NRG Oncology Memo:

Cisplatin & Carboplatin Shortages

There is an ongoing nationwide shortage of cisplatin and carboplatin; it is not clear when these shortages will
abate.

NRG Oncology recommends the following strategy for sites enrolling participants in our trials involving cisplatin
and carboplatin.

Guidance for enrolling new study participants: if at the time of registration, the site does not have adequate drug
supply to initiate trial-directed treatment for the patient, do not enroll new study participants.

Guidance for currently enrolled study participants: If you are unable to obtain drug needed for protocol treatment,
please use the guidelines recommended by the Study Chairs in the tables below.

If a decision is made to use an alternative agent or to omit a dose entirely, the reason for doing so needs to be
documented in the research record and your IRB of record must be notified. Once your institution is able to
obtain drug, its use should resume with the next cycle of therapy. All omissions or substitutions require
documentation. In the event of insufficient drug supply, it is understood that sites will defer to their institutional
policies and physicians will manage patients per clinical discretion.

The approach for delays and/or modifications in therapy without prior IRB approval for patients already
enrolled in clinical research studies is permissible under the Department of Health and Human Services
(HHS) regulations 45 CFR 46.103(b)(4)(iii) since the modifications are being made in order to eliminate
immediate apparent hazards to study participants. In the instance of drug shortage, appropriate delays
and/or modifications in study treatment may be made when the commercial agent is not available. The
participant must be informed of delays or modifications in therapy due to supply shortage and potential risks.
The discussion must also be documented in the participant’'s medical record and reported as an
unanticipated problem to the IRB. Documentation related to the unanticipated problem should be made
available at the time of audit.

NRG Oncology continues to monitor the supply shortage. Please distribute this information to the
appropriate personnel at participating affiliate institutions.

Site investigators who have additional questions about omitting or substituting drug or taking a patient off
protocol should contact the Study Chair.

NRG Studies involving Cisplatin.

Protocol Impacted Treatment Arm | Recommendation

NRG-HNO0O1 Arm 1 and Arm 3 Substitution should be avoided due to study design;
however, if cisplatin or carboplatin is not available,
consider an alternative platinum agent, capecitabine in
the adjuvant setting, and even gemcitabine-taxane

NRG-HNO0OS* Arm 1 No substitution due to study design and no alternative
standard of care for the curative intent patient population

NRG-HNO09 Arm 1, 2, 3, and 4 No substitution due to study design

NRG-RTOG-1216* Arm 1 and Arm 4* No substitution due to study design and no alternative
standard of care for the curative intent, high risk patient
population

*CTEP-held IND
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NRG Studies involving Carboplatin.

Protocol Impacted Treatment Arm Recommendation

NRG-GY018* Arm 1 and Arm 2* No substitution due to study design (note: closed to accrual
12/6/2022)

NRG-GY026* Arm 1, 2, and 3 Prioritize carboplatin in the curative intent patient
population. If carboplatin is unavailable:

1. Omit 6™ cycle of carboplatin
2. Substitute cisplatin for carboplatin

NRG-GY027* Phase I/IB No substitution due to study design; do not enroll unless
there is sufficient carboplatin for 3 cycles; if a site runs out
of carboplatin during treatment, it is unsafe to substitute,
the patient should come off study and be treated per clinical
discretion.

NRG-GI006 Arm 1 and Arm 2 Study allows 3 possible chemotherapy regimens, 1 of
which involves carboplatin; may substitute alternative
regimens.

NRG-GIOQ7** Phase | No substitution due to study design and patient population

treatment options; do not enroll unless there is sufficient
carboplatin to complete treatment; if a site runs out of
carboplatin during treatment, it is unsafe to substitute, the
patient should come off study and be treated per clinical
discretion.

*CTEP-held IND
**NRG-held IND

NRG Studies involving Cisplatin and Carboplatin.

Protocol Impacted Treatment Arm | Recommendation
NRG-GY019 Arm 1 Prioritize carboplatin in the curative intent patient
population. The preferred dose is AUC 5.
If carboplatin is unavailable:
o  Substitute cisplatin for carboplatin
NRG-GY024 PENDING; in interim, contact the Study Chair
NRG-LU006 Contact Study Chair on a case-by-case basis (re: patients

who did not receive neoadjuvant systemic therapy prior to
enroliment)

NRG-RTOG-1308

Arm 1 and Arm 2

No substitution due to study design and the curative intent
population; if cisplatin and carboplatin are unavailable,
discuss with Study Chair on a case-by-case basis
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