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Cholangiocarcinoma: Risk Factors

• No predisposing factors are identified in most patients 
diagnosed with CCA, although there is evidence that 
particular risk factors may be associated with the 
disease in some patients. These risk factors, like those 
for gallbladder cancer, are associated with the presence 
of chronic inflammation. Primary sclerosing cholangitis, 
chronic calculi of the bile duct (hepatolithiasis), 
choledochal cysts, and liver fluke infections are well-
established risk factors for CCA.



Cholangiocarcinoma:  Signs and Symptoms

• jaundice 

• dark urine

• clay colored stool

• pain in the abdomen

• fever

• itchy skin

• nausea and vomiting

• weight loss for an unknown reason





Biliary Tract Cancers

• Incidence:

• ~2% of all cancer-related 
deaths worldwide yearly

• 5 yr survival 7-20%



Cholangiocarcinoma:  Location, location, 
location





Cholangiocarcinoma:  workup 













Cholangiocarcinoma:  Resectability

Bilateral hepatic duct involvement up to secondary 
radicals.

Bilateral hepatic artery involvement.

Encasement of the portal vein proximal to its 
bifurcation.

Atrophy of one hepatic lobe with contralateral portal 
vein encasement.

Atrophy of one hepatic lobe with contralateral biliary 
radical involvement.

Distant metastasis.



Cholangiocarcinoma:Transplantation



McMillan et al, Am J. Transplantation 2022:  22:823-832







Histotripsy: Using ultrasound to treat liver 
tumors





Chemotherapy 
vs. Targeted 
Therapy vs 

Immunotherapy



Targeted Agents







Targeted Agents











Cholangiocarcinoma: FGFR



Pemigatinib



Tinengotinib:  Second Generation FGFR













Cholangiocarcinoma:  HER2







Cholangiocarcinoma:HER2















Cholangiocarcinoma:  TOPAZ-1 Trial



Cholangiocarcinoma:  TOPAZ-1 Trial



Cholangiocarcinoma:  TOPAZ-1 Trial



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



Cholangiocarcinoma:  KEYNOTE 966



Cholangiocarcinoma: Future Directions

..



Cancer Immunotherapy in Cholangiocarcinoma



Cholangiocarcinoma: Combination Trials



Cholangiocarcinoma: Clinical Trials

• A Phase 1b/2a Study of GNS561 in Combination with Trametinib in Advanced KRAS 
Mutated Cholangiocarcinoma

https://www.froedtert.com/clinical-trials/phase-1b2a-study-gns561-combination-trametinib-advanced-kras-mutated?category=52516
https://www.froedtert.com/clinical-trials/phase-1b2a-study-gns561-combination-trametinib-advanced-kras-mutated?category=52516


Cholangiocarcinoma:  
Conclusion

• Rapid Advances in both Targeted Therapies 
and Immunotherapy

• Combination Therapies being explored

• New Targets

• Immune Therapy:  CAR-T, T-Cell engagers, 
bispecific antibodies, immune conjugates
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