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Feel free to submit questions now before the program
begins and throughout the program.
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Global Epidemiology Trends in Biliary Tract Cancer:
A Targeted Literature Review
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IDH Mutations as a Therapeutic Target

A IDH exists as 3 isoforms

A IDH1 and-2 havecancer

associated mutations which

happen early ifnumor
development

A These mutations result in
novel gairof-function
enzyme activity that
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- promotes tumorigenesis
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ClarIDHy Final OS withvosidenibfor Patients with Advanced
Cholangiocarcinoma with an IDH1 Mutation

1.0+
HR, 0.79(95% Cl, 0.56-1.12); 1-sided P=.09
HR, 0.49 ({95% Cl, 0.34-0.70); 1-sided P <.001 (RPSFT adjusted)
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ClarIDHy Progressiorree Survival witdvosidenibfor Advanced

Cholangiocarcinomavith an IDH1 Mutation
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Case Presentation: 5¢ear-old man is diagnosed with
Stage IV BTC with no actionable mutations
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Case Presentation: Adear-old woman is newly
diagnosed with HERPositive carcinoma of the

gallbladder of biliary tract origin with peritoneal
metastases
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(Beverly Hills, California)
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FDA Grants Accelerated Approval Zanidatamabfor Previously Treated

Unresectable or Metastatic HERRositive Biliary Tract Cancer
Press Release November 20, 2024

G¢KS C22R YR 5NXzZ2 ! RYA YA &l NranidagaghadiiiNd bispedfie || OOSf
HERZXirected antibody, for previously treated, unresectable or metastatic Hidgkive (IHC 3+)
biliary tract cancer (BTC), as detected by an-Bpgroved test.

Efficacy was evaluated in HERIZBNE01 (NCT04466891), an opéabel multicenter, singlarm

trial in 62 patients with unresectable or metastatic HE#®3itive (IHC3+) BTC. Patients were

required to have received at least one prior gemcitabaomtaining regimen in the advanced disease
setting. The major efficacy outcome measures were objective response rate (ORR) and duration of
response (DOR) as determined by an independent central review according to RECIST v1.1. ORR was
52% and median DOR was 14.9 months.

The prescribing information contains a boxed warning for emiggal toxicity. The most common
adverse reactions reported in at least 20% of patients who receza@dlatamakhrii were diarrhea,
infusionrelated reactions, abdominal pain, afatigue. Therecommendedzanidatamabknrii dose is
20 mg/kg administered as an intravenous infusion once every 2 weeks until progression or
dzy  OOSLIil 6tS G2EAOAGE Pé
https://www.fda.govdrugs/resourcesinformation-approveddrugs/fdagrantsacceleratedapprovatzanidatamakhrii-
previouslytreated-unresectableor-metastaticher2
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Zanidatamab in Previously Treated HER2-Positive

Biliary Tract Cancer: Overall Survival and Longer
Follow-Up From the Phase 2b HERIZON-BTC-01 Study
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HERIZOMBTCO1: ZanidatamabMechanism of Action and

Study Background

Zanidatamab:
Dual HER2-Targeted Bispecific Antibody

é't;@

BTC accounts for less than 1% of adult cancers and is
associated with a poor prognosis’?

After failure of first-line treatment, subsequent
chemotherapy is associated with a median OS of
approximately 6-9 months and poor tolerability>*

Zanidatamab is a humanized, IgG1-like, HER2-targeted
bispecific antibody that binds to 2 distinct domains on
HER2°

After a median follow-up of 12.4 months (data cutoff:
October 10, 2022), zanidatamab showed encouraging
antitumor activity (41.3% cORR) with rapid and durable
responses and a manageable safety profile in patients
with previously treated HER2-positive BTC®

Here, we report the efficacy, including OS, and safety of zanidatamab in patients with HER2-positive
BTC enrolled in HERIZON-BTC-01 with additional follow-up

cORR:= confirmed objective response rate; OS = overall survival

RTP
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HERIZONBTCO1: Long

Survival probability,
% (95% CI):*

The median (range) duration of follow-up was 22 (16-34)
months (data cutoff: July 28, 2023)

cORR (41.3%) and DCR (68.8%) were maintained from the
primary analysis;! 1 additional patient achieved a CR

® |n a pre-planned subgroup analysis of cORR by HER2
expression, responses were observed in both IHC 3+
(CORR: 51.6%) and IHC 2+ (cORR: 5.6%)

The median DOR (95% Cl) increased to 14.9 (7.4, NR) months
from the primary analysis!

The median OS (95% Cl) was 15.5 (10.4, 18.5) months

CR = complete response; NR = not reached

Pant S et al. ASCO 2024;Abstract 4091.

6-month 0S

Cohort 1: 80.3 (69.4, 87.6)

o |HC 2+:41.7 (17.5, 64.4)

12-month 0S

Cohort 1: 56.2 (44.3, 66.5)

¢ |HC 2+:20.8 (5.1, 43.7)

erm Efficacy Outcomes

100~ :
90 i Median 0S, months (95% Cl):*
; Cohort 1: 15.5(10.4, 18.5)
80 i L e |[HC 3+:18.1(12.2, 23.2)
70 i e |HC 2+:5.2(3.1,10.2)
3 :
g 60_' E
£ 50 i
= i
o '
a 40+ i
2 ;
30 i
20 §
10
0 E .
T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
Number of patients at risk: Time from treatment start (months)
Cohort 1 80 7 60 52 42 35 24 13 7 3 1 0
HC 3+ 62 9 4 47 13 23 11 ) 1 0
IHC 2+ 18 12 6 5 2 1 0 0 0 0 0
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HERIZONBTCO1: Target Lesion Reduction in Patients
Treated withZanidatamab

Percent change from baseline in sum of diameters

eCCA= extrahepatic cholangiocarcinoma; GBC = gallbladder ca@®#= intrahepatic cholangiocarcinoma

MercadeTM et al. ESMO 2024:Abstract 62TiP.

BTC subtype: MleCCA M GBC

cORR (%), (95% CI):
41.3 (30.4, 52.8)

Median DoR, months (95% CI):
14.9 (7.4, NR)

iCCA

RTP
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HERIZOMBTCOL1: LongTerm Safety Outcomes

* The safety profile of zanidatamab was largely unchanged
with additional follow-up

* There were no deaths related to zanidatamab treatment

* TRAEs leading to dose reductions remained infrequent

» Grade 3 diarrhea (n=1), grade 1 diarrhea and grade 1
nausea (n=1), and grade 2 weight decreased (n=1)

* One patient experienced serious TRAEs since the prior
analysis (alanine aminotransferase increased and
aspartate aminotransferase increased)

* No patients discontinued treatment due to TRAEs since
the prior analysis

Any TEAE, n (%) 84 (96.6)

Any TRAE, n (%) 63 (72.4)
Grade 1-2 45 (51.7)
Grade 3-4° 18 (20.7)
Grade 5 0(0)

Serious TRAEs® 8(9.2)

TRAEs leading to treatment discontinuation, n (%) 2 (2.3)¢

Most common TRAEs,  n (%) All grades Grades 3-4
Diarrhea 32 (36.8) 4 (4.6)
Infusion-related reaction 29 (33.3) 1(1.1)
Ejection fraction decreased 9(10.3) 3(3.4)
Nausea 8(9.2) 1(1.1)
Alanine aminotransferase increased 6 (6.9) 1(1.1)
Aspartate aminotransferase increased 6 (6.9) 2(2.3)
Vomiting 6 (6.9) 0 (0)
Fatigue 5(5.7) 0 (0)
Anemia 4 (4.6) 3 (3.4)

AESI, n (%)
Infusion-related reaction 29 (33.3) 1(1.1)
Confirmed cardiac events 5(5.7) 3(3.4)
Non-infectious pulmonary toxicities 1(1.1) 1(1.1)

TRAE = treatmentklated adverse event; TEAE = treatmentergent adverse event

Pant S et al. ASCO 2024:Abstract 4091.



HERIZOMBTCO1: Author Conclusions

* In this long-term analysis, zanidatamab monotherapy demonstrated durable and sustained antitumor activity in
previously treated patients with HER2-positive unresectable, locally advanced, or metastatic BTC; these results
support the clinically meaningful benefit of continued treatment with zanidatamab

= The cORR was maintained (41.3%) and there are now 2 complete responses
= The median DOR increased to 14.9 months from the prior analysis
= Zanidatamab led to a median OS of 15.5 months (18.1 months in patients with IHC 3+ tumors)
* The safety profile remained manageable with favorable tolerability and infrequent discontinuations

* The efficacy (including OS) and manageable safety profile of zanidatamab is notable in this patient population
who historically have had poor outcomes and high unmet needs

* The clinical development of zanidatamab in the treatment of HER2-positive BTC continues with the ongoing,
global, randomized phase 3 study (HERIZON-BTC-02; NCT06282575) that is investigating zanidatamab in
combination with standard-of-care therapy in the first-line setting for patients with HER2-positive BTC

Pant S et al. ASCO 2024;Abstract 4091. RESEARCH




ZanidatamabDose Optimization in Patients with
HERZPositive Biliary Tract Cancer

Trueman S et al.
Gastrointestinal Cancers Symposium 2025;Abstract 546.




Ongoing Phase Il Trials Evaluating HHRPgeted Strategies for
TreatmentNalve HERPositive Advanced BTC

Eligibility

Randomization arms

Estimated

primary
completion

A Locally advanced unresectable or
metastatic BTC
A No more than 2 cycles of systemic thera .
HERIZOMTG302 | 286 | with gemcitabine + platinum agent +/ ﬁ éf‘)r(‘:'datama“ S0C 1 3uly 2028
PD1/L1 inhibitor (durvalumab or
pembrolizumab)
A No prior HER2argeted agent
A Unresectable, previously untreated, . .
locally advanced or metastatic BTC ﬁ $B§3+ filvegostomig
DESTINBTCO1 |620 | A Histologically confirmed HERZpressing A Gemcitabine + June 2028
(IHC .3+ or IHC 2+) BTC platinum + durvalumab
A No prior HER2argeted agent

SoC = standard of careDIXd= trastuzumalderuxtecan

www.clinicaltrials.gavAccessed January 2025.




HERIZONBTC302: A Phase 3 Study danidatamab

with Standardof-Care (SOC) Therapy vs SOC Alone for
FirstLine Treatment of Human Epidermal Growth
Factor Receptor 2 (HERRpsitive Advanced/

Metastatic Biliary Tract Cancer (BTC)

Harding J et al.
Gastrointestinal Cancers Symposium 2025;Abstract TPS648.



HERIZONBTC302: Ongoing Pivotal Phase Ill Trial Design

21-day cycles

Day 1 Day 8

O 5 _ _
Patients with Zanidatamab CisGem  CisGem End of Fﬂﬂp"lggl' Primary endpoint:
HER2-pu:‘.|twe + CisGem* stops treatment r PFS in IHC 3+
BTC -+ PD-1/L1 inhibitor® after visit 30-37 days
Randomised (1:1)° 8 cycles after last f{ﬁm Seconday endpoints:

PA P 1 S4weeks 0S and Safety

CisGem* CisGem

=+ PD-1/L1 inhibitor?

RESEARCH
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Antibody-Drug Conjugate Trastuzumdberuxtecan(T-DXad

T-DXd is an ADC with 3 components:
* A humanized anti-HER2 1gG1 mAb with the same amino acid sequence as trastuzumab
* A topoisomerase | inhibitor payload, an exatecan derivative

* A tetrapeptide-based cleavable linker

Humanized anti-HER2 Deruxtecan®%*
1-3
lgG1l mAb n ) \j ; o . vi
N N N'\_fo ME O
M w ))LH"'\H-' :J. 1H ]
(9] O H 0 N 0
X &, S
=
® C HO “—CH,

Tetrapeptide-Based Cleavable Linker

Topaisomerase | Inhibitor Payload
(DXd)

Smit EF et al. ASCO 2020;Abstract 9504.

Payload mechanism of action:
topoisomerase | inhibitor

High potency of payload

High drug to antibody ratio = 8

Payload with short systemic half-life

Stable linker-payload

Tumor-selective cleavable linker

Membrane-permeable payload

RTP
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Efficacy and Safety of Trastuzumab Deruxtecan in Patients
With HER2-Expressing Solid Tumors: Primary Results From
the DESTINY-PanTumor02 Phase Il Tral

Funda Meric-Bernstam, MD' (%); Vicky Makker, MD?? (%); Ana Oaknin, MD*{%); Do-Youn Oh, MD®*(); Susana Banerjee, PhD® () ;
Antonio Gonzalez-Martin, MD? (%); Kyung Hae Jung, MD® (%) ; Iwona tugowska, MD®; Luis Manso, MD'° (%); Aranzazu Manzano, MD'?;
Bohuslav Melichar, MD'?; Salvatore Siena, MD' () ; Daniil Stroyakovskiy, MD'* (%) ; Anitra Fielding, MBChB'®; Yan Ma, MSc'®; Soham Puvvada, MD'®;

Norah Shire, PhD'®; and Jung-Yun Lee, MD'’

J Clin Oncol 2024 January 1;42(1):47-58




DESTINFPanTumor02: Response withDXdfor Patients with

HERZEXpressing Solid Tu

Confirmed ORR (%)
S

MOIS

b6.3

39.0
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35.0
3-[}_
20 -
10 -
0 =
n= 40 13 17 40 8 20 40 11 19 41 16 20
Endometrial Cervical Ovarian Bladder

aExtramammary Paget disease, oropharyngeal neoplasm, head and neck cancer, and salivary gland cancer

Meric-Bernstam F et all Clin Onc&@024 January 1;42(1):458.
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9
Other®

16

41

b6.3

16
BTC

~ ®
T S X I
4.0 5.3
0 | mum 0 B
14 25 2 19
Pancreatic

RTP

RESEARCH
1O PRACTICE



DESTINPanTumor02: Maximum Change in Tumor Size

with T-DXdfor Patients with HERZEX

120 A
100 -
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40
20

-20 -
—40 -
-60 -
-80 -

-100 -

Maximum Change in Tumor Size From Baseline (%)

» Centrally tested as |HC 3+
[ Endometrial cancer

M Cervical cancer

B Ovarian cancer

1 Bladder cancer

[ Other tumors

l BTC

B Pancreatic cancer

*
*
el
*
* -

®
-

Patients

*

*

Meric-Bernstam F et all Clin Oncd024 January 1;42(1):458.
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Trastuzumab deruxtecan in patients with HER2-expressing
biliary tract cancer and pancreatic cancer: outcomes from
DESTINY-PanTumor02

Do-Youn Oh,’ Iwona tugowska,? Daniil Stroyakovskiy,? Kyung Hae Jung,# Olivier Dumas,® Konstantin Penkov,®
Arunee Dechaphunkul,” Ana Oaknin,® Seung Tae Kim,® Naureen Starling,'® Busyamas Chewaskulyong, ™
Chanchai Charonpongsuntorn,’? Deborah Doroshow,'® Sheng-Yen Hsiao, ' Yi-Ping Hung, ' Lindsey Jung,'®
Nataliya Kuptsova-Clarkson,'” Flavia Michelini,'® Soham Puvvada,'” Funda Meric-Bernstam'®

'Department of Internal Medicine, Seoul National University Hospital, Republic of Korea; 2Early Phase Clinical Trials Unit, Maria

Skiodowska-Curie National Research Institute and Oncology Centre, Warsaw, Poland, *Healthcare Department, Moscow City Oncology Hospital

No. 62, Russia; “‘Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of Korea; *Hétel-Dieu de
Québec, Canada, &Clinical Hospital “RZHD-Medicine”, Saint Petersburg, Russia; “Medical Oncology Unit, Department of Medicine, Faculty of
Medicine, Prince of Songkla University, Songkhla, Thailand; ?*Gynaecologic Cancer Programme, Vall d'Hebron Institute of Oncology, University Hospital
Vall d'Hebron, Barcelona, Spain; *Sungkyunkwan University School of Medicine, Samsung Medical Center, Seoul, Republic of Korea; ®Gastrointestinal
Unit, The Royal Marsden NHS Foundation Trust and Institute of Cancer Research, London, UK, ""Medical Oncology Unit, Department of Internal
Medicine, Faculty of Medicine, Chiang Mai University, Thailand; '?Medical Oncology Unit, Department of Internal Medicine, Facuity of Medicine,
Srinakharinwirot University, Nakhon Nayok, Thailand, *lcahn School of Medicine at Mount Sinai, New York, NY, US; “Division of Hematology-
Oncology, Department of Internal Medicine, Chi Mei Medical Center, Liouying, Tainan, Taiwan, “Taipei Veterans General Hospital, Taiwan,
'®AstraZeneca, Gaithersburg, MD, US; "Oncology R&D, AstraZeneca, Gaithersburg, MD, US; '®Translational Medicine, Oncology R&D, AstraZeneca
Waltham, MA, US; "“Department of Investigational Cancer Therapeutics, University of Texas MD Anderson Cancer Center, Houston, TX US

ASCO 2024
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DESTINPanTumor02 Trial of-DXdfor Patients with
HERZEXxpressing BTC and Pancreatic Cancer: ORR in the
BTC Cohort

All patients - ; 3 19141 (22.0%)
All patients (ICR) - : & 111/41 (26.8%)
IHC 3+ by test for enroliment - b & 19/22 (40.9%)
IHC 2+ by test for enrollment & 0/19 (0%)
Central IHC 3+ 4 : 19/16 (56.3%)

Central IHC 2+ 4 0714 (0%)
Central IHC 1+ 4 0/3 (0%)
Central IHC 0 4 077 (0%)

Received 1 prior regimen 4 » S 13/14 (21.4%)
Received =2 prior regimens - - & 16/27 (22.2%)
Received prior 1O - , 4 2/5 (40.0%)
Received no prior 10 - b 1 7/36 (19.4%)
Received prior TOP1 therapy 11/8 (12.5%)
Received no prior TOP1 therapy - - 18/33 (24.2%)
PD-L11C 21% - ' © 14/21(19.0%)
PD-L11C <1% - C o ' 5/14 (35.7%)
KRAS mutation detected 4 0/4 (0%)
KRAS mutation not detected - " - 1 9/36 (25.0%)
0 10 20 30 40 50 60 70 80 90 100

Confirmed ORR by investigator* (%)

ORR = objective response rate; IHC = immunohistochemistry; IO = ironoatmgy; IC = immune cells

RTP

Oh DY et al. ASCO 2024 Abstract 4090. R eEACTIE



DESTINBTCO1: Ongoing Phase Il Trial @dXdand Rilvegostomig
versus Standard of Care for Firsine, Advanced HER2xpressing BTC

Trial identifier: NCT06467357 (Open)

Estimated enrollment: 620
Arm A

—

Eligibility T-DXd+ rilvegostomig
Safety runin
A Advanced or metastatic BTC or GRS ULk, Arm B
: _ rilvegostomigr/50
A No prior treatment in advanced or ERRE AT N5 T-DXdmonotherapy
metastatic setting

A HER2 expressing (IHC 3+/2+) Arm C

L. Gemcitabine +

cisplatin or carboplatin

Primary endpoint, randomized portion: + durvalumab

Overall survival in HER2 IHC 3+ population

GBC = gallbladder cancer; PD = disease progression

RESEARCH
10 PRACTICE

Ikeda M et al. ESMO Asia Congress 2024;Abstract 26avweclinicaltrials.govAccessed January 2025



CONngress
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916MO - Zanidatamab + Chemotherapy in First-Line
Human Epidermal Growth Factor Receptor 2 (HER2)-Positive
Advanced/Metastatic Colorectal Cancer (CRC) 4

Part 1 of a Phase 2 Study ! u:' A”E !

Sun Young Rha,! Keun-Wook Lee,? Soohyeon Lee,? Yoon-Koo Kang,* Sreenivasa Chandana,®
Anrried Escalante,® Chengzhi Xie,” Phillip Garfin,® Syma Igbal®

Yonsei Cancer Center, Yonsei University College of Medicine, Yonsei University Health System, Seoul,

South Korea; 2Seoul National University Bundang Hospital, Seoul National University College of Medicine,
Seongnam, South Korea; *Korea University Anam Hospital, Korea University College of Medicine, Seoul,

South Korea; *Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; 5The
Cancer & Hematology Centers, Grand Rapids, MI, USA; 8ICEGCLINIC, Santiago, Chile; 7Jazz
Pharmaceuticals, Philadelphia, PA, USA; 8Jazz Pharmaceuticals, Palo Alto, CA, USA; °University of
Southemn California Norris Comprehensive Cancer Center, Los Angeles, CA, USA

Presenter: Professor Sun Young Rha

14 September 2024
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Zanidatamab Mechanism of Action

Zanidatamab:
Dual HER2-Targeted Bispecific Antibody

4
%, %>
©

% <o
&eog;\o(\ , /%/qf\:’
%:\o&“g i§ (

ol
Rha SY et al. ESMO 2024;Abstract 516 MO.



Response to FirstineZanidatamabin Combination with
Chemotherapy for Patients with HER2ositive Metastatic
Colorectal Cancer (mCRC)

Zanidatamab + 100  Treatment group: || Zanidatamab + mFOLFOX6-2
Za:gi::aénx%b; mFOLFOX6-2 + 80 A ¥ Zanidatamab + mFOLFOX6-2 + bevacizumab
m (n=6) ) bevacizumab -
(n=5) °F 601
CORR g
n (%) 5 (83.3) 5 (100) 10 (90.9) @ B 2 e o
95% CI 35.9, 99.6 47.8, 100 58.7,99.8 % *g
cBOR, n (%) B
CR 0(0) 0 (0) 0(0) S o
PR 5 (83.3) 5 (100) 10 (90.9) o2
SD 1 (16.7) 0 (0) 1(9.1) £ E
PD 0(0) 0(0) 0(0) 5%
DCRP 100
0, _ i
05°% i 54.1, 100 475, 100 715, 100 O
: : : FISH + + + + + + + + + + +

Median (range) duration of response:
Not reached (2.9+-16.7+) months

Dotted lines indicate 20% increase or 30% decrease in sum of diameters of target tumours.

RESEARCH
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Adverse Events with FirdtineZanidatamakin Combination
with Chemotherapy for Patients with HER2ositive mCRC

- Zanidatamab +
Zancatanan mFOLFOX6-2 +
(n=6) bevacizumab
(n=7)2

Any TEAE, n (% 6 (100 7 (100 13 (100 ,

L bn () G0 420 e » Two of 12 DLT-evaluable patients had
Any TRAE,’ n (%) 6 (100) 7 (100) 13 (100) : r -

e 4(66.7) 4(57.1) 8 (615) DLTs (dla.rrhoea) 1ineach .reglmen

Grade 3-4 2(33.3) 3 (42.9) 5 (38.5) v" Diarrhoea resolved with

Grade 5 0(0) 0(0) 0(0) concomitant medication
Serious TRAE,? n (%) 1(16.7) 1(14.3) 2 (15.4) » Three serious TRAFEs in 2 patients
TRAESs leading to zanidatamab i ; ;
Giscontinuation. o2 0 (0) 0 (0) 0 (0) ((j)::yz?atf;t]dexpenenced
Most common TRAES,?< n (%) Any grade Grade 3-4  Any grade Grade 3-4 Any grade Grade 3-4 v One D afient exp erienced

Diarrhoea 4 (66.7) 1(16.7) 7 (100) 2(28.6) 11 (84.6) 3(23.1) colitis and acute kidney injury

EIEEE ) 210) 2 RS i IS5 ) L » No discontinuations of zanidatamab

Peripheral sensory neuropathy 4 (66.7) 0 (0) 3 (42.9) 1(14.3) 7 (53.8) 1(7.7) due to TRAEs and no

Fatigue 1(16.7) 0 (0) 3 (42.9) 1(14.3) 4 (30.8) 1(7.7) treatment-related deaths

Infusion-related reaction 2 (33.3) 0 (0) 2 (28.6) 0 (0) 4 (30.8) 0 (0)

Stomatitis 3 (50.0) 0 (0) 1(14.3) 0 (0) 4 (30.8) 0 (0)

Ejection fraction decreased 2 (33.3) 0(0) 1(14.3) 1(14.3) 3(23.1) 1. (Z:7)

Vomiting 1(16.7) 0(0) 2 (28.6) 1(14.3) 3(23.1) 1(7.7)

Rha SY et al. ESMO 2024;Abstract 516 MO. RO PEACHCS
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Management of mixed HCC/BTC tumors
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Case Presentation: #gear-old man presents with BTC with
an FGFRXVRN fusion

Dr SeanWarsch(Asheville, North Carolina)

.



Targeting Cellular Trafficking of FGFR as a Therapeutic Target
for Intrahepatic Cholangiocarcinoma

Activatory mutations

Oncogenic fusions

FGFRs overexpression
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Efficacy of FDApproved FGFR Inhibitofer FGFR?2
FusionrPositive Cholangiocarcinoma

Toxicities

alopecia, diarrhea

Pemigatinib Futibatinib
(N =108) (N=67)
Objective response rate 37.0% 42.0%
Disease control rate 82.4% 83.0%
Med_lan progressiotfree 2 0mo 9.0mo
survival
Median overall survival 17.5mo 21.7mo
Hyperphosphatemia, Hyperphosphatemia,

diarrhea, dry mouth

Vogel A et alESMO Ope024;9(6)103488; Goyal L et &l Engld Med2023;388:22839.
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An open-label study of pemigatinib in cholangiocarcinoma: final results from
FIGHT-202""

A. Vogel''%3*, V. Sahai®, A. Hollebecque®, G. M. Vaccaro®, D. Melisi’, R. M. Al Rajabi®, A. S. Paulson®, M. J. Borad'?,

D. Gallinson', A. G. Murphy'?, D.-Y. Oh'3, E. Dotan'®, D. V. Catenacci'®, E. Van Cutsem'®, C. F. Lihou'’, H. Zhen'’,
M. L. Veronese'® & G. K. Abou-Alfa’®-20-2!
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FIGHT202 Final Results: ResponseRemigatinib

Parameter

FGFR2 fusions or
rearrangements (n = 108)

Other FGF/FGFR
alterations (n = 20)

No FGF/FGFR
alterations (n = 17)

Duration of follow-up, median (range), months
ORR, n (%)

95% Cl
Best overall response, n (%)

CR

PR

sD

Progressive disease

Not evaluable
Time to response, median (range), months
DOR

Events, n (%)

Censored, n (%)

Median (95% Cl), months

=12 months, n (%)°

Kaplan—Meier estimate (95% Cl)

6 months
12 months

DCR, n (%)

95% ClI

PR = partial response; SD = stable disease

Vogel A et aESMO Ope024;9(6):103488.

42.9 (19.9-52.2)
40 (37.0)
27.9-46.9

3 (2.8)

37 (34.3)

49 (45.4)

16 (14.8)

3 (2.8)

2.7 (0.7-16.6)

30 (75.0)
10 (25.0)
9.1 (6.0-14.5)
12 (30.0)

67.8 (50.4-80.3)
41.2 (24.8-56.8)
89 (82.4)
73.9-89.1

47.5 (43.7-51.1)
0
0-16.8

0
0

8 (40.0)
7 (35.0)
5 (25.0)

=

8 (40.0)
19.1-63.9

51.9 (49.5-53.7)
0
0-19.5

0
0

3 (17.6)
11 (64.7)
3 (17.6)

=

3 (17.6)
3.8-43.4




FIGHT302: Ongoing Phase |l Trial of Fitshe Pemigatinibversus
Gemcitabine and Cisplatin for Advanced Cholangiocarcinoma with
FGFR2 Rearrangements

Screening and enrollment:

* Age 18 years

+» Histologically confirmed CCA, unresectable and/or metastatic
* No prior systemic treatment

* Documented FGFAZ2 rearrangement

«ECOGPS 1

Trial identifier: NCT03656536 (Closed)
Actual enrollment: 167
-l

‘| uojjezjuiopuey

. Pemigatinib (13.5 mg QD)

Primary endpoint: Progressioiffree
survival

PD: CR/PR/SD:
Discontinue Continue
treatment treatment and
Follow-up every assessment

12 weeks for every three
survival cycles

£ 9242 18
JualISSasse aseasiq

Patients who discontinue due
to an adverse event or reason
other than PD will continue to
have disease assessments
until disease progression or
death, whichever occurs first
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ORIGINAL ARTICLE

Futibatinib for FGFR2-Rearranged
Intrahepatic Cholangiocarcinoma

L. Goyal, F. Meric-Bernstam, A. Hollebecque, J.W. Valle, C. Morizane,
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for the FOENIX-CCA2 Study Investigators*
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FOENI>CCAZ2: Phase Il Studyfeditibatinib for Intrahepatic
Cholangiocarcinoma with FGFR2 Fusions/Rearrangements

. B Bl AR 8 3. S5 % 5 FGFRZAReraion
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= Fusion
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Tissue Testing
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w Central 324.-gene-pand
assay
M edian Duration m Local 324genspanel
of Response assay

Tumer Response 3 Objective Response Disease Control (#5% C) = Local laboratory test
na. (5] ma
; 3 All Patients ([N=103) 43 42 9% CI, 32-52) 85 (83 95%CL 74-89) 9.7 (7.6-17.0) Best Overall Response,
Assessed by ICR
) " m Complete response

(N=1)

w Partial response
(N=2)
Stable disease
(Mad2)

W Progress ve
disease (N=18)

m Could ot be
eviluated (N=2)

8

Best Percent Change n
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Eeid
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8

Median PFS: 9.0 mos
Median OS: 21.7 mos
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Agenda

Introduction: Biology and Epidemiology; Classification

Module 1:Localized Biliary Tract Cancers (BTCs)

Module 2:FirstLine Treatment of Metastatic BTC

Module 3:HERZPositive Advanced BTC

Module 4: Management of Mixed Hepatocellular Carcinoma
(HCC)/BTC Tumors

Module 5:Advanced Cholangiocarcinoma with an FGFR2 Fusion

Module 6: Other Important Issues in BTC




Case Presentation: 6gear-old man with metastatic
cholangiocarcinoma and very poor PS receives gemcitabing
(TMB low, KRAS G12A, PIK3CA, and ARID1A mutations)




Case Presentatior63-year-old woman with
cholangiocarcinoma receives gemcitabine/cisplatin

Dr Henna Malik (Houston, Texas) RTP
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A Phase 3, Randomized Study of Adjuvant

Rilvegostomigplus Chemotherapy in Resected
Biliary Tract Cancer: ARTEMHBHaryO1l

Fan J et al.
ASCO 2024:Abstract TPS4199.



Rilvegostomig A Bispecific Antibody Targeting PDand TIGIT

Rilvegostomig structure

Anti-TIGIT
arm

IgG1-TM Fc

Rilvegostomig enhances CD8 T cell-mediated killing*1
Rilvegostomig

Suppressed Cancer cell Activated Apoptotic cancer cell
CD8 T cells CD8T cells :
PD-L1 ;
PD-1 : F .
Q\ DNAM- 1 ‘ /
5...T_LGEM PVA . »
O==—.s ; ¥
TCR pMHC ‘ .

Perforin and granzymes

JC Lil«
Fan J et al. ASCO 2024;Abstract TPS4199. I 75 e



Phase Il Results of the Porcupine (PORCN) Inhibitor
Zamaporvint(RXC004) in Patients with Pancreatic
and Biliary Tract Cancer

Bridgewater JA et al.
ESMO Gl 2024;Abstract 391P.




Response t&Zamaporvintin Patients with Pancreatic and
Biliary Tract Cancer

FDGPET = fluorodeoxyglucose positron emission tomograbyNA= circulating tumor DNA; PDAC = pancreatic ductal
adenocarcinoma; BOR = best overall response; PD = progressive disease; SD = stable disease; PR = patrtial response
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