. ESMO 2024;Abstract 5090




Nivolumab (NIVO) plus ipilimumab (IPI) vs chemotherapy (chemo) as first-line (1L) treatment
for microsatellite instability-high/mismatch repair-deficient (MSI-H/dMMR) metastatic colorectal
cancer (IMCRC): Subgroup efficacy and expanded safety analyses from CheckMate 8HW

André T et al. ESMO 2024;Abstract 541P



CheckMate 8HW: Results in subgroups based on molecular markers
and liver involvement

André T et al. ESMO 2024;Abstract 541P



Questions?



Targeting HER2-Expressing mCRC Using T-DXd:
DESTINY-CRCO1 and DESTINY-CRCO2 Phase Il Studies

DESTINY-CRCO1

DESTINY-CRC02

Raghav KPS et al. ASCO 2023;Abstract 3501. ORR = objective response rate; PFS = progression-free survival; OS = overall survival; DOR = duration of response; DCR =
Yoshino T et al. Gastrointestinal Cancers Symposium 2022;Abstract 119. disease control rate; cORR = confirmed ORR; BICR = blinded independent central review; CBR = clinical benefit rate



Phase Il DESTINY-CRCO1 and DESTINY-CRCO02 Trials: Efficacy

DESTINY-CRCO1

DESTINY-CRCO02

Raghav KPS et al. ASCO 2023;Abstract 3501. CR = complete response; PR = partial response; SD = stable disease; PD = progressive disease;
Yoshino T et al. Gastrointestinal Cancers Symposium 2022;Abstract 119. NE = not evaluable



Sotorasib with Panitumumab for
MCRC with a KRAS G12C Mutation:
Phase lll CodeBreaK 300 Study

Fakih M et al. ASCO 2024;Abstract LBA3510.




PFS
(Primary endpoint)

Final OS analysis
(Secondary endpoint)

Fakih M et al. ASCO 2024;Abstract LBA3510.
Fakih MG et al. N Engl J Med 2023;389:2125-39.

Phase Ill CodeBreaK 300 Study: Survival



Adagrasib and Cetuximab for mCRC with a KRAS G12C Mutation:
The Phase I/1l KRYSTAL-1 Trial

Yaeger R et al. Cancer Discov 2024;14(6):982-93.



Zanzalintinib (XL092) and Atezolizumab: Mechanism of Action

Zanzalintinib is a novel TKI targeting VEGFR, MET, and the TAM kinases (TYRO3, AXL, MER),

which are involved in tumor angiogenesis, metastasis, and immunosuppression.

Saeed A et al. ASCO 2024 :;Abstract TPS3634.



STELLAR-303: A Phase lll Study of Zanzalintinib/Atezolizumab
versus Regorafenib for Previously Treated Metastatic CRC

SOC = standard of care; NLM = no liver metastases

Saeed A et al. ASCO 2024 :;Abstract TPS3634.



POD1UM-303/InterAACT 2: Phase lll study of retifanlimab with carboplatin-paclitaxel (c-p) in
patients (Pts) with inoperable locally recurrent or metastatic squamous cell carcinoma of the
anal canal (SCAC) not previously treated with systemic chemotherapy (Chemo)

Rao S et al. ESMO 2024;Abstract LBA2



POD1UM-303/InterAACT 2: secondary analyses

Rao S et al. ESMO 2024;Abstract LBA2

A potential new standard of care
for advanced anal squamous cell
cancer




Questions?



Dr. Philip - Case #2: Pancreatic Cancer

/7-year-old male
May 2021 -

 Umbilical mass = adenocarcinoma, KRAS"
 CT=multiple liver lesions, panc body mass, peritoneal nodules

June 2021 —
* Gemcitabine nab-paclitaxel — quickly changed to Q 2 weeks

* Radiographic improvement with drop in CA199
* Marked fluid retention

June 2023 -
* CT progression and rising CA199



Dr. Philip - Case #2: Pancreatic Cancer

Pemigatinib Naliri/SFU
9.0 mg Sept 2024
June 2023 \
Gem/NabP
From June 2021 CT=PD
Pemigatinib x 12 months
* 9mgQD Pemigatinib Pemigatinib
4.5 mg QD 4.5 mg discontinued
4.5 mg alternate days July 2024

* Hyponatremia Gr 3/ hyperphosphatemia Gr 2

 Radiographic improvement and drop in CA199

* Currently alive with disease 3 years + 3 months
since initial presentation

Serum CA19-9



Phase Il trial of Pembrolizumab and OLApaRib (POLAR) maintenance for select patients (pts)
with metastatic pancreatic cancer (mPC) with (A) homologous recombination deficiency (HRD),
(B) non-core HRD (ncHRD) and (C) exceptional response to platinum

Park W et al. ESMO 2024 :Abstract 1504MO



Phase Il trial of Pembrolizumab and OLApaRib (POLAR) maintenance for select patients (pts) with
metastatic pancreatic cancer (mPC) with (A) homologous recombination deficiency (HRD), (B) non-core
HRD (ncHRD) and (C) exceptional response to platinum (continued)

Need a randomized trial to

determine the olaparib + IO
efficacy (ongoing SWOG-S2100)

Not all HRD mutations respond
the same to olaparib

Park W et al. ESMO 2024 :Abstract 1504MO



Preliminary safety and clinical activity of ASP3082, a first-in-class, KRAS G12D selective
protein degrader in adults with advanced pancreatic (PC), colorectal (CRC), and non-small cell
lung cancer (NSCLC)

Park W et al. ESMO 2024;Abstract 6080



Preliminary safety and clinical activity of ASP3082, a first-in-class, KRAS G12D selective
protein degrader in adults with advanced pancreatic (PC), colorectal (CRC), and non-small cell
lung cancer (NSCLC) (continued)

Encouraging single agent activity in
pre-treated advanced pancreatic cancer

Well tolerated

Park W et al. ESMO 2024;Abstract 6080



Questions?



CABINET/Alliance A021602 Trial: Cabozantinib for Advanced
Neuroendocrine Tumors After Disease Progression on Prior Therapy

Extra-pancreatic NET Cohort Pancreatic NET Cohort

Chan JA et al. ESMO 2024 :;Abstract 11410.



CABINET/Alliance A021602: Cabozantinib versus Placebo —
Objective Response Rate (ORR)

Chan JA et al. ESMO 2024 :;Abstract 11410.



CABINET/Alliance A021602: Extrapancreatic NET Cohort — PFS

Chan JA et al. ESMO 2024 :;Abstract 11410.



CABINET/Alliance A021602: Pancreatic NET Cohort — PFS

Chan JA et al. ESMO 2024 ;Abstract 11410.



Questions?



Agenda

Module 1: Colorectal Cancer, Anal Cancer and Pancreatic Cancer — Dr Philip

Module 2: Gastroesophageal Cancers, Hepatocellular Cancer and Biliary

Tract Cancers — Dr Bekaii-Saab
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The Implications of Recent Datasets for the Current and Future

Management of Gastrointestinal Cancers (GE and HB Cancers)
An ESMO Congress 2024 Review

Tanios Bekaii-Saab, MD
David F. and Margaret T. Grohne Professor of Novel Therapeutics for Cancer Research |
Chair and Consultant, Division of Hematology and Medical Oncology
Professor, Mayo Clinic College of Medicine and Science
Mayo Clinic in Arizona

Mayo Clinic | Proprietary and confidential. Do not distribute



Gastro-Esophageal Cancers (GE)



Dr. Bekaii-Saab - GE Case

e 71 -year-old female long standing history of GERD presents with odynophagia, 20 |bs weight loss and
poor appetite .

 EGD Fungating, partially obstructive GEJ mass extending to cardia with biopsy confirming poorly
differentiated adenocarcinoma with pMMR , HER2 1+ and CPS >1.

e CT scans of chest abdomen and pelvis reveal multiple liver lesions consistent with metastatic disease.
Biopsy of one of the lesions suggests confirming poorly differentiated adenocarcinoma c/w GE
primary. Tissue was sent for NGS testing. TMB was low, CPS >5 , HER2 non-amplified and RAS/RAF
WT. The tumor sample was positive for CLDN 18.2 expression .

* The patient was started on FOLFOX - Nivolumab



Front Immunol 2023:14:1264912.



Pathological complete response to 5-fluorouracil, leucovorin, oxaliplatin and
docetaxel (FLOT) with or without durvalumab in resectable gastric and
gastroesophageal junction cancer: subgroup analysis by region from the Phase 3,
randomized, double-blind MATTERHORN study

Janjigian Y et al. Gastrointestinal Cancers Symposium2024;Abstract LBA246.



Questions?



First-line (1L) zolbetuximab + chemotherapy in patients (pts) with claudin 18.2 (CLDN18.2) +, HER2-,

locally advanced (LA) unresectable or metastatic gastric or gastroesophageal junction (mG/GEJ)
adenocarcinoma: A pooled final analysis of SPOTLIGHT + GLOW

||n pi:2y] Zolbetuximab B0NG00: mg/m? [V Q3W +
mFOLFOXG IV G2W

Cycles 1-4 {42 daysicycle)

Key Eligibility Criteria

+Previously unireated LA
unresectable or mGIGE)
adenccarcnoma

+CLON18.2+ (2 T5% of
fumor cells demonsrating
maoderate-io-siron

)
CLOM18 membranous
staining|*
«HERZ-
«ECOG PS 01

Stratification Factors
+Region (Asiavs
non-Asia)
«Mumber of organs w/
metastases ([-2ws 2 3)
+Prior gastreciomy
(yes vs naj

HHH (V5] Zolbetuximab B00/G00° mg/m? [V G3W +
CAPOX

Cycles 1-8 (21 daysicycle)

Placebo IV G3W +
CAPDX

Cycles 1-8 (21 daysicycle)

oy sy o

« 05« TTCD in GHS/GoL,
PF, and OG25-Pain

Kang Y-K et al. ESMO 2024;Abstract 1438P.

= ORR!
= DOR'

Zolbetuximab 600 mgim? IV GIW +
54U + folinic acid IV G2

Cyeles ¥+ (42 days/eyele)
Placebo [V QIW +
5FU + folinic acid IV Q2w
Cycles 5+ (42 daysicycle)

Zolbetuximab 600 mgim? IV GIW +
capecitabine?
Cycles 3+ (21 days/cycle)

Si'f'!"?

SPOTLIGHT

GLOW
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Consensus guidance for management of nausea/vomiting in patients treated with

zolbetuximab + chemotherapy: A RAND/UCLA modified Delphi panel study

Figure 1. Consensus Guidance on the Prevention and Management of Nausea and Vomiting in Patients Treated With

Zolbetuximab + Chemotherapy
KEY
ME-1 + 5-HT3 + steroid +
olanzapine Antiemetic regimens
X ; or
prophylaxis | Froveeneolihe
pr_mr tct first recommended high-risk MNK-1 + 5-HT3 + steroid Patient symptoms
infusion antiemetic agents' or
Zolbetuximab infusion rate
5-HT3 + steroid + olanzapine
¥ Consider either making no modifications, After the first hour, (for the
p OF stopping the infusion for 30-60 min and subsequent infusion recommended
During first Mausea alone restarting it at the same rate prior to the and rate) also consider slowing the
infusion, if stop if symptoms improve infusion without stopping it first®
patient is
experiencing - .
B op the infusion for 30-60 min and restart
Aty vomeaing ’ it at a slower rate if symptoms improve?

Make no change or escalate

When planning Nausea alone or
for second or 1 EF"59F1E _?f —» Rate recommended in PI and from previous infusion
subsequent vomiting
> infusions,if
patient in the
prior infusion Repeated Slower than rate o
> recommended in PE and Escalate from previous infusion

experienced* vomiting?

v

During second Mausea alone —p Make no modifications
and subsequent
infusions, if

patient is
experiencing®® e Stop the infusion for 30-60 min and restart
P 9 Any vomiting it at a slower rate if symptoms improve?

Klempner S et al. ESMO GI 2024;Abstract 506P.



Questions?



Frontline Management in 2024 (Minus Claudin)

Biomarker mPFS in ITT Experimental vs. Control mOS in ITT Experimental vs. Control Representative Trial

10.0mvs 8.1m (all pts) 20.0mvs 16.8m (all pts)*
HER2 9.5m vs 9.5m (PD-L1-) 18.2mvs 20.4m (PD-L1-)* KEYNOTE-811
7.7m vs 6.0m (CPS > 5) 14.4mvs 11.1m (CPS > 5)
AR 7.7m vs 6.9m (all pts) 13.8mvs 11.6m (all pts) ek 912
6.9m vs 5.6m (all pts) 12.9mvs 11.5m (all pts)
PD-L1 6.9m vs 5.6m (CPS > 1) 13.0mvs 11.4m (CPS > 1) KEYNOTE-859
6.9m vs 6.2m (all pts) 15.0mvs 12.9m (all pts)
PD-L1 7.2m vs 5.9m (PD-L1 > 5) 17.2mvs 12.6m (PD-L1 > 5) Al
11.2m (Pembro alone) NR (~71% 2yr OS, Pembro)
* o
S SUlE NR (Pembro + chemo) NR (~65% 2yr OS, P + CTX) KEYNOTE-062
44.8m vs 8.8m (CPS > 5)
* =
dMMR* subgroup Not Reported 38.7mvs 12.3m (all pts) CheckMate 649

Janjigian YY et al. Lancet. 2023;402(10418):2197-2208. Janjigian YY et al. Lancet. 2021;398(10294):27-40. Rha SY et al. Lancet Oncol. 2023;24(11):1181-1195. Qiu MZ et al. BMJ. 2024,385:e078876.
Shitara K et al. JAMA Oncol. 2020;6(10):1571-1580.



Oncologic Drugs Advisory Committee (ODAC) Meeting Regarding
Class Evaluation of PD-L1 Expression Levels for Immune Checkpoint

Inhibitors in Gastric and Esophageal Cancers
Press Release: September 26, 2024

“Today the U.S. Food and Drug Administration (FDA) held a public meeting of the Oncologic
Drugs Advisory Committee (ODAC) to discuss the class-wide risk-benefit assessment of PD-L1
expression level cutoffs for immune checkpoint inhibitors in gastric and esophageal cancers.
The Committee voted 10-2, with one advisor abstaining, that the risk-benefit is not favorable
for the use of PD-1 inhibitors in first-line advanced HER2 negative microsatellite stable gastric
and gastroesophageal junction (GEJ) adenocarcinoma in patients with PD-L1 expression <1 and
11-1, with one advisor abstaining, that the risk-benefit is not favorable for the use of anti-PD-1
antibodies in first-line unresectable or metastatic esophageal squamous cell carcinoma (ESCC)
with PD-L1 expression <1.

The ODAC is a source of independent, expert advice and recommendations on marketed and
investigational medicines for use in the treatment of cancer. The Committee offers non-binding
recommendations to the Agency, which will then render a decision and discuss outcomes with
[manufacturers of checkpoint inhibitors].”

https://news.bms.com/news/details/2024/Bristol-Myers-Squibb-Statement-on-Oncologic-Drugs-Advisory-Committee-ODAC-Meeting-Regarding-Class-Evaluation-of-
PD-L1-Expression-Levels-for-Immune-Checkpoint-Inhibitors-in-Gastric-and-Esophageal-Cancers-/default.as px



Final overall survival for the phase 3, KEYNOTE-811 study of pembrolizumab plus trastuzumab and chemotherapy
for HER2+ advanced, unresectable or metastatic G/GEJ adenocarcinoma.

Janjigian YY et al. ESMO 2024;Abstract 14000.



Final overall survival for the phase 3, KEYNOTE-811 study of pembrolizumab plus trastuzumab and chemotherapy
for HER2+ advanced, unresectable or metastatic G/GEJ adenocarcinoma.

gurvival Outcomes by Pre-specified Subgroup PD-L1 CPS 1
tatus

PFS, median (95% CI), mo
HR (95% ClI)

0S, median (95% Cl), mo
HR (95% ClI)

PD-L1 CPS 21 PD-L1 CPS <1
Pembrolizumab Group  Placebo Group Pembrolizumab Group  Placebo Group
N =298 N =296 N =252
10.9 (8.5-12.5) 7.3 (6.8-8.4) 9.5 (8.3-12.6) 9.5 (7.9-13.0)
0.72 (0.60-0.87) 0.99 (0.62-1.56)
20.1 (17.9-22.9) 15.7 (13.5-18.5) 18.2 (13.9-22.9) 20.4 (16.4-24.7)
0.79 (0.66-0.95)

110 (0.72-1.68)

Immune-Mediated Adverse Events and Infusion Reactions
Adverse Events of Interest in all Treated Patients

AEs, n (%)

Grade 3-4
Grade 5

Led to discontinuation of any drug

0
Infusion  Hypothyroidi neumoniti s

Pembrolizumab Group
N = 350

140 (40)
37 (11)
38 (11)
3(1)
27 (8)

Placebo Group

N = 346
86 (25)
15 (4)
11 (3)
1 (<1)
14 (4)
Grade
12 35
Pembro gp -
Placebo gp -

Janjigian YY et al. ESMO 2024;Abstract 14000.
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Trastuzumab deruxtecan (T-DXd) monotherapy and combinations in
patients (pts) with advanced/metastatic HER2-positive (HER2+)

esophageal, gastric or gastroesophageal junction adenocarcinoma
(GEJA): DESTINY-Gastric03

Part 2 of DESTINY-Gastric03, a Phase 1b/2 trial (NCT04379596), with non-contemporaneous and non-randomized arms

Jul Jan Patient population
T-DXd 6.4 mg/kg 2020 bl pop
n=43 » Adults =18 years
« Unresectable, locally advanced or metastatic
T-DXd 6.4 mg/kg + S J ' .
5-Frl|J1.ﬁ:a§e* o 2;2': —|2:2"2 esophageal adenocarcinoma/GC/GEJA
- *« HER2+ (IHC 3+ or IHC 2+/ISH+ per local
T-DXd 6.4 mg/kg + Dec j Jul assessment)
S-FUicape™ + pembro (43 2021 2022 « Treatment naive for metastatic disease
T-DXd 6.4 mglkg + S j Aug * ECOGPSofQorf
pembro 2022 2022 .
=4 Part 2 endpoints
T-DXd 5.4 mg/kg + Sep Jan Primary Secondary Exploratory
- t .
S-FUlcape! + pembro |, 2028 2024 Confirmed - ORR,DOR,and Antitumor
SOC - trastuzumab + | ORR by PFS by investigator  activity by
~ 5-FUlcape + Jul Jul investigator assessment, and OS PD-L1 status
cisplatin/oxaliplatin |,—pq 2020 2021 assessment . Safety and
1 T T T 1 are
2020 2021 2022 2023 2024 DCO tolerability

Enrollment period

Janjigian YY et al. ESMO 2024;Abstract 14010.



Trastuzumab deruxtecan (T-DXd) monotherapy and combinations in
patients (pts) with advanced/metastatic HER2-positive (HER2+)

esophageal, gastric or gastroesophageal junction adenocarcinoma
(GEJA): DESTINY-Gastric03

% DESTINY-Gastic03 Janjigian YY et al. ESMO 2024;Abstract 14010.

Objective response rate and best percentage change from baseline
in target lesion size

T-DXd 6.4 mglkg + T-DXd 6.4 mgikg + T-DXd 6.4 mglkg T-DXd 6.4 mglkg + 5-FUicape 1000 mg/m?
5-FUlcape 1000 mg/m? 5-FUlcape 1000 mg/m? +pembro n=41

Progression-free survival in all patients and by PD-L1 status

+pembro mPFS, months (35% C1) mPFS, months (95% C)
n=41 n=43 n=4 0 Al patients: 9 (5, 17) 10 — All patients: 20 (10, 28)
mFollow up, months 17 A 17 15 5 18 2 08 CPS 21%: 10 (5,21) £ 08 —- CPS 21%: 14(7,29)
mDOR, months (95% Cl) 18(6,30) 20(12,28) 17(8,NE) 18(5,21) NE (2, NE) 14(5,20) % CPS <1%: 8 (4, 21) % —- CPS <1%: 26 (8, NE) Data for arm T-DXd 5.4 mg/kg +
Confirmed ORR, % (5% CI)  49(33,65) 78(62,90) 5 (42, 73) 63 (46, 78) 59 (40,77) 76 (56, 90) 06 06 5 FUlcape 750 mgim2 +
CPS 21% 57 7 7 78 62 85 2 0 €04 pembro are immalure
CPS <1% 53 7 39 4 4% 7 a ot
g 02 B 02
o [
754 L e e e e R S S e s | w77
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CPS <1% #CPS <1% ECPS<I% £CPS<I% CPS <1% CPS <1% et Time fromfirst ose (month} e Time from firt dose (months)
304 CPS missing . CPS missing CPS missing CPS missing CPS missing CPS missing Mipaients 43 34 2 7 11 1 10 7 4 3 2 1 0 O Mlpatients 41 35 32 28 2 19 18 18 4 13 4 0 0 O
e i cPSei% 21 m 12 9 5 505 3 1 1 1 | n u CPSal% 2 m |a 2 ¢ B 7 7 8 6 2 0 o a
= cPS<i% 15 5 4 3 3 RS <t% 15 0 &8 8 7 8 5 2 0
X
] ";- T-DXd 6.4 mglkg + pembro T-DXd 6.4 mglkg + 5-FU/cape 1000 mg/m? + pembro
3,5 0 n=41 n=43
E H mPFS, months (95% CI) mPFS, months (95% CI) 1.0+ mPFS, months (95% CI)
&G ” — Al patients: 8 (5, 20) " — All patients: 10 (5, 18) @ Al patients: 12 (5, 20)
88 o5 w08 --- CPS 21% 8 (4, NE) u 08 --= CPS 21%: 14 (5, 20) i 08 CPS21%: 10 (4, 20)
£8 E 06 e CPS <1%: 6 (4, 20) S 06 wm CPS <1%:6 (2, 11) ; 06 CPS<1%: 11 (1,32)
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003 6 9 121518 2124 27 30 33 3% 39 0 3 6 9 121518 212427303 % 9 0 3 6 9 121518 2124 27 30 33 % B
Humber of Time from first dose (months) Number of Time from first dose (months) Number of Time from first dose (months)
~100- patients at risk patients at risk patients at risk
Alpafents 41 33 24 16 15 15 14 7 1 0 0 0 0 0 Alpatients 43 38 27 22 17 14 n z 0 0 0 0 0 0 Mipstens 20 % 18 18 14 11 & § & 5 3 1 0 10
CPSaf% 18 14 12 8 8B 8 T 1 0 0 0 0 0 CPS:% W 17 4 12 0 7 000 0 0 0 0 CPSa% 2 2 13 M0 0 & § 3 3 3 1 1 0 0
Assessmens were by Invesfigator using RECIST 1.1. Best percentage change is the maximum reduction or minimum increase from baseline in the target lesion size; the dashed lines at -30% and 20% change in target lesion CP5<1% 16 13 7 5 5 § & 2 L CPS<i% 13 10 6 3 2 2 1 0 o0 0 0 0 0 CP3<!% 7 & § 3 3 3 3 2 2 2 2 0 0 1
size indicate the thresholds for partial response and progressive disease, respectively.
Treatment related SAE, n (%) 8 (19) 7 (17) 22 (51) 14 (34) 1(3)
Treatment related deaths, n (%) 0 1(2) 4(9) 4 (10) 0
Grade >3 drug related ILD/Pneumonitis, n (%) 0 0 3(7) 1(2) 0




Questions?



Hepatocellular Cancer (HCC)



Dr. Bekaii-Saab - HCC Case

e 65 -year-old male presents with abdominal pain and weight loss in October 2022. Labs normal except for an elevated
AST/ALT. CT abdomen/pelvis for abdominal pain showed 6.5 cm mass in the inferomedial margin of the liver.

* The patient undergoes surgical resection in December 2022 with clear margins and evidence of a moderately
differentiated HCC

* AFP remains elevated at 65

* April 2023 a restaging CT of the chest, abdomen and pelvis shows numerous pulmonary nodules and a left liver mass
consistent with HCC and large. AFP is now 1645

 May 2023, we initiated Durvalumab/Tremelimumab (STRIDE) with evidence of good tolerability except for mild diarrhea
that was controllable. CT scans suggest a favorable response and in December 2023, repeat CTs chest show resolution of
all pulmonary nodules with a significant decrease of the liver mass. His AFP is now WNL

 The patient remains on Durvalumab with good tolerability and a near CR



Five-year overall survival (OS) and OS by tumour response measures from the phase Il HIMALAYA study of

tremelimumab plus durvalumab in unresectable hepatocellular carcinoma (uHCC).

Rimassa L et al. ESMO 2024 ;Abstract 947MO.



Nivolumab (NIVO) plus ipilimumab (IP1) vs lenvatinib (LEN) or sorafenib (SOR) as first-line (1L) treatment for

unresectable hepatocellular carcinoma (UHCC): Expanded analyses from CheckMate 9DW.

Decaens T et al. ESMO 2024 ; Abstract 965MO.



Nivolumab (NIVO) plus ipilimumab (IP1) vs lenvatinib (LEN) or sorafenib (SOR) as first-line (1L) treatment for

unresectable hepatocellular carcinoma (UHCC): Expanded analyses from CheckMate 9DW.

Decaens T et al. ESMO 2024 ; Abstract 965MO.



Questions?



Transarterial chemoembolization (TACE) with or without lenvatinib (len) + pembrolizumab (pembro) for

intermediate-stage hepatocellular carcinoma (HCC): Phase Ill LEAP-012 study

Progression-Free Survival per RECIST v1.1 by BICR

100 Events, Median (95% CI),
n (%) months
907 Lenvatinib + pembrolizumab + TACE | 132 (55.7) 14.6 (12.6-16.7)
80 62.2% Dual placebo + TACE 154 (63.4) 10.0 (8.1-12.2)
_ 43.4%
70 |
e 607 39.1:/.:
& 50 27.9% HR, 0.66 (95% ClI, 0.51-0.84)
L P2 =0.0002
407
307
20
.
107 .
0 T T T I| T i T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Months
237 207 176 136 112 72 57 26 22 15 10 7 2 1 4]
243 190 144 89 72 48 37 18 12 8 5 3 3 1 0
Overall Survival
22(1):? Events, n (%)
1007 P 74.6% Lenvatinib + pembrolizumab + TACE 69 (29.1)
90
80 : Dual placebo + TACE 82 (33.7)
s 707 :
g 7 | i
© 501 | a
a |
307 ; HR, 0.80 (95% Cl, 0.57-1.11)
20 ; Pa = 0.0867
107 :
0 T T T T T T T : T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Months
237 234 224 214 209 180 161 124 95 74 49 31 17 T 1 0

Llovet J et al. ESMO 2024 :Abstract LBAS. 243 242 233 216 202 173 145 112 86 65 42 27 15 4 1 0



Outcomes by baseline tumour burden in EMERALD-1: A phase Ill, randomised, placebo (PBO)-controlled study of

durvalumab (D) + bevacizumab (B) with transarterial chemoembolisation (TACE) in participants (pts) with embolisation-
eligible unresectable hepatocellular carcinoma (uHCC)

Kudo M et al. ESMO 2024; Abstract 950P.



Outcomes by baseline tumour burden in EMERALD-1: A phase Ill, randomised, placebo (PBO)-controlled study of

durvalumab (D) + bevacizumab (B) with transarterial chemoembolisation (TACE) in participants (pts) with embolisation-
eligible unresectable hepatocellular carcinoma (uHCC)

Kudo M et al. ESMO 2024; Abstract 950P.



Questions?



Biliary Tract Cancer (BTC)



Durvalumab ( TOPAZ1) or Pembrolizumab (K966) plus Gemcitabine and Cisplatin in Advanced
Biliary Tract Cancer

Trial TOPAZ1 K966
Durvalumab Placebo Pem(lf\lrzosl’i;;;n ab 23|\Ila=c5e3b60)
(N=341) (N=344)
ORR (%) 27% 19% 29% 29%
7.2 5.7 6.5 5.6

Median PFS, mos

0.75 (35% Cl, 0.63 to 0.89) HR 0.87 (95% Cl, 0.76 to 0.99)

P=0.001
12.8 11.5 12.7 10.9
Hilelem 8, mes 0.80 (95% Cl, 0.66 to 0.97) HR 0.83 (95% Cl 0.72 to 0.95)
P=0.021 P=0.0034
Adverse Events (G3/4/5) 63% 65% 70% 69%

Oh DY et al. NEJM Evid 2022;1(8):EVID0a2200015. Kelley RK et al. Lancet 2023;401(10391):1853-1865.



FGFR Inhibitor Efficacy in FGFR2 Fusion BTC

Pemigatinib Infigratinib Futibatinib
(N=107) (N=108) (N=103)
23%
RR 9 42%
0 36% (1 prior Line of Rx 34%) °
DCR 82% 84% 83%
mPFS 6.9 mos 7.3 mos 9 mos
mDOR 7.5 mos 5 mos 9.7 mos
mOS 21.1 mos 12.2 mos 21.7 mos
64% 64% 57%
Toxicities (G3/4) Hyperphosphatemia, Hyperphosphatemia, Hyperphosphatemia,
Alopecia, Diarrhea Stomatitis, Fatigue Diarrhea, Dry mouth

1. Abou-Alfa GK et al. Lancet Oncol. 2020;21(5):671-684; 2. Javle M et al. Lancet GH, 20213. Goyal Let al. NEJM 2023.



HER2 Inhibitor Strategies in HER2+ BTC

Zanidatamab

Pertuzumab/Trastuzumab Tucatinib/Trastuzumab Trastuzumab Deruxtecan  Trastuzumab Deruxtecan
(MyPathway - N=39)? (SGNTUC-019- N=30)°  (HERB; NCCH1805 N=22)>  (DESTINY-PanT02 N=16)c  (HERIZON-BTC-01- N= 80)¢

ORR 23% 46.6% 36.4% 56.3% 41.3%
DCR 74% 76.6% 81.8% 66% ( @12wks) 68.8%
mPFS 4.0 mos 5.5 mos 5.1 mos 7.4 mos 5.5 mos
mOS 10.9 mos 15.5 mos 7.1 mos 12.4 mos NR ( 70% @ 9 mos)
DOR 10.8 mos 6 mos 7.4 mos 8.6 mos 12.9 mos
Toxicities

469 609 81.39 73.29 57.59
(G3/4) % % % % %

a|HC 3+ or FISHC/ISH+ or Ampl by NGS
bIHC 3+ or 2+/ISH+

¢IHC 3+

d|HC 3+ or 2+ and ISH+

1. Javie, et al Lancet Oncol, 2021; 2. Nakamuraet al , J Clin Oncol 2023; 3.0hba et al . J Clin Oncol 2024; 4. Meric-Bernstram et al J. Clin Oncol 2024; 5. Harding et al Lancet Oncol 2023




Questions?



Data + Perspectives: Clinical Investigators Explore the

Application of Recent Datasets in Current Oncology Care
A Multitumor Hybrid Symposium in Partnership with
Florida Cancer Specialists & Research Institute

Saturday, October 26, 2024

HR-Positive Breast Cancer Prostate Cancer
Faculty Faculty
Joyce O’Shaughnessy, MD Matthew R Smith, MD, PhD
Seth Wander, MD, PhD Sandy Srinivas, MD
Moderator

Neil Love, MD



Data + Perspectives: Clinical Investigators Explore the

Application of Recent Datasets in Current Oncology Care
A Multitumor Hybrid Symposium in Partnership with
Florida Cancer Specialists & Research Institute

Saturday, October 26, 2024

Non-Hodgkin Lymphoma and Chronic

Lung Cancer Lymphocytic Leukemia

Faculty Faculty
Sarah B Goldberg, MD, MPH Brad S Kahl. MD
Joshua K Sabari, MD Sonali M Smith, MD

Moderator
Neil Love, MD



Data + Perspectives: Clinical Investigators Explore the

Application of Recent Datasets in Current Oncology Care
A Multitumor Hybrid Symposium in Partnership with
Florida Cancer Specialists & Research Institute

Saturday, October 26, 2024

Multiple Myeloma

Faculty
Shaji K Kumar, MD
Noopur Raje, MD

Moderator
Neil Love, MD



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.

Information on how to obtain CME, ABIM MOC and ABS
credit is provided in the Zoom chat room.
Attendees will also receive an email in
1 to 3 business days with these instructions.
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