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Background: Approximately 1% to 5% of metastatic colorectal cancers (mCRC) are
HER2-overexpressing. HER2 is potentially an important target for mCRC, however no
HER2-targeted therapies are approved for mCRC. Trastuzumab deruxtecan (DS-
8201a) is a novel HER2-targeted antibody-drug conjugate with a humanized HER2
antibody attached to a topoisomerase I inhibitor payload by a cleavable peptide-based
linker (deruxtecan), and with a high drug-to-antibody ratio of 7 to 8. In the ongoing
phase 1 DS8201-A-J101 trial, DS-8201a provided durable antitumor activity with a
manageable safety profile in subjects with HER2-expressing solid tumors, including
subjects with mCRC (preliminary objective response rate [ORR] of 20.0% in mCRC)
(Tsurutani et al, ESMO 2017).

Trial design: This multicenter, open-label, 3-cohort, phase 2 study (ClinicalTrial.gov:
NCT03384940) will assess the efficacy and safety of DS-8201a in subjects with HER2-
expressing mCRC. Cohort A will include approximately 50 subjects with HER2-posi-
tive (IHC 3þ or IHC 2þ/ISHþ) mCRC. At the start of the study, only cohort A will be
active. Depending on the risk/benefit assessment after at least 20 subjects in cohort A
complete tumor assessments at week 12, cohort B (IHC 2þ/ISH-) and cohort C (IHC
1þ) will open to enroll approximately 20 subjects each. All enrolled subjects will receive
a 6.4 mg/kg dose of DS-8201a once every 3 weeks; study treatment will be continued
until disease progression, unacceptable toxicity, or other treatment discontinuation
criteria are met. The anticipated duration of the study is at least 24 months. The pri-
mary endpoint is ORR (complete response or partial response), as assessed by an inde-
pendent central review committee, in cohort A. Secondary efficacy endpoints include
progression-free survival, duration of response, disease control rate, and overall sur-
vival. Safety assessments include serious and treatment-emergent AEs, physical exami-
nation findings, and vital sign measurements. The study will enroll subjects in Japan,
the US, and Europe. Recruitment began in December 2017.
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Background: The prognosis and treatment of patients with resected colon cancer are
based on the TNM staging classification. However, this approach fails to account for
the important role of the immune system. The immune response can now be accurately
measured in clinical practice with the ImmunoscoreVR Colon assay. This assay provides
a standardized quantification of CD3þ and CD8þ T cell densities both in the tumor
center and invasive margin. ImmunoscoreVR was shown to predict patient outcome
more accurately than TNM classification plus other parameters including microsatel-
lite instability status in a large international multicenter study, supporting its imple-
mentation as a new component of a TNM-Immune classification of colon cancer (1).
The objective of the PROSCORE study is to assess the impact of ImmunoscoreVR on
adjuvant chemotherapy decision making in patients resected stage II-III colon cancer.

Trial design: Patients� 18 years, with curatively resected stage II or III colon cancer,
ECOG performance status 0-2, for whom postoperative adjuvant chemotherapy is con-
sidered and with available FFPE surgical material are eligible for this prospective, multi-
center study conducted in�50 centers in France. ImmunoscoreVR assay will be
performed on resected surgical specimens in a centralized laboratory (HalioDx,
Marseilles, Fr) and results returned within 2 weeks. ImmunoscoreVR will be reported in
three categories based on the predefined and validated cut-offs: ImmunoscoreVR -Low
(IS 0-1), -Intermediate (IS 2) and -High (IS 3-4) corresponding to low, intermediate,
and high tumor T-cell infiltrations, respectively. ImmunoscoreVR will be disclosed dur-
ing the MDT meeting. The therapeutic decision will be registered before and after dis-
closure of ImmunoscoreVR results. The primary endpoint is the rate of therapeutic
modifications (decision of adjuvant chemotherapy or not, chemotherapy regimen,
duration of chemotherapy) due to ImmunoscoreVR results (one-stage Fleming design;
a, 5%, b, 5%; p0, 10%; p1, 20%; number of patients needed, 133 evaluable patients by
cohort). A total of 280 patients will be included (stage II, 140; stage III, 140; non-evalu-
able patients, 5%).
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