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INTRODUCTION

This interim update provides new recommendations for the
following ESMO Clinical Practice Guideline (CPG): Biliary
tract cancer: ESMO Clinical Practice Guideline for diagnosis,
treatment and follow-up.*

View the original CPG here: https://www.esmo.org/
guidelines/guidelines-by-topic/esmo-clinical-practice-guidelines-
gastrointestinal-cancers/clinical-practice-guideline-biliary-
tract-cancer.

DIAGNOSIS, PATHOLOGY AND MOLECULAR BIOLOGY

Molecular diagnostics

Biliary tract cancer (BTC), particularly intrahepatic chol-
angiocarcinomas (CCAs) displaying small duct histology, are
enriched for actionable targets [see ESMO Scale for Clinical
Actionability of molecular Targets (ESCAT) for further de-
tails; also see Supplementary Table S1, available at https://
doi.org/10.1016/j.esmoop.2024.104003]. If not already
carried out, molecular profiling is essential to inform
treatment options in patients with advanced disease who
are starting systemic therapy.

HER2 testing. HER2 alterations, comprising amplifications
and mutations, as well as human epidermal growth factor
receptor 2 (HER2) protein overexpression, can be found in
~5%-10% of BTC cases, with a higher prevalence observed in
extrahepatic CCA and gallbladder carcinoma.”® HER2 protein
overexpression and HER2 gene amplification status are
routinely determined through immunohistochemistry (IHC)
and FISH, respectively. Next-generation sequencing can
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provide comprehensive analysis, encompassing somatic
mutations and various copy number alterations (e.g. gain,
amplification, loss) in the same assay. Most clinical trials focus
on patients with HER2 overexpression and HER2 amplifica-
tion, yet there are currently no standardised criteria for
assessing HER2 status in BTC and no specific test can be
recommended. Available evidence suggests that HER2
expression by IHC is best assessed using criteria applied in
gastric cancer.”

Recommendations

e Molecular profiling is recommended when first-line sys-
temic treatment is initiated in patients with locally
advanced, advanced or metastatic disease, particularly in
those at high risk of progression or recurrence [I, Al.

MANAGEMENT OF LOCAL AND LOCOREGIONAL DISEASE

Data from recent studies evaluating the management of non-
metastatic BTC that is not suitable for surgery, including hepatic
arterial infusion chemotherapy and selective internal radio-
therapy, are summarised in Supplementary Material Section 1,
available at https://doi.org/10.1016/j.esmoop.2024.104003.

MANAGEMENT OF ADVANCED AND METASTATIC DISEASE

An updated proposed algorithm for the treatment of BTC is
shown in Figure 1.

First-line treatment

In KEYNOTE-966, 1069 patients with previously untreated,
unresectable, locally advanced or metastatic BTC were rand-
omised to receive cisplatin—gemcitabine—pembrolizumab or
cisplatin—gemcitabine—placebo.’ The median overall survival
(OS) was 12.7 months in the pembrolizumab group versus
10.9 months in the placebo group (hazard ratio 0.83,
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Figure 1. Management of BTC.

Purple: algorithm title; orange: surgery; blue: systemic anticancer therapy or their combination; turquoise, non-systemic anticancer therapies or combination of
treatment modalities; white: other aspects of management and non-treatment aspects; dashed lines: optional therapy.

5-FU, 5-fluorouracil; BTC, biliary tract cancer; CCA, cholangiocarcinoma; ChT, chemotherapy; dMMR, mismatch repair deficiency; EMA, European Medicines Agency; ESCAT,
ESMO Scale for Clinical Actionability of molecular Targets; FDA, Food and Drug Administration; FOLFOX, 5-fluorouracil—leucovorin—oxaliplatin; HER2, human epidermal
growth factor receptor 2; iCCA, intrahepatic cholangiocarcinoma; MCBS, ESMO-Magnitude of Clinical Benefit Scale; MDT, multidisciplinary team; MSI-H, microsatellite
instability-high; PARP, poly (ADP-ribose) polymerase; PD-1, programmed cell death protein 1; RFA, radiofrequency ablation; SBRT, stereotactic body radiotherapy.
“Clinical trial recommended when available.

PMolecular profiling should be carried out before or during first-line therapy. Gene panel should include IDH1, FGFR2, BRAF, HER2,NTRK,RET, BRCA1/2 and PALB2 to test for
hotspot mutations, but may also include genes such as c-MET. The rapidly evolving landscape of drug targets and predictive biomarkers may necessitate larger panels in the
future.

“Special considerations: (i) consider need for preoperative drainage; (i) avoid percutaneous biopsy in resectable distal or perihilar CCA; (iii) assess future liver remnant; (iv)
neoadjuvant approach (selected cases); (v) completion surgery for incidental gallbladder carcinoma stage >T1b.

dSaIvage surgery or local therapies should be considered in responding patients with initially inoperable disease.

€Consider gemcitabine monotherapy in patients with compromised performance status or significant debility who are at risk of toxicity from platinum-containing ChT
regimens.

fReconsider surgery in the event of adequate response to treatment.

8Regimen without a specific licensed indication in BTC.

PESMO-MCBS v1.1%° was used to calculate scores for therapies/indications approved by the EMA or FDA.The scores have been calculated and validated by the ESMO-MCBS
Working Group and reviewed by the authors (https://www.esmo.org/guidelines/esmo-mchs/esmo-mcbs-evaluation-forms).

'ESCAT scores apply to alterations from genomic-driven analyses only. These scores have been defined by the authors and validated by the ESMO Translational Research and
Precision Medicine Working Group.”®

IFDA approved, not EMA approved.

“Anti-PD-1 therapy is recommended for patients with MSI-H or dMMR who have not been treated with first-line immunotherapy.

'EMA approved for MSI-H or dMMR BTC; FDA approved for all MSI-H or dMMR solid tumours.

™Not EMA or FDA approved.

95% confidence interval 0.72-0.95, P = 0.0034). Cisplatin—
gemcitabine combined with either pembrolizumab or durva-
lumab is a viable option for first-line treatment. At present,
there are no discernible clinical, biochemical or molecular
biomarkers, nor any notable differences in efficacy or toxicity,
favouring one immune checkpoint inhibitor over the other.

2 https://doi.org/10.1016/j.esmoop.2024.104003

Intensification of chemotherapy with triplet regimens is
under evaluation. In Japan, improved objective response
rate (ORR) and OS were observed with cisplatin—gemcita-
bine—S1 versus cisplatin—gemcitabine in the phase Il
KHBO1401-MITSUBA trial.® By contrast, modified 5-
fluorouracil (5-FU)—leucovorin—irinotecan—oxaliplatin
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(mFOLFIRINOX; phase Il PRODIGE 38 AMEBICA study) and
cisplatin—gemcitabine—nab-paclitaxel (phase Il SWOG
1815 study) were not superior to cisplatin—gemcitabine in
advanced BTC.”® Higher rates of treatment-related toxicity
are observed with the addition of a third cytotoxic agent to
gemcitabine—cisplatin in all of these regimens.

Second- and later-line treatment

FGFR2 fusions and rearrangements. Consistent with the
nomination of FGFR2 fusions and rearrangements as
CCA drivers, phase Il clinical trials have documented
clinical efficacy of fibroblast growth factor receptor in-
hibitors in patients with FGFR2 fusion-positive CCA,
reporting ORRs of ~21%-42%, median progression-free
survival (PFS) of ~7-9 months and median OS of ~17-
21 months.”*® In the FIGHT-202 study, pemigatinib ach-
ieved an ORR of 37.0%, median PFS of 7.0 months and
median OS of 17.5 months.’ In the FOENIX study, futi-
batinib achieved an ORR of 42%, median PFS of 9.0
months and median OS of 21.7 months.'® These findings
led to both the Food and Drug Administration (FDA) and
the European Medicines Agency (EMA) approval of
pemigatinib and futibatinib.

HER2. In the phase Il MyPathway basket trial, pertuzumab—
trastuzumab achieved an ORR of 23%, median PFS of
4.7 months and median OS of 12.9 months."* The combi-
nation of 5-FU—leucovorin—oxaliplatin with trastuzumab as
a second- or third-line treatment for HER2-positive BTC was
evaluated in the phase Il Korean KCSG-HB19-14 trial; ORR
was 29.4%, median PFS was 5.1 months and median OS was
10.7 months.” In the phase Il HERIZON-BTC-01 trial, zani-
datamab achieved an ORR of 41.3% with a median PFS of
5.5 months and a 9-month OS rate of 69.9%."° In the phase
Il DESTINY-PanTumor02 trial, trastuzumab deruxtecan was
associated with an investigator-assessed ORR of 56.3% in
patients with centrally confirmed IHC 3+ HER2 positivity,
with a median PFS of 4.6 months."” In the phase Il SGNTUC-
019 basket trial, tucatinib—trastuzumab achieved an ORR of
46.7%, median PFS of 5.5 months and 12-month OS rate of
53.6%.'% In the phase || SUMMIT basket study, neratinib
was evaluated in HER2-mutated advanced BTC; ORR was
16% and median PFS was 2.8 months,*® suggesting
responses may be higher in HER2-amplified versus
HER2-mutated CCA. Zanidatamab is now FDA approved
for previously treated, unresectable or metastatic HER2-
positive BTC. Trastuzumab deruxtecan has an FDA tumour-
agnostic indication in adult patients with unresectable or
metastatic HER2-positive solid tumours who have received
prior systemic treatment.

Other targetable alterations. NTRK fusions occur in <0.1%
of BTC cases.”*° They are targetable with specific inhibitors
such as larotrectinib,?* entrectinib®? and repotrectinib.?® RET
fusions can be targeted with selpercatinib.”* Because of the
very low prevalence of these alterations, the respective
inhibitors have only been evaluated in basket trials.
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Recommendations

First-line treatment

e Cisplatin—gemcitabine—durvalumab  and cisplatin—
gemcitabine—pembrolizumab are recommended as first-
line therapy [I, Al.

Second- and later-line treatment

e Futibatinib [ESMO-Magnitude of Clinical Benefit (MCBS)
v1.1 score: 3] and pemigatinib (ESMO-MCBS v1.1 score:
2) are recommended in patients with FGFR2 fusions or
rearrangements who have progressed after one or more
prior lines of systemic therapy [lll, A; ESCAT score: I-B].

e Trastuzumab deruxtecan should be considered in patients
with HER2 overexpression and/or HER2 amplification who
have progressed on or are intolerant to prior treatment
[, A; ESMO-MCBS v1.1 score: 3; ESCAT score: |-C; FDA
approved, not EMA approved].

e Zanidatamab is recommended in patients with previously
treated HER2-positive disease [lll, A; ESMO-MCBS v1.1
score: 3; ESCAT score: |-C; FDA approved, not EMA
approved].

e Entrectinib (ESMO-MCBS v1.1 score: 3), larotrectinib
(ESMO-MCBS v1.1 score: 3) and repotrectinib (not EMA
or FDA approved) are recommended in patients with
NTRK fusions who have progressed on or are intolerant
to prior treatment [lll, A; ESCAT score: I-C].

e Selpercatinib should be considered in patients with RET
fusions who have progressed on or are intolerant to prior
treatment [lll, A; ESMO-MCBS v1.1 score: 3; ESCAT score:
I-C].

METHODOLOGY

This eUpdate was developed in accordance with the ESMO
standard operating procedures for CPG eUpdate develop-
ment (http://www.esmo.org/Guidelines/ESMO-Guidelines-
Methodology). The relevant literature has been selected
by the expert authors. A table of ESCAT scores is included in
Supplementary Table S1, available at https://doi.org/10.
1016/j.esmoop.2024.104003. ESCAT scores have been
defined by the authors, assisted if needed by the ESMO
Translational Research and Precision Medicine Working
Group.””> A table of ESMO-MCBS scores is included in
Supplementary Table S2, available at https://doi.org/10.
1016/j.esmoop.2024.104003. ESMO-MCBS v1.1*° was used
to calculate scores for new therapies/indications approved
by the EMA or FDA (https://www.esmo.org/Guidelines/
ESMO-MCBS). The scores have been calculated and vali-
dated by the ESMO-MCBS Working Group and reviewed by
the authors. The FDA/EMA or other regulatory body
approval status of new therapies/indications is reported at
the time of writing this eUpdate. Levels of evidence and
grades of recommendation have been applied using the
system shown in Supplementary Table S3, available at
https://doi.org/10.1016/j.esmoop.2024.104003.%”  State-
ments without grading were considered justified standard
clinical practice by the authors. For future updates to the
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BTC CPG, including eUpdates and Living Guidelines, please
see the ESMO Guidelines website: https://www.esmo.org/
guidelines/guidelines-by-topic/esmo-clinical-practice-guidelines-
gastrointestinal-cancers/clinical-practice-guideline-biliary-tract-
cancer.
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