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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. 



We Encourage Clinicians in Practice to Submit Questions

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

Increase chat font size

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

Quick Survey Quick Poll
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Save The Date

A Multitumor CME/MOC-, NCPD- and ACPE-Accredited 
Educational Conference Developed in Partnership with 
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Thank you for joining us! 

Information on how to obtain CME, ABIM MOC and 
ABS credit will be provided at the conclusion 

of the activity in the Zoom chat room. Attendees 
will also receive an email in 1 to 3 business days 

with these instructions.
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Gut 2023 December 7;73(1):16-46 



Global Epidemiology Trends in Biliary Tract Cancer: 
A Targeted Literature Review

Bridgewater JA et al.

ESMO GI 2024;Abstract 290P.



Global Incidence of Gallbladder Cancer Cases in 2022

Bridgewater JA et al. EMSO GI 2024;Abstract 290P.



Real-World Treatment Patterns in Patients with 
Biliary Tract Cancer (BTC): Retrospective Chart 
Review Survey in Europe (GARNET-2)

Bridgewater JA et al.

ESMO 2023;Abstract 125P.



Obesity and Biliary Tract Cancers: Changing 
Epidemiology

Al Mahmasani L et al.

Gastrointestinal Cancers Symposium 2025;Abstract TPS643. 
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Ther Adv Med Oncol 2023 March 28;15



Case Presentation: 61-year-old woman with extrahepatic 
cholangiocarcinoma (T3N1) receives preoperative cisplatin/ 
gemcitabine with durvalumab

Dr Victoria Giffi (Hagerstown, Maryland)



Case Presentation: 64-year-old woman with 
cholangiocarcinoma with an IDH1 mutation receives 
chemoradiation therapy

Dr Niyati Nathwani (Charlotte, North Carolina)



IDH Mutations as a Therapeutic Target

Valle JW et al. Cancer Discov2017;7:943-62; Cairns RA et al. Nat Rev Cancer 2011;11:85-95.

.

Å IDH exists as 3 isoforms

Å IDH-1 and -2 have cancer-
associated mutations which 
happen early in tumor 
development

ÅThese mutations result in 
novel gain-of-function 
enzyme activity that
- blocks normal cell 

differentiation
- promotes tumorigenesis



2021;7(11):1669-77.



ClarIDHy: Final OS with Ivosidenib for Patients with Advanced 
Cholangiocarcinoma with an IDH1 Mutation

Zhu AX et al. JAMA Oncol 2021;7(1):1669-77. 

RPSFT = rank-preserving structural failure time



ClarIDHy: Progression-Free Survival with Ivosidenib for Advanced 
Cholangiocarcinoma with an IDH1 Mutation

Abou-Alfa GK et al. Lancet Oncol 2020;21(6):796-807. 
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Case Presentation: 55-year-old man is diagnosed with 
Stage IV BTC with no actionable mutations 

Dr Sean Warsch (Asheville, North Carolina)
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Case Presentation: 74-year-old woman is newly 
diagnosed with HER2-positive carcinoma of the 
gallbladder of biliary tract origin with peritoneal 
metastases 

Dr Jeremy Lorber
(Beverly Hills, California)

Dr Brian Mulherin
(Indianapolis, Indiana)

Case Presentation: 67-year-old man with metastatic 
HER2-low (IHC 2+) gallbladder cancer receives 
1L pembrolizumab/cisplatin/gemcitabine



Distribution of HER2 IHC Expression Levels Across Cancers

UzunparmakB et al. Ann Oncol2023 November;34(11):1035-46.

.



FDA Grants Accelerated Approval to Zanidatamab for Previously Treated 
Unresectable or Metastatic HER2-Positive Biliary Tract Cancer
Press Release ς November 20, 2024

ά¢ƘŜ CƻƻŘ ŀƴŘ 5ǊǳƎ !ŘƳƛƴƛǎǘǊŀǘƛƻƴ ƎǊŀƴǘŜŘ ŀŎŎŜƭŜǊŀǘŜŘ ŀǇǇǊƻǾŀƭ ǘƻ zanidatamab-hrii, a bispecific 

HER2-directed antibody, for previously treated, unresectable or metastatic HER2-positive (IHC 3+) 

biliary tract cancer (BTC), as detected by an FDA-approved test. 

Efficacy was evaluated in HERIZON-BTC-01 (NCT04466891), an open-label multicenter, single-arm 

trial in 62 patients with unresectable or metastatic HER2-positive (IHC3+) BTC. Patients were 

required to have received at least one prior gemcitabine-containing 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 embryo-fetal toxicity. The most common 

adverse reactions reported in at least 20% of patients who received zanidatamab-hrii were diarrhea, 

infusion-related reactions, abdominal pain, and fatigue.The recommended zanidatamab-hrii dose is 

20 mg/kg administered as an intravenous infusion once every 2 weeks until progression or 
ǳƴŀŎŎŜǇǘŀōƭŜ ǘƻȄƛŎƛǘȅΦέ

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-zanidatamab-hrii-
previously-treated-unresectable-or-metastatic-her2



Abstract 4091



HERIZON-BTC-01: Zanidatamab Mechanism of Action and 
Study Background

Pant S et al. ASCO 2024;Abstract 4091; Rha SY et al. ESMO 2024;Abstract 516MO.

cORR = confirmed objective response rate; OS = overall survival



HERIZON-BTC-01: Long-Term Efficacy Outcomes

Pant S et al. ASCO 2024;Abstract 4091.

CR = complete response; NR = not reached



HERIZON-BTC-01: Target Lesion Reduction in Patients 
Treated with Zanidatamab

Mercade TM et al. ESMO 2024;Abstract 62TiP.

eCCA = extrahepatic cholangiocarcinoma; GBC = gallbladder cancer; iCCA = intrahepatic cholangiocarcinoma



HERIZON-BTC-01: Long-Term Safety Outcomes

Pant S et al. ASCO 2024;Abstract 4091.

TRAE = treatment-related adverse event; TEAE = treatment-emergent adverse event



HERIZON-BTC-01: Author Conclusions

Pant S et al. ASCO 2024;Abstract 4091.



Zanidatamab Dose Optimization in Patients with 
HER2-Positive Biliary Tract Cancer

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



Ongoing Phase III Trials Evaluating HER2-Targeted Strategies for 
Treatment-Naïve HER2-Positive Advanced BTC

Study N Eligibility Randomization arms

Estimated 
primary 
completion

HERIZON-BTC-302 286

Å Locally advanced unresectable or 
metastatic BTC

Å No more than 2 cycles of systemic therapy 
with gemcitabine + platinum agent +/-  
PD-1/L1 inhibitor (durvalumab or 
pembrolizumab)

Å No prior HER2-targeted agent

Å Zanidatamab + SoC
Å SoC

July 2028

DESTINY-BTC01 620

Å Unresectable, previously untreated, 
locally advanced or metastatic BTC

Å Histologically confirmed HER2-expressing 
(IHC 3+ or IHC 2+) BTC

Å No prior HER2-targeted agent

Å T-DXd + rilvegostomig
Å T-DXd
Å Gemcitabine + 

platinum + durvalumab

June 2028

www.clinicaltrials.gov. Accessed January 2025.

SoC = standard of care; T-DXd = trastuzumab deruxtecan



HERIZON-BTC-302: A Phase 3 Study of Zanidatamab 
with Standard-of-Care (SOC) Therapy vs SOC Alone for 
First-Line Treatment of Human Epidermal Growth 
Factor Receptor 2 (HER2)-Positive Advanced/ 
Metastatic Biliary Tract Cancer (BTC)

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



HERIZON-BTC-302: Ongoing Pivotal Phase III Trial Design

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



Antibody-Drug Conjugate Trastuzumab Deruxtecan(T-DXd)

Smit EF et al. ASCO 2020;Abstract 9504.



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



DESTINY-PanTumor02: Response with T-DXd for Patients with 
HER2-Expressing Solid Tumors

Meric-Bernstam F et al. J Clin Oncol 2024 January 1;42(1):47-58.

a Extramammary Paget disease, oropharyngeal neoplasm, head and neck cancer, and salivary gland cancer



DESTINY-PanTumor02: Maximum Change in Tumor Size
with T-DXd for Patients with HER2-Expressing Solid Tumors

Meric-Bernstam F et al. J Clin Oncol 2024 January 1;42(1):47-58.



ASCO 2024



DESTINY-PanTumor02 Trial of T-DXd for Patients with 
HER2-Expressing BTC and Pancreatic Cancer: ORR in the 
BTC Cohort

Oh D-Y et al. ASCO 2024;Abstract 4090.

ORR = objective response rate; IHC = immunohistochemistry; IO = immuno-oncology; IC = immune cells



DESTINY-BTC01: Ongoing Phase III Trial of T-DXd and Rilvegostomig 
versus Standard of Care for First-Line, Advanced HER2-Expressing BTC

Arm A

T-DXd + rilvegostomig

Arm C

Gemcitabine + 
cisplatin or carboplatin 

+ durvalumab

Eligibility

Å Advanced or metastatic BTC or GBC

Å No prior treatment in advanced or 
metastatic setting

Å HER2 expressing (IHC 3+/2+)

Primary endpoint, randomized portion: 
Overall survival in HER2 IHC 3+ population

R

Trial identifier: NCT06467357 (Open)
Estimated enrollment: 620

Ikeda M et al. ESMO Asia Congress 2024;Abstract 261TiP; www.clinicaltrials.gov. Accessed January 2025.

T-DXd 5.4 mg/kg + 
rilvegostomig 750 
mg q3w until PD

Safety run-in

Arm B

T-DXd monotherapy

GBC = gallbladder cancer; PD = disease progression





Zanidatamab: Mechanism of Action

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



Response to First-Line Zanidatamab in Combination with 
Chemotherapy for Patients with HER2-Positive Metastatic 
Colorectal Cancer (mCRC)

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



Adverse Events with First-Line Zanidatamab in Combination 
with Chemotherapy for Patients with HER2-Positive mCRC

Rha SY et al. ESMO 2024;Abstract 516MO.
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Teaching Cases from Investigators: The Application 
of Available Research to the Clinical Care of Patients 

with Hepatocellular Carcinoma

Moderator
{ǘŜǇƘŜƴ άCǊŜŘέ 5ƛǾŜǊǎΣ a5

Faculty 

Thursday, January 23, 2025
6:15 PM ς 8:15 PM PT (9:15 PM ς 11:15 PM ET)

A CME Symposium Held in Conjunction with 
the 2025 ASCO® Gastrointestinal Cancers Symposium

Anthony El-Khoueiry, MD
Richard S Finn, MD

Aiwu Ruth He, MD, PhD
Stacey Stein, MD



Research To Practice at 2025 ASCO® Gastrointestinal Cancers Symposium

Management of mixed HCC/BTC tumors  
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Case Presentation: 78-year-old man presents with BTC with 
an FGFR2-WRN fusion 

Dr Sean Warsch (Asheville, North Carolina)



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

tƻǊťōǎƪŀ N et al. J ClinMed2019 December 20;8(1):7.



Efficacy of FDA-Approved FGFR Inhibitors for FGFR2 
Fusion-Positive Cholangiocarcinoma

Pemigatinib 
(N = 108)

Futibatinib
(N = 67)

Objective response rate 37.0% 42.0%

Disease control rate 82.4% 83.0%

Median progression-free 
survival

7.0 mo 9.0 mo

Median overall survival 17.5 mo 21.7 mo

Toxicities
Hyperphosphatemia, 

alopecia, diarrhea
Hyperphosphatemia, 
diarrhea, dry mouth 

Vogel A et al. ESMO Open 2024;9(6):103488; Goyal L et al. N Engl J Med 2023;388:228-39. 



2024;9(6):103488.



FIGHT-202 Final Results: Response to Pemigatinib

Vogel A et al. ESMO Open 2024;9(6):103488. 

PR = partial response; SD = stable disease



FIGHT-302: Ongoing Phase III Trial of First-Line Pemigatinib versus 
Gemcitabine and Cisplatin for Advanced Cholangiocarcinoma with 
FGFR2 Rearrangements

Bekaii-Saab T et al. Future Oncol 2020;16(30):2385-99;
www.cllinicaltrials.gov. Accessed January 2025. 

Trial identifier: NCT03656536 (Closed)
Actual enrollment: 167

Primary endpoint: Progression-free 
survival



2023;388:228-39. 



FOENIX-CCA2: Phase II Study of Futibatinib for Intrahepatic 
Cholangiocarcinoma with FGFR2 Fusions/Rearrangements

Goyal L et al. N Engl J Med 2023;388:228-39. 

Median PFS: 9.0 mos

Median OS: 21.7 mos
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Case Presentation: 66-year-old man with metastatic 
cholangiocarcinoma and very poor PS receives gemcitabine 
(TMB low, KRAS G12A, PIK3CA, and ARID1A mutations)

Dr Jennifer Dallas (Charlotte, North Carolina)



Case Presentation: 63-year-old woman with 
cholangiocarcinoma receives gemcitabine/cisplatin

Dr Henna Malik (Houston, Texas)



A Phase 3, Randomized Study of Adjuvant 
Rilvegostomig plus Chemotherapy in Resected 
Biliary Tract Cancer: ARTEMIDE-Biliary01

Fan J et al.

ASCO 2024;Abstract TPS4199.



Rilvegostomig: A Bispecific Antibody Targeting PD-1 and TIGIT 

Fan J et al. ASCO 2024;Abstract TPS4199.



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

Bridgewater JA et al.

ESMO GI 2024;Abstract 391P.



Response to Zamaporvint in Patients with Pancreatic and 
Biliary Tract Cancer

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

FDG-PET = fluorodeoxyglucose positron emission tomography; ctDNA = circulating tumor DNA; PDAC = pancreatic ductal 
adenocarcinoma; BOR = best overall response; PD = progressive disease; SD = stable disease; PR = partial response


