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• Rare cancers

– Incidence: <6/100,000

• Incidence increasing 

– iCCA

• Poor prognosis

– 5-year OS (<20%)

– Late diagnosis

• 70% advanced stages

– High relapse rate

CCA: Epidemiology

CCA, cholangiocarcinoma; EH, extrahepatic; iCCA, intrahepatic cholangiocarcinoma; IH, intrahepatic; OS, overall survival.
Bañales JM, et al. Nat Rev Gastroenterol Hepatol. 2016;13:261–80; DeOliveira ML, et al. Ann Surg. 2007;245:755–62; 
Valle JW, et al. Ann Oncol. 2016;27(Suppl 5):v28–37.



AAPC, average annual percent change; CCA, cholangiocarcinoma; HPB, hepato pancreatic biliary. 
Rahib L, et al. JAMA Netw Open. 2021;4:e214708.

Estimated incidence projections 
(2016 → 2040)

Estimated cancer death projections 
(2016 → 2040)

HPB cancers will be the second and third most 
common causes of cancer death by 2040 

CCA: Incidence/mortality increasing



BTC – Management 2022: ESMO GUIDELINES

MANAGEMENT

Vogel Annals of Oncol 2022



• FDG-PET for staging

• Adjuvant capecitabine

• Molecular profiling – advanced stage suitable for palliative therapy

• Cis Gem in selected jaundiced patients (non-stentable biliary obstruction)

• FOLFOX as second-line SOC (Irinotecan-based treatment as an alternative)

• Durvalumab added to CisGem in the first-line palliative setting

• Targeted therapies: mIDH1, fFGFR2, mBRAF, aHER2

• Pembrolizumab: hMSI/dMMR

Summary: what is new?



MSI-high/MMR-def
<4% of CCA

1

Biomarker-driven Immunotherapy in BTC

1

Le DT, et al. Science. 2017;357:409–13; Alexandrov LB, et al. Nature 2013;500:415–421; Marabelle Lancet Oncol 2020

x2

x1

x1

Pembrolizumab (anti PD-1)
MMR-deficient population

N=86 (4 CCA)
ORR: 53% of patients 

PR: 33%; CR: 21%

TMB >10 mut/Mb
<5% of CCA

Pembrolizumab (anti PD-1)
KEYNOTE-158

TMB-h population (all solid tumours)
N=102 (not specified BTC)

ORR: 29% of patients 



Keynote-158: MSI-h and MMRd

Maio Annals Of Oncology 2022

N=351; BTC 22 patients (6.3)



Biomarkers for Immunotherapy

Blank et al, Science 2016
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Biomarkers for Immunotherapy

Frega et al, Cells 2023

• A total of 61 eligible studies
• PD-L1 positivity (by choosing the lowest cut-off per study): 25.6% (95% CI 21.0 to 

30.3) in BTCs 
• Minimal differences based on anatomical location.
• MSI: 4.6% (95% CI 2.38 to 6.97)
• MMRd: 2.5% (95% CI 1.75 to 3.34)



Biomarkers for Immunotherapy

Frega et al, Cells 2023

We still lack a reliable biomarker, especially in 
patients with mismatch-proficient tumours, and we 

must need to make an effort to conceive new 
prospective biomarker discovery studies.



First-line – Durvalumab +/- Tremelimumab + CisGem

Oh Lancet Oncol 2022



First-line – Immunotherapy + CisGem

Trial TOPAZ-1 (NCT03875235) KEYNOTE-966 (NCT04003636)
Sponsor AstraZeneca Merck Sharp & Dohme Corp.

Phase (sample size) Phase 3 (N=474) Phase 3 (N=788)

Eligibility criteria Unresectable advanced or metastatic BTC (IHCC, 
EHCC, GBC)

Unresectable (locally advanced) or metastatic BTC 
(IHCC, EHCC, GBC)
Life expectancy >3 months

Experimental arm Durvalumab (until PD or other discontinuation
criteria);
gem / cis (up to 8 cycles) 

Pembrolizumab (up to 35 cycles); gem (until PD or
toxicity); 
cis (up to 8 cycles)

Active comparator Placebo + gemcitabine / cisplatin Placebo + gemcitabine / cisplatin

Primary endpoint OS PFS, OS

Countries recruiting Argentina, Bulgaria, Chile, France, Hong Kong, 
Italy, Japan, Korea, Poland, Thailand, Taiwan, 
Turkey, US, UK

Australia, Belgium, Brazil, Canada, Chile, France, 
Germany, Hong Kong, Ireland, Israel, Italy, Japan, Korea,
Malaysia, Spain, The Netherlands, New Zealand, 
Taiwan, Turkey, US

Primary completion March 2022 August 2023

https://clinicaltrials.gov/ct2/show/NCT03875235
https://www.clinicaltrials.gov/ct2/show/NCT04003636


Oh NEJM Evidence 2022

• TOPAZ-1: improved ORR/PFS/OS in favour of Durvalumab + CisGem

Median OS 12.8 months (CisGem+Durva – TOPAZ-1)
Median PFS 7.2 months (CisGem+Durva – TOPAZ-1)

ORR 26.7% (CisGem+Durva – TOPAZ-1)

First-line – Durvalumab + CisGem (TOPAZ-1)
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Oh NEJM Evidence 2022

• TOPAZ-1: improved ORR/PFS/OS in favour of Durvalumab + CisGem

Median OS 12.8 months (CisGem+Durva – TOPAZ-1)
Median PFS 7.2 months (CisGem+Durva – TOPAZ-1)

ORR 26.7% (CisGem+Durva – TOPAZ-1)

Subgroup analysis: Overall survival 

Role of PD-L1 
unknown, not 

required

First-line – Durvalumab + CisGem (TOPAZ-1)



First-line – Durvalumab + CisGem (TOPAZ-1)

Burris et al ASCO 2022

• TOPAZ-1: improved ORR/PFS/OS in favour of Durvalumab + CisGem
• Trend towards longer time to deterioration (Global Health status QLQ C30) in favour of 

Durvalumab arm



Valle ESMO 2022

TOPAZ-1 UPDATE ESMO

Activity data 
confirmed



First-line – Pembrolizumab + CisGem (KEYNOTE-966)

Kelley et al AACR 2023; Kelley et al Lancet 2023

CisGem +  Pembrolizumab/Placebo (ALL until progression)
Randomised phase III; n=1069 patients (advanced BTC –except amp)
OS (primary end-point)

OS: Significance threshold MET PFS: Significance threshold NOT met

6.5 months (95% CI 5.7-6.9) 
vs 5.6 months (5.1-6.6)

12.7 months (95% CI 11.5-13.6) 
vs 10.9 months (9.9-11.6)



Kelley et al AACR 2023; Kelley et al Lancet 2023

First-line – Pembrolizumab + CisGem (KEYNOTE-966)



Kelley et al AACR 2023; Kelley et al Lancet 2023

First-line – Pembrolizumab + CisGem (KEYNOTE-966)



IMBrave-151: Atezo + CisGem

El-Khoueiry ASCO GI 2023



IMBrave-151: Atezo + CisGem

El-Khoueiry ASCO GI 2023



IO in BTC – open questions

Patient selection – biomarkers?

Does the molecular profile impact on IO-derived Benefit?

Second-line?
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Patient selection – biomarkers?

Does the molecular profile impact on IO-derived Benefit?

Second-line?

Unmet need
No biomarkers available
TR within trials!!



Selection of BTC patients for IO

Oh, ESMO Asia 2022



Selection of BTC patients for IO (ABC-12)

Courtesy of Dr McNamara



IO in BTC – open questions

Patient selection – biomarkers?

Does the molecular profile impact on IO-derived Benefit?

Second-line?



Does the molecular profile impact on IO-derived Benefit?

Do-Youn, ESMO Asia 2022
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IO in BTC – open questions

Patient selection – biomarkers?

Does the molecular profile impact on IO-derived Benefit?

Second-line?



• Management of CCA requires multidisciplinary approach

• A large proportion of patients are still diagnosed in advanced stages

• Immunotherapy is changing the treatment for a wide patient population

– First-line setting (unselected population): 

• Durvalumab + CisGem

• Pembrolizumab + CisGem

– Additional trials ongoing

– Second-line?

– Biomarkers? 

Take-home messages



Angela.Lamarca@quironsalud.es

@DrAngelaLamarca

Thank you for your attention

mailto:Angela.Lamarca@quironsalud.es
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