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Discussion Questions

• Generally, in which situations do you not use an immune checkpoint 
inhibitor as part of up-front treatment for advanced HCC?



Ghassan Abou-Alfa
Memorial Sloan Kettering Cancer Center

FCS 2022
October 22, 2022

Hepatobiliary Cancers



IMbrave150 OS: co-Primary Endpoint

Finn, RS, et al. J Clin Oncol 39, 2021 (suppl 3; abstr 267)



REAL-AB Real World Data Study

Fulgenzi C, et al. ILCA 2022, Madrid,  Spain, September 4, 2022

O-13 Observational registry of atezolizumab 
plus bevacizumab use in routine clinical 
practice: preliminary results of the AB-Real 
international study. Claudia Angela Maria 
Fulgenzi (UK) 



Inhibitory Factors in the Cancer-Immunity Cycle

Chen, DS, Mellman I. Immunity. 2013 Jul 25;39(1):1-10



Atezolizumab 
plus 
Cabozantinib
versus 
Sorafenib 
COSMIC-312

Kelley RK et al. Lancet Oncol.
2022 Aug;23(8):995-1008.



Pembrolizumab plus Lenvatinib LEAP-002

Finn R, et al. ESMO 2022 Paris, France 



HIMALYA OS for Durvalumab + Tremelimumab 300 mg  vs Sorafenib 
and Durvalumab vs Sorafenib 

Abou-Alfa GK et al. NEJM Evidence. Published June 6, 2022. DOI:https://doi.org/10.1056/EVIDoa2100070

https://doi.org/10.1056/EVIDoa2100070


aMedian duration of follow-up (95% CI) was 16.8 (14.8–17.7) months with durvalumab + GemCis and 15.9 (14.9–16.9) months with placebo + GemCis.
CI = confidence interval; GemCis = gemcitabine + cisplatin; HR = hazard ratio; mo = month; OS = overall survival.
Oh D-Y, et al. Presented at: ASCO GI Congress; January 20-22, 2022; San Francisco, CA.
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Median OS, 
months (95% CI)

Hazard ratio 
(95% CI) p-value

Durvalumab + GemCisa (n=341) 12.8 (11.1–14.0) 0.80
(0.66–0.97) 0.021

Placebo + GemCisa (n=344) 11.5 (10.1–12.5)

Statistical significance cut-off for OS: p=0.03

Time from randomization (months)

24-mo OS:
24.9%
10.4%

18-mo OS:
35.1%
25.6%

12-mo OS:
54.1%
48.0%

HR for time after 
6 months (95% CI)

0.74 (0.58–0.94)

HR for time up to 
6 months (95% CI)

0.91 (0.66–1.26)

TOPAZ-1: Durvalumab + GemCis Improved OS vs. GemCis Alone



TOPAZ-1: Updated Overall Survival and Best Objective Response

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



Discussion Questions

• What do you consider the optimal up-front treatment for advanced 
HCC?

• What do you consider to be relative and absolute contraindications 
to the use of bevacizumab as part of up-front treatment for advanced 
HCC?
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Discussion Questions

• When do you order multiplex genomic testing for biliary tract cancer, 
and which type of assay?

• What is your preferred time to use an FGFR inhibitor in biliary tract 
cancer, and which agent is optimal? Is there a role for the use of a 
second FGFR inhibitor for a patient with response and progression on 
prior FGFR inhibition?

• Regulatory and reimbursement issues aside, is there a role for HER2-
targeted treatment in biliary tract cancer, and if so, which agent?



FDA Approves Durvalumab in Combination with Gemcitabine/Cisplatin 
for Locally Advanced or Metastatic Biliary Tract Cancers
Press Release – September 2, 2022
“On 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.

The recommended durvalumab dose is 1,500 mg every 3 weeks for patients with a body weight ≥30 kg when 
given with gemcitabine and cisplatin, followed by 1,500 mg every 4 weeks as a single agent until disease 
progression or unacceptable toxicity. For patients with a body weight <30 kg, the recommended dose is 20 
mg/kg every 3 weeks with gemcitabine and cisplatin followed by 20 mg/kg every 4 weeks until disease 
progression or unacceptable toxicity.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-durvalumab-locally-advanced-or-metastatic-
biliary-tract-cancer





Emerging Targets in Cholangiocarcinoma: Focus on FGFR2 and IDH1 

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

Content courtesy of Katie Kelley, MD. 

iCCA = intrahepatic cholangiocarcinoma



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



FGFR Inhibitor Efficacy for FGFR2 Fusion-Positive 
Cholangiocarcinoma

Pemigatinib* 
(N = 107)

Infigratinib*
(N = 108)

Futibatinib
(N = 67)

Derazantinib
(N = 29)

ORR 35.5% 23.1% 37.3% 20.7%

Disease control rate 82.2% 84.3% 82.1% 82.8%

Median progression-
free survival 6.9 mo 7.3 mo 7.2 mo 5.7 mo

Median overall 
survival 21.1 mo 12.2 mo NR NR

Toxicities Hyperphosphatemia, 
Alopecia, Diarrhea

Hyperphosphatemia, 
Stomatitis, Fatigue

Hyperphosphatemia, 
Diarrhea, Dry mouth 

Hyperphosphatemia, 
Fatigue, Ocular 

Abou-Alfa GK et al. Lancet Oncol 2020;21(5):671-84; Javle M et al. GI Cancers Symposium 2021; Goyal L et al. ASCO 2020; 
Mazzaferro V et al. Br J Cancer 2019;120(2):165-71.

*FDA approved Content courtesy of Tanios Bekaii-Saab, ASCO 2022
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FIGHT-202 Final Results: Response to Pemigatinib

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

FGFR2 fusions or
rearrangements

Other FGF/FGFR
genetic alterations

No FGF/FGFR
genetic alterations



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 March 2027

PROOF 300
• Previously untreated
• Unresectable and/or metastatic
• FGFR2 fusion/translocation

• Infigratinib
• Gemcitabine + cisplatin January 2026

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

• Futibatinib
• Gemcitabine + cisplatin April 2025

www.clinicaltrials.gov. Accessed June 2022.



Abstract 4006



HERB Primary Endpoint: Confirmed ORR by BICR with T-DXd for 
Biliary Tract Cancer

Ohba A et al. ASCO 2022;Abstract 4006.

ORR = objective response rate; BICR = blinded independent central review



Thank you for joining us!

CME/MOC and NCPD credit information will be 
emailed to each participant within 5 business days.



We are taking a lunch break!

The program will resume at 2:00 PM ET

Up Next…

Drs Matthew Goetz and Ian Krop
discuss the management of breast cancer 


