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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.

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

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.

Complete Your Evaluation: Tap the NCPD Evaluation button to complete your 
evaluation electronically to receive credit for your participation. 

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



Clinicians, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll



About the Enduring Program

• The live meeting is being video 
and audio recorded.

• The proceedings from today will 
be edited and developed into 
an enduring web-based 
video/PowerPoint program. 
An email will be sent to all attendees when the activity is 
available. 

• To learn more about our education programs, visit our website, 
www.ResearchToPractice.com



“What I Tell My Patients”
Fifteenth Annual RTP-ONS NCPD Symposium Series

ONS Congress, San Antonio, Texas — April 26 to 29, 2023



• New agents and therapies; ongoing trials related to 
specific clinical scenarios

• Patient education: Preparing to receive new therapies

• The bond that heals 

• THANKS! (Great job)

What I Tell My Patients
2023 ONS Congress

San Antonio, Texas

Symposia Themes



How was it different to take care of this patient 
versus another patient in the same oncologic setting? 

What unique biopsychosocial factors (eg, attitude, 
comorbidities, social support) were considered 

in the overall management of this case? 
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68-year-old man with PMH of hepatitis C s/p local therapies 
for HCC receives first-line atezolizumab/bevacizumab

Blanca Ledezma, MSN, NP, AOCNP



Clinical Research Background

• Overview of HCC

- Local therapies

- Cirrhosis

Dr Kaseb
Houston, Texas

Dr Li
Duarte, California
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A 79-year-old man with HCC and NASH cirrhosis who received 
first-line atezolizumab/bevacizumab à second-line lenvatinib

Amanda K Wagner, APRN-CNP, AOCNP



Clinical Research Background

• First-line systemic therapy

- Atezolizumab/bevacizumab

- Durvalumab/tremelimumab

- TKI monotherapy

Dr Kaseb
Houston, Texas

Dr Li
Duarte, California



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
• For patients with unresectable or metastatic HCC who have not received prior 

systemic therapy

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

Key issues
• Screening for esophageal varices

Atezolizumab package insert, 12/2022.



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
• For adult patients with unresectable HCC who have not received prior 

systemic therapy

Recommended dose
• Tremelimumab: Single priming dose of 300 mg
• Durvalumab: 1,500 mg cycle 1/day 1 followed by 1,500 mg every 4 

weeks
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-tremelimumab-combination-durvalumab-unresectable-
hepatocellular-carcinoma.



FDA Approves Tremelimumab in Combination with Durvalumab 
for Unresectable Hepatocellular Carcinoma
Press Release: October 21, 2022

“The Food and Drug Administration approved tremelimumab in combination with 
durvalumab for adult patients with unresectable hepatocellular carcinoma (uHCC).

Efficacy was evaluated in HIMALAYA (NCT03298451), a randomized (1:1:1), open-label, 
multicenter study in patients with confirmed uHCC who had not received prior systemic 
treatment for HCC. Patients were randomized to one of three arms: tremelimumab 300 
mg as a one-time single intravenous (IV) infusion plus durvalumab 1500 mg IV on the 
same day, followed by durvalumab 1500 mg IV every 4 weeks; durvalumab 1500 mg IV 
every 4 weeks; or sorafenib 400 mg orally twice daily until disease progression or 
unacceptable toxicity. This approval is based on a comparison of the 782 patients 
randomized to tremelimumab plus durvalumab to sorafenib.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-tremelimumab-combination-durvalumab-
unresectable-hepatocellular-carcinoma





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 po BID without food

Sorafenib package insert, 7/2020.



• 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, 11/2022.
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A man in his early 70s with recurrent HCC who has 
experienced an extended response to nivolumab monotherapy

Blanca Ledezma, MSN, NP, AOCNP



Clinical Research Background

• Therapy for relapsed disease: New treatments

Dr Kaseb
Houston, Texas

Dr Li
Duarte, California



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 po 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
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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.



Pembrolizumab

Mechanism of action
• PD-1 inhibitor

Indication
• For patients with hepatocellular carcinoma who have previously 

received sorafenib

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

Pembrolizumab package insert, 4/2023.
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72-year-old man with cholangiocarcinoma and an IDH1 
mutation receives first-line gemcitabine/cisplatin/durvalumab 
with poor tolerance à second-line ivosidenib

Amanda K Wagner, APRN-CNP, AOCNP



Clinical Research Background

• Overview of biliary tract cancers

- Local therapies

- Classification

Dr Kaseb
Houston, Texas

Dr Li
Duarte, California
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43-year-old woman with cholangiocarcinoma and an FGFR2 
alteration who began pemigatinib after disease progression on 
gemcitabine/cisplatin 

Blanca Ledezma, MSN, NP, AOCNP



Clinical Research Background

• First-line systemic therapy

Dr Kaseb
Houston, Texas

Dr Li
Duarte, California



Durvalumab

Mechanism of action
• PD-L1 inhibitor

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

metastatic biliary tract cancer

Recommended dose
• Durvalumab: 1,500 mg every 3 weeks in combination with 

chemotherapy, and then 1,500 mg every 4 weeks as a single agent

Durvalumab package insert, 9/2022



FDA Approves Durvalumab for Locally Advanced or Metastatic Biliary 
Tract Cancer
Press Release – September 2, 2022
“The Food and Drug Administration approved durvalumab in combination with gemcitabine and 
cisplatin for adult patients with locally advanced or metastatic biliary tract cancer (BTC).

Efficacy was evaluated in TOPAZ-1 (NCT03875235), a randomized, double-blind, placebo-controlled, 
multiregional trial that enrolled 685 patients with histologically confirmed locally advanced 
unresectable or metastatic BTC who had not previously received systemic therapy for advanced 
disease.

Patients were randomized 1:1 to receive:

• durvalumab 1,500 mg on Day 1 + gemcitabine 1,000 mg/m2 and cisplatin 25 mg/m2 on Days 1 and 
8 of each 21-day cycle up to 8 cycles, followed by durvalumab 1,500 mg every 4 weeks, or

• placebo on Day 1 + gemcitabine 1,000 mg/m2 and cisplatin 25 mg/m2 on Days 1 and 8 of each 21-
day cycle up to 8 cycles, followed by placebo every 4 weeks.

Durvalumab or placebo were continued until disease progression or unacceptable toxicity. 
Treatment was permitted beyond disease progression if the patient was clinically stable and deriving 
clinical benefit, as determined by the investigator.”
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-durvalumab-locally-advanced-or-metastatic-
biliary-tract-cancer



ESMO 2022



TOPAZ-1 Phase III Trial Schema

Oh D-Y et al. ESMO 2022;Abstract 56P. 

BTC = biliary tract cancer



TOPAZ-1: Primary OS Endpoint with Durvalumab and 
Gemcitabine/Cisplatin for Advanced Biliary Tract Cancer

Oh D-Y et al. ESMO 2022;Abstract 56P. 



Addition of Pembrolizumab to First-Line Chemotherapy Significantly 
Improved Overall Survival for Patients with Advanced or Unresectable 
Biliary Tract Cancer in the KEYNOTE-966 Trial 
Press Release – January 25, 2023

Positive results from the Phase 3 KEYNOTE-966 trial were announced. In the final analysis of this 
trial, pembrolizumab in combination with standard of care chemotherapy (gemcitabine and 
cisplatin) demonstrated a statistically significant and clinically meaningful improvement in overall 
survival (OS) versus chemotherapy alone for the first-line treatment of patients with advanced or 
unresectable biliary tract cancer (BTC). The safety profile of pembrolizumab in this trial was 
consistent with that observed in previously reported studies. 

Results will be presented at an upcoming medical meeting and will be submitted to regulatory 
authorities. unresectable or metastatic BTC who had not previously received systemic therapy for 
advanced disease.

https://www.merck.com/news/mercks-keytruda-pembrolizumab-plus-chemotherapy-significantly-improved-overall-survival-
versus-chemotherapy-in-first-line-advanced-or-unresectable-biliary-tract-cancer-in-keynote-966/
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A 70-year-old man with cholangiocarcinoma who received 
durvalumab in combination with gemcitabine/cisplatin and 
developed myocarditis and pneumonitis 

Amanda K Wagner, APRN-CNP, AOCNP



Clinical Research Background

• Targeted treatment

- FGFR inhibitors

- IDH inhibitors

- HER2-targeted therapy

Dr Kaseb
Houston, Texas

Dr Li
Duarte, California



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 rearrangement

Recommended dose
• 20 mg orally (five 4-mg tablets) once daily until disease progression 

or unacceptable toxicity

Futibatinib package insert, 9/2022. 



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 po once daily for 14 consecutive days followed by 7 days 

off therapy in 21-day cycles until disease progression or 
unacceptable toxicity

Pemigatinib package insert, 8/2022. 



IDH1 Mutations in Advanced Cholangiocarcinoma

Zhu A et al. Gastrointestinal Cancers Symposium 2021;Abstract 266.



Ivosidenib

Mechanism of action
• IDH1 inhibitor

Indication
• For patients with previously treated locally advanced or metastatic 

cholangiocarcinoma with a susceptible IDH1 mutation

Recommended dose
• 500 mg po daily with or without food until disease progression or 

unacceptable toxicity

Ivosidenib package insert, 5/2022.





APPENDIX



HCC



Combined Immunotherapy and VEGF Pathway-Targeted Agents 
as First-Line Treatment for Advanced, Unresectable HCC 

Phase III study design
IMbrave150a,b

(N = 501)
ORIENT-32c

(N = 595)
COSMIC-312d

(N = 837)

Treatment arms Atezolizumab + bev
Sorafenib

Sintilimab + bev biosimilar
Sorafenib

Atezolizumab + cabozantinib*
Sorafenib*

Cabozantinib

Patient population Global
HBV-associated HCC (~48%)

Asian 
HBV-associated HCC (94%)

Global
HBV-associated HCC (~30%)

Median PFS 6.9 mo vs 4.3 mo
HR: 0.65, p < 0.001

4.6 mo vs 2.8 mo
HR: 0.56, p < 0.0001

6.8 mo vs 4.2 mo*
HR: 0.63, p = 0.0012

Median OS 19.2 mo vs 13.4 mo
HR: 0.66, p < 0.001

Not reached vs 10.4 mo
HR: 0.57, p < 0.0001

(Combination arm vs sorafenib): 
15.4 mo vs 15.5 mo
HR: 0.90, p = 0.44

Confirmed ORR 27.3% vs 11.9% 21.0% vs 4.0% 13.0% vs 5.0% vs 11.0%

a Cheng A-L et al. J Hepatol 2022;76(4):862-73; b Finn RS et al. N Engl J Med 2020;382:1894-905; c Ren Z et al. Lancet Oncol 2021;22:977-
90; d Kelley RK et al. Lancet Oncol 2022;[Online ahead of print].

HCC = hepatocellular cancer; bev = bevacizumab; HBV = hepatitis B virus; PFS = progression-free survival; OS = overall survival; 
ORR = objective response rate
* PFS ITT population



Combined Immunotherapy and VEGF Pathway-Targeted Agents as 
First-Line Treatment for Advanced, Unresectable HCC (Continued)

Phase III study design
IMbrave150a,b

(N = 501)
ORIENT-32c

(N = 595)
HIMALAYAd,e

(N = 1,171)

Treatment arms Atezolizumab + bev
Sorafenib

Sintilimab + bev biosimilar
Sorafenib

Durvalumab + tremelimumab*
Durvalumab
Sorafenib*

Patient population Global 
HBV-associated HCC (~48%)

Asian 
HBV-associated HCC (94%)

Global 
HBV-associated HCC (~31%)

Median PFS 6.9 mo vs 4.3 mo
HR: 0.65, p < 0.001

4.6 mo vs 2.8 mo
HR: 0.56, p < 0.0001 3.8 mo vs 3.7 mo vs 4.1 mo

Median OS 19.2 mo vs 13.4 mo
HR: 0.66, p < 0.001

Not reached vs 10.4 mo
HR: 0.57, p < 0.0001

(Combination arm vs sorafenib)*: 
16.4 mo vs 13.8 mo
HR: 0.78, p = 0.0035

Confirmed ORR 27.3% vs 11.9% 21.0% vs 4.0% 20.1% vs 17.0% vs 5.1%

a Cheng A-L et al. J Hepatol 2022;76(4):862-73; b Finn RS et al. N Engl J Med 2020;382:1894-905; c Ren Z et al. Lancet Oncol 2021;22:977-90; d Abou-Alfa 
GK et al. Gastrointestinal Cancers Symposium 2022;Abstract 379; e Abou-Alfa G et al. NEJM Evidence 2022;[Online ahead of print].

* Primary study objective: OS for T300 + D vs sorafenib; Secondary objective: OS for durvalumab vs sorafenib (16.6 mo vs 13.8 mo, HR: 0.86)

HCC = hepatocellular cancer; bev = bevacizumab; HBV = hepatitis B virus; PFS = progression-free survival; OS = overall survival; ORR = objective response rate



2022;76(4):862-73.



Cheng A-L et al. J Hepatol 2022;76(4):862-73.

IMbrave150: Updated OS and PFS with Atezolizumab and 
Bevacizumab (Median Follow-Up 15.6 Months)



IMbrave150: Updated OS with Atezolizumab and 
Bevacizumab (Median Follow-Up 15.6 Months)

Median 19.2 mo

Median 13.4 mo

Cheng A-L et al. J Hepatol 2022;76(4):862-73. 



IMbrave150: Updated PFS with Atezolizumab and 
Bevacizumab (Median Follow-Up 15.6 Months)

Cheng A-L et al. J Hepatol 2022;76(4):862-73. 

Median 6.9 mo

Median 4.3 mo



FDA Approves Tremelimumab in Combination with Durvalumab 
for Unresectable Hepatocellular Carcinoma
Press Release – October 21, 2022

“The Food and Drug Administration approved tremelimumab in combination with 
durvalumab for adult patients with unresectable hepatocellular carcinoma (uHCC).

Efficacy was evaluated in HIMALAYA (NCT03298451), a randomized (1:1:1), open-label, 
multicenter study in patients with confirmed uHCC who had not received prior systemic 
treatment for HCC. Patients were randomized to one of three arms: tremelimumab
300 mg as a one-time single intravenous (IV) infusion plus durvalumab 1500 mg IV on the 
same day, followed by durvalumab 1500 mg IV every 4 weeks; durvalumab 1500 mg IV 
every 4 weeks; or sorafenib 400 mg orally twice daily until disease progression or 
unacceptable toxicity. This approval is based on a comparison of the 782 patients 
randomized to tremelimumab plus durvalumab to sorafenib.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-tremelimumab-combination-durvalumab-
unresectable-hepatocellular-carcinoma



HIMALAYA Phase III Trial Schema

Abou-Alfa GK et al. Gastrointestinal Cancers Symposium 2022;Abstract 379. 



HIMALAYA: Overall Survival 

Abou-Alfa GK et al. NEJM Evid June 6, 2022.



HIMALAYA: Progression-Free Survival 

Abou-Alfa GK et al. NEJM Evid June 6, 2022.



HIMALAYA: Response Outcomes (Intent-to-Treat Population)

Abou-Alfa GK et al. NEJM Evid June 6, 2022.



HIMALAYA: Treatment-Emergent Adverse Events (Safety Population)

Abou-Alfa GK et al. NEJM Evid June 6, 2022.



Lancet 2018;391:1163-73



Kudo M et al. Lancet 2018;391:1163-73.

REFLECT Trial: Overall and Progression-Free Survival 

Non-inferior OS



REFLECT: Common Treatment-Emergent Adverse Events

Kudo M et al. Lancet 2018;391:1163-73.



Cholangiocarcinoma and 
Biliary Tract Cancers



Emerging Targets in Cholangiocarcinoma: Focus on FGFR2 and IDH1 

Israel MA et al. Oncologist 2021;26(9):787-96.

Courtesy of Robin K Kelley, MD



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

—

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; MSI = miscrosatellite instability; MMR = mismatch repair



Efficacy of FDA-Approved FGFR Inhibitors
for Cholangiocarcinoma with an FGFR2 Fusion

Pemigatinib
(N = 107)

Infigratinib
(N = 108)

Futibatinib
(N = 67)

ORR 37.0% 23.1% 42.0%

Disease control rate 82.0% 84.3% 83.0%

Median progression-free 
survival 7.0 mo 7.3 mo 9.0 mo

Median overall survival 17.5 mo 12.2 mo 21.7 mo

Toxicities Hyperphosphatemia, 
alopecia, diarrhea

Hyperphosphatemia, 
stomatitis, fatigue

Hyperphosphatemia, 
diarrhea, dry mouth 

Vogel A et al. ESMO GI 2022;Abstract O-2; Javle M et al. Lancet Gastroenterol 2021;6:803-15; Goyal L et al. N Engl J Med 2023;388:228-39. 





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: Best Change from Baseline in Target 
Lesion Size in Cohort A

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



FIGHT-202 Final Results: PFS and OS for 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.



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



2023;388;228-39 



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

Goyal L et al. ASCO 2022;Abstract 4009. 



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

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

Median PFS: 9.0 mos
Median OS: 21.7 mos

43% 85% 9.7 mo



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 Approves Ivosidenib for Advanced or Metastatic Cholangiocarcinoma
Press Release – August 25, 2021

“The Food and Drug Administration approved ivosidenib for adult patients with previously treated, locally 
advanced or metastatic cholangiocarcinoma with an isocitrate dehydrogenase-1 (IDH1) mutation as detected 
by an FDA-approved test.

Today, the FDA also approved the Oncomine Dx Target Test as a companion diagnostic device to aid in selecting 
patients with cholangiocarcinoma for treatment with ivosidenib.

Ivosidenib was investigated in a randomized (2:1), multicenter, double-blind, placebo-controlled clinical trial 
(Study AG120-C-005, NCT02989857) of 185 adult patients with locally advanced or metastatic 
cholangiocarcinoma with an IDH1 mutation. The patient’s disease must have progressed following at least one, 
but not more than two prior regimens, including at least one gemcitabine- or 5-flurouracil-containing regimen. 
Patients were randomized to receive either ivosidenib 500 mg orally once daily or matched placebo until 
disease progression or unacceptable toxicity.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-ivosidenib-advanced-or-metastatic-
cholangiocarcinoma



2021;7(11):1669-77



ClarIDHy: Final OS with Ivosidenib for Patients with Advanced 
Cholangiocarcinoma with IDH1 Mutations

Zhu AX et al. JAMA Oncol 2021;7(11):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. 



ClarIDHy: Treatment Duration for All Patients Who Received 
Placebo, Including Those Who Crossed Over to Ivosidenib

Zhu AX et al. JAMA Oncol 2021;7(11):1669-77.



ClarIDHy: Select Adverse Events

Abou-Alfa GK et al. Lancet Oncol 2020;21(6):796-807. 

Adverse event

Ivosidenib
(n = 121)

Placebo
(n = 59)

Grade 1-2 Grade 3 Grade 4 Grade 1-2 Grade 3 Grade 4

Diarrhea 33% 2% 0 24% 2% 0

Fatigue 23% 3% 0 15% 0 0

Ascites 13% 7% 0 8% 7% 0

Electrocardiogram 
QT prolongation 8% 1% 0 2% 0 0

ALT increase 7% 2% 0 2% 0 0

AST increase 6% 5% 0 3% 2% 0

Hyponatremia 5% 3% 2% 2% 8% 2%

Blood bilirubin 
increase 4% 6% 0 5% 2% 0



Summary of Efficacy Results from Immunotherapy Studies in 
Biliary Tract Cancer (BTC)

• 1. Ueno M et al. Presented at: ESMO Congress 2018; 19–23 October 2018; Munich, Germany. Abs 4525; 2. Kim R et al. JAMA Oncol 2020;6:888–894; 3. Kelley RK, et al. Presented at: ASCO Annual Meeting 2018; 
1–5 June 2018; Chicago, IL. Abs 4087; 4. Klein O, et al. Poster presented at: ASCO Annual Meeting 2020; 29–31 May, 2020. Pos 196; 5. Ueno M, et al. Lancet Gastroenterol Hepatol 2019;4:611–621; 6. Ioka T, et al. Poster 
presented at: ASCO GI; 17–19 January 2019; San Francisco, CA. Poster 387 ICR, independent central review; IR, investigator review; ITT, intent-to-treat; NE, not estimable; NR, not reached

Study Agent(s) Line of 
therapy Patients (n) ORR DCR PFS OS

KEYNOTE-1581 Pembrolizumab ≥2L 104 
(BTC cohort) 6% 22% 2.0 mo 9.1 mo

Kim R et al2 Nivolumab ≥2L
54 (46 

evaluable for 
response)

IR: 22%
ICR: 11%

IR: 59%
ICR: 50% ITT: 3.7 mo ITT: 14.2 mo

Kelley RK et 
al3

Pembrolizumab 
+ GM-CSF ≥2L 27 19% 33% 6-mo PFS: 35% NR

Klein O et al4 Nivolumab 
+ ipilimumab ≥1L 39 23% 44% 2.9 mo 5.7 mo

Ueno M et al5

Nivolumab ≥2L 30 3% 23% 1.4 mo 5.2 mo

Nivolumab 
+ GemCis 1L 30 37% 63% 4.2 mo 15.4 mo

Ioka T et al6
Durvalumab

≥2L
42 5% 17% 1.5 mo 8.1 mo

Tremelimumab + 
durvalumab 65 11% 32% 1.6 mo 10.1 mo

Courtesy of Tanios Bekaii-Saab, MD



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

Ohba A et al. ASCO 2022;Abstract 4006.



HERB Primary Endpoint: Confirmed Objective Response Rate 
(ORR) by Blinded Independent Central Review

Ohba A et al. ASCO 2022;Abstract 4006.



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

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 for Biliary 
Tract Cancer

Ohba A et al. ASCO 2022;Abstract 4006.



HERB: Interstitial Lung Disease/Pneumonitis with T-DXd for 
Biliary Tract Cancer

Ohba A et al. ASCO 2022;Abstract 4006.



Hepatobiliary Cancers 
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Faculty 

What I Tell My Patients: 
Faculty Physicians and Nurses Discuss Patient Education 

About New Treatments and Clinical Trials
Fifteenth Annual RTP Symposium Series Held During the Annual ONS Congress



Ovarian Cancer 
Friday, April 28, 2023
12:15 PM – 1:45 PM

Moderator
Neil Love, MD

Courtney Arn, CNP
David M O’Malley, MD
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Jaclyn Shaver, MS, APRN, CNP, WHNP

Faculty 

What I Tell My Patients: 
Faculty Physicians and Nurses Discuss Patient Education 

About New Treatments and Clinical Trials
Fifteenth Annual RTP Symposium Series Held During the Annual ONS Congress



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.

In-person attendees can use the networked iPads® to claim NCPD 
credit or use the QR code as instructed in the program syllabus.

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.


