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Biliary tract cancer (BTC) is a heterogeneous group of tumors, including 

cholangiocarcinoma (intra and extrahepatic) and gallbladder carcinoma.1

ERBB2 gene amplification or HER2 receptor overexpression is a well-known 

oncogenic driver and represents a therapeutic target in BTC.2,3 We aimed to 

describe the epidemiology characteristics, treatment patterns and efficacy 

outcomes of a cohort of BTC patients according to HER2 expression status.
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BTC diagnosis occurred between January 1st, 2017, and May 30th, 2025. Two 

different populations were defined for analysis (Figure 1). Patients initially  

with resectable disease (RD) and tumor relapse were analyzed in both groups.
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Figure 1. Definition of patient populations for the analysis

ERBB2/HER2 status was assessed by next-generation sequencing (NGS), 

immunohistochemistry (IHC), and/or fluorescence/chromogenic in situ 

hybridization (FISH/CISH). HER2+ status was considered when it was 

overexpressed (IHQ+++) and/or when it was amplified by FISH/CISH (if 

IHQ++) or NGS.

Analysis comprised demographic and clinical data, tumor molecular profile,

therapeutic procedures and efficacy outcomes. Time to next treatment

(TTNT), progression-free survival (PFS) and overall survival (OS) were

estimated using the Kaplan-Meier method. P-value < 0.05 was considered

statistically significant. All analysis were done using statistical software R

version 4.5.1.

ERBB2/HER2 status was determined in 448 BTC patients from 31 centers. At 

diagnosis, 148 patients (33.0%) presented RD and 300 (67.0%) presented AD. 

128 patients from RD population experienced tumor relapse.

HER2+ was confirmed in 24 (5.4%) patients, main baseline and clinic 

characteristics are shown in table 1 and table 2.

Table 1. Demographic and clinic characteristics by HER2 status

Table 2. HER2 status by tumor location

Treatments received by RD and AD populations are shown in 

table 3 and table 4, respectively.

Table 3. Treatments for resectable disease population

Table 4. Treatments for advanced disease population

A total of 7 (29.2%) HER2+ patients received anti-HER2 therapy and 3 (12.5%) received 

immunotherapy.

Median OS (mOS) in HER2+ AD patients treated with anti-HER2 therapies was 32.7 

months (95% CI 20.7-NA); mOS for HER2+ AD patients with other treatments was 13.1 

months (95% CI 9.3-17.0) (p=0.003) (Figure 2a) versus mOS in HER2- AD patients of 

15.0 months (95% CI 13.5-17.3) (p=0.012) (Figure 2b). 

Figure 2. Overall survival. a) HER2+ patients receiving anti-HER2 therapy vs HER2+ patients 

without anti-HER2 therapy. b) HER2+ patients without anti-HER2 therapy vs HER2- patients
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For HER2+ patients mPFS in first line was 6.6 months (95% CI 4.5-8.1) and 6.6 months 

(95% CI 5.9-7.7) for HER2- (p=0.075). HER2+ patients presented a mTTNT of 7.8 

months (95% CI 6.7-NA) vs 10.0 months (95% CI 9.2-11.2) in HER2- patients (p=0.047).
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