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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. 

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 CME 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. 

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

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

Clinicians Attending via Zoom



PREMEETING SURVEY – Available Now

Clinicians in Attendance: If you have not already done 
so, please take a moment to complete the premeeting 
survey on the iPads for attendees in the room and on 
Zoom for those attending virtually. Your input on this 

survey will be integral to the program today.
 

A postmeeting survey will be posted 
toward the end of the session.

 
Thank you for your input.



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
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Agenda

Module 1: Hepatocellular Carcinoma (HCC)
• Adjuvant therapy for HCC
• First-line systemic therapy for advanced/metastatic HCC
• Management of HCC in the second-line setting and beyond

Module 2: Biliary Tract Cancers (BTCs)
• First-line systemic therapy for metastatic BTCs
• Management of metastatic cholangiocarcinoma with FGFR fusions/rearrangements
• Management of metastatic cholangiocarcinoma with IDH1 mutations 
• Management of metastatic HER2-positive BTC
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Adjuvant therapy for hepatocellular carcinoma (HCC)

Management of HCC in the second-line setting and beyond

First-line systemic therapy for advanced/metastatic HCC

First-line systemic therapy for metastatic biliary tract cancers

Management of metastatic HER2-positive biliary tract cancer

Management of metastatic cholangiocarcinoma with FGFR
fusions/rearrangements

Management of metastatic cholangiocarcinoma with IDH1
mutations

First Choice Second Choice
Survey of US-based general medical oncologists, May 2023. N = 75



Agenda

Module 1: Hepatocellular Carcinoma (HCC)
• Adjuvant therapy for HCC
• First-line systemic therapy for advanced/metastatic HCC
• Management of HCC in the second-line setting and beyond

Module 2: Biliary Tract Cancers (BTCs)
• First-line systemic therapy for metastatic BTCs
• Management of metastatic cholangiocarcinoma with FGFR fusions/rearrangements
• Management of metastatic cholangiocarcinoma with IDH1 mutations 
• Management of metastatic HER2-positive BTC



How comfortable/familiar are you with the published 
data sets, available guidelines, investigator perspectives 

and ongoing research studies pertaining to adjuvant 
therapy for HCC?

2 17 33 18 5

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75

25% feel well informed 



Adjuvant therapy for HCC

• Chow P et al. IMbrave050: Phase 3 study of adjuvant atezolizumab + bevacizumab versus active 
surveillance in patients with hepatocellular carcinoma (HCC) at high risk of disease recurrence 
following resection or ablation. AACR 2023;Abstract CT003.

• Kudo M et al. Efficacy, safety and patient reported outcomes (PROs) from the Phase III 
IMbrave050 trial of adjuvant atezolizumab (atezo) + bevacizumab (bev) vs active surveillance in 
patients with hepatocellular carcinoma (HCC) at high risk of disease recurrence following 
resection or ablation. ASCO 2023;Abstract 4002.



Chow P et al. AACR 2023;Abstract CT003.

IMbrave050: Phase III Trial Design

TACE = transarterial chemoembolization



Chow P et al. AACR 2023;Abstract CT003.

IMbrave050 Primary Endpoint: Independent Review Faculty 
(IRF)-Assessed Recurrence-Free Survival (RFS)

Atezo = atezolizumab; bev = bevacizumab



Chow P et al. AACR 2023;Abstract CT003.

IMbrave050: IRF-Assessed Disease Recurrence

IRF = independent review faculty; atezo = atezolizumab; bev = bevacizumab



Chow P et al. AACR 2023;Abstract CT003.

IMbrave050: Recurrence-Free Survival Subgroup Analysis

Atezo = atezolizumab; bev = bevacizumab



• Adjuvant immunotherapy. Is it prime time?

• If adjuvant immunotherapy is approved, how long after resected HCC would it still 
be reasonable to offer immunotherapy?

• 42 yo with history of HBV presents with locally advanced HCC. He is not a 
candidate for up-front resection/transplant due to vascular invasion. Pt had a good 
response with rTACe and atezo/bev and undergoes resection. Would you proceed 
with adjuvant therapy in this case?

• I have a 76-year-old man who just had HCC resection. Stage I 
but vascular invasion was seen. Anything we can do to 
reduce the risk of recurrence? What is the role of ctDNA to 
predict recurrence? 

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



Agenda

Module 1: Hepatocellular Carcinoma (HCC)
• Adjuvant therapy for HCC
• First-line systemic therapy for advanced/metastatic HCC
• Management of HCC in the second-line setting and beyond

Module 2: Biliary Tract Cancers (BTCs)
• First-line systemic therapy for metastatic BTCs
• Management of metastatic cholangiocarcinoma with FGFR fusions/rearrangements
• Management of metastatic cholangiocarcinoma with IDH1 mutations 
• Management of metastatic HER2-positive BTC



How comfortable/familiar are you with the published 
data sets, available guidelines, investigator perspectives 

and ongoing research studies pertaining to first-line 
systemic therapy for advanced/metastatic HCC?

14 40 17 4 0

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75

72% feel well informed 



First-line systemic therapy for advanced/metastatic HCC

• Cheng A-L et al. Updated efficacy and safety data from IMbrave150: Atezolizumab plus 
bevacizumab vs sorafenib for unresectable hepatocellular carcinoma. J Hepatol 2022;76(4):862-73.

• Abou-Alfa G et al. Tremelimumab plus durvalumab in unresectable hepatocellular carcinoma. 
NEJM Evid 2022;1(8).

• Lau G et al. Outcomes by occurrence of immune-mediated adverse events (imAEs) with 
tremelimumab (T) plus durvalumab (D) in the Phase 3 HIMALAYA study in unresectable 
hepatocellular carcinoma (uHCC). ASCO 2023;Abstract 4004.

• Rimini M et al. Atezolizumab plus bevacizumab versus lenvatinib or sorafenib in non-viral 
unresectable hepatocellular carcinoma: An international propensity score matching analysis. 
ESMO Open 2022;7(6):100591.



HIMALAYA Phase III Trial Schema

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



HIMALAYA: Overall Survival 

Abou-Alfa G et al. NEJM Evid 2022;1(8).



HIMALAYA: Progression-Free Survival 

Abou-Alfa G et al. NEJM Evid 2022;1(8).



HIMALAYA: Treatment Emergent Adverse Events (Safety Population)

Abou-Alfa G et al. NEJM Evid 2022;1(8).



ESMO Open 2022 December;7(6):100591.



Rimini M et al. ESMO Open 2022 December;7(6):100591.

Atezolizumab/Bevacizumab versus Lenvatinib for Nonviral 
Unresectable Hepatocellular Carcinoma: NASH/NAFLD Population

Overall Survival Progression-Free Survival

NASH = nonalcoholic steatohepatitis; NAFLD = nonalcoholic fatty liver disease



• When to use tremelimumab plus durvalumab over bevacizumab plus atezolizumab

• What are the options for Child-Pugh C patients but who are in relatively good health?

• My biggest struggle is sequencing between liver-directed therapy and systemic therapy. IR 
folks push toward Y-90 even if larger tumor as first-line option. Is there a tumor size cutoff 
where these therapies would not be first option and preference would be for systemic 
therapy?  

• The best regimen that can provide RAPID response in patients 
with metastatic disease, severe pain in the bone mets 
(HCC proven) eligible for ALL classes of drugs, age 65

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



• If someone is started on bevacizumab and atezolizumab with response and then has a Grade 3 
or 4 immunotherapy toxicity, would you continue single-agent bevacizumab until progression 
or intolerance?

• Would you give systemic therapy in a patient with diffuse involvement of the liver with HCC 
and no extrahepatic disease, or is liver-directed therapy adequate?

• Do antibodies to atezolizumab impact PFS and OS in HCC? Should they be measured? How 
reliable are the testing results?

Questions from General Medical Oncologists (Continued)

Survey of US-based general medical oncologists, May 2023. N = 75



Agenda

Module 1: Hepatocellular Carcinoma (HCC)
• Adjuvant therapy for HCC
• First-line systemic therapy for advanced/metastatic HCC
• Management of HCC in the second-line setting and beyond

Module 2: Biliary Tract Cancers (BTCs)
• First-line systemic therapy for metastatic BTCs
• Management of metastatic cholangiocarcinoma with FGFR fusions/rearrangements
• Management of metastatic cholangiocarcinoma with IDH1 mutations 
• Management of metastatic HER2-positive BTC



How comfortable/familiar are you with the published 
data sets, available guidelines, investigator perspectives 
and ongoing research studies pertaining to management 

of HCC in the second-line setting and beyond?

4 31 32 7 1

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75

47% feel well informed 



Management of HCC in the second-line setting and beyond

• Yoo C et al. Clinical outcomes with multikinase inhibitors after progression on first-line 
atezolizumab plus bevacizumab in patients with advanced hepatocellular carcinoma: A 
Multinational Multicenter retrospective study. Liver Cancer 2021;10(2):107-14. 

• El-Khoueiry AB et al. Safety and efficacy of cabozantinib for patients with advanced 
hepatocellular carcinoma who advanced to Child-Pugh B liver function at study week 8: A 
retrospective analysis of the CELESTIAL randomised controlled trial. BMC Cancer 
2022;22(1):377.

• Qin S et al. Pembrolizumab versus placebo as second-line therapy in patients from Asia with 
advanced hepatocellular carcinoma: A randomized, double-blind, Phase III trial. J Clin Oncol 
2023;41(7):1434-43.

• Melero I et al. Nivolumab (NIVO) plus ipilimumab (IPI) combination therapy in patients with 
advanced hepatocellular carcinoma (aHCC): 5-year results from CheckMate 040. ESMO World 
Congress on Gastrointestinal Cancer 2022;Abstract SO-12.



Retrospective Analysis of Sorafenib and Lenvatinib for Patients 
with Advanced HCC That Progressed on First-Line Atezolizumab 
with Bevacizumab – PFS and OS

Yoo C et al. Liver Cancer 2021;10:107-14. 



Retrospective Analysis of Sorafenib and Lenvatinib for Patients 
with Advanced HCC That Progressed on First-Line Atezolizumab 
with Bevacizumab – Best Response

Yoo C et al. Liver Cancer 2021;10:107-14. 



El-Khoueiry AB et al. BMC Cancer 2022;22(1):377. 

Cabozantinib for Patients with Advanced HCC and Child-Pugh B 
Liver Function in CELESTIAL: Overall Survival



• What is the best TKI to start with?

• What is your dosing approach with cabozantinib? Do you start at a lower or higher dose?

• Any good options for Child-Pugh B or higher in second line? 

• Do patients with paraneoplastic features of HCC such as erythrocytosis affect responses to 
targeted, angiogenesis inhibition or checkpoint inhibitors?

• Conversation re: dosing of lenvatinib; I have some experience,
but more advice would help

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



Agenda

Module 1: Hepatocellular Carcinoma (HCC)
• Adjuvant therapy for HCC
• First-line systemic therapy for advanced/metastatic HCC
• Management of HCC in the second-line setting and beyond

Module 2: Biliary Tract Cancers (BTCs)
• First-line systemic therapy for metastatic BTCs
• Management of metastatic cholangiocarcinoma with FGFR fusions/rearrangements
• Management of metastatic cholangiocarcinoma with IDH1 mutations 
• Management of metastatic HER2-positive BTC



How comfortable/familiar are you with the published 
data sets, available guidelines, investigator perspectives 

and ongoing research studies pertaining to first-line 
systemic therapy for metastatic biliary tract cancers?

13 32 25 5 0

60% feel well informed 

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75



First-line systemic therapy for metastatic BTCs

• Oh D-Y et al. Updated overall survival (OS) from the phase III TOPAZ-1 study of durvalumab (D) 
or placebo (PBO) plus gemcitabine and cisplatin (+ GC) in patients (pts) with advanced biliary 
tract cancer (BTC). ESMO 2022;Abstract 56P.

• Kelley RK et al. Pembrolizumab in combination with gemcitabine and cisplatin compared with 
gemcitabine and cisplatin alone for patients with advanced biliary tract cancer (KEYNOTE-966): 
a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet 2023;[Online ahead of 
print].

• Yoo C et al. Health-related quality of life (HRQoL) in the Phase 3 KEYNOTE-966 study of 
pembrolizumab (pembro) plus gemcitabine and cisplatin (gem/cis) versus placebo plus gem/cis 
for advanced biliary tract cancer (BTC). ASCO 2023;Abstract 4003.



TOPAZ-1 Phase III Trial Schema

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

BTC = biliary tract cancer



TOPAZ-1: Results Summary with Durvalumab and 
Gemcitabine/Cisplatin for Advanced Biliary Tract Cancer

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

• Grade 3/4 treatment-related adverse events (TRAEs) occurred in 60.9% of patients receiving durvalumab and 
63.5% of patients receiving placebo.

• TRAEs leading to discontinuation of any study medication occurred in 8.9% and 11.4% of patients receiving 
durvalumab and placebo, respectively.



Lancet 2023 April 14;[Online ahead of print].



KEYNOTE-966 Primary Endpoint: Overall Survival (Final Analysis)

Kelley RK et al. Lancet 2023 April 14;[Online ahead of print]. 

Median: 12.7 mo

Median: 10.9 mo

The efficacy boundary for a statistically significant overall survival benefit for the pembrolizumab group 
was met (significance threshold, p = 0.0200).



• What is the best platform for checking NGS?

• How do you incorporate KEYNOTE-966 data with TOPAZ-1 data?

• I usually use the TOPAZ regimen. But I wonder when should we use cisplatin/gem/paclitaxel? 
When can we not give cisplatin first line?  

• What is preferred first line in patients with pre-existing renal insufficiency?

• Any studies looking at durva w/ other chemo combinations? Cisplatin is not well tolerated by 
all, and there is now a national shortage of carbo 
and soon to be cisplatin shortage, we are told!

• For metastatic disease TMB-H, would you use gem/cis/durva 
or ipi/nivo as 1L therapy?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



• In a patient with NTRK mutation, should NTRK-targeting agents be used first, or should this be 
reserved for after progression on chemoimmunotherapy?

• How to treat oligomets 

Questions from General Medical Oncologists (Continued)

Survey of US-based general medical oncologists, May 2023. N = 75



Agenda

Module 1: Hepatocellular Carcinoma (HCC)
• Adjuvant therapy for HCC
• First-line systemic therapy for advanced/metastatic HCC
• Management of HCC in the second-line setting and beyond

Module 2: Biliary Tract Cancers (BTCs)
• First-line systemic therapy for metastatic BTCs
• Management of metastatic cholangiocarcinoma with FGFR fusions/rearrangements
• Management of metastatic cholangiocarcinoma with IDH1 mutations 
• Management of metastatic HER2-positive BTC



How comfortable/familiar are you with the 
published data sets, available guidelines, investigator 

perspectives and ongoing research studies pertaining to 
management of metastatic cholangiocarcinoma 

with FGFR fusions/rearrangements?

4 25 33 9 4

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75

39% feel well informed 



Management of metastatic cholangiocarcinoma with FGFR fusions/ 
rearrangements

• Vogel A et al. Pemigatinib for previously treated locally advanced or metastatic 
cholangiocarcinoma: Final results from FIGHT-202. ESMO World Congress on Gastrointestinal 
Cancer 2022;Abstract O-2.

• Goyal L et al. Futibatinib for FGFR2-rearranged intrahepatic cholangiocarcinoma. N Engl J Med 
2023;388(3):228-39.



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 World Congress on Gastrointestinal Cancer 2022;Abstract O-2; Goyal L et al. N Engl J Med 2023;388:228-39. 



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.



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 mo
Median OS: 21.7 mo

43%  85%        9.7 mo

PFS = progression-free survival; OS = overall survival



• Which NGS testing is most useful for accurate detection of FGFR2 fusions?

• Can you use targeted therapy first, or always start with gem cis durvalumab?

• A 72 yo with metastatic biliary tract cancer has progressed on two chemotherapy regimens. 
NGS shows both an IDH1 and FGFR fusion mutation. What would be your preferred therapy?

• A patient has metastatic FGFR fusion and is about to be started on targeted therapy. What drug 
would you use, and what practical advice would you give about any dosing, prophylactic 
support, monitoring?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



• I am treating a patient with cholangiocarcinoma with pemigatinib. This individual developed 
hyperphosphatemia and nail toxicity. Would you be able to provide "pearls" for someone who 
doesn’t use the drug very often?

• How often are you checking phosphorus levels?

• What are the differences between reversible and irreversible FGFR inhibitors both in activity 
and side-effect profiles? Can they be used if progression on an FGFR inhibitor? 

Questions from General Medical Oncologists (Continued)

Survey of US-based general medical oncologists, May 2023. N = 75



Agenda

Module 1: Hepatocellular Carcinoma (HCC)
• Adjuvant therapy for HCC
• First-line systemic therapy for advanced/metastatic HCC
• Management of HCC in the second-line setting and beyond

Module 2: Biliary Tract Cancers (BTCs)
• First-line systemic therapy for metastatic BTCs
• Management of metastatic cholangiocarcinoma with FGFR fusions/rearrangements
• Management of metastatic cholangiocarcinoma with IDH1 mutations 
• Management of metastatic HER2-positive BTC



How comfortable/familiar are you with the published 
data sets, available guidelines, investigator perspectives 
and ongoing research studies pertaining to management 
of metastatic cholangiocarcinoma with IDH1 mutations?

3 30 24 12 6

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75

44% feel well informed 



Management of metastatic cholangiocarcinoma with IDH1 
mutations

• Zhu AX et al. Final overall survival efficacy results of ivosidenib for patients with advanced 
cholangiocarcinoma with IDH1 mutation: The Phase 3 randomized clinical ClarIDHy trial. JAMA 
Oncol 2021;7(11):1669-77.



ClarIDHy: Final Overall Survival (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: 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.



• How often have you seen differentiation syndrome, and how are you managing it?

• What are the common adverse effects associated with IDH inhibitors, and recommendations 
regarding optimal management of such? 

• A pt in her 70s failed first TOPAZ regimen. She has IDH 1 mutation. I planned ivosidenib. Pt 
went to MD Anderson for a second opinion. Surprisingly, the recommendation was FOLFIRI. 
The reason was low response rate of ivosidenib. Pt rapidly progressed with chemo. 

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



• I have a 66-year-old male with metastatic cholangiocarcinoma whom I treated with 
durvalumab plus gemcitabine plus cisplatin, and he responded well for 11 months. He has now 
progressed and has an IDH 1 mutation. Do I re-challenge him with durvalumab plus 
gemcitabine plus cisplatin or give him IDH 1-targeted treatment? His ECOG is 1 and he has no 
comorbidities.

Questions from General Medical Oncologists (Continued)

Survey of US-based general medical oncologists, May 2023. N = 75



Agenda

Module 1: Hepatocellular Carcinoma (HCC)
• Adjuvant therapy for HCC
• First-line systemic therapy for advanced/metastatic HCC
• Management of HCC in the second-line setting and beyond

Module 2: Biliary Tract Cancers (BTCs)
• First-line systemic therapy for metastatic BTCs
• Management of metastatic cholangiocarcinoma with FGFR fusions/rearrangements
• Management of metastatic cholangiocarcinoma with IDH1 mutations 
• Management of metastatic HER2-positive BTC



How comfortable/familiar are you with the published 
data sets, available guidelines, investigator perspectives 
and ongoing research studies pertaining to management 

of metastatic HER2-positive biliary tract cancer?

4 16 35 17 3

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75

27% feel well informed 



Management of metastatic HER2-positive BTC

• Pant S et al. Results from the pivotal phase (Ph) 2b HERIZON-BTC-01 study: Zanidatamab in 
previously-treated HER2-amplified biliary tract cancer (BTC). ASCO 2023;Abstract 4008.

• Nakamura Y et al. Tucatinib and trastuzumab for previously treated HER2-positive metastatic 
biliary tract cancer (SGNTUC-019): A phase 2 basket study. ASCO 2023;Abstract 4007.

• Ohba A et al. Trastuzumab deruxtecan (T-DXd; DS-8201) in patients (pts) with HER2-expressing 
unresectable or recurrent biliary tract cancer (BTC): An investigator-initiated multicenter phase 
2 study (HERB trial). ASCO 2022;Abstract 4006.

• Meric-Bernstam F et al. Efficacy and safety of trastuzumab deruxtecan (T-DXd) in patients (pts) 
with HER2-expressing solid tumors: DESTINY-PanTumor02 (DP-02) interim results. ASCO 
2022;Abstract LBA3000 .



Pant S et al. ASCO 2023;Abstract 4008.



Pant S et al. ASCO 2023;Abstract 4008.



Pant S et al. ASCO 2023;Abstract 4008.



Pant S et al. ASCO 2023;Abstract 4008.



Pant S et al. ASCO 2023;Abstract 4008.
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SGNTUC-019: Phase II Trial Schema

Nakamura Y et al. ASCO 2023;Abstract 4007.



SGNTUC-019: Response to Tucatinib and Trastuzumab

Nakamura Y et al. ASCO 2023;Abstract 4007.



SGNTUC-019: Best Percent Change from Baseline with 
Tucatinib and Trastuzumab

Nakamura Y et al. ASCO 2023;Abstract 4007.



SGNTUC-019: Most Common TEAEs

Nakamura Y et al. ASCO 2023;Abstract 4007.



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

Ohba A et al. ASCO 2022;Abstract 4006.



HERB: Interstitial Lung Disease/Pneumonitis with Trastuzumab 
Deruxtecan for Biliary Tract Cancer

Ohba A et al. ASCO 2022;Abstract 4006.



Trastuzumab Deruxtecan Meets Prespecified Criteria of Objective 
Response Rate and Duration of Response in the Phase II DESTINY-
PanTumor02 Trial
Press Release – March 6, 2023
“Positive high-level results from an analysis of the ongoing DESTINY-PanTumor02 Phase II trial 
showed trastuzumab deruxtecan met the prespecified target for objective response rate (ORR) and 
demonstrated durable response across multiple HER2-expressing advanced solid tumours in heavily 
pretreated patients.

The DESTINY-PanTumor02 Phase II trial is evaluating the efficacy and safety of trastuzumab 
deruxtecan in patients with locally advanced, unresectable, or metastatic previously treated, HER2-
expressing solid tumours not eligible for curative therapy, including biliary tract, bladder, cervical, 
endometrial, ovarian, pancreatic, and rare cancers. The primary endpoint of the trial is investigator-
assessed confirmed ORR and investigator-assessed duration of response (DoR) is a key secondary 
endpoint.

The data will be presented at an upcoming medical meeting and shared with global regulatory 
authorities.”

https://www.astrazeneca.com/media-centre/press-releases/2023/enhertu-destiny-pantumor02-shows-positive-results.html



Efficacy and Safety of Trastuzumab Deruxtecan 
(T-DXd) in Patients (Pts) with HER2-Expressing 
Solid Tumors: DESTINY-PanTumor02 (DP-02) 
Interim Results

Meric-Bernstam F et al.
ASCO 2023;Abstract LBA3000.
Monday, June 5th, 8:00 AM CDT 



• Role of T-DXd and in which line? Does pertuzumab add benefit to trastuzumab, and should it 
be combined with chemotherapy/ICI?

• Should trastuzumab be added with cisplatin/gem/durva? Should T-DXd be used as the 2nd line? 

• 72 yo patient with HER2-positive biliary tract cancer has progressed after 1 year on combined 
chemotherapy with trastuzumab and pertuzumab. Would you continue any anti-HER 
therapeutic options?

• How should we manage HER2-low tumors?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



Impediments you have encountered in delivering high-quality 
care to patients with hepatobiliary cancers

• Access to surgical expertise

• Definitely the rapid deterioration of performance status is a major challenge

• Patients with persistent biliary obstruction are frequently in and out of the hospital due to 
complications

• I am always unsure as to the role of radiation in these patients. 

• Patients tend to be very sick and debilitated at diagnosis. Their ability to tolerate combination 
platinum-containing regimens is limited. If an obstruction cannot be stented, they tend not to 
do well with percutaneous drains, which severely limits my ability to resume systemic therapy.

Survey of US-based general medical oncologists, May 2023. N = 75



APPENDIX



MODULE 1: First-Line Therapy for Advanced Hepatocellular 
Carcinoma (HCC) and Biliary Tract Cancers (BTCs)



IMbrave050: Phase 3 Study of Adjuvant 
Atezolizumab + Bevacizumab versus Active 
Surveillance in Patients with Hepatocellular 
Carcinoma (HCC) at High Risk of Disease 
Recurrence Following Resection or Ablation 

Chow P et al.
AACR 2023;Abstract CT003.



Chow P et al. AACR 2023;Abstract CT003.

IMbrave050: Safety

AE = adverse event; atezo = atezolizumab; bev = bevacizumab



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



2022;1(8).



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

Abou-Alfa G et al. NEJM Evid 2022;1(8).



Tislelizumab Mechanism of Action

Tislelizumab

Tislelizumab is an anti-PD-1 

antibody engineered to minimize 

binding to FcγR on macrophages in 

order to stop antibody-dependent 

phagocytosis, a potential 

mechanism of resistance to anti-

PD-1 therapy.

Qin S et al. Future Oncol 2019;15(16):1811-22. 

capability:

FcγR = Fc gamma receptor; TCR = T cell receptor; MHC = major histocompatibility complex

Anti-PD-1 antibody engineered to
lack FcγR binding capability:



Abstract LBA36



RATIONALE-301 Phase III Trial Design

Qin S et al. ESMO 2022;Abstract LBA36.



RATIONALE-301: Overall Survival (OS)

The OS results in the overall population were consistently observed across all subgroups.

Qin S et al. ESMO 2022;Abstract LBA36.



RATIONALE-301: Overall Response Rate 
by Independent Review Committee

Qin S et al. ESMO 2022;Abstract LBA36.



RATIONALE-301: Progression-Free Survival (PFS)

Qin S et al. ESMO 2022;Abstract LBA36.



RATIONALE-301: Treatment-Emergent Adverse Events 
(TEAEs) in ≥20% of Patients

Qin S et al. ESMO 2022;Abstract LBA36.



Atezolizumab/Bevacizumab versus Lenvatinib for Nonviral 
Unresectable Hepatocellular Carcinoma: Non-NASH/NAFLD Population

Median PFS

Overall Survival Progression-Free Survival

Rimini M et al. ESMO Open 2022 December;7(6):100591.

NASH = nonalcoholic steatohepatitis; NAFLD = nonalcoholic fatty liver disease



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



KEYNOTE-966: Response Summary at the First Interim Analysis

Clinical endpoint

Pembrolizumab with 
gemcitabine/cisplatin

(n = 533)

Placebo with 
gemcitabine/cisplatin

(n = 536)

Objective response rate 29% 29%

Complete response 2% 1%

Partial response 27% 27%

Disease control rate 75% 76%

Time to response 2.8 mo 2.8 mo

Median duration of response 9.7 mo 6.9 mo

Kelley RK et al. Lancet 2023 April 14;[Online ahead of print]. 



KEYNOTE-966: Select Adverse Events

Adverse event

Pembrolizumab with 
gemcitabine/cisplatin

(n = 529)

Placebo with 
gemcitabine/cisplatin

(n = 534)

Grades 1 to 2 Grade 3 Grade 4 Grades 1 to 2 Grade 3 Grade 4
Decreased 
neutrophil count 14% 32% 17% 14% 32% 15%

Decreased platelet 
count 22% 12% 6% 20% 13% 7%

Anemia 32% 28% <1% 30% 25% 1%

Decreased white 
blood cell count 15% 11% 1% 15% 8% 1%

• Thirty-one (6%) participants in the pembrolizumab group and 49 (9%) in the placebo group died due to 
adverse events, including 8 (2%) in the pembrolizumab group and 3 (1%) in the placebo group who died 
due to treatment-related adverse events.

Kelley RK et al. Lancet 2023 April 14;[Online ahead of print]. 



MODULE 2: Selection and Sequencing of 
Therapy for Relapsed/Refractory (R/R) HCC



Anti-Angiogenic Agents for Progressive HCC

1 Bruix J et al. Lancet 2017;389(10064):56-66; 2 Bruix J et al. ILCA 2018;Abstract O-023; 3 Abou-Alfa G, et al. N Engl J Med 2018;379(1):54-63;
 4 Zhu AX et al. Lancet Oncol 2019;20(2):282-96.

Clinical endpoint

RESORCE1,2 CELESTIAL3 REACH-24

Regorafenib
(n = 379)

Placebo
(n = 194)

Cabozantinib
(n = 470)

Placebo
(n = 237)

Ramucirumab
(n = 197)

Placebo
(n = 95)

Median PFS 3.1 mo 1.5 mo 5.2 mo 1.9 mo 2.8 mo 1.6 mo

Median OS 10.7 mo 7.9 mo 10.2 mo 8.0 mo 8.5 mo 7.3 mo

ORR 11% 4% 4% <1% 5% 1%



KEYNOTE-224 and KEYNOTE-240: Updated Results with 
Pembrolizumab Monotherapy for Advanced HCC Previously 
Treated with Sorafenib

1 Kudo M et al. Eur J Cancer 2022;167:1-12; 2 Merle P et al. Liver Cancer 2023;0:1-12. 

Clinical endpoint

KEYNOTE-2241 KEYNOTE-2402

Pembrolizumab
(n = 104)

Pembrolizumab
(n = 278)

Placebo
(n = 135)

Median PFS 4.9 mo 3.0 mo 2.8 mo

Median OS 13.2 mo 13.9 mo 10.6 mo

ORR 18.3% 18.3% 4.4%



J Clin Oncol 2023;41:1434-43.



KEYNOTE-394 Primary Endpoint: Overall Survival

Qin S et al. J Clin Oncol 2023;41:1434-43. 

Median: 14.6 mo

Median: 13.0 mo



KEYNOTE-394: Progression-Free Survival

Median: 2.6 mo

Median: 2.3 mo

Qin S et al. J Clin Oncol 2023;41:1434-43. 



KEYNOTE-394: Confirmed Response at Second Interim Analysis

Qin S et al. J Clin Oncol 2023;41:1434-43. 



CheckMate 040: Nivolumab with Ipilimumab for Patients with 
Advanced HCC Previously Treated with Sorafenib

Yau T et al. JAMA Oncol 2020;6(11):e204564. 

• Arm A: Nivolumab 1 mg/kg with 
ipilimumab 3 mg/kg every 3 weeks 
(4 doses), followed by nivolumab 
240 mg intravenously every 2 weeks

• Arm B: Nivolumab 3 mg/kg with 
ipilimumab 1 mg/kg every 3 weeks 
(4 doses), followed by nivolumab 
240 mg intravenously every 2 weeks

• Arm C: Nivolumab 3 mg/kg every 2 
weeks and ipilimumab 1 mg/kg 
every 6 weeks

mOS = median overall survival



Retrospective Analysis of Nivolumab/Ipilimumab for Patients 
with Advanced HCC Previously Treated with Immune Checkpoint 
Inhibitor-Based Combination Therapies

Roessler D et al. J Cancer Res Clin Oncol 2022 July 21;[Online ahead of print].

• Of 109 patients treated with atezolizumab and bevacizumab or other immune checkpoint inhibitor-based 
combinations, 10 patients received subsequent treatment with nivolumab/ipilimumab



MODULE 3: Integration of Targeted Therapy 
into the Management of Advanced BTCs



Most Frequent Gene Mutation Rates in Biliary Tract Cancers

Weinberg BA et al. J Gastrointest Oncol 2019;10(4):652-62. 

GBC = gall bladder cancer; IHCC = intrahepatic cholangiocarcinoma; EHCC = extrahepatic cholangiocarcinoma





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: Progression-Free Survival (PFS) and 
Overall Survival (OS) for All Patients

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



FIGHT-202: Treatment-Emergent Adverse Events Occurring 
in ≥25% of Patients

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



2023;388:228-39. 



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

Goyal L et al. ASCO 2022;Abstract 4009. 

ICC = intrahepatic cholangiocarcinoma; AEs = adverse events; PROs = patient-reported outcomes



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

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

Event (%) 

All patients (N = 103)

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



2021;7(11):1669-77.



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: Select Adverse Events

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

Adverse event

Ivosidenib
(n = 121)

Placebo
(n = 59)

Grades 1 to 2 Grade 3 Grade 4 Grades 1 to 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



Ongoing Phase III Studies of FGFR Inhibitors for Advanced 
Cholangiocarcinoma

Study N Eligibility Randomization arms
Estimated primary 
completion

FIGHT-302 434
• Previously untreated
• Unresectable and/or metastatic
• FGFR2 rearrangement

• Pemigatinib
• Gemcitabine + cisplatin October 2027

FOENIX-CCA3 216
• Previously untreated
• Unresectable and/or metastatic
• FGFR2 rearrangement

• Futibatinib
• Gemcitabine + cisplatin September 2023

www.clinicaltrials.gov. Accessed May 2023.
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HERB: A Phase II Study of Trastuzumab Deruxtecan (T-DXd) for 
HER2-Expressing Biliary Tract Cancer

Ohba A et al. ASCO 2022;Abstract 4006.

IHC = immunohistochemistry; ISH = in situ hybridization



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

Ohba A et al. ASCO 2022;Abstract 4006.



Breakfast with the Investigators: 
Hepatobiliary Cancers

Moderator
Neil Love, MD

Faculty

Saturday, June 3, 2023
6:45 AM – 7:45 AM CT

A CME Symposium Held in Conjunction with the 2023 ASCO® Annual Meeting

Anthony El-Khoueiry, MD
Robin K (Katie) Kelley, MD

Prof Arndt Vogel, MD



POSTMEETING SURVEY – Available Now

Clinicians in Attendance: The postmeeting survey 
is now available on the iPads for attendees in the 
room and on Zoom for those attending virtually. 

We appreciate your completing this survey before 
the end of the program.

 
Thank you for your input.



Second Opinion: Investigators Discuss How They 
and Their Colleagues Apply Available Clinical Research 

in the Care of Patients with Prostate Cancer

Moderator
Neil Love, MD

Faculty

Saturday, June 3, 2023
7:00 PM – 9:00 PM CT

A CME Symposium Held in Conjunction with the 2023 ASCO® Annual Meeting

Emmanuel S Antonarakis, MD
Prof Karim Fizazi, MD, PhD

Rana R McKay, MD

Alicia K Morgans, MD, MPH
A Oliver Sartor, MD



Thank you for joining us!
Your feedback is very important to us. 

Please complete the survey currently up on the iPads for attendees 
in the room and on Zoom for those attending virtually. The survey 

will remain open up to 5 minutes after the meeting ends. 

How to Obtain CME Credit
In-person attendees: Please refer to the program syllabus for the 
CME credit link or QR code. You may also use the iPads available 

in the meeting room to complete the course evaluation.
Online/Zoom attendees: The CME credit link 

is posted in the chat room.


