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Online Resource: Electronic Supplementary Table 2. Neoadjuvant chemotherapy discontinuation criteria.

If a patient meets any of the following criteria, the neoadjuvant chemotherapy for the said patient
will be discontinued. If the use of one of the drugs will be terminated due to adverse events or
“5.3.4. Dose reduction criteria,” consider discontinuing neoadjuvant chemotherapy and switching
to surgery rather than continuing with a single-agent treatment with the other drug.

Even if a patient stops receiving neoadjuvant chemotherapy, if he/she meets “5.3.7. Preoperative
re-evaluation criteria,” he/she should switch to surgery and the protocol treatment is not
discontinued.

1. If neoadjuvant chemotherapy is deemed ineffective due to clear exacerbation of the primary
disease during neoadjuvant chemotherapy an overall assessment including clinical findings
should be made on whether or not the patient should transition to surgery, rather than based
on image assessment alone.

2. *If neoadjuvant chemotherapy cannot be continued due to adverse events.

1) If Grade 3 or higher peripheral sensory neuropathy is confirmed
2) If Grade 3 or higher allergic reaction/hypersensitivity is confirmed
3) If the next course of treatment cannot be started within 28 days of the last dose of S-
1 because the “Table 5.3.1.1 Criteria for the start of course” are not met due to an
adverse event
4) If Grade 4 non-hematological toxicities are observed, except in the case of the
following adverse events:
* ALP, y-GTP, hyperglycemia, hypercalcemia, hypocalcemia, hypernatremia, hyponatremia,
hyperkalemia, hypokalemia
5) If the Principal Investigator or Sub investigator(s) deem the need to discontinue
neoadjuvant chemotherapy due to other adverse events

3 If a patient requests to discontinue neoadjuvant chemotherapy for reasons unrelated to
adverse events.




If the patient dies during neoadjuvant chemotherapy

If the treatment is changed following the discovery that a patient is ineligible to participate
in the study for other reasons, such as disease exacerbation after enrollment and before the

start of treatment, or discovery of protocol violations.




