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CITY OF HOPE

Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must 
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a 
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care 
component. 

The following CLC & IB components will be addressed in this presentation: 

▪ Discuss commonalities and differences among different racial/ethnic populations.

▪ Explore factors that determine the type of level of care between different patient populations.
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241


•Background Biliary Tract Cancer (BTC)

•Operable BTC => Adjuvant Therapy

•Borderline Operable or Non-Operable BTC

•Advanced/Metastatic BTC

Outline



• Total ~20,000 cases/year BTC

• Gallbladder ~12,000/year (GB)

• Extrahepatic Cholangiocarcinoma
• Perihilar Cholangiocarcinoma (pCCA) ~4,000/year

• Distal cholangiocarcinoma (dCCA) ~3,000/year

• Intrahepatic cholangiocarcinoma (iCCA) ~1000/year

• Over >5,000 deaths per year

Biliary Tract Cancers in the U.S.



Anatomy



• Incidence has risen significantly for intrahepatic 
cholangiocarcinoma

• Associated with:
• Autoimmune diseases –  Primary sclerosing cholangitis, primary biliary cirrhosis

• Infection – Clonarchis sinensis and Opisthorchis viverrini 

• Lynch syndrome 

• Gallstones

• Gallbladder polyps

• Biliary papillomatosis

• HBV & HCV

• Obesity

• Diabetes

Biliary Tract Cancers



BILCAP Study
• Completely-resected cholangiocarcinoma (CCA) or gallbladder 

cancer (including liver and pancreatic resection, as appropriate), 

• Randomized 1:1 to Cape (1250 mg/m2 D1-14 every 21 days, for 
8 cycles) or Obs. 

• 447 participants were randomized to Cape (n = 223) or Obs (n = 
224) 
• Median age was 63y 

• 19% intrahepatic, 28% hilar, 35% extrahepatic CCA, 18% muscle-
invasive gallbladder cancers. 

• Resection margins: R0 in 279 (62%) and R1 in 168 (38%)

• 207 (46%) were node-negative. 



51.1m vs 
36.4m 

53.0m vs 
36.0m 

BILCAP Study – Overall Survival



•79 patients with T2-4, LN+, or margin positive GB or 
EHCC

•Gemcitabine + Capecitabine -> Cap-RT
• Gemcitabine at 1000mg/m2 D1 & D8, q3wk
• Capecitabine at 750mg/m2 bid D1-15, q3wk
• Capecitabine-RT at 665mg/m2 days of XRT
• RT 54-59.4 Gy and 45 Gy to regional lymphatics

BTC Adjuvant Therapy – SWOG S0809 



•Adjacent to critical structures (porta hepatis)

•Possible LN involvement

•Co-morbidities prohibit surgery

Borderline Operable or Non-Operable BTC







• Ablation & Radiotherapy
• Reasonable to consider for non-surgical candidates with limited disease and 

normal liver function

Locoregional Therapies





Systemic Therapies for Advanced BTC

1st Line
• Gemcitabine & Cisplatin + Durvalumab/Pembrolizumab
• Gemcitabine + Cisplatin
• Gemcitabine 
• Capecitabine
• Targeted therapy (NTRK, RET, MSI-H)

2nd Line
• FOLFOX/CAPOX
• FOLFIRI (5FU + nal-Iri)
• GEMOX
• Targeted therapy (FGFR2, IDH1, HER2, BRAF)
• Clinical Trials



Gem/Cis+Durva



Gem/Cis+Pembroluzimab

12.7m vs 10.9m 



IHCCA EHCCA GBCA

TP53 21 35 55

KRAS 20 43 6

CDKN2A --- 16 26

ARID1A 14 12 10

IDH1 14 --- ---

SMAD4 --- 15 8

ERBB2 --- 7 12

FGFR 6 --- ---

BAP1 12 --- 1

PIK3CA 6 7 9

BRAF 2 --- ---
Jain et al., Curr Tx Opt Onc ‘16

BTC Genetics



Frontline
•NTRK

• Larotrectinib & Entrectinib

•RET fusion 
• Selpercatinib & Pralsetinib

•MSI-H
• Pembrolizumab or 

Nivolumab+Ipilimumab

Target Therapies for Advanced BTC

Second Line

• FGFR2 fusion

– Pemigatinib, Futibatinib, Infigratinib

• IDH1

– Ivosidenib

• BRAF V600E

– Dabrafinib+Trametinib

• HER2

– Trastuzumab +/- pertuzumab



Pemigatinib (Fight-202) Phase II



10.8m vs 9.7m (p=0.060)
10.8m vs 6.0m (p<0.001)*



• Zanidatamab, bispecific antibody for HER2-amplified BTC 
• HERIZON-BTC-01, Phase 2b with ORR of 41%

 

• RLY-4008, highly specific FGFR2 for BTC with FGFR2 
alterations
• ReFocus trial, Phase 1/2 with ORR of 73% in FGFR inhibitor–naïve 

patients with FGFR2 fusion–positive BTC

Emerging Therapies







• Consider MRCP

• Internal stent
• Plastic requires replacing every 2-3 months

• Metal are more permanent

• External Drain

• Consider urosidiol 300mg qd or bid

Bilirubin Management



• Operable BTC => capecitabine x 6 months

• Borderline operable or non-operable BTC
• Chemotherapy +/- Y90, HAI, SBRT, RFA 

• Advanced/metastatic BTC
• Frontline: Gemcitabine/Cisplatin + Durvalumab or 

Pembrolizumab

• Second line: FOLFOX, FOLFIRI, clinical trial

• NGS is critical for targeted therapies
• Frontline: NTRK, RET, MSI-H

• Second line: FGFR2, IDH1, HER2, BRAF V600E

Summary



Thank You

Richard T. Lee

RichLee@CoH.org
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