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An investigator—initiated trial for HER2-positive unresectable or recurrent biliary tract

cancer based on data from the industrial-academia joint national genome screening project
(SCRUM-Japan) patient registry.
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An investigator-initiated trial for HER2-positive unresectable or recurrent biliary tract cancer based on data from the

industrial-academia joint national genome screening project (SCRUM-Japan) patient registry.

For advanced or recurrent biliary tract cancers (BTC), chemotherapy is the standard of care. Gemcitabine
plus cisplatin (GC) is the standard first-line regimen. Gemcitabine plus cisplatin plus S-1 and gemcitabine
plus S-1 are also considered standard regimens in Japan. The modified FOLFOX (fluorouracil, leucovorin,
and oxaliplatin) regimen demonstrated a survival benefit, but the efficacy of second-line chemotherapy after
progression following the first-line chemotherapy is limited. Since the modified FOLFOX regimen is not
covered by insurance in Japan, S-1 (an oral fluoropyrimidine) is often used as a community standard regimen.
The human epidermal growth factor receptor 2 (HER2), a transmembrane tyrosine kinase receptor protein,
is a member of the HER (HER/EGFR/ERBB) family. The amplification of HER2 has been shown to play an
important role in the development and progression of cancers and is considered a promising therapeutic
target. In BTC, the proportion of HER2-positive cases was reported to be 10-30% and is considered a
promising target. DS-8201 is a novel HER2-targeting antibody-drug conjugate composed of a humanized
monoclonal anti-HER2 antibody with the same amino acid sequence as trastuzumab. Further, DS-8201
contains a cleavable tetrapeptide-based linker and a potent topoisomerase I inhibitor cytotoxic drug (drug
payload). Based on the preclinical and clinical studies, DS-8201 has been expected to be effective as a HER2
targeting therapy.

Investigator-initiated trial

Utilizing the SCRUM-Japan project platform, a nationwide cancer genome screening project in Japan, we
conducted an investigator-initiated trial of DS-8201 for HER2-positive BTC patients (HERB trial
(NCCH1805, JMA-ITA00423)). The trial’s objective was the efficacy and safety of DS-8201 in HER2-positive
BTC patients. HER2-positive was defined as IHC 3+, or IHC 2+/ISH +. The primary endpoint was an objective
response (central review) in HER2-positive patients. We also assessed the objective response in HER2-low-

expressing patients (defined as IHC/ISH status of 0/+, 1+/-, 1+/+, or 2+/-) as one of the secondary endpoints.

HER2 screening

A screening study of HER2 expression for BTC (HERB preSCR, UMIN000036697) was conducted to detect
HER2-expressing BTC in institutions that participated in SCRUM-Japan. Through the study, confirmation
of HER2-expressing status was obtained by central pathological examination using IHC and ISH on archival

tissues.

Registry as an external control group
During the research period, HER2-positive patients not referred to the trial sites or were ineligible to
register in the SCRUM-Japan registry study (UMIN000028058) prospective multicenter disease registry as

an external control group for marketing authorization for pharmaceuticals, as an external control data.

Progress and results

During the five-year period of this AMED project (May 2017 to March 2022), 300 patients were enrolled in

the HERB preSCR, 32 in the HERB trial, and 47 patients with HER2-positive or low-expressing BT Cs were
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enrolled in the SCRUM-Japan registry study (UMIN000028058).
The HERB preSCR and HERB trial enrollments were completed before the planned period. The results

of this study will be published in international scientific meetings and papers.



