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Epidemiology of Biliary Tract Cancer



First line systemic treatment- ABC-02

N Engl J Med 2010; 362:1273-1281

mPFS 8 vs 5 months mOS 11.7 vs 8.1 months



Immunotherapy moves the needle- TOPAZ -1



Durvalumab improves survival in BTC- highlights



Immunotherapy  moves the needle- KEYNOTE 966



Immunotherapy moves the needle- Pembrolizumab



Molecular profiling in the 2nd line and beyond

J Hepatol 2020; 73(1): 170-185



Targeting FGR2 fusions. 

Parameters Pemigatinib Futibatinib Infigratinib
Target FGFR1-3 

(reversible)
Pan-FGFR 
(irreversible)

FGFR1-3 
(reversible)

Phase II II II
Sample size 107 103 71
Key Characteristics Fusions/rearrangements. 1 or more prior systemic therapy
Regimen 2 weeks on/ 1 off Continuous 3 weeks on 1 off
ORR 35.5% 42% 31%
Median DoR (m) 7.5 (5.7-14.5) 9.7 (7.6- 17.0) 5.4 (3.7-7.4)
Median  PFS (m) 6.9 (6.2-9.6) 9 (6.9- 13.1) 6.8 ( 5.3- 7.6)
Median OS (m) 21.1 ( 14.8- NE) N/A N/A



Cancer Discov. 2017;7(3):252-263. doi:10.1158/2159-8290.CD-16-1000

Acquired Resistance to FGFR Inhibition- FGFR2 mutations



N Engl J Med 2023; 388:228-239

Futibatinib activity in acquired resistance



FGFR2 fusion summary

• Next generation sequencing is SoC for advanced BTC
• FGFR2 fusion events occur in 10% of ICC
• The available agents have similar levels of activity in the 2nd 

line and beyond
• If available, Futibatinib will be my preferred agent. 



HER2 Amplification/Overexpression



MyPathway- Trastuzumab and Pertuzumab

ORR- 23%

mPFS: 4m (1.8-5.7)

mOS: 10.9m (5.2-15.6)

Lancet Oncol. 2021 Sep;22(9):1290-1300



HERIZON –BTC Zanidatamab





HERIZON BTC Results



Targeting HER2 Amplifications/Overexpression. 
MyPathway HERB SGNTUC-019 HERIZON-

BTC-01
Agents Trastuzumab 

+ Pertuzumab
Trastuzumab 
deruxtecan 

Tucatinib + 
Trastuzumab

Zanidatamab

Study Phase II II II II
Sample Size 39 32 (22) 30 80
Key 
Characteristic

HER2 by IHC 
or NGS

*HER2 by IHC HER2 by IHC or 
NGS

HER2 by IHC

ORR 23% 36.4% 46.7% 41%
Median DoR(m) 10.8 (0.7-

25.4)
NR 6 (5.5- NE) 12.9 (6-NE)

Median PFS (m) 4.0 (1.8- 5.7) 4.4 (2.8-8.3) 5.5 ( 3.9-8.1) 5.5 (3.7-7.2)
Median OS (m) 10.9 (5.2-

15.6)
7.1 (4.7-14.6) 12m OS-53.8% Not mature

Grade 3AE 46%. Diarrhea 
(26%)

81%. *ILD (25%) 60% (26%TR) 18%. Diarrhea 
(5%)



Summary- targeting HER2

• No FDA approved agents at this time
• NCCN guidelines- Trastuzumab + pertuzumab only
• Zanidatamab given large sample size,  AE profile



Emory and Collaborators



FGFR alterations: RLY-4008 (REFOCUS)



RLY-4008 is active in FGFR2+ve Cholangiocarcinoma



Resectable cholangiocarcinoma paradigm shift: OPTIC



Borderline resectable ICC: Neoadjuvant Chemotherapy 
+ STRIDE 



Thanks for listening
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