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▪ AstraZeneca

▪ Merk

▪ Jassen

▪ Amgen 

▪ Serivo

▪ IPSEN

▪ MSD

▪ Lilly

▪ Bayer

▪ NewBridege



▪ First line therapy for biliary cancer:  
➢ ABC-02 (update)  / Japanese BT22 study Trial 

➢ TOPAZ-01    Trial

➢ KEYNOTE 966    Trial 

➢ Pemigatinib vs. GemCis (FIGHT-302)

➢ Infigratinib vs. GemCis (PROOF 301 trial)

➢ Futibatinib vs. GemCis (FOENIX-CCA3)

➢ GemCis + nab-paclitaxel vs. GemCis (SWOG/S1815)

➢ FBI Trial 

▪ Second line therapy biliary cancer: 
➢ ABC-06  Trial

➢ NIFTY    Trial √ but NALIRICC-AIO  X

➢ FIGHT-202  Trial 

➢ STARTRK-1 and STARTRK-2

➢ KEYNOTE-028 , KEYNOTE-158 

➢ Surufatinib vs. Cape

➢ TQB2450 + Anlotinib vs. Cape + Oxaliplatin or Cape + GEM

▪ Approach for biliary cancer management



▪ This randomized, controlled, phase III trial at  37 centers in UK. 

▪

▪ Recruit recurrent, or metastatic biliary tract carcinoma (intrahepatic or extrahepatic 
cholangiocarcinoma, gallbladder cancer, or ampullary carcinoma)

▪ 410 patients randomized with (1:1) to :

Cisplatin + Gemcitabine 

Gemcitabine alone for up to 24 weeks

▪ Primary outcome:    OS                      

Valle J, Wasan H, Palmer DH, Cunningham D, Anthoney A, Maraveyas A, Madhusudan S, Iveson T, Hughes S, Pereira SP, Roughton M, Bridgewater J; ABC-02 Trial Investigators. Cisplatin plus gemcitabine versus gemcitabine 
for biliary tract cancer. N Engl J Med. 2010 Apr 8;362(14):1273-81. doi: 10.1056/NEJMoa0908721. PMID: 20375404.



Valle J, Wasan H, Palmer DH, Cunningham D, Anthoney A, Maraveyas A, Madhusudan S, Iveson T, Hughes S, Pereira SP, Roughton M, Bridgewater J; ABC-02 Trial Investigators. Cisplatin plus gemcitabine versus gemcitabine for biliary tract cancer. N Engl
J Med. 2010 Apr 8;362(14):1273-81. doi: 10.1056/NEJMoa0908721. PMID: 20375404.









• Most QoL scales showed a trend favoring the combined CisGem

arm, including functional and symptomatic scales, although the 

differences were not statistically significant. 

• Forty-five (11%)) patients survived at least 2 years (34 received 

CisGem and 11 Gem) and 21 (5%) 3 years or more (14 received 

CisGem and 7 Gem).

• After a median follow-up of 9.2 months and 398 deaths, the 

median OS was 11.7 months for CisGem and 8.1 months for Gem 

(HR)=0.65, 95% CI: 0.53-0.79, P<0.001).

Bridgewater J, Lopes A, Palmer D, Cunningham D, Anthoney A, Maraveyas A, Madhusudan S, Iveson T, Valle J, Wasan H. Quality of life, long-term survivors and long-term outcome from the ABC-02 study. Br J 
Cancer. 2016 Apr 26;114(9):965-71. doi: 10.1038/bjc.2016.64. PMID: 27115567; PMCID: PMC4984909.



J. Dierks, M. P. Gaspersz, A. Belkouz, J. L. A. van Vugt, R. J. S. Coelen, J. W. B. de Groot, A. J. ten Tije, W. G. Meijer, J. F. M. Pruijt, T. van Voorthuizen, D. J. van Spronsen, M. Rentinck, D. ten Oever, J. 
M. Smit, H. M. Otten, T. M. van Gulik, J. W. Wilmink, B. Groot Koerkamp & H. Klümpen (2018) Translating the ABC-02 trial into daily practice: outcome of palliative treatment in patients with 
unresectable biliary tract cancer treated with gemcitabine and cisplatin, Acta Oncologica, 57:6, 807-812, DOI: 10.1080/0284186X.2017.1418532



▪ Retrospective analysis for 138 patients received first line chemotherapy with 
gemcitabine and cisplatin. 

▪ Median OS of 69 patients in group I, 63 patients in group II was 9.6 months 
(95%CI = 6.7–12.5), 9.5 months (95%CI = 7.7–11.3)

▪ Median PFS was 6.0 months (95%CI = 4.4–7.6) in group I and 5.1 months 
(95%CI = 3.7–6.5) in group II. 

▪ Toxicity and number of dose reductions (p = .974) were comparable between the two 
chemotherapy groups.





▪ Double-blind, placebo-controlled, phase III study

▪ In 685 patients with untreated unresectable or metastatic biliary tract cancer or with recurrent disease 

▪ Randomized with 1:1 to:

➢ Durvalumab + Gemcitabine + Cisplatin  * 8 Cycles then Durvalumab maintained  

Or

➢ Placebo + Gemcitabine + Cisplatin 

▪ Primary objective endpoint was OS.

▪ Secondary end points included PFS  , ORR , and safety
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▪ Improvement in overall survival compared with Gemcitabine and Cisplatin alone

▪ The safety profile of pembrolizumab was similar to that reported in prior trials



Trial TOPAZ-01 KEYNOTE 966

Trial III III

Duration of IO therapy Till PD/ sever irAE 2 years 

Duration of Chemo. Up to 8 cycles Gemcitabine till PD or sever irAE

OS HR 0.76 ?

PFS HR 0.75 ?

FDA Sep. 2022 ?

irAE known ?

QoL ? ?

Price $$ $$



▪ Phase III, open-label, randomized trial done in 20 sites  at UK.

▪ 162 patients with progression to first-line cisplatin and gemcitabine chemotherapy 
randomly (1:1) to :

➢ Active symptom control (ASC) +  FOLFOX 

or 

➢ ASC alone

➢Primary outcome was OS 

Lamarca A, Palmer DH, Wasan HS, Ross PJ, Ma YT, Arora A, Falk S, Gillmore R, Wadsley J, Patel K, Anthoney A, Maraveyas A, Iveson T, Waters JS, Hobbs C, Barber S, Ryder WD, Ramage J, Davies LM, 

Bridgewater JA, Valle JW; Advanced Biliary Cancer Working Group. Second-line FOLFOX chemotherapy versus active symptom control for advanced biliary tract cancer (ABC-06): a phase 3, open-label, 

randomised, controlled trial. Lancet Oncol. 2021 May;22(5):690-701. doi: 10.1016/S1470-2045(21)00027-9. Epub 2021 Mar 30. PMID: 33798493; PMCID: PMC8082275.











▪ Quality of life & values of health. 

▪ EQ-5D utility value , QlQ-30 summary score, QLQ-30 Physical health scale ,QLQ -30 
social function scale QLQ-30 for pain, fatigue , nausea.  

▪ QoL favor  chemotherapy over ASC.

ESMO-abstract 2022



▪ Open-label, randomized, phase IIb at five academic institutions in South Korea.

▪ For 174 patients progressed on first-line Gemcitabine plus Cisplatin.

▪ Randomly assigned (1:1) to:

➢ Liposomal Irinotecan (70 mg/m2 ) + Leucovorin (400 mg/m2 ) and IV Fluorouracil (2400 mg/m2 f) 
every 2 weeks 

or 

➢ leucovorin and fluorouracil only every 2 weeks

Yoo C, Kim KP, Jeong JH, Kim I, Kang MJ, Cheon J, Kang BW, Ryu H, Lee JS, Kim KW, Abou-Alfa GK, Ryoo BY. Liposomal irinotecan plus fluorouracil and leucovorin versus fluorouracil and leucovorin for metastatic biliary tract 

cancer after progression on gemcitabine plus cisplatin (NIFTY): a multicentre, open-label, randomised, phase 2b study. Lancet Oncol. 2021 Nov;22(11):1560-1572. doi: 10.1016/S1470-2045(21)00486-1. Epub 2021 Oct 14. PMID: 

34656226.



▪ At a median follow-up of 11·8 months (IQR 7·7–18·7), the median PFS was 
significantly longer in the liposomal irinotecan plus fluorouracil and leucovorin group 
(7·1 months, 95% CI 3·6–8·8) than in the fluorouracil and leucovorin group (1·4 
months, 1·2–1·5; HR 0·56, 95% CI 0·39–0·81; p=0·0019).

▪ Median OS was 8.6 months (5.4-10.5) and 5.5 months (4.7-7.2), respectively 
(HR=0.68 [0.48-0.98], p=0.0349). 

▪ ORR was 14.8% and 5.8%, respectively (p=0.0684).



▪ The most common grade 3–4 adverse events were neutropenia (21 [24%] of 88 in the 
liposomal irinotecan plus fluorouracil and leucovorin group vs one [1%] of 86 in the 
fluorouracil and leucovorin group) and fatigue or asthenia (11 [13%] vs 3 [3%]). 

▪ Serious adverse events occurred in 37 (42%) patients receiving liposomal irinotecan 
plus fluorouracil and leucovorin and 21 (24%) patients receiving fluorouracil and 
leucovorin.



▪ Phase II randomized patients who progressed on Gemcitabine & Cisplatin  

▪ In 100 Patients to nal-IRI/5FU or  5FU/LV 



▪ 1st line for BTC is Cisplatin + Gemcitabine + Durvalumab 

Or    ? Cisplatin + Gemcitabine +Pembrolizumab  (HR 0.??)

▪ 1st line for BTC is Cisplatin + Gemcitabine

▪ Oxaliplatin may be substituted for Cisplatin when there is concern about renal function (1)

▪ Gemcitabine monotherapy may be preferred in patients with a PS of 2

▪ In patients with a PS of 1 Cisplatin + Gemcitabine may be considered in patients with 
moderately elevated bilirubin levels due to endoluminal disease despite optimal stenting (2)

1- Sharma A, Kalyan Mohanti B, Pal Chaudhary S, et al. Modified gemcitabine and oxaliplatin or gemcitabine þ cisplatin in unresectable gallbladder cancer: results of a phase III randomised controlled trial. Eur J 

Cancer. 2019;123:162-170.
2-Lamarca A, Benafif S, Ross P, Bridgewater J, Valle JW. Cisplatin and gemcitabine in patients with advanced biliary tract cancer (ABC) and persistent jaundice despite optimal stenting: Effective intervention in patients with luminal 
disease. Eur J Cancer. 2015 Sep;51(13):1694-703. doi: 10.1016/j.ejca.2015.05.018. Epub 2015 Jun 8. PMID: 26066735.





▪ Chemotherapy with IO is the current standard of care for first line 

▪ FOLFOX is the standard 2nd line unless patient have.......

▪ Molecular profiling is must for all advance BTC (40% will +Ve):

( IDH = 10-20%, FGFR= 10-16% , HER-2=10-20%, BRAF=5%)



Thank you 

faalmugbel@kfshrcmail.edu.sa

@AlmugbelFahad
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