PRMS Amendment Submission Portal

1. To submit an amendment, please access the Amendment Submission Portal at:
https://prms.cctsi.ucdenver.edu/amend/
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PRMS Portal - Amendment Submission

Please visit the main Protocol Review and hMonitaring System page for up to date requirements and documents.

University ID
Password

COMIRB
Number

Enter PRMS Portal

If you need help contact the Administrator at PRMC Uchsc@ucdenveredu
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2. Login using your university login/password. If you are not located in a University of Colorado Denver building, you
will need to use VPN. Enter the COMIRB number for the study.

3. Once you have logged in, complete the amendment details. Please note that once submitted, you cannot go back
and fix errors in the submission. It is important that the information is accurate.

PRMS Portal - Protocol Amendment

COMIRB Number: 21-0004

— Submitter

First Name =

Last Name *~

Email **

— Principal Investigator

First Name **

Last Name *

— Protocol Information

PRMS Number =
Protocol Title =
{150 words or less):
Number of words remaining |50

Investigator Initiated Study? =

Yes No
Is this a CIRB study?
Yes No
NCTN study, not using CIRB
Yes No
If NCTN study, list group Select NCTN study group v

If other NCTN group, please give group name.
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— A dment Details

Must match protocel verbiage, i.e. addendum, revision, efc

Amendment Number **

Amendment Date =

Protocol Status.

List Summary Changes **
(700 characters max)

Type of Amendment =
select all that apply

If other type of amendment, please describe.
{700 characters max)

If local or national accrual change, please describe.

| Select protocol status

This must match
protocol (i.e. -

Revision 10,
Addendum 8, Update
1, Amendment 2,
etc.

|| Addition or removal of study site or Off-site location (Lone Tree, VA, UCH North/South, Children's)
[ ] Asministrative or Editarial Changes, Protocol Giarifications

D Change in IND status

[ ] cnange in local accrual (this is the number you plan o enroll on study)

D Change in local consent number (this is the number you plan to consent for the study)
\:/ Change in national accrual

D Change in primary or secendary objectives

\:/ Eligibility Criteria

D Informed Consent Change with accompanying amendment change

\:/ New cohort, arm, disease site or new drug

D New Sponsar

\:/ Pl Change

D Statistical Section

\:/ Title Change

U Updated procedures

|| other

This field is
required if any
accrual changes
are included

— Amendment Documents

Clean Protocol

Summary of Changes

Tracked Changes Protocol
Protocol Clarification Document
Supporting Document 1
Supporting Document 2
Supporting Document 3
Supporting Document 4

Supporting Document 5

Choose File | No file chosen
ChooseFile | No file chosen
ChooseFile | No file chosen
ChooseFile | No file chosen
ChooseFile | No file chosen
Choose File | No file chosen
Choose File | No file chosen

Choose File | No file chosen

Choose File | No file chosen

Additional
comments can be

— Comments

added here if
needed

Comments for Reviewers
(500 characters max)

Additional

recepients can be

Email address of additional recipient(s)
enter ; between each email address
(testi @test edu:test2 @test edu)

added to receive

confirmation email

If you need help contact the Administrator at PRMC. Uchsc@ucdenver.edu

4. Please note, the summary of changes is limited to 700 characters. If changes are longer, please summarize to your

best ability.
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5. Upload documents (clean protocol if available, tracked changes, summary of changes). Comments can also be added
at the bottom of the screen. Enter additional recipients if you would like others to receive the confirmation email that is
sent when the amendment is submitted.

6. To save the submission form prior to submitting, Right-click and choose Print (or Ctrl+P). Save as Adobe PDF.

6. When your submission is ready, click submit protocol for review at the bottom right of screen:

Submit Amendment for Revi

7. You will receive an email confirming your submission.

Wed 10/10/2018 10:26 AM
PRMC.Uchsc@ucdenver.edu

PRMS Amendment submission is being processed
To Riley, Ian
o Follow up. Completed on Wednesday, October 10, 2018,

Your PRMS amendment submission is being processed.

COMIRB Number(PRMS Number): 16-2479(16-244)

Amendment Number: 6

Protocol Title: A Phase Ib/II Open-label, Multi-center Study of the Safety and Efficacy of IMCgpl00 in Combination with Durvalumab (MEDI4736) or
Tremelimumab or the Combination of Durvalumab and Tremelimumab Compared to IMCgp100 Alone in Patients with Advanced Melanoma

Principal Investigator: Theresa Medina

IOT: No

Summary Changes:

This amendment provides updates to the recommended toxicity management and dose modification guidance for durvalumab and tremelimumab (Section
12.4.2, Table 12.5) based on the updated durvalumab Investigator’s Brochure (IB) version 12 03NOV2017 and tremelimumab IB version § 02NOV2017.

Changes to the Phase II patient population are also included in this amendment. The immunotherapy naive patient population has been removed from the
Phase II population. As a result of the increased use of immunotherapy in this target patient population, enrollment within a reasonable timeframe is not
considered feasible. Based on additional clinical studies with programmed death-1 (PD-1) inhibition in melanoma, the definition of the Phase II patient
population has been changed to patients with disease progression following prior treatment with immunotherapy. This removes the restriction of
progression

within the first year following PD-1/programmed death-ligand (PD-L1) inhibition.

Changes to the Protocol:

1. Toxicity management guidelines for durvalumab and tremelimumab have been updated in line with durvalumab IB v12 03NOV2017 and tremelimumab
IB v8 02NOV2017

2. Phase II Immunotherapy naive population has been removed

3. Phase II patient population has been revised to include patients with prior immunotherapy treatment: the restriction of progression within 1 year of
nitiation of PD-1/PD-L1 inhibitor therapy has been removed

4. A IMCgp100 infusion window of time has been added. extending the acceptable infusion time from 15 minutes to between 15 and 20 minutes

3. Collection of IMCgpl00 pharmacokinetic and immunogenicity samples during the maintenance treatment phase have been added

6. Clarification that all adverse events, serious adverse events and concotnitant medication should be collected for 90 days after the patient has stopped
study treatment

7. Clarification in Section 7.2 4 3 that survival follow up should start after the 90 day follow up visit

8. The Sponsor Emergency Contact has been updated to remove Christina Coughlin, MD, PhD and replace with Chris Cohen, MD, PhD.

9. Corrected typographical errors and inserted minor clarifications throughout to improve readability and content presentation

Submitter: Ian Riley

8. Once amendment submission has been reviewed and approved, you will receive an email notification of approval.
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