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Networked iPads are available.

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.

Review Program Slides: Tap the Program Slides button to review speaker 
presentations and other program content.

Ask a Question: Tap Ask a Question to submit a challenging case or question for 
discussion. We will aim to address as many questions as possible during the 
program.

Answer Survey Questions: Complete the pre- and postmeeting surveys. Survey 
questions will be discussed throughout the meeting.

Clinicians in the Meeting Room



Review Program Slides: A link to the program slides will be posted in the chat 
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys. Survey 
questions will be discussed throughout the meeting.

Ask a Question: Submit a challenging case or question for discussion using the 
Zoom chat room.

Get NCPD Credit: An NCPD credit link will be provided in the chat room at the 
conclusion of the program.

Clinicians Attending via Zoom
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www.ResearchToPractice.com
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• Long-term outcomes with traditional treatment approaches for early-stage HCC; clinical 
features that impart a high risk of disease recurrence

• Historical data with adjuvant therapeutic approaches, such as sorafenib, for patients 
with HCC

• Design, eligibility criteria and key endpoints of the Phase III IMbrave050 study of 
atezolizumab in combination with bevacizumab for patients with high-risk HCC after 
curative resection or ablation

• Improved recurrence-free survival with adjuvant atezolizumab/bevacizumab compared 
to active surveillance in the IMbrave050 trial; clinical and research implications

• Other ongoing Phase III studies evaluating adjuvant immune checkpoint inhibitor 
therapy for HCC

Dr Stein
New Haven, Connecticut

The Current and Future Use of Adjuvant 
Systemic Therapy for Early-Stage 
Hepatocellular Carcinoma (HCC)

Dr Yarchoan
Baltimore, Maryland



Amanda K Wagner, APRN-CNP, AOCNP

What I tell my patients with earlier-stage HCC about the goals 
of adjuvant therapy and what to expect from it



IMbrave050 Primary Endpoint: Recurrence-Free Survival by 
Independent Assessment

Qin S et al. Lancet 2023; 402: 1835–47
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• Historical outcomes associated with locoregional treatments, such as transarterial 
chemoembolization (TACE), for patients with intermediate-stage HCC

• Design, eligibility criteria and key efficacy and safety endpoints of the Phase III EMERALD-1 
trial comparing durvalumab in combination with TACE with or without bevacizumab to 
TACE alone for patients with locoregional HCC not amenable to curative therapy

• Recently presented findings indicating a progression-free survival advantage with 
durvalumab, TACE and bevacizumab compared to TACE alone in the EMERALD-1 trial

• Potential clinical role of durvalumab with TACE and bevacizumab in therapy for 
intermediate-stage HCC

Dr Yarchoan
Baltimore, Maryland

The Potential Role of Immunotherapeutic 
Strategies for Intermediate-Stage HCC

Dr Stein
New Haven, Connecticut



Blanca Ledezma, MSN, NP, AOCNP

What I tell my patients with intermediate-stage HCC who are 
about to undergo TACE and those being considered for or 
enrolling on a trial evaluating TACE in combination with 
immunotherapy with or without bevacizumab 



Abstract LBA432



EMERALD-1: Phase III Study Design

Lencioni R et al. Gastrointestinal Cancers Symposium 2024;Abstract LBA432.

TACE = transarterial chemoembolization



EMERALD-1: Primary Endpoint Progression-Free Survival (PFS) 
with Durvalumab/Bevacizumab (D+B) and TACE Compared to 
Placebos and TACE

Lencioni R et al. Gastrointestinal Cancers Symposium 2024;Abstract LBA432.



EMERALD-1: Most Common Grade 3 or 4 Treatment-Emergent 
Adverse Events (AE)

Lencioni R et al. Gastrointestinal Cancers Symposium 2024;Abstract LBA432.



EMERALD-1: Author Conclusions

Lencioni R et al. Gastrointestinal Cancers Symposium 2024;Abstract LBA432.
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• Biological rationale for combining anti-PD-1/PD-L1 and anti-VEGF antibodies for 
advanced HCC

• Long-term data with atezolizumab/bevacizumab as first-line therapy for 
unresectable HCC

• Selection of patients for up-front treatment with atezolizumab/bevacizumab

• Role of atezolizumab/bevacizumab in therapy for patients who would not have 
qualified for participation in the pivotal trial, such as those with Child-Pugh B disease

• Rationale for the combination of anti-PD-1/PD-L1 antibodies with anti-CTLA-4 
antibodies for advanced HCC

First-Line Therapy for Advanced HCC

Dr Stein
New Haven, Connecticut

Dr Yarchoan
Baltimore, Maryland



• Long-term efficacy and safety outcomes, including updated overall survival results, 
reported with durvalumab/tremelimumab for previously untreated advanced HCC

• Advantages and disadvantages of dual immune checkpoint inhibitor therapy 
compared to other evidence-based front-line options for unresectable HCC

• Selection of patients for up-front durvalumab/tremelimumab

Dr Stein
New Haven, Connecticut

Dr Yarchoan
Baltimore, Maryland

First-Line Therapy for Advanced HCC



Mechanism of Action of Atezolizumab and Bevacizumab

Liu X et al. Future Oncol 2021;17(17):2243-56.



Atezolizumab/Bevacizumab Regimen
Mechanism of action
• PD-L1 inhibitor
• Anti-VEGF monoclonal antibody

Indication in HCC
• For patients with unresectable or metastatic hepatocellular carcinoma (HCC) 

who have not received prior systemic therapy

Recommended dose in HCC
• Atezolizumab: 840 mg IV q2wk, 1,200 mg IV q3wk or 1,680 mg IV q4wk
• Bevacizumab: 15 mg/kg IV q3wk

Key issues
• Screening for esophageal varices

Atezolizumab package insert, 4/2024.



• Spectrum, incidence and severity of immune-related adverse events (AEs) and other 
toxicities observed with anti-PD-1/PD-L1 antibodies for HCC

• Effects on tolerability of administering anti-PD-1/PD-L1 antibodies in combination with 
other systemic therapies, such as anti-angiogenic agents or anti-CTLA-4 antibodies, for HCC

• Algorithms for monitoring and managing immune-related and other AEs with immune 
checkpoint inhibitors for patients with HCC

• Recommended dosing schedules for up-front atezolizumab/bevacizumab and 
durvalumab/tremelimumab

• Role, if any, for rechallenging with immune checkpoint inhibitor therapy after relapse on 
first-line atezolizumab/bevacizumab or durvalumab/tremelimumab

Toxicities and Other Practical 
Considerations with Immune Checkpoint 

Inhibitor-Based Regimens for HCC
Dr Stein

New Haven, Connecticut
Dr Yarchoan

Baltimore, Maryland



Amanda K Wagner, APRN-CNP, AOCNP 

What I tell my patients with advanced HCC who are about to 
start first-line therapy with durvalumab/tremelimumab



Mechanism of Action of Combined PD-1/PD-L1 and CTLA-4 Inhibitors

Chae YK et al. J Immuno Ther 2018;6(1):39.



Durvalumab/Tremelimumab Regimen
Mechanism of action
• PD-L1 inhibitor
• CTLA-4 inhibitor

Indication in HCC
• For adult patients with unresectable hepatocellular carcinoma (HCC)

Recommended dose in HCC
• Tremelimumab: Single priming dose of 300 mg (if weight 30 kg and more); 

single priming dose of 4 mg/kg (if weight less than 30 kg)
• Durvalumab: 1,500 mg Cycle 1/Day 1, followed by 1,500 mg as a single agent 

every 4 weeks (if weight 30 kg and more); 20 mg/kg Cycle 1/Day 1, followed 
by 20mg/kg as a single agent every 4 weeks (if weight less than 30 kg)

Durvalumab package insert, 6/2023; Tremelimumab package insert, 6/2023 



Ann Oncol 2024 February 19;[Online ahead of print].



HIMALAYA 4-Year Updated Analysis: Overall Survival (OS) with 
STRIDE versus Sorafenib

Sangro B et al. Ann Oncol 2024 February 19;[Online ahead of print].

STRIDE = 300 mg of tremelimumab (1 dose) and 1,500 mg of durvalumab every 4 weeks



CheckMate 9DW Trial Evaluating Nivolumab with Ipilimumab 
Meets Primary Endpoint of Overall Survival for the First-Line 
Treatment of Advanced Hepatocellular Carcinoma
Press Release – March 20, 2024

“The Phase 3 CheckMate-9DW trial evaluating nivolumab plus ipilimumab as a first-line treatment for patients 
with advanced hepatocellular carcinoma (HCC) who have not received prior systemic therapy met its primary 
endpoint of improved overall survival (OS) compared to investigator’s choice of sorafenib or lenvatinib at a pre-
specified interim analysis.

The dual immunotherapy combination of nivolumab plus ipilimumab demonstrated a statistically significant 
and clinically meaningful improvement in OS compared to investigator’s choice of sorafenib or lenvatinib. The 
safety profile for the combination of nivolumab plus ipilimumab remained consistent with previously reported 
data and was manageable with established protocols, with no new safety signals identified.”

https://news.bms.com/news/corporate-financial/2024/Bristol-Myers-Squibb-Announces-CheckMate--9DW-Trial-Evaluating-Opdivo-nivolumab-Plus-Yervoy-ipilimumab-Meets-
Primary-Endpoint-of-Overall-Survival-for-the-First-Line-Treatment-of-Advanced-Hepatocellular-Carcinoma/default.aspx
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• Long-term outcomes achieved with historical approaches to up-front treatment 
for advanced BTCs

• Pivotal findings with the addition of durvalumab to first-line chemotherapy for 
advanced BTCs

• Published results with pembrolizumab combined with cisplatin/gemcitabine as 
first-line treatment for advanced BTCs

• Optimal integration into practice of up-front chemoimmunotherapeutic 
strategies for patients with advanced BTCs

The Role of Anti-PD-1/PD-L1 Antibodies in 
the Management of Advanced BTCs

Dr Stein
New Haven, Connecticut

Dr Yarchoan
Baltimore, Maryland



Durvalumab

Mechanism of action
• PD-L1 inhibitor

Indication in BTC
• In combination with gemcitabine and cisplatin for locally advanced or 

metastatic biliary tract cancer (BTC)

Recommended dose in BTC
• Weight ≥30 kg: 1,500 mg every 3 weeks in combination with 

chemotherapy, and then 1,500 mg every 4 weeks as a single agent
• Weight <30 kg: 20 mg/kg every 3 weeks in combination with 

chemotherapy, and then 20 mg/kg every 4 weeks as a single agent
Durvalumab package insert, 6/2023.



Pembrolizumab

Mechanism of action
• PD-1 inhibitor

Indication in BTC
• In combination with gemcitabine and cisplatin, for the treatment of patients 

with locally advanced unresectable or metastatic biliary tract cancer (BTC)

Recommended dose in BTC
• 200 mg every 3 weeks or 400 mg every 6 weeks

Pembrolizumab package insert, 3/2024. 



Blanca Ledezma, MSN, NP, AOCNP

What I tell my patients with newly diagnosed metastatic biliary 
tract cancer who are about to receive chemoimmunotherapy 



Consulting Nursing Faculty Comments

Patient adherence to therapy, dose reductions, and oral 
medication conversion

Sonia Glennie, ARNP, MSN, OCN
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• Spectrum and clinical relevance of genomic aberrations in patients with 
advanced BTCs

• Prevalence of targetable molecular alterations in various BTCs: Intrahepatic 
cholangiocarcinoma versus extrahepatic cholangiocarcinoma versus 
gallbladder cancer

• Available platforms for and optimal timing of genomic evaluation

• Variable capacity of genetic testing methods to accurately identify different 
abnormalities

The Importance of Biomarker Testing in 
the Care of Patients with Advanced BTCs 

Dr Stein
New Haven, Connecticut

Dr Yarchoan
Baltimore, Maryland



Key Targets in Biliary Tract Cancers

LaPelusa M et al. Chin Clin Oncol 2023 April;12(2):14. 



Therapeutic Targets and Approach to Molecular 
Profiling for Biliary Tract Cancers

Target Frequency
Targeted 
agents Molecular test

IDH1 13% of intrahepatic 
cholangiocarcinomas Ivosidenib Tumor next-generation DNA sequencing or targeted 

sequencing for hotspot mutations in coding region of IDH1

FGFR pathway 20% of intrahepatic 
cholangiocarcinomas

Erdafitinib; 
futibatinib; 
infigratinib; 
pemigatinib

Tumor next-generation DNA sequencing including FGFR2 
intronic region, targeted RNAseq or FISH testing for FGFR2 
translocation

BRAF 5% of intrahepatic 
cholangiocarcinomas

Dabrafenib with 
trametinib; 
vemurafenib

Tumor next-generation DNA sequencing or targeted 
sequencing for hotspot mutations in coding region of BRAF

MSI-high or MMR 
deficiency 2% of biliary tract cancers Pembrolizumab

Multiple testing modalities available: PCR, 
immunohistochemistry or tumor next-generation DNA 
sequencing

ERBB2 (HER2)
15%-20% gallbladder 
cancer; extrahepatic 
cholangiocarcinomas

Trastuzumab 
deruxtecan

Multiple testing modalities available including 
immunohistochemistry and FISH for expression and 
amplification, tumor next-generation DNA sequencing for 
mutations

Valle JW et al. Lancet 2021;397(10272):428-44.

FISH = fluorescence in situ hybridization



• Mechanistic similarities and differences between the approved FGFR inhibitors 
pemigatinib and futibatinib for advanced cholangiocarcinoma

• Principal findings with pemigatinib and with futibatinib for previously treated, 
unresectable locally advanced or metastatic cholangiocarcinoma with an 
FGFR2 fusion or other rearrangement

• Evidence-based selection and sequencing of pemigatinib and futibatinib for 
FGFR-altered cholangiocarcinoma

• Ongoing Phase III trials evaluating FGFR inhibition for patients with treatment-
naïve cholangiocarcinoma

The Role of FGFR Inhibitors in the 
Management of Advanced 

Cholangiocarcinoma
Dr Stein

New Haven, Connecticut
Dr Yarchoan

Baltimore, Maryland



• Comparative tolerability profiles of the approved FGFR inhibitors for 
cholangiocarcinoma; implications for therapeutic selection

• Pathophysiology of the ocular toxicities observed with pemigatinib and 
futibatinib; monitoring and management protocols

• Incidence and management of other common AEs reported with pemigatinib 
and futibatinib, such as hyperphosphatemia, nail changes, stomatitis, hand-
foot syndrome and dry skin

• Role, if any, of rechallenging with an FGFR inhibitor for patients who have 
experienced disease progression on FGFR inhibitor therapy

Tolerability and Other Considerations 
with FGFR Inhibitors for 

Cholangiocarcinoma
Dr Stein

New Haven, Connecticut
Dr Yarchoan

Baltimore, Maryland



Amanda K Wagner, APRN-CNP, AOCNP

What I tell my patients with metastatic biliary tract cancer and 
an FGFR alteration about the mechanism of action of and side 
effects and tolerability issues with the FGFR inhibitors 
pemigatinib and futibatinib



FGFR Inhibitors Mechanism of Action

Zugman M et al. Front Oncol 2022;12:860453. 

Differentiation



Futibatinib

Mechanism of action
• FGFR inhibitor

Indication
• For patients with previously treated, unresectable locally advanced 

or metastatic intrahepatic cholangiocarcinoma harboring FGFR2 
gene fusions or other rearrangements

Recommended dose
• 20 mg orally (five 4-mg tablets) once daily with or without food 

until disease progression or unacceptable toxicity

Futibatinib package insert, 4/2024. 



FOENIX-CCA2: A 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



Pemigatinib

Mechanism of action
• FGFR inhibitor

Indication
• For patients with previously treated, unresectable locally advanced 

or metastatic cholangiocarcinoma harboring FGFR2 fusions or 
other rearrangements

Recommended dose
• 13.5 mg orally once daily, with or without food, for 14 consecutive 

days followed by 7 days off therapy in 21-day cycles until disease 
progression or unacceptable toxicity

Pemigatinib package insert, 6/2023. 



FIGHT-202 Final Results: Best Percent Change from Baseline in 
Target Lesion Size in Cohort A

Vogel A et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract O-2.



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

Pemigatinib 
(N = 107)

Futibatinib
(N = 67)

ORR 37.0% 42.0%

Disease control rate 82.0% 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 GI 2022;Abstract O-2; Goyal L et al. N Engl J Med 2023;388:228-39



Agenda

Introduction

Part 1: Hepatocellular Carcinoma

Part 2: Biliary Tract Cancers (BTCs)

• Immunotherapy in the Management of Advanced BTCs

• Biomarker Testing Recommendations and the Use of FGFR 
Inhibitors for Advanced Cholangiocarcinoma 

• Potential Role of HER2-Targeted Therapy for BTCs



• Incidence of HER2 overexpression in patients with BTCs
• Mechanism of action of the novel HER2-targeted bispecific antibody 

zanidatamab
• Recent pivotal trial findings with zanidatamab for previously treated 

advanced or metastatic HER2-positive BTCs
• Key efficacy and safety findings with trastuzumab deruxtecan for patients 

with previously treated HER2-positive BTCs
• Current off-protocol and potential future role of HER2-targeted therapy for 

advanced BTCs

The Potential Role of HER2-Targeted 
Therapy for BTCs

Dr Stein
New Haven, Connecticut

Dr Yarchoan
Baltimore, Maryland



Blanca Ledezma, MSN, NP, AOCNP

What I tell my patients with advanced BTC about the 
importance of HER2 testing and potential therapy with 
trastuzumab deruxtecan



FDA Grants Accelerated Approval to Trastuzumab Deruxtecan for 
Unresectable or Metastatic HER2-Positive Solid Tumors
Press Release – April 5, 2024

“On April 5, 2024, the Food and Drug Administration granted accelerated approval to fam-trastuzumab 
deruxtecan-nxki for adult patients with unresectable or metastatic HER2-positive (IHC3+) solid tumors who 
have received prior systemic treatment and have no satisfactory alternative treatment options. Efficacy was 
evaluated in 192 adult patients with previously treated unresectable or metastatic HER2-positive (IHC 3+) solid 
tumors who were enrolled in one of three multicenter trials: DESTINY-PanTumor02 (NCT04482309), DESTINY-
Lung01 (NCT03505710), and DESTINY-CRC02 (NCT04744831). All three trials excluded patients with a history of 
interstitial lung disease (ILD)/pneumonitis requiring treatment with steroids or ILD/pneumonitis at screening 
and clinically significant cardiac disease. Patients were also excluded for active brain metastases or ECOG 
performance status >1. Treatment was administered until disease progression, death, withdrawal of consent, 
or unacceptable toxicity.

The recommended fam-trastuzumab deruxtecan-nxki dosage for this indication is 5.4 mg/kg given as an 
intravenous infusion once every 3 weeks (21-day cycle) until disease progression or unacceptable toxicity. This 
tumor agnostic indication is approved under accelerated approval based on objective response rate and 
duration of response. Continued approval for this indication may be contingent upon verification and 
description of clinical benefit in a confirmatory trial(s).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-fam-trastuzumab-deruxtecan-nxki-unresectable-or-metastatic-her2



Trastuzumab Deruxtecan

Mechanism of action
• Antibody-drug conjugate directed against HER2

Indication
• Unresectable or metastatic HER2-positive (IHC 3+) solid tumors who have 

received prior systemic treatment and have no satisfactory alternative 
treatment options

Key clinical trial
• Phase II DESTINY-PanTumor02 trial evaluating trastuzumab deruxtecan in 

patients with HER2-expressing solid tumors

Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 
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Mechanism of Action of Sorafenib

Daher S et al. J Clin Transl Hepatol 2018;6(1):69-78. 



Sorafenib

Mechanism of action
• Oral multikinase inhibitor

Indication
• For patients with unresectable hepatocellular carcinoma

Recommended dose
• 400 mg orally BID without food

Sorafenib package insert, 8/2023.



• Orally available inhibitor of 
multiple tyrosine kinases, 
including VEGF receptors, FGFR, 
RET, PDGFR and KIT

• Demonstrated promising 
radiographic response rates and 
survival results in Phase II and III 
trials in HCC

Mechanism of Action of Lenvatinib
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Finn RS et al. ASCO 2014;Abstract TPS4153; Stjepanovic N et al. Biologics 2014;8:129-39; Cheng AL et al. ASCO 2017;Abstract 4001; Ikeda K et 
al. J Gastroenterol 2017;52(4):512-9.



Lenvatinib

Mechanism of action
• Oral multikinase inhibitor

Indication
• As first-line therapy for patients with unresectable hepatocellular carcinoma

Recommended dose
• 12 mg orally once daily for patients of 60 kg or greater actual body weight 

• 8 mg orally once daily for patients of less than 60 kg actual body weight

Lenvatinib package insert, 4/2024.



Mechanism of Action of Regorafenib

Cremolini C et al. Future Med 2013;2(5):411-17.



Regorafenib

Mechanism of action
• Oral multikinase inhibitor

Indication
• For patients with hepatocellular carcinoma who have previously 

received sorafenib

Recommended dose
• 160 mg orally once daily for the first 21 days of each 28-day cycle

Regorafenib package insert, 12/2020.



Mechanism of Action of Cabozantinib

• Cabozantinib provides 
dual inhibition of MET 
and VEGFR-2, thereby 
preventing the MET 
pathway from acting as 
an alternative pathway in 
the development of VEGF
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Cabozantinib

Mechanism of action
• Oral multikinase inhibitor

Indication
• For patients with hepatocellular carcinoma who have previously 

received sorafenib

Recommended dose
• 60 mg once daily without food until disease progression or 

unacceptable toxicity

Cabozantinib prescribing information, 1/2021.



Mechanism of Action of Ramucirumab

• Ramucirumab is a monoclonal antibody 
that binds to the extracellular binding 
domain of the VEGFR-2 receptor, 
preventing the binding of VEGF ligands

• By blocking the activation of VEGFR-2 by 
VEGF ligands, ramucirumab inhibits the 
angiogenesis pathways involved in the 
development and progression of cancer

VEGF ligands

VEGFR-2

RAS

RAF

MEK

ERK

Angiogenesis

Ramucirumab

PI3K/AKT

Survival



Ramucirumab

Mechanism of action
• Anti-VEGFR-2 monoclonal antibody

Indication
• For patients with hepatocellular carcinoma who have an alpha 

fetoprotein level of ≥400 ng/mL and have previously received sorafenib

Recommended dose
• 8 mg/kg IV infusion every 2 weeks

Ramucirumab package insert, 3/2022. 



Pembrolizumab Mechanism of Action

Reck M. Immunotherapy 2017;10(2):93-105.



FGFR2 Inhibition



FDA Grants Accelerated Approval to Futibatinib for Cholangiocarcinoma
Press Release – September 30, 2022

“…the Food and Drug Administration granted accelerated approval to futibatinib for adult patients 
with previously treated, unresectable, locally advanced or metastatic intrahepatic 
cholangiocarcinoma harboring fibroblast growth factor receptor 2 (FGFR2) gene fusions or other 
rearrangements.

Efficacy was evaluated in TAS-120-101 (NCT02052778), a multicenter, open-label, single-arm trial 
that enrolled 103 patients with previously treated, unresectable, locally advanced, or metastatic 
intrahepatic cholangiocarcinoma harboring a FGFR2 gene fusion or other rearrangement. The 
presence of FGFR2 fusions or other rearrangements was determined using next generation 
sequencing testing. Patients received 20 mg of futibatinib orally once daily until disease progression 
or unacceptable toxicity.

The major efficacy outcome measures were overall response rate (ORR) and duration of response 
(DoR) as determined by an independent review committee according to RECIST v1.1. ORR was 42% 
(95% Confidence Interval [CI]: 32, 52); all 43 responders achieved partial responses. The median DoR 
was 9.7 months (95% CI: 7.6, 17.1).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-futibatinib-cholangiocarcinoma



N Engl J Med 2023;388;228-39. 



FOENIX-CCA2 (TAS-120-101): Phase II Study Design

Goyal L et al. ASCO 2022;Abstract 4009. 



FOENIX-CCA2: Select Treatment-Related Adverse Events with 
Futibatinib for Intrahepatic Cholangiocarcinoma

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

All Patients (N = 103)

Event (%) Any Grade Grade 1 Grade 2 Grade 3 Grade 4

Any adverse event 99 8 34 56 1

Hyperphosphatemia 85 10 46 30 0

Dry mouth 30 27 3 0 0

Palmar-plantar 
erythrodysesthesia 
syndrome

21 3 14 5 0

Increased aspartate 
aminotransferase level 18 11 1 7 0

Increased alanine 
aminotransferase level 15 5 5 4 1



FDA Grants Accelerated Approval to Pemigatinib for Cholangiocarcinoma 
with an FGFR2 Rearrangement or Fusion
Press Release – April 17, 2020

“…the Food and Drug Administration granted accelerated approval to pemigatinib for the treatment of adults 
with previously treated, unresectable locally advanced or metastatic cholangiocarcinoma with a fibroblast 
growth factor receptor 2 (FGFR2) fusion or other rearrangement as detected by an FDA-approved test.

The FDA also approved the FoundationOne® CDX as a companion diagnostic for patient selection.

Efficacy was investigated in FIGHT-202 (NCT02924376), a multicenter open-label single-arm trial, in 107 
patients with locally advanced unresectable or metastatic cholangiocarcinoma whose disease had progressed 
on or after at least one prior therapy and had an FGFR2 gene fusion or rearrangement (clinical trial assay 
performed at a central laboratory). Patients received pemigatinib, 13.5 mg orally, once daily for 14 consecutive 
days, followed by 7 days off therapy.

The major efficacy outcome measures were overall response rate (ORR) and duration of response (DOR) 
determined by an independent review committee using RECIST 1.1. Among the 107 patients, the ORR was 36% 
(95% CI: 27%, 45%), including 3 complete responses. The median DOR was 9.1 months with responses lasting ≥ 
6 months in 24 of the 38 (63%) responding patients and ≥ 12 months in 7 (18%) patients.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-pemigatinib-
cholangiocarcinoma-fgfr2-rearrangement-or-fusion
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FIGHT-202 Trial Schema

Vogel A et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract O-2.



FIGHT-202 Final Results: Response to Pemigatinib

Vogel A et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract O-2.



FIGHT-202 Final Results: PFS and OS in All Patients

Vogel A et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract O-2.



FIGHT-202: TEAEs Occurring in ≥25% of Patients

Vogel A et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract O-2.



Lancet Gasteroenterol Hepatol 2021;6(10):803-15.



Phase II Study of Infigratinib in Advanced or Metastatic 
Cholangiocarcinoma Harboring FGFR2 Fusions or Rearrangements

Javle M  et al. Lancet Gasteroenterol Hepatol 2021;6(10):803-15. 

§ ORR: 23.1% in overall population
• 34% in 2nd line subgroup (n=50)
• Median duration of response 7.3 mos.



Infigratinib for Advanced or Metastatic Cholangiocarcinoma: 
Adverse Events in ≥20% of Patients

Javle M et al. Lancet Gasteroenterol Hepatol 2021;6(10):803-15. 



Trastuzumab Deruxtecan (T-DXd)



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

Abstract LBA3000



DESTINY-PanTumor02: Phase II Basket Trial Schema

Meric-Bernstam F et al. ASCO 2023;Abstract LBA3000; Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 



DESTINY-PanTumor02: Objective Response Rate by HER2 Status

Meric-Bernstam F et al. ASCO 2023;Abstract LBA3000; Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 



DESTINY-PanTumor02: Duration of Response

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



Future Oncol 2022 Jun;18(19):2351-60

Abstract 4006



HERB: A Phase II Study of Trastuzumab Deruxtecan (T-DXd) for 
HER2-Expressing Biliary Tract Cancer

Ohba A et al. Future Oncol 2022 Jun;18(19):2351-60; ASCO 2022;Abstract 4006.



HERB Primary Endpoint: Confirmed Objective Response Rate by 
BICR with T-DXd in BTC

Ohba A et al. ASCO 2022;Abstract 4006.



HERB Secondary Endpoints: Progression-Free Survival (PFS) and 
Overall Survival (OS) with T-DXd for BTC

Ohba A et al. ASCO 2022;Abstract 4006.

HER2-positive disease 
(n = 22)

HER2-low expressing disease 
(n = 8)

Median PFS 5.1 mo 3.5 mo

6-month PFS rate 40.9% 0

Median OS 7.1 mo 8.9 mo

6-month OS rate 63.6% 75.0%



HERB: Treatment-Emergent Adverse Events with T-DXd in BTC

Ohba A et al. ASCO 2022;Abstract 4006.



HERB: Interstitial Lung Disease/Pneumonitis with T-DXd in BTC

Ohba A et al. ASCO 2022;Abstract 4006.
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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 up to 5 minutes after the meeting ends.

To Claim NCPD Credit
In-person attendees: Please refer to the program syllabus

for the NCPD credit link or QR code.

Virtual attendees: The NCPD credit link is posted in the chat room.

NCPD/ONCC credit information will be emailed to each participant 
within 1 to 2 business days.


