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Action Codes

(v) Patients Must be Informed*

(v) Consent Must Be Amended*

See “Patient Notification and Use of Consent Addendum” and “Regulatory
Considerations” instructions below.

*

Key Updates

(V)  Dose modification updates

(V) Other: CAEPR Update for Pembrolizumab
(V) Informed Consent Changes

Sites using the CIRB as their IRB of record: The protocol and/or informed consent
form changes have been approved by the CIRB and must be activated within 30 days of

distribution of this notice through the CTSU Bi-Monthly Broadcast email

Sites not using the NCI CIRB: Per CTMB Guidelines, the protocol updates and/or
informed consent changes must be approved by local IRBs within 90 days of
distribution of this notice through the CTSU Bi-Monthly Broadcast email.

$1512 has been revised with the following changes in response to the Request for Rapid Amendment
(RRA) received on February 03, 2023 from Dr. Elad Sharon (sharone@mail.nih.gov). The associated

REVISION #10

Action Letter is attached.

1.

Throughout the protocol and consent, formatting has been updated as needed.

Protocol Changes:

1.

2.

The version date has been updated.

The table of contents has been updated.

Section 3.1.c: The pembrolizumab (MK-3475) CAEPR has been updated to Version 2.7,
December 13, 2022 as follows:

Added New Risk:
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a. Rare but Serious: Endocrine disorders - Other (hypoparathyroidism); Nervous system
disorders - Other (optic neuritis)

Decrease in Risk Attribution:

a. Changed to Also Reported on pembrolizumab (MK-3475) Trials But With Insufficient
Evidence for Attribution from Less Likely: CPK increased; Joint effusion; Pleuritic pain

Deleted:

b. Less Likely: Immune system disorders - Other (pseudoprogression/tumor inflammation);
Infection; Musculoskeletal and connective tissue disorder — Avascular Necrosis;
Musculoskeletal and connective tissue disorder - Other (tenosynovitis)

C. Footnote #4 “Infection includes all 75 sites of infection under the INFECTIONS AND
INFESTATIONS SOC.” is deleted.

Section _7.1: A section regarding supportive care for pembrolizumab has been added.
Subsequent sections have been renumbered.

Section 8.1: This section has been updated to reference CTCAE Criteria version 5.0 for
consistency with the updated pembrolizumab dose modification guidelines provided by the NCI.

Section 8.2: A new section for “General Considerations” has been added. Information regarding
missed doses and dose delays has been moved to this section. A statement regarding supportive
care information has been added to cross reference Sections 7.1 and 8.3a. Subsequent sections
have been renumbered.

Section 8.3: The section title has been updated. Additional information has been added
regarding identification and management of immune-related AEs (irAEs), infusion-reactions, and
non-irAEs.

Section 8.3a: The section title has been updated.

Section 8.3a, Table 1: The table has been revised in the following ways:

General instructions

e Instruction 1 has been changed to include non-endocrine-related severe and life-
threatening irAEs. A statement has been added to highlight that some non-endocrine
irAEs do not require steroids.
Instruction 2 has been revised to specifically mention non-endocrine-related toxicities.
Instruction 3 has been reworded for clarity.
Instruction 4 has been revised to clarify instructions for non-endocrine irAE.

irAEs Toxicity Management Guidelines
o Diarrhea / Colitis:

o In the "Corticosteroid and/or other therapy" section, a sentence has been added to
clarify that a gastroenterologist should examine patients who do not respond to
corticosteroids in order to confirm the diagnosis and assess secondary immune
suppression.

o The section "Monitoring and Follow-up" has been updated to include a statement that
participants should specifically be evaluated for celiac disease serologically and rule
out Clostridium difficile infections. Additionally, wording has been added for
assessing mucosal severity for participants with 2Grade 2.

¢ Type 1 diabetes mellitus (T1DM) or Hyperglycemia:
o New guidelines for “Grade 1 or 2" have been added.
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o “New Onset T1DM or Grade 3 or 4 hyperglycemia associated with evidence of B-cell
failure” has been updated to “New onset T1DM (evidence of B-cell failure) or Grade
3 or 4 hyperglycemia” and the following have been added: a clarification for resuming
pembrolizumab and updates to management, monitoring, and follow-up. Additionally,
wording has been added for assessing mucosal severity for participants with 2Grade

2.

Hypophysitis:

o Under the column "Monitoring and follow-up," a statement has been added to instruct
patients are to be provided with adrenal insufficiency precautions, including
indications for stress dosage steroids and medical alert jewelry, and that they should
consider referral to an endocrinologist.

Hyperthyroidism:

o For Grade 2, in the column "Action with pembrolizumab", “continue" has been
updated to "Consider withholding. Resume pembrolizumab once symptoms have
subsided and thyroid function has improved".

o A sentence has been added under the column "Corticosteroid and/or other
medications" to initiate treatment with an anti-thyroid medicine such as methimazole
or carbimazole as needed.

o A sentence has been inserted under the column "Monitoring and follow-up" stating
that patients should strongly consider referral to an endocrinologist.

Nephritis:
o In the "Monitoring and Follow-up" section, a statement has been added advising
patients to strongly consider referral to a nephrologist.

The “Myocarditis” section has been updated to “Cardiac Events (including myocarditis,

pericarditis, arrhythmias, impaired ventricular function, vasculitis)”

o Grade 1 has been clarified as “Asymptomatic cardiac enzyme elevation with clinical
suspicion of myocarditis (previously CTCAE v4.0 Grade 1), or Grade 1” and now has
separate guidelines for management, monitoring, and follow-up.

o The guidelines for Grade 2 have been combined with Grades 3-4. Additional
guidelines for management, monitoring, and follow-up have been added.

Guidelines for“Exfoliative Dermatologic Conditions” have been added.

The footnotes have been updated as follows:

o Added definitions for acronyms used within the table.

o Added a note about managing non-irAEs following clinical practice
recommendations.

o The sentence referring to resuscitation equipment and physician availability has also
been included here.

10. Section 8.3b, Table 2: The table title has been revised to “Pembrolizumab (MK-3475) Infusion

Reaction Treatment Guidelines”

An additional column has been added for “Infusion Reactions” description as it applies to
each NCI CTCAE Grade.

Throughout the table “patient(s)” has been updated to “participant(s)”

The description for "Infusion Reactions" and "Treatment" for Grade 2 has been reworded
for clarity.

Under grade 3 treatment:
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o Corticosteroids has been clarified to include the following additional information *
(e.g. methylprednisolone 2 mg/kg/day or dexamethasone 10 mg every 6 hours)”
o A statement has been added that epinephrine should be used immediately in
situations of anaphylaxis.
o "Grade 4" guidelines have been separated from “Grade 3”. Instructions have been
added to admit participants to the intensive care unit (ICU) with monitoring and
additional treatment and, as appropriate, follow Grade 3 recommendations.

11. Section 8.3c, Table 3: The “Management of Neurological Toxicities” section and “Neurological
Toxcities” table have been added.

Model Consent Form Changes

1. The version date has been updated.

2. The pembrolizumab (MK-3475) risk profile date has been updated to CAEPR Version 2.7,
December 13, 2022. Instances of MK-3475 (pembrolizumab) have been updated to
pembrolizumab (MK-3475).

3. Possible Side effects of pembrolizumab (MK-3475) updates:

Deleted Risk Attribution:
e Occasional: Infection

Decreased in Risk Attribution:

e Changed to Also Reported on Pembrolizumab (MK-3475) Trials But With Insufficient
Evidence for Attribution from Occasional (i.e., removed from the Risk Profile): Fluid in the
joints; Pain in chest

o Provided Further Clarification: Rare: Changed from “Swelling and redness of the eye” to
“Swelling and redness of the eye which may cause blurred vision with a chance of
blindness”

PLEASE NOTE: The potential risks listed in the CAEPR whose relationship to pembrolizumab is
still undetermined are not required by CTEP to be described in the ICD; however, they may be
communicated to patients according to local IRB requirements.

Patient Notification and use of Consent Addendum:

Please note that the information provided below regarding patient notification and amendments to local
consent forms reflects SWOG’s minimum requirements. Sites should refer to the policies/procedures of
the IRB of record to determine whether they have any more stringent requirements

SWOG has determined that the changes above that are bolded may affect a patient’s willingness to
participate in the study; therefore, SWOG requires that patients be notified of these changes.

Who must be informed?
o All patients currently on study treatment with pembrolizumab (MK-3475).

How must patients be notified?

e For patients currently receiving pembrolizumab (MK-3475): Notification must take place either
via the attached Consent Addendum or via amended consent form by next study visit. After the
change has been discussed with the patient, the patient must sign and date either the Consent
Addendum or the 1/30/2023 version of the consent form.
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What is the notification deadline and process?

e For patients currently receiving treatment with MK-3475 (pembrolizumab): Patients must be
notified by their next scheduled visit or within 90 days after CTSU distribution of this revision,
whichever is sooner.

o Sites using the NCI CIRB as their IRB of record: CIRB has approved the attached Consent
Addendum; therefore, the Consent Addendum may be utilized immediately to notify patients of
these changes.

o Sites not using the NCI CIRB as their IRB of record: If local IRB approval of the Consent
Addendum is required before sites may utilize it, the site must still notify patients verbally prior to
the notification deadline and notification must be documented in the patient chart. The site must
then obtain patient signature on the Consent Addendum or updated consent form once the
addendum and/or revised consent is locally approved. Important: Any changes to eligibility
criterion are effective 30 days after distribution of this notice. If local IRB approval is not granted
within 30 days, new registrations must meet any revised eligibility criteria included in the revision
or accrual must be suspended until approval is obtained.

Regulatory Considerations:

Do local consent forms need to be updated?
e Itdepends. If your site will utilize the updated consent form for notification and formal reconsent
then local consent forms must be updated. If your site will not utilize updated consent form for
notification and formal reconsent then local consent forms need not be updated.

Can accrual continue until local implementation of the 1/30/2023 version of the consent form?
e Unless otherwise noted in the Action Letter, accrual may continue; however:

o Patients enrolled after the notification deadline must be enrolled under the 1/30/2023 version
of the consent form.

o Sites using the NCI CIRB as their IRB of record: Patients enrolled prior to the notification
deadline but before the 1/30/2023 version is implemented locally may be consented by
signing the previous version of the consent form 3/21/2022 together with signing the attached
Consent Addendum.

o Sites not using the NCI CIRB as their IRB of record: Patients enrolled prior to the notification
deadline but before the 1/30/2023 version is implemented locally may be consented by
signing the previous version of the consent form 3/21/2022 together with being notified of the
updated information verbally at the time of consent. The site must then obtain patient
signature on the Consent Addendum or updated consent form once the addendum and/or
revised consent is locally approved. Important: Any changes to eligibility criterion are effective
30 days after distribution of this notice. If local IRB approval is not granted within 30 days,
new registrations must meet any revised eligibility criteria included in the revision or accrual
must be suspended until approval is obtained.

o PLEASE NOTE: If the Action Letter requires suspension of accrual until the updated
consent is implemented locally, the Action Letter instructions supersede this memo.

The updated protocol and model informed consent form can be accessed from the CTSU website
(www.ctsu.org). Please discard any previous versions of the documents and replace with the updated
versions.

This study has been reviewed and approved by the NCI's Central Institutional Review Board (CIRB).

This memorandum serves to notify the NCI, and SWOG Statistics and Data Management Center.

cc: PROTOCOL & INFORMATION OFFICE
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Informed Consent Addendum Model for S1512

S1512, “A Phase 11 and Pilot Trial of PD-1 Blockade with Pembrolizumab
~ (MK-3475) in Patients with Resectable or Unresectable Desmoplastic
Melanoma (DM)”

The following information should be read as an update to the original Consent form you read
and signed at the beginning of the study. Unless specifically stated below, fallj inférmation
contained in that original Consent Form is still true and remains in effect. %_, rticipation
continues to be voluntary. You may refuse to participate or may wit % r consent to
participate at any time, and for any reason, without jeopardizing your futyre\catg’at this institution
or your relationship with your study doctor. l&

New or additional information %\ :
The following risks have been identified with the Pe%ol%nab (MK-3475) updates:
e Rare: Changed from “Swelling and rednes% e” to “Swelling and redness of the
eye which may cause blurred vision W&\a e of blindness”
Patient Signature and Date C)

By signing this form, I acknowledge I have read the information above or had it read to me.
I have discussed it with a memb®r &f the study team and my questions have been answered. |
understand that I will be given*agCopy of this form.

Participant’s signatum%@lly authorized representative)
Date of signat@%

Signature ofyp€rson(s) conducting the informed consent discussion

Date of signature
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CANCER TRIALS SUPPORT UNIT (CTSU) ADDRESS AND CONTACT INFORMATION

CONTACT INFORMATION

For regulatory requirements: | For patient enrollments: For study data submission:

Regulatory documentation must | Please refer to the patient Data collection for this study will

be submitted to the CTSU via enroliment section of the protocol | be done exclusively through

the Regulatory Submission for instructions on using the Medidata Rave. Please see the

Portal: Oncology Patient Enrollment data submission section of the
Network (OPEN) which can be protocol fof further instructions.

(Sign in at www.ctsu.org, and accessed at

select the Regulatory https://www.ctsu.org/OPEN SYS | Othero Reports:

Submission sub-tab under the TEM / or https://OPEN.ctsu.org. Institutigns participating through

Regulatory tab.) continue to have
Contact the CTSU Help Desk wit ess to other tools and reports
Institutions with patients waiting | any OPEN-related questions a avatlable on the SWOG

that are unable to use the Portal | ctsucontact@westat. com orkbench. Access this by

should alert the CTSU using your active CTEP-IAM
Regulatory Office immediately ;JS”e”d_ and ?assword at the

at 866-651-2878 to receive ollowing url:

further information and support hEttps://crawb.crab.orq/TXWB/cts
Contact the CTSU Regulatory on.aspx

Help Desk at 866-651-2878 for ,
regulatory assistance.

The most current version of the stud c and ing documents must be downloaded
from the protocol-specific Web page o eb site located at https://www.ctsu.org.
Access to the CTSU members’ we S|te is'man r the Cancer Therapy and Evaluation

agement ( ) registration system and requires user log on

sword. Pe m to view and download this protocol and its
and |s o gd‘on person and site roster assignment housed in the

Program - Identity and Access
with CTEP-IAM username NEp
supporting documents i
CTSU RSS.

For patient ellql questions contact the SWOG Data Operations Center by

melanoma

For tfreatment or toxicity related questions contact the Study Chair by phone or email:

eb, M.D., Ph.D.
hone$614-293-4320
i kari.kendra@osumc.edu

For non-clinical guestions (i.e. unrelated to patient eligibility, treatment, or clinical data
submission) contact the CTSU Help Desk by phone or e-mail:

CTSU General Information Line — 1-888-823-5923, or ctsucontact@westat.com. All calls and
correspondence will be triaged to the appropriate CTSU representative.

The CTSU Website is located at https://www.ctsu.org.
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SCHEMA
COHORT A

Registration

Treatment with pembrolizumab (MK-3475)
3 cycles

Disease Assessment

Progression and / \ectable

Unresectable

l Surgery (required)

1 cycle
of treatment Q

Disease Assessment Off Treatment

\

Progression
and Unresectable

Off Treatment

COHORT B

0 Reglstra'uon

O Continuous treatment with fembrolizumab (MK-3475)
V Disease Assessment

< ’ Progression — T Resectagi

v

1 cycle of treatment
Surgery  Continued treatment
¢ for up to 2 years

Patient/Physician Choice
o

Disease Assessment

Progression No Prggression Off Treatment
Off Treatment Continue protocol treatment for up to 2 years
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1.0 OBJECTIVES

This study will enroll two separate cohorts to assess the efficacy of pembrolizumab (MK-3475) in
desmoplastic melanoma (DM). Cohort A will evaluate pembrolizumab (MK-3475) as neoadjuvant
therapy for patients with DM that is deemed resectable by the treating investigator; including
primary DM, locally advanced DM, and locally recurrent DM. Cohort B will be a pilot study to
evaluate the use of pembrolizumab (MK-3475) for patients with DM that is deemed unresectable
by the treating investigator, including metastatic DM.

1.1

1.2

Primary Objective

a. Cohort A - To evaluate the pathologic complete respo e pCR as defined in
Section 10.0) in patients with resectable desm melanoma treated with
neoadjuvant pembrolizumab (MK-3475)

b. Cohort B - To evaluate the complete res&te (confirmed and unconfirmed
in patients with unresectable desmopla melanema treated with pembrolizumab
(MK-3475).

Secondary Objectives

Cohort A

a. To estimate the 9 w response rat unconflrmed complete and partial
responses) among S W m sease

b. To estimate t@ ver

C. Tot;avaluate safet d tolera wembrohzumab (MK-3475) in the neoadjuvant
settin

Cohort B Q
a. imate the me progression-free survival (PFS).

To evaluatelsafety and tolerability of pembrolizumab (MK-3475) in this setting.

b. @ estilit @ edian overall survival (OS).

O‘Q/

Other objectives (all patients)

a. To evaluate the hypothesis that higher mutational load in the patient derived
baseline tumor biopsy samples is associated with higher pathologic complete
response (pCR).

b. To evaluate T cell infiltration into the tumors and circulating tumor DNA profile from
blood samples in DM patients and correlate with response to PD-1 blockade.

C. To evaluate the clonality of tumor infiltrating T cells in DM patients and correlate
with response to PD-1 blockade.

d. To evaluate adaptive immune resistant mechanism in DM tumors.

uuuuuuu
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BACKGROUND

Rationale for selected approach and trial design.

Emerging evidence is being generated that a high mutational load may be one of the requisites for
a melanoma to be immunogenic and detected by T cells, which are then turned off by PD-1/PD-L1
engagements. (7,2) Desmoplastic melanoma is one of the subtypes of melanoma with a known
relationship to chronic skin sun damage and high mutational load. Anecdotal experience with
pembrolizumab (MK-3475) suggests that desmoplastic melanoma may bgfuniquely sensitive to
PD-1 blockade.

The programmed cell death 1 (PD-1) pathway represents a major immutie checkpoint, which may
be hijacked by tumor cells to overcome active T-cell immune s . (3,4,5) The ligands for
PD-1 (PD-L1 and PD-L2) can be constitutively expressed or ¢ L‘%:de in various tumors. (6)
Preclinical in vitro and in vivo experiments have shown t D-1 a@nd/or PD-L1 blockade using
monoclonal antibodies (mAb) enhances tumor-specific T-cell agtivation, T cell infiltration into the
tumors, cytokine production, anti-tumor effector fungtion, and clearance of tumor cells by the
immune system. Pembrolizumab (MK-3475) strongly €nhanges T lymphocyte immune responses
in cultured blood cells from healthy human donor, atients, and primates. Pembrolizumab
(MK-3475) also modulates the level of interledki -2), tumor necrosis factor alpha (TNFa),
interferon gamma (IFNy), and other cytokihe e tum icroenvironment. The antibody
potentiates existing immune responses onliLinghe presen f antigen and does not nonspecifically
activate T-cells. (}
Pembrolizumab (MK-3475) has rgtently been FDv d under accelerated approval for the
e oFmet ic meldnoma and disease progression following
ipilimumab, and, if BRAF V600 n positive, freatment with a BRAF inhibitor. The indication
is based on an overall response rate (ORR)ef 24% and durability of response with 18 of the 21
1going res ith durations ranging from 1.4+ - 8.5+ months,
ng respon months or longer.

After analyzing s with metastatic melanoma obtained before and during

iespfrom 46,p
anti-PD1 t yWwith pembrolizumab (MK-3475) using quantitative immunohistochemistry,
quantitativ ex immuhofi@igrescence, and next generation sequencing for T-cell receptors
C

(TCR),d vide 3 donding patients showed proliferation of intratumoral CD8* T-cells
that 4 correlat radiographic reduction in tumor size. (7) Pre-treatment samples
obtain om respon tients showed higher numbers of CD8, PD1, and PD-L1 expressing

cells atsthe invasive tumor margin and inside tumors, with close proximity between PD-1 and PD-
1, a more clonal TCR repertoire. Using multivariate analysis, the authors established a
ctive model based on CD8 expression at the invasive margin and validated the model in an

‘ ivdependent cohort of 15 patients. These findings indicate that tumor regression following

herapeutic PD-1 blockade requires pre-existing CD8+ T cells that are negatively regulated by PD-
1/PD-L1 mediated adaptive immune resistance.

It is currently unknown which antigens are being recognized by T cells attacking tumors after
release of PD-1 blockade. But evidence from studies with other immunotherapies suggests that
most of these antigens are neoepitopes resultant from somatic mutations. In a recent experience,
whole exome sequencing was performed on tumors and matching blood of patients treated with
CTLA4 blockade with ipilimumab or tremelimumab. (8) Somatic mutations and candidate
neoantigens generated from these mutations were characterized. Neoantigen peptides were
tested for the ability to activate lymphocytes from ipilimumab-treated patients. A discovery set
(n=25) consisted of 11 patients who derived long-term clinical benefit and 14 who derived minimal
or no benefit. Mutational load was associated with clinical benefit (p=0.01), but alone was not
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sufficient to predict benefit. Using genome-wide somatic neoepitope analysis and patient-specific
HLA typing, the authors identified candidate tumor neoantigens for each patient. This work
elucidated a neoantigen landscape that is specifically present in tumors with strong benefit from
CTLA-4 blockade. This signature was validated in a second set of ipilimumab—treated melanoma
patients (n=39). Predicted neoantigens activated T cells from the patients treated with ipilimumab.

Desmoplastic melanoma (DM) is a difficult tumor to remove surgically. (9) Frequently there is
extensive perineural spread and surgery ends up being quite extensive with poor local control.
Many times, these lesions present as small primaries only to find intraoperatively that they extend
well beyond what is seen clinically or in imaging. (10,11) Patients are | ith significant surgical
deficits in the face of locally progressive disease. Due to the diffic ing local control
surgically, this study will offer patients with measurable desmoplastic fnelanoma treatment with

pembrolizumab (MK-3475).

Patients with desmoplastic melanoma, locally advanced o ta§c, will be eligible to receive
therapy on the trial. This will enhance the accrual rate. T rimagy end point of ORR after 3 cycles
will normalize the data between the two groups while gllowing for subsequent clinical intervention
(ie surgery in those with locally advanced disease, or @ontinded treatment in those with metastatic
disease). The secondary endpoints of PFS an so be collected for both groups. For
individuals undergoing resection, this study wi ata the pCR and the ability to obtain
clean margins. This study will evaluate tissfie s s for ional load and determine if the

higher mutational load is associated wit RR, in ch ofYpotential markers predictive of
response. Tissue will also be evaluatedsfor Il infiltrati@n, the clonality of tumor infiltrating T cells,
and adaptive immune resistant mechanisms.

This trial hypothesizes that im esponse r nistering pembrolizumab (MK-3475) will
be also focused on neoepitopes nt from Somatie mutations, and that melanoma subsets with
the highest mutational lgads shotld haye hefgresponse rates than unselected melanomas.

Among all melanoma oplastic a is a subset with a strong link to chronic UV

exposure and high load.

There are no pr tive studie ing the response of desmoplastic melanoma to biologic
therapies. st as theypotential to change the course of therapy for those with locally
advanced to impr Il survival in individuals with desmoplastic melanoma, and to
obtain data fav be used further to determine predictive value of PD1 blockade
with ge lizumab ( 5).

Inclusi®®of Women and Minorities

OMudy was designed to include women and minorities, but was not designed to measure

ifferences of intervention effects. The anticipated accrual in the ethnicity/race and sex categories
s shown in the table below.

This study will be open to U.S. sites only.
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DOMESTIC PLANNED ENROLLMENT REPORT
. Ethnic Categories
Rama! Not Hispanic or Latino Hispanic or Latino Total
Categories
Female Male Female Male
American
Indian/Alaska 0 1 0 0 1
Native
Asian 0 0 0 0
Native Hawaiian
or Other Pacific 0 0 0 0
Islander
Elack. or African 0 y 0 1
merican
White 16 37 O 0 1 54
More Than One
Race 0 0 / N 0 0 0
Total 16 0 1 56
V l\
3.0 DRUG INFORMATION
For information regarding Investj rochures refer to SWOG Policy 15.
For this study, pembrolizumab investigational and is being provided under an IND
held by the National Cancer Instit enfiersion of the Investigator Brochure (IB) will be
accessible to site inve éh through the PMB Online Agent Order Processing
(OAOP) application :?’ es the establishment of a CTEP Identity and Access
Management (IA tenance of an “active” account status and a “current”
password. Quesiio ay be directed via email to IBcoordinator@mail.nih.gov or
by phone (240)2 5 Mopdawthrétigh Friday between 8:30 am and 4:30 pm (ET).
31 PpembrolizumabMKB476) (NSC-77686)
e PHAR LOGY
Pembrolizumab (MK-3475) is a humanized MADb of the IgG4/kappa isotype. The
programmed cell death 1 (PD-1) receptor is an inhibitory receptor expressed by T
cells. When bound to either of its ligands, PD-L1 or PD-L2, activated PD-1
negatively regulates T-cell activation and effector function. The pathway may be
engaged by tumor cells expressing PD-1 ligands to suppress immune control. MK-

3475 blocks the negative immune regulatory signaling by binding to the PD-1
receptor, inhibiting the interaction between PD-1 and its ligands and thereby
promoting the host immune system to recognize tumor cells as foreign bodies to
be eliminated.

uuuuuuu
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PHARMACOKINETICS

The pharmacokinetic profile of pembrolizumab (MK-3475), with low clearance and
limited volume of distribution, is typical for therapeutic antibodies. Elimination half-
life after IV administration was approximately 14 to 21.6 days. Steady state
concentration levels were achieved within 16 weeks of treatment when tested at 3
and 10 mg/kg dosing as administered at 2 week intervals. During repeated dosing
of 2 or 10mg/kg Q3W, steady state in trough concentrations appeared to have
been achieved after approximately three months. Furtherpore, MK-3475 has a
low potential of eliciting the formation of anti-drug antibodj

ADVERSE EFFECTS Q
The Comprehensive Adverse Events and Pote Ri list (CAEPR) provides a

single list of reported and/or potential adv e%ts (AE) associated with an
agent using a uniform presentation of ev body system. In addition to the
comprehensive list, a subset, the S
Reporting (SPEER), appears in a se
italicized text. This subset of AEs,(
specific exceptions to expedite
to the 'CTEP, NCI Guidelines;

ific tocol Exceptions to Expedited
lumn and is identified with bold and
is a list of events that are protocol
o NCI (except as noted below). Refer
vent Reporting Requirements'
ment/e%/nic applications/docs/aeguide
lines.pdf for further clarifi . Freque is provided based on 3793 patients.
Below is the CAEPR fgf pembrolizumabi(MK-3475).
NOTE: Report

the SPEE they exceed the grade noted in
parentheses he AE in F R. If this CAEPR is part of a combination
protocol using iple inv ational agents and has an AE listed on different
SPEERSs, use thewlower :&e des to determine if expedited reporting is

2 A

Version 2.7, December 13, 2022"

¢

Adverse Events with Possible Specific Protocol
Relationship to Pembrolizumab (MK-3475)] Exceptions to Expedited
(CTCA_E 5.0 Term) Reporting (SPEER)
[n=3793]
Likely Less Likely | Rare but Serious
(>20%) (<=20%) (<3%)
BLOOD AND LYMPHATIC SYSTEM
DISORDERS
Anemia?
Blood and lymphatic
system disorders -
Other (immune
thrombocytopenic
purpura)?
Lymph node
pain?
CARDIAC DISORDERS
Myocarditis?
Pericarditis?



http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aeguidelines.pdf
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aeguidelines.pdf
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Adverse Events with Possible

Relationship to Pembrolizumab (MK-3475)

(CTCAE 5.0

Term)

[n= 3793]

Specific Protocol
Exceptions to Expedited
Reporting (SPEER)

Likely
(>20%)

Less Likely
(<=20%)

Rare but Serious
(<3%)

ENDOCRIN

E DISORDERS

Adrenal
insufficiency?

Endocrine disorders
- Other
(hypoparathyroidism
)

Endocrine
disorders -
Other
(thyroiditis)?

Hyperthyroidi
sm?

Hypophysitis?

Hypopituitaris
m2

Hypothyroidis
m2

EYE DISORDERS

Uveitis?

Eye disorders -
Other (Vogt-
Koyanagi-Harada
syndrome)

GASTROINTESTINAL DISORDERS

bdominal
pain

Colitis?

Diarrhea?

Diarrhea? (Gr 2)

”
o)
v

Mucositis
oral?

O

Nausea

Nausea (Gr 2)

Pancreatitis?

Small
intestinal
mucositis?

GENERAL DISORDERS AND

ADMINISTRATION SITE C

ONDITIONS

Chills?

Fatigue

Fatigue (Gr 2)

Fever?

HEPATOBILIARY DISORDERS

uuuuuuuu
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Adverse Events with Possible

Relationship to Pembrolizumab (MK-3475)]

(CTCAE 5.0 Term)
[n= 3793]

Specific Protocol
Exceptions to Expedited
Reporting (SPEER)

Likely
(>20%)

Less Likely
(<=20%)

Rare but Serious
(<3%)

Hepatobiliary
disorders -
Other
(autoimmune
hepatitis)?

Hepatobiliary
disorders - Other
(sclerosing
cholangitis)

IMMUNE SYSTEM DISORDERS

Anaphylaxis?

Cytokine release
syndrome?

Immune system
disorders - Other
(acute graft-versus-
host-disease)??

Immune system
disorders - Other
(hemophagocytic
lymphobhistiocytosis)?

Immune
system
disorders -
Other
(sarcoidosis)?

Serum sickness?

O°

INJURY, POISONING AND PROCEDURAL
COMPLICATIONS

Infusion related
reaction

INVESTIGA

TIONS

Alanine
aminotransfer
ase
increased?

Alkaline
phosphatase
increased

Aspartate
aminotransfer
ase
increased?

uuuuuuuu
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Adverse Events with Possible

Relationship to Pembrolizumab (MK-3475)

(CTCAE 5.0 Term)

Specific Protocol
Exceptions to Expedited
Reporting (SPEER)

[n= 3793]
Likely Less Likely | Rare but Serious
(>20%) (<=20%) (<3%)
Blood bilirubin
increased

GGT increased

Serum amylase
increased

METABOLISM AND NUTR

ITION DISORDERS

Anorexia

Hyponatremia

Metabolism and
nutrition disorders -
Other (diabetic
ketoacidosis)?

Metabolism and
nutrition disorders -
Other (type 1
diabetes mellitus)?

MUSCULOSKELETAL AND CONNECTIVE
TISSUE DISORDERS

Arthralgia®

Arthralgia? (Gr 2)

Arthritis?

Back pain

Joint range of
motion
decreased

Myalgia?

Myositis?

NERVOUS SYSTEM DISO

RDERS

Guillain-Barre
syndrome?

O@
oY

Nervous system
disorders - Other
(myasthenic
syndrome)?

Nervous system
disorders - Other
(neuromyopathy)?

Nervous system
disorders - Other
(non-infectious

encephalitis)?

uuuuuuuu
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Adverse Events with Possible

Relationship to Pembrolizumab (MK-3475)

(CTCAE 5.0 Term)

Specific Protocol
Exceptions to Expedited
Reporting (SPEER)

[n=3793]
Likely Less Likely | Rare but Serious
(>20%) (<=20%) (<3%)

Nervous system
disorders - Other
(non-infectious
meningitis)?

Nervous system
disorders - Other
(non-infectious
myelitis)

Nervous system
disorders - Other
(optic neuritis)

Nervous system
disorders - Other
(polyneuropathy)?

Paresthesia

Peripheral motor
neuropathy?

RENAL AND URINARY DISORDERS

Renal and urinary
disorders - Other
(autoimmune
nephritis)?

RESPIRATORY, THORACIC AND
MEDIASTINAL DISORDERS

Cough

|

Pneumonitis?

SKIN AND SUBCUTANEOUS TISSUE

O°

O\/

DISORDERS
Bullous
dermatitis?
Erythema
multiforme?
Erythroderma
Palmar-plantar
erythrodysesthesia
syndrome
Pruritus? Pruritus? (Gr 2)
Rash
acneiform?
Rash maculo- Rash maculo-papular? (Gr 2)
papular?

uuuuuuuu
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Adverse Events with Possible
Relationship to Pembrolizumab (MK-3475)

(CTCAE 5.0 Term)

Specific Protocol
Exceptions to Expedited
Reporting (SPEER)

[n=3793]
Likely Less Likely | Rare but Serious
(>20%) (<=20%) (<3%)
Skin and
subcutaneous
tissue
disorders -
Other
(dermatitis)?
Skin
hypopigmenta
tion?
Stevens-Johnson
syndrome?
Toxic epidermal
necrolysis
Urticaria?
VASCULAR DISORDERS
| | Vasculitis?

"This table will b efio
ibuted t0" all Principal In¥estigators at the time of revision. The current

N\

ated

e obtained
vesti r,

o)

ity profile of the agent is revised. Updates

cting PIO@CTEP.NCI.NIH.GOV. Your name, the

rotocol and the agent should be included in the e-

) teXa verse reactions have been reported in patients receiving
s m< -3475). Adverse events potentially related to Pembrolizumab
ay.P€ manifestations of immune-mediated adverse events. In clinical
mune-mediated adverse reactions were reversible and managed with
ons” of Pembrolizumab (MK-3475), administration of corticosteroids and
supportive care.

SAcute graft-versus-host disease has been observed in patients treated with
Pembrolizumab (MK-3475) who received hematopoeitic stem cell transplants.

uuuuuuu
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Adverse events reported on Pembrolizumab (MK-3475) trials, but for which
there is insufficient evidence to suggest that there was a reasonable
possibility that Pembrolizumab (MK-3475) caused the adverse event:

BLOOD AND LYMPHATIC SYSTEM DISORDERS - Blood and lymphatic system
disorders - Other (pancytopenia); Disseminated intravascular coagulation;
Hemolysis

CARDIAC DISORDERS - Atrial fibrillation; Cardiac arrest; Chest pain - cardiac;
Heart failure; Myocardial infarction; Pericardial effusion; ricardial tamponade;
Ventricular arrhythmia

EYE DISORDERS - Eye pain
GASTROINTESTINAL DISORDERS - Abdomin stension; Ascites;
I

Constipation; Duodenal hemorrhage; Dysp p stritis; Gastrointestinal
disorders - Other (diverticulitis); Gastroint hr&di-‘sorders - Other (intestinal
obstruction); Gastrointestinal disorders - O intusSusception); Oral pain; Rectal
hemorrhage; Small intestinal perforation; Upper gastrointestinal hemorrhage;
Vomiting

GENERAL DISORDERS AND ADM
face; Edema limbs; Facial paih;

ISTRATION SITE CONDITIONS - Edema
i’disturbance; General disorders and
administration site condition

(general physical health deterioration);
Generalized edema; Malai diac ch&in; Pain
ste

INVESTIGATIONS - C ifiCreased; le | high; Creatinine increased;
Fibrinogen decreasedglymphocyte coufit decreased; Neutrophil count decreased;
hi

Platelet count decr » Weight | lood cell decreased
METABOLISM TRITION@Q ERS - Dehydration; Hypercalcemia;
Hyperglycemi rkal ypertriglyceridemia; Hyperuricemia;
Hypoalbumine

ive)yTumor lysis syndrome
ONNECTIVE TISSUE DISORDERS - Bone pain;
ess; Joint effusion?;, Musculoskeletal and connective

pokalemia;/Hypophosphatemia; Metabolism and nutrition
disorders;
J )

SORDERS - Aphonia; Depressed level of consciousness;
a cerebral; Encephalopathy; Headache; Hydrocephalus;

us; Nervous system disorders - Other (brainstem herniation);
3; Tremor

Proteinuria; Renal and urinary disorders - Other (hydronephrosis); Urinary
incontinence; Urinary tract pain

REPRODUCTIVE SYSTEM AND BREAST DISORDERS - Pelvic pain
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS - Dyspnea;
Hypoxia; Laryngeal inflammation; Pleural effusion; Pleuritic pain?; Pneumothorax;
Respiratory failure

SKIN AND SUBCUTANEOUS TISSUE DISORDERS - Alopecia; Dry skin; Skin
and subcutaneous tissue disorders - Other (drug eruption)

VASCULAR DISORDERS - Hypertension; Peripheral ischemia; Thromboembolic
event

Note: Pembrolizumab (MK-3475) in combination with other agents could cause
an exacerbation of any adverse event currently known to be caused by the other
agent, or the combination may result in events never previously associated with
either agent.
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Pregnancy and Lactation: The central function of the PD-1/PD-L1 pathway
is to maintain immune tolerance to the fetal allograft, and its important role
in maintaining pregnancy has been recently emphasized in literature [4-6,
4-7] The PD-L1 molecule expressed at the uteroplacental interface
effectively protects the concepti from maternal T cell-mediated immunity.
Blockade of PD-L1 signaling has been shown in murine models of
allogeneic pregnancy [4-6, 4-7] to abrogate fetomaternal tolerance to the
concepti and to result in an increase in fetal resorptign. The evidence from
these experimental results indicates that thep€ ispa theoretical risk
associated with the administration of MK-34754t
potential (WOCBP). It is therefore anticipated that
treatment with anti-PD-1 monoclonal aatibody (i.e., MK-3475) during
pregnancy would have detrimental e eﬂ ight include increased
en

rates of abortion and stillbirth. W n of reproductive potential
should use an effective contraceptivie, method while on treatment and
through 120 days after the last eo -3475.

It is not known whether MK-3475 isfjexcreted in human milk. Because of

d in human milk, the risk to the nursing
nd t refore MK-3475 should not be

codynamlc drug interactions have
tia g interactions, a complete patient
5 should be screened prior to initiation

3475 See Section 8.0 Toxicities to be

to slightly*yellow solution for intravenous use. Each vial contains 100 mg of

pembrolizumab (MK-3475) in 4 mL of solution. Each 1 mL of solution contains 25
V mg of pembrolizumab (MK-3475) and is formulated in: L histidine (1.55 mg),
( ’ polysorbate 80 (0.2 mg), sucrose (70 mg) and water for injection, USP.
f

STORAGE, PREPARATION & STABILITY

1.

Preparation: MK-3475 solution for infusion must be diluted prior to
administration. Allow the required number of vials to equilibrate to room
temperature. Do not shake the vials. Do not use if opaque or extraneous
particulate matter other than translucent to white proteinaceous particles
is observed. Do not use if discolored. To prepare the infusion solution
add the dose volume of MK-3475 to an infusion bag containing 0.9%
Sodium Chloride Injection, USP or 5% Dextrose Injection, USP. Gently
invert the bag 10-15 times to mix the solution. The final concentration
must be between 1 mg/mL to 10 mg/mL.

SWO AuLorized
Dacument
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Compatible IV bag materials: PVC plasticized with DEHP, non-PVC
(polyolefin), EVA, or PE lined polyolefin

Storage: Store intact vials between 2°C - 8°C (36°F - 46°F). Do not
freeze. Protect from light by storing in the original box.

If a storage temperature excursion is identified, promptly return MK-3475
to between 2-8°C and quarantine the supplies. Provide a detailed report
of the excursion (including documentation of tempepature monitoring and
duration of the excursion)

determination of suitability.

Stability: Refer to the package label for %n.

Administer prepared solutions immédia after preparation. If not
administered immediately, prepar utions may be stored refrigerated
for up to 24 hours. Pembrolizu (MK38475) solutions may be stored at
room temperature for a cumulative ¢ime of up to 6 hours. This includes

room temperature storage, o drug product solution in vials, room
temperature storage of j ution in the IV bag, and the duration of
Route of Administ

infusion.
m. Do not administer as an IV
push or bolusjfijec

Method . A lnistratiolverapproximately 30 minutes (range:

set containing a low-protein binding 0.2

es)using
to5u ingfilter e of polyethersulfone or polysulfone. Infusion rate
should n ceed 6( mL/pAin. A central line is not required; however if a
thasac nous catheter in place, it is recommended that it

i

al
ed for the% . Do not co-administer other drugs through the
infu@ . Following the infusion, flush the IV line with normal

ion: IV i

dline.

Compatible infusion set materials: PVC plasticized with DEHP or DEHT,
P e tri-(2-ethylhexyl) trimellitate, polyethylene lined PVC,

g ane, or polybutadiene
DRUG ERING & ACCOUNTABILITY

Drug Ordering

Starter supplies will not be provided. NCI supplied agents may be
requested by the Principal Investigator (or their authorized designee) at
each participating institution. Pharmaceutical Management Branch (PMB)
policy requires that drug be shipped directly to the institution where the
patient is to be treated. PMB does not permit the transfer of agents
between institutions (unless prior approval from PMB is obtained). The
CTEP assigned protocol number (S1512) must be used for ordering all
CTEP supplied investigational agents. The responsible investigator at
each participating institution must be registered with CTEP, DCTD through
an annual submission of FDA Form 1572 and a CV. If there are several
participating investigators at one institution, CTEP-supplied investigational
agents for the study should be ordered under the name of one lead
investigator at that institution. Active CTEP-registered investigators and

uuuuuuu
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investigator-designated shipping designees and ordering designees can
submit agent requests through the PMB Online Agent Order Processing
(OAOP) application. Access to OAOP requires the -establishment of a
CTEP Identity and Access Management (IAM) account and the
maintenance of an “active” account status and a “current” password. For
questions about drug orders, transfers, returns, or accountability, call or
email PMB any time. Refer to the PMB’s website for specific policies and
guidelines related to agent management. In general, sites may order initial

agent supplies when a patient is being screened fgr enroliment onto the
study.
Drug Handling and Accountability (NCI logs or @th

The investigator, or a responsible pa esighated by the investigator,

must maintain a careful record off'the “eceipt, dispensing and final

disposition of all agents received fi e PMB using the appropriate NCI
untabibi

Investigational Agent (Drug) ty Record (DARF) available on
the CTEP forms page. Storefand maintain separate NCI Investigational
Agent Accountability Recgords,for gach agent, strength, formulation and
ol.

instrucN

will sendia stock recovery letter when the agent is

Drug return and/or dispo

no longer e usesAll u pensed drug supplies should be
returned PMB. % S necessary to return study drug,
investigataps should re t udy drug to the PMB using the NCI Return
Agent ailable ©n the NCI home page (http://ctep.cancer.gov).

Expirationfhy, Stability testing is ongoing. PMB will send a stock
ry letter notified that the agent is no longer suitable for use.

0 ntac@ion

s, Templates, Documents: http://ctep.cancer.gov/forms/

CT, (o)
Investigator Registration: PMBRegPend@ctep.nci.nih.gov

policies and guidelines:
http://ctep.cancer.gov/branches/pmb/agent management.htm

PMB Online Agent Order Processing (OAOP) application:
https://eapps-ctep.nci.nih.gov/OAOP/pages/login.jspx

CTEP Identity and Access Management (IAM) account: https://eapps-
ctep.nci.nih.gov/iam/

CTEP Associate Registration and IAM account help:
ctepreghelp@ctep.nci.nih.gov

PMB email: PMBAfterHours@mail.nih.gov

PMB phone and hours of service: (240) 276-6575 Monday through
Friday between 8:30 am and 4:30 pm (ET)



http://ctep.cancer.gov)/
http://ctep.cancer.gov/forms/
mailto:PMBRegPend@ctep.nci.nih.gov
http://ctep.cancer.gov/branches/pmb/agent_management.htm
https://eapps-ctep.nci.nih.gov/OAOP/pages/login.jspx
https://eapps-ctep.nci.nih.gov/iam/
https://eapps-ctep.nci.nih.gov/iam/
mailto:ctepreghelp@ctep.nci.nih.gov
mailto:PMBAfterHours@mail.nih.gov
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Staging criteria are not required for eligibility. Please refer to Section 18.1 (Appendix) for staging
definitions. Staging must be documented. Clinical staging may be used where appropriate.

ELIGIBILITY CRITERIA

Each of the criteria in the following section must be met in order for a patient to be considered
eligible for registration. Use the spaces provided to confirm a patient's eligibility. For each criterion
requiring test results and dates, please record this information on the Onsitidy Form and submit
via MediData Rave ® (see Section 14.0). Any potential eligibility issuesfShatld be addressed to
the Data Operations Center in Seattle at 206/652-2267 or melanoma prior to
registration.

In calculating days of tests and measurements, the day teﬁ: measurement is done is
considered Day 0. Therefore, if a test is done on a Mond he day 1 week later would be
considered Day 7. This allows for efficient patient scheduling out exceeding the guidelines. If
Day 7, 14, 28 or 42 falls on a weekend or holida e limit may be extended to the next

working day.
5.1 Disease Related Criteria
a. Cohort A: Patients mu Immlogically confirmed primary

desmoplastic melano

resectable. The decistongto
clinical judgment.
in the judgmen [ :
surgical margi ts must have residual disease after initial biopsy which can
be measurable n-measurab sease per RECIST 1.1 (see Section 10.1).
Residuajsdisease can e'@er e confirmed with FNA or if measurable disease is

@ A needs tained.

b. C B: ti%‘ must have histologically or cytologically confirmed primary
smopla oma (see Section 12.1 for definition) that is unresectable.
atienjsei B must have measurable disease per RECIST 1.1 (see Section

10.1).

for definition) that is deemed
patients must be based on good

Contrast-enhanced CT scans of the chest, abdomen and pelvis are required. A
whole-body PET/CT scan with diagnostic quality images and intravenous iodinated

pelvis. Imaging of the head and neck is required only if the patient has a head/neck
primary. Contrast may be omitted if the treating investigator believes that exposure

OV contrast may be used in lieu of a contrast enhanced CT of the chest, abdomen and

to contrast poses an excessive risk to the patient. If skin lesions are being followed
as measurable disease, photograph with a ruler included and physician
measurements, must be kept in the patient’s chart as source documentation. All
measurable lesions must be assessed within 28 days prior to registration. Tests
to assess non-measurable disease must be performed within 42 days prior to
registration. All disease must be assessed and documented on the Baseline
Tumor Assessment Form (RECIST 1.1).
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Patients must not have known brain metastases unless brain metastases have
been treated and patient is asymptomatic with no residual neurological dysfunction
and has not received enzyme-reducing anti-epileptic drugs or corticosteroids for at
least 14 days prior to registration.

5.2 Prior/Concurrent Therapy Criteria

a.

b.

5.3 Clinical/Laboratory Criteria
a.

b.

. %tients m@

Patients must not have received prior systemic treatment fopthis melanoma.

Patients must not be planning to receive concomit ergbiologic therapy,
hormonal therapy, other chemotherapy, anti—cancﬁe other anti-cancer

therapy while on this protocol.

Patients must not have received radiatio tr%y, non-cytotoxic agents or
investigational agents or systemic corti roids within 14 days prior to
registration.

Patients may have received prior syr: . Al adverse events associated with prior
surgery must have resolved to @ er CTCAE 4.0) prior to registration

N

Patients must be = 18 earsief age.

obtai

These results

hip 28 days prior to registration.

Patients must h quate bon ow function as evidenced by all of the
following: ANG" = 4,500/mcl; 50,000/mcl; and hemoglobin = 8 g/dL.

X instituti upper limit of normal (IULN) (or < 3.0 x IULN with
and ALT < 2.5 x IULN (or < 5 x IULN for patients
ases). These results must be obtained within 28 days prior

have ad%r iver function as evidenced by the following: total

€ LDH performed within 28 days prior to registration.
Patie t have Zubrod Performance Status < 2 (see Section 10.4).

Patients must not have history of (non-infectious) pneumonitis that required
steroids or current pneumonitis.

Patients must not have an active infection requiring systemic therapy.

Patients must not have active autoimmune disease that has required systemic
treatment in past 2 years (i.e., with use of disease modifying agents,
corticosteroids or immunosuppressive drugs). Replacement therapy (e.g.,
thyroxine, insulin, or physiologic corticosteroid replacement therapy for adrenal or
pituitary insufficiency, etc.) is not considered a form of systemic treatment.

Patients must not have received live vaccines within 42 days prior to registration.
Examples of live vaccines include, but are not limited to, the following: measles,
mumps, rubella, chicken pox, shingles, yellow fever, rabies, BCG, and typhoid
(oral) vaccine. Seasonal influenza vaccines for injection are generally killed virus

7
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vaccines and are allowed; however, intranasal influenza vaccines (e.g., Flu-Mist®)
are live attenuated vaccines, and are not allowed.

j. Patients known to be HIV positive prior to registration are eligible if they meet the
following criteria within 30 days prior to registration: stable and adequate CD4
counts (= 350 mm3), and serum HIV viral load of < 25,000 IU/ml. Patients must be
on a stable anti-viral therapy.

k. No other prior malignancy is allowed except for the followi
basal cell or squamous cell skin cancer, adequately 4fre
adequately treated Stage | or Il cancer (including muti
from which the patient is currently in complete remission, o
which the patient has been disease free for three

l. Women of childbearing potential must have %e urine or serum pregnancy
test within 28 days prior to registration. W en of reproductive potential must
have agreed to use an effective contraceptive method for the course of the study
through 120 days after the last dose offStudy gnedication. Should a woman become
pregnant or suspect she is pregnant whi or her partner is participating in this
study, she should inform her hysician immediately. A woman is
considered to be of "reprodu ial" if she has had menses at any time in

: adequately treated
d in situ cancer,
iplary melanomas)
other cancer from

dition to routine contraceptive

methods, "effective co heterosexual celibacy and

surgery intended to y [or with a side-effect of pregnancy
prevention) defined @s ysterecto bilateral oophorectomy, or bilateral tubal
ligation. Howevep?if ny point a @ y celibate patient chooses to become
heterosexuall ive during period for use of contraceptive measures

theti
outlined in th ol, he is responsible for beginning contraceptive
must notbe pségnant or nursing due to unknown teratogenic

measures. Patie
side e

54 SpecimenLrite

e must h Qcimens available and institutions must be planning to
bmit for ized pathology review as outlined in Section 12.0 and for
integrated ional medicine objectives as outlined in Section 15.1.

5.5 Iatory Cr

V a. Patients must be informed of the investigational nature of this study and must sign

a.

and give written informed consent in accordance with institutional and federal
guidelines.

O b. As a part of the OPEN registration process (see Section 13.4 for OPEN access
instructions) the treating institution's identity is provided in order to ensure that the
current (within 365 days) date of institutional review board approval for this study
has been entered in the system.

6.0 STRATIFICATION FACTORS

Patients will be stratified by the following factors: Cohort A (resectable) vs Cohort B (unresectable)
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7.0 TREATMENT PLAN

For treatment or dose modification questions, please contact Dr. Kendra at 614/293-4320 or
kari.kendra@osumc.edu_or Dr. Hu-Lieskovan at 310/794-4955 or
siwen.hu-lieskovan@hci.utah.edu. For dosing principles or questions, please consult the SWOG

Policy #38 "Dosing Principles for Patients on Clinical Trials" at http://swog.org ("Policies and
Manuals" under the "Visitors" menu and choose Policy 38).

71 Supportive Care Guidelines

Patients should receive appropriate supportive ca res as deemed
necessary by the treating investigator. Suggested supportive care measures for
the management of AEs with potential immuno ogy are also outlined in
the table in Section 8.3a. Where appropriate %ﬂ elines include the use of
oral or IV treatment with corticosteroids ell dditional anti-inflammatory
agents if symptoms do not improve with_ admifistration of corticosteroids. Note
that several courses of steroid taperiig may be necessary as symptoms may
worsen when the steroid dose is decfeasedl For each disorder, attempts should
be made to rule out other cause C etastatic disease or bacterial or viral
infection, which might reqU|re iti uppo ive care. The treatment guidelines
investj r determines the events to be

are intended to be applie

related to pembrolizuma

NOTE: If after the Q the vgketermmed not to be related, the
e

investigator does po d to follo nt guidance (as outlined below).
It may be ne nal procedures such as bronchoscopy,
endoscopy, or s otogr rt of the evaluation of the event.

7.2 Treatment
. Pr

a

D for pretreatment laboratory tests may be collected and

¥ more\than 3 days prior to dosing at each cycle. Albumin, glucose,
: C03 or CO2), and thyroid function tests (T3, TSH and T4) are
equirg - baseline data for future toxicity assessments.

Cohort embrolizumab (MK-3475) for resectable disease

Agent Dose Route Schedule
MK-3475 200 mg v Day 1, Q 3 weeks
(pembrolizumab) over 30 minutes for 3 cycles *

1 cycle = 21 days.
* One additional cycle may be given for patients whose disease is unresectable
after 3 cycles. See below.

Pembrolizumab (MK-3475) treatment should be administered after all procedures
and assessments have been completed. Pembrolizumab (MK-3475) treatment
may be administered up to 3 days before or after the protocol-specified Q 3 weeks
due to administrative reasons.

Pembrolizumab (MK-3475) treatment will be administered on an outpatient basis.
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Pembrolizumab (MK-3475) will be administered as a 30 minute IV infusion.
Infusion timing should be as close to 30 minutes as possible; however, a window
of -5 minutes and +10 minutes is permitted (i.e., infusion time is 25-40 minutes).

o Disease assessment, using the same technique as baseline, will be
performed every 9 weeks until discontinuation of protocol treatment.
Patients with treatment delays may have additional disease assessments.

o After discontinuation of treatment, if the tumor is potentially resectable, the
patients will proceed with surgical resection (see syfgical guidelines below
in Section 7.2). Pathology will be evaluated idence of pCR. If
potentially resectable, surgery is required. Thisinc atients who have
a complete response per RECIST 1.1 with no\macroscopic evidence of

disease.
o If at any time after the first disease &Nent the patient’s disease is
deemed to be unresectable, treat will céntinue for 1 more cycle and
a repeat disease assessment, using same techniques as baseline,
must be obtained 4 weeks (D, 8 +/- 7 days) later. If, after this second
ase is deemed to be resectable the
patient must continue wi ioh as previously planned. Patients who
do not undergo a isease assessment following an initial
documentation of will beyconsidered failures. [Note: Most
responses to pembrolizu ill occur within 3 cycles, but a
delayed response 18lso possi the patient has become unresectable

after 3 cyclesf one ma@re cycle.i gii o capture those who might have a
delayed se to the Iffthe delayed response is present,
oe e resectable].

for unresectable disease

he following treatment for a maximum of 34 cycles
y of the criteria in Section 7.5, whichever is first.

Route Schedule
IV over 30 Day 1, Q 3 weeks
minutes

1 cycle =21 days.

Pembrolizumab (MK-3475) treatment should be administered after all procedures
and assessments have been completed and the patient is deemed eligible.
Pembrolizumab (MK-3475) treatment may be administered up to 3 days before or
after the protocol-specified Q 3 weeks due to administrative reasons.

Pembrolizumab (MK-3475) treatment will be administered on an outpatient basis.

Pembrolizumab (MK-3475) will be administered as a 30 minute IV infusion.
Infusion timing should be as close to 30 minutes as possible; however, a window
of -5 minutes and +10 minutes is permitted (i.e., infusion time is 25-40 minutes).

o Disease assessments, using the same technique as baseline, must be
performed every 3 cycles (9 weeks) for the first 6 months. Scans should then
be obtained every 4 months. Tumor measurements are determined with
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scans or if the only site of measurable disease is cutaneous, with
photographically measurable disease.

Patients whose disease becomes resectable in the opinion of the treating
investigator, may have surgery which must be performed as described below
in Section 7.2. Patient may choose to continue protocol therapy instead of
surgical resection.

Patients may remain on protocol treatment after progression if they continue
to derive clinical benefit in the opinion of the treating investigator.

Dacument
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Surgical guidelines

Definitive Surgical Procedure

The surgical procedure necessary to resect the tumor with negative margins should be
used. A marker can be placed prior to initiating treatment or in early treatment at the
surgeon’s discretion to identify the site of disease if a complete response is noted. The
approach used will be at the discretion of the surgeon performing the procedure using best
clinical judgment and institutional guidelines. Repeat surgeries are allowed. Intent is for all
sites of disease to be completely resected. Pathology from all of thegresection(s) will need
to be submitted for histologic review. For potentially resectable tumpbrsgsurgery is required.

Sentinel lymph node evaluation

Sentinel lymph nodes will be obtained per NCCN guideli If 8entinel lymph nodes are
positive, further nodal dissection will be performed per jrf§tituti guidelines.
Histological tumor assessment of the surgical imens? Surgical specimens will be

assessed for presence of tumor and tumor margin stat
- Tumor free margins (negative margins, regéctions defined by pathologist as absence
of ink on the tumor), RO. All other resectigns ofjviable tumor are described as tumor
positive margins resections, and are
o R1 resection — complete r

jon with no_grossly visible tumor left behind as
defined by the surgeon
o R2resection — partial g€segtio

ith gr smle tumor left behind as defined
by the surgeon.

See Section 10.7 for definiti pathologi@l response.

Prohibited and Caution@ry¥edication

rece'vin*e owing therapies before discontinuing protocol

>

otherapy or biological therapy.
ified in this protocol.
er agent (investigational or non-investigational).
ts other than MK-3475.

“Examples of live vaccines include, but are not limited to, the
easles, mumps, rubella, chicken pox, shingles, yellow fever, rabies,

O BCG, and typhoid (oral) vaccine. Seasonal influenza vaccines for injection are

generally killed virus vaccines and are allowed; however, intranasal influenza

of suspected immunologic etiology. The use of physiologic doses of
corticosteroids (defined as 10 mg prednisone) are acceptable, however site
investigators should consult with the Study Chair for any dose higher than 10 mg
prednisone.

V vaccines (e.g. Flu-Mist®) are live attenuated vaccines, and are not allowed.
< ’ e  Glucocorticoids for any purpose other than to modulate symptoms from an event

Patients who, in the assessment by the investigator, require the use of any of the
aforementioned treatments for clinical management should be removed from protocol
treatment. Patients may receive other medications that the investigator deems to be
medically necessary.
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Criteria for Removal from Protocol Treatment — Cohort A

a. Progression of disease (as defined in Section 10.0) that renders the patient unable
to have disease resected.

b. Patient chooses to proceed with surgical resection rather than continue on
pembrolizumab.

o

Unacceptable toxicity.
. The patient may withdraw from the study at any time f reason.
e. The investigator may discontinue treatment if tr\Armine that the patient’s
continued treatment on the study is detrimenta hei g-term health, or due to
poor compliance with the study’s required visits an@ytreatments.

f. Positive pregnancy test.

o

g. Completion of protocol treatment (aftek resegtion).

Criteria for Removal from Protocol Tr

oho&

a. Progression of disease (agldefihed Ih Secti 0.0%However, patients may remain
on protocol treatment after@togression if th@y continue to derive clinical benefit in
the opinion of the tredtingrinvestigato

Disease becomg§ res ble and o@.

b. hooses to have surgical resection.
C. Unacceptable t ity
d. The p ay withdratipfrom the study at any time for any reason.
e. The'i tor is€ontinue treatment if they determine that the patient’s
i reatmpen e study is detrimental to their long-term health, or due to
pliance a.[be study’s required visits and treatments.

f. @sitive pr
C

om rotocol treatment (either resection or 34 cycles of pembrolizumab).
7.7 Bdll CDUS Reporting Requirement

O\/

7.8

7.9

Because this study contains an investigational drug for which CTEP holds the IND, it falls
under CTEP requirements for full reporting. This involves required submission of cycle-
specific toxicity and dose information (see Section 14.4c, the $1512 Treatment Form, and
the $1512 Adverse Event Form). A cycle is defined as 21 days.

Discontinuation of Treatment

All reasons for discontinuation of treatment must be documented in the Off Treatment
Notice.

Follow-Up Period
All patients will be followed until death or 5 years after initial registration, whichever occurs
first.

uuuuu
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8.0 TOXICITIES TO BE MONITORED AND DOSE MODIFICATIONS

8.1

8.2

8.3

oV

NCI Common Terminology Criteria for Adverse Events

This study will utilize the CTCAE (NCI Common Terminology Criteria for Adverse Events)
Version 5.0 for toxicity and Serious Adverse Event reporting. A copy of the CTCAE Version
5.0 can be downloaded from the CTEP home page (http://ctep.cancer.gov). All appropriate
treatment areas should have access to a copy of the CTCAE Version 5.0.

General Considerations
a. Missed doses of pembrolizumab should be made up.

b. Refer to Section 7.1 and 8.3a for supportive ¢ formation for pembrolizumab.

C. Dosing interruptions are permitted in t e of medical/surgical events or
logistical reasons not related to stud rapy .g., elective surgery, unrelated
medical events, patient vacation, and/@r holi Patlents should be placed back

on study therapy within 3 weeks gf t duled interruption, unless otherwise
discussed with the study chair. ason for mterruptlon should be documented
in the patient's study record.

Pembrolizumab Dose Modific %elmesf Drug-Related Adverse Events

Pembrolizumab must begwithhéld for dr tOXICItIeS and severe or life-threatening
AEs as described bel m

Adverse events (both nonsérious ang se s) associated with pembrolizumab exposure
unologic Io These immune-related AEs (irAEs) may occur
shortly after t DSe or sev 6] ths after the last dose of pembrolizumab treatment

> than dy system simultaneously. Therefore, early recognition

cal to reduce complications. Based on existing clinical
reversible and could be managed with interruptions of

pe b ab a tlon of corticosteroids and/or other supportive care. For
ected irAE adequate evaluation to confirm etiology or exclude other causes.
t|

S
al pr es or tests such as bronchoscopy, endoscopy, skin biopsy may be
ded as pa e evaluation. Based on the severity of irAEs, withhold or permanently

c

ontinue pembrollzumab and administer corticosteroids. See Section 8.3a, Table 1,
below

Pembrolizumab may cause severe or life-threatening infusion-reactions including severe
hypersensitivity or anaphylaxis. Signs and symptoms usually develop during or shortly
after drug infusion and generally resolve completely within 24 hours of completion of
infusion. Dose modification and toxicity management guidelines for irAEs and infusion
reactions associated with pembrolizumab are provided in Section 8.3b, Table 2, below.

NOTE that non-irAEs will be managed as appropriate, following clinical practice
recommendations.
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a. Dose Modification and Toxicity Management for Immune-related Adverse Events Associated with Pembrolizumab

Table 1 Dose Modification and Toxicity Management Guidelines for Inmune-related AEs and Infusion
Reactions Associated with Pembrolizumab

General instructions:

1. For non-endocrine-related severe and life-threatening irAEs, investigators should consider the use of IV
corticosteroids followed by oral steroids. Other immunosuppressive treatment should begin if the irAEs are
not controlled by corticosteroids. Some non-endocrine irAEs do not require steroids. For example, celiac
disease induced by pembrolizumab can be controlled by diet alone.

2. For non-endocrine-related toxicities, pembrolizumab must be permanently discontinued if the irAE does not
resolve or the corticosteroid dose is not <10 mg/day within 12 weeks of the last pembrolizumab-treatment.

3. Generally, when corticosteroids are used, investigators should begin a taper when the irAE is <Grade 1 and
continue at least 4 weeks.

4. If pembrolizumab has been withheld due to a non-endocrine irAE, pembrolizumab may generally resume
after the irAE has decreased to <Grade 1 after a corticosteroid taper.

irA | Toxicity grade Action with Corticosteroid and/or
(CTCAE V5.0) e zuma | other therapies
Es Monitoring and follow-up
p 4
Grade 2 Administer corticosteroids | Monitor participants for signs and
(initial dose of 1 to 2 symptoms of pneumonitis
mg/kg prednisone or | Evaluate participants with suspected
Pne MRecuffent Grade 2, equivalent) followed pneumonitis with radiographic
um - g o di by taper imaging and initiate corticosteroid
onit Add prophylactic treatment
1S antibiotics for
opportunistic
: infections
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Grade 2 or 3 Withhold Administer corticosteroids | Monitor participants for signs and
(initial dose of 1 to 2 symptoms of enterocolitis (i.e.,
mg/kg prednisone or diarrhea, abdominal pain, blood
equivalent) followed or mucus in stool with or without
by taper fever) and of bowel perforation
Patients who do not (i.e. peritoneal signs and ileus)
Recurrent Grade 3 Permanently respond to Specifically assess for celiac disease
or Grade 4 discontinue icosteroids should serologically, and exclude
Dia en by a _ Clostridium difficile infection
s nterologist for | participants with 2Grade 2 diarrhea
al Gpffirmation of the suspecting enterocolitis should
Coli diagnosis and consider Gl consultation and
tis consideration of performing endoscopy to rule out
& secondary immune enterocolitis and assess mucosal
suppression severity
Participants with diarrhea/colitis
should be advised to drink liberal
4 quantities of clear fluids. If
sufficient oral fluid intake is not
N feasible, fluid and electrolytes
should be substituted via IV
» infusion
AS | Grade ol Administer corticosteroids | Monitor with liver function tests
Tor (initial dose of 0.5 to 1 (consider weekly or more
AL mg/kg prednisone or frequently until liver enzyme
T equivalent) followed value returned to baseline or is
ele by taper stable)
;?ltl ade 3" or ‘ Permanently Administer corticosteroids
or discontinue (initial dose of 1 to 2
s mg/!<g prednisone or
S \ equivalent) followed
= @ by taper
Bilir
ubi
n
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Typ
e

dia

bet
es

mel
litus
(T1

DM
) or
Hyp
ergl
yce
mia

Grade 1 or 2

Continue

A

Investigate for diabetes. In the
absence of corticosteroids or
diabetes medication non-
adherence, any grade
hyperglycemia may be an
indication of beta-cell destruction
and pembrolizumab-induced
diabetes akin to type 1 diabetes.
This should be treated as a
Grade 3 event. Given this risk,
exercise caution in utilizing non-
insulin hypoglycemic agents in
this setting. After a thorough
investigation of other potential
causes, which may involve a
referral to an endocrinologist,
follow institutional guidelines.

(evidence of B-
failure) or
Grade 3 or,

hyperg|

),
>

New onset T1IDM

X

ithhold ¢

Initiate treatment with

insulin

If patient is found to have

diabetic ketoacidosis
or hyperglycemic
hyperosmolar
syndrome, treat as
per institutional
guidelines with
appropriate
management and
laboratory values (e.g.
anion gap, ketones,
blood pH, etc.)
reported

Monitor for glucose control

Strongly consider referral to
endocrinologist

Obtain C-peptide level paired
with glucose, autoantibody levels
(e.g. GADGS5, islet cell
autoantibodies), and hemoglobin
A1C level

Dacument
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standard of care

Grade 2 Withhold Administer corticosteroids | Monitor for signs and symptoms of
and initiate hormonal hypophysitis (including
i replacements as hypopituitarism and adrenal
Hyp Grade 3 or4 Withhold or clinically indicated insufficiency)
oph giesrcrgizﬁng% Provide adrenal insufficiency
ysiti u precautions including indications
S for stress dose steroids and
medical alert jewelry
Strongly consider referral to
/ endocrinologist
Grade 2 Consider at with nonselective Monitor for signs and symptoms of
withholding. beta-blockers (e.g., thyroid disorders
propranolol) or Strongly consider referral to
Hyp thionamides as endocrinologist
erth appropriate
yroi Initiate treatment with anti-
dis thyroid drug such as
m methimazole or
carbimazole as
Grade 3 or 4 needed
Hyp Grade 2 4 inu Initiate thyroid Monitor for signs and symptoms of
oth replacement thyroid disorders
yroi hormones (e.g.,
dis levothyroxine or
. ‘ liothyronine) per

Dacument
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Ne
phri
tis:
gra
din

acc
ordi
ng
to
incr
eas
ed
cre
atin
ine
or
acu
te
kid
ney
inju

Grade 2

/

Withhold

Administer corticosteroids
(prednisone
1 to 2 mg/kg or
equivalent) followed
by taper

Monitor changes of renal function

Strongly consider referral to
nephrologist

Grad}y

Car
dia

Eve
nts
(inc
ludi
ng
my
oca

AWHC

ardiaC enzyme
vation wi

i i f

nical

Withhold

Based on severity of AE
administer
corticosteroids

Ensure adequate evaluation to
confirm etiology and/or exclude
other causes

Strongly consider referral to
cardiologist and cardiac MRI

Consider endomyocardial biopsy

If event resolves to Grade 1 or better,
taper corticosteroids over 21
month

Dacument
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rditi
S,
peri
car
ditis

arrh
yth
mia
S,
imp
aire

ven
tric
ular
fun
ctio

vas
culit
is)

Grade 2,3 or 4

Permanent
disconti
NG,

Initiate treatment with
corticosteroids
equivalent to 1-2
mg/kg/day IV
methylprednisolone
and convert to 1-2
mg/kg/day oral
prednisone or
equivalent upon

improvement

does not improve
ithift 48 hours after
inttiating
corticosteroids,
consider adding an
immunosuppressive
agent

Initiate treatment per
institutional guidelines
and consider
antiarrhythmic drugs,
temporary
pacemaker,
extracorporeal
membrane
oxygenation (ECMO),
ventricular assist
device (VAD), or
pericardiocentesis as
appropriate

Ensure adequate evaluation to

confirm etiology and/or exclude

other causes
Strongly consider referral to

cardiologist and cardiac MRI
Consider endomyocardial biopsy

If event resolves to Grade 1 or better,
taper corticosteroids over 21

month
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tive | Confirmed SJS, Permanently Based on severity of AE Ensure adequate evaluation to
Der | TEN, or DRESS discontinue administer confirm etiology or exclude other
mat corticosteroids causes
g:g Strongly consider referral to
Co dermatologist
ndit Consider skin biopsy for evaluation
ion of etiology
s /
Persistent Grade 2 | Withhold ongseverity of AE Ensure adequate evaluation to
nister confirm etiology or exclude other
All corticosteroids causes
Oth | Grade 3 Withhold or
er discontin
irA based
Es eve
Recurrent Grade 3 Pefmanehtly
or Grade 4 isgontiptie

AE(s)=adverse event(s);
Terminology Criteria forgAd
ECMO=extracorpore
irsimmune related;

Syndrome; T1DM&type
VAD=ventricula

a AST/ALT:
bilirubin:>1.

T
¢ Event
(e.

decisio

if ba
hold or permanently discontinue pembrolizumab is at the discretion of the investigator or treating

ysicigm®|f centrol achieved or <Grade 2, pembrolizumab may be resumed.
uire discontinuation include but are not limited to: encephalitis and other clinically important irAEs

avenous; magne
iabetes mellitust TEN=Toxic E
st device. %

appropriate, following clinical practice recommendations.
baseline normal; >3.0 to 5.0 x baseline, if baseline abnormal;
ine normal; >1.5 to 3.0 x baseline if baseline abnormal
, if baseline normal; >5.0 to 20.0 x baseline, if baseline abnormal; bilirubin:>3.0 to 10.0
.0 to 10.0 x baseline if baseline abnormal

apine aminotransferase; AST=aspartate aminotransferase; CTCAE=Common

SS=Drug Rash with Eosinophilia and Systemic Symptom;
Gl=gastrointestinal; ICU=intensive care unit; IO=immuno-oncology;
tic resonance imaging; PO=per os; SJS=Stevens-Johnson

pidermal Necrolysis; ULN=upper limit of normal;

baseline normal; >20.0 x baseline, if baseline abnormal;
seline normal; >10.0 x baseline if baseline abnormal

and sclerosing cholangitis).




S1512
Page 37
Version Date 1/30/2023

Appropriate resuscitation equipment should be available at the bedside and a physician readily available during the
period of drug administration. For further information, please refer to the Common Terminology Criteria for Adverse
Events v5.0 (CTCAE) at http://ctep.cancer.gov.

Management of Infusion Reactions

Signs and symptoms usually develop during or shortly after drug infusion and generally resolve completely within 24
hours of completion of infusion.

Table 2 below shows treatment guidelines for patientsfvhg experience an infusion reaction associated with

administration of pembrolizumab (MK-3475). !

Dacument




Table 2 Pembrolizumab (MK-3475) Infusion Reaction Treatment Guidelines

S1512
Page 38
Version Date 1/30/2023

a

Infusion NCI CTCAE Treatment Premedication at
Reactions Grade subsequent dosing

Mild reaction; Grade 1 Increase monitoring of vital signs as medically | None

infusion indicated until the participant is deemed

interruption not medically stable in the opinion of the

indicated; investigator.

intervention not

indicated

Requires therapy Grade 2 . fusion. Participant may be

or infusion
interruption but
responds promptly
to symptomatic
treatment (e.g.,
antihistamines,
NSAIDs,
narcotics, IV
fluids);
prophylactic
medications
indicated for <24
hrs.

&

dditidhal appropriate medical therapy
include but is not limited to:
IV fluids
Antihistamines
NSAIDs
Acetaminophen
Narcotics
Mcrease monitoring of vital signs as
edically indicated until the participant
is deemed medically stable in the
opinion of the investigator.

e |If symptoms resolve within 1 hour of
stopping drug infusion, the infusion may
be restarted at 50% of the original
infusion rate (e.g. from 100 mL/hr. to 50
mL/hr.). Otherwise dosing will be held
untii  symptoms resolve and the
participant should be premedicated for
the next scheduled dose.

Participants who develop Grade 2 toxicity
despite adequate premedication should be
permanently discontinued from further
protocol treatment

premedicated 1.5h (x 30
minutes) prior to infusion of

pembrolizumab (MK-
3475)with:

Diphenhydramine 50 mg PO
(or equivalent dose of

antihistamine).
Acetaminophen 500-1000
mg PO (or equivalent dose
of analgesic).
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Infusion NCI CTCAE Treatment Premedication at
Reactions Grade subsequent dosing
Prolonged (i.e., Grade 3 e Stop Infusion. No subsequent dosing.
not rapidly e Additional appropriate medical therapy

responsive to may include but is not limited to:

symptomatic e Epinephrine**

medication and/or o IV fluids

brief interruption of e Antihistamtines

infusion); e NSAI

recurrence of e Ace phéh

symptoms ° arc@tics

following initial .

improvement;

hospitalization
indicated for other
clinical sequelae
(e.g., renal
impairment,
pulmonary
infiltrates)

O.

methylprednisolone 2 mg/kg/day or
dexamethasone 10 mg every 6 hours)
Increase monitoring of vital signs as
medically indicated until the participant
is deemed medically stable in the
Npinion of the investigator.

. ospitalization may be indicated.
n gases of anaphylaxis, epinephrine should
sed immediately.

articipant is permanently discontinued
from further study drug treatment.

N
&:sors
Corticosteroids (e.g.
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Infusion NCI CTCAE Treatment Premedication at
Reactions Grade subsequent dosing
Life-threatening; Grade 4 Admit participant to intensive care unit (ICU) No subsequent dosing.
pressor or and initiate hemodynamic monitoring,

ventilator support mechanical ventilation, and/or IV fluids and

vasopressors as needed. Monitor other organ
function closely.

Manage constitutignal symptoms and organ
toxicities as pegihstitutional practice.

Follow Grad endations as
applicable.

AN

indicated

Appropriate resuscitation equipment should be available at the bedside and a physician readily available during the period
of drug administration. For further information, please refer to the Common Terminology Criteria for Adverse Events v5.0
(CTCAE) at http://ctep.cancer.gov.
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c. Management of Neurological Toxicities

Table 3 Neurological Toxicities

Event Management
Immune-mediated e Continue pembrolizumab.
neuropathy, Grade ¢ Investigate etiology.
1 e Any cranial nerve disorder (including facial paresis) should be managed as per Grade
2 management guidelineg below.
Immune-mediated e Withhold pembrolizumab for up to 12 weeks after event onset. 2
neuropathy, ¢ Investigate etiology erpatient to neurologist.
including facial e Initiate treatment as\pe utional guidelines
paresis, Grade 2 e For general immune-mediated neuropathy:

o Ifevemtr s to Grade 1 or better, resume pembrolizumab. ?
o If gventidoes not resolve to Grade 1 or better while withholding
brolizimab, permanently discontinue pembrolizumab. ¢
For facial p is:
o If.event resolves fully, resume pembrolizumab. °
o Iffevent does not resolve fully while withholding pembrolizumab, permanently
/ N iscontinue pembrolizumab. °

neuropathy,
including facial
paresis, Grade
or4

Immune-mediated

ergnanently discontinue pembrolizumab. ©
. er pati 0 neurologist.
m

itiatesdseat t as per institutional guidelines.

)

Myastheniaggra
and Guillgin-
syndrome

ré

anently discontinue pembrolizumab. ©
ppatient to neurologist.

e b

Initiate treatment as per institutional guidelines.

\- onsider initiation of corticosteroids equivalent to 1-2 mg/kg/day oral or IV
prednisone.

¢ Resun

eriod of time must be based on an assessment of _ _
gquirements for the duration of treatment and documented by the investigator.

corticosteroids’have been initiated, they must be tapered over >1 month to the equivalent of <10 mg/day oral
6 pred fore pembrolizumab can be resumed.
oli[¢
fg s

e withheld for a longer period of time (i.e., >12 weeks after event onset) to allow for
ted) to be reduced to the equivalent of <10 mg/day oral Erednisone. The acceptable length
enefit-risk by the investigator and in alignment

of pembrolizumab may be considered in patients who are deriving benefit and have fully recovered

6 pfimune-mediated event. The decision to re-challenge patients with pembrolizumab should be based on
i @ ator's assessment of benefit-risk and documented by the investigator (or an appropriate delegate).

7
\
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Event Management
Immune-mediated e Continue pembrolizumab unless symptoms worsen or do not improve.
myelitis, Grade 1 e Investigate etiology and refer patient to a neurologist.
Immune-mediated e Permanently discontinue pembrolizumab.
myelitis, Grade 2 e Investigate etiology and refer patient to a neurologist.
¢ Rule out infection.
¢ Initiate treatment with corticosteroids equivalent to 1-2 mg/kg/day oral
prednisone. / N
Immune-mediated e Permanently inue pembrolizumab.
myelitis, Grade 3 or 4 e Refer patient fo a ologist.
e Initiate tr, t as per institutional guidelines.
Event \ Management
Immune-mediated e _Perm ntly discontinue pembrolizumab. @
meningoencephalitis, all Refer patient to neurologist.
grades Inifiate treatment with corticosteroids equivalent to 1-2 mg/kg/day IV
ethylprednisolone and convert to 1-2 mg/kg/day oral prednisone or equivalent
upongimprovement.
If ev’&)es not improve within 48 hours after initiating corticosteroids,
onsider adding an immunosuppressive agent.
ent resolves to Grade 1 or better, taper corticosteroids over >1 month.
@ Resumptio brolizums € considered in patients who are deriving benefit and have fully recovered
from the impfiune-mediated e he decision to re-challenge patients with pembrolizumab should be based on
investigator's@ssgssme —risk and documented by the investigator (or an appropriate delegate).
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Use of Transfusion and/or EPO

Transfusions and/or erythropoietin may be utilized as clinically indicated for the treatment
of anemia, but should be clearly noted as concurrent medications. Transfusion of platelets
may be used if clinically indicated. ITP should be ruled out before initiation of platelet
transfusion.

Use of G-CSF

Colony-Stimulating
-Stimulating Factor
in patients with

Prophylactic use of colony-stimulating factors including Granuloc
Factor (G-CSF), pegylated G-CSF or Granulocyte Macrophage
GM CSF is not allowed in this study. Therapeutic use of G-CS
Grade 3-4 febrile neutropenia.

Anti-Infectives \C
Patients with a documented infectious complicatio&ujfl eive oral or IV antibiotics or

other anti-infective agents as considered appropriate by®he treating Investigator for a given
infectious condition, according to standard insti nal practice.
Dose Modification Contacts

ase gontact Dr. Kendra at 614/293-4320

For treatment or dose modification q

or kari.kendra@osumc.edu or . jeskova 310/794-4955 or siwen.hu-

lieskovan@hci.utah.edu. For do uestigns, please consult the SWOG

Policy #38 "Dosing Principles ents on Clinical Trials" at http://swog.org (then click
e n H

on "Policies and Manuals" upder d choose Policy 38).

Adverse Event Reporti

outlined in Sectigm6.1 of the pgoto st be reported to the Operations Office, Study
P-AERS, he IRB per local IRB requirements.

>

Toxicities (including sus d rea&w at meet the expedited reporting criteria as
' C

Dacument
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ON TREATMENT

(i\

Each cycle consists of 1 infusion. Post Post
Pre-study Infusions to be given q 3 weeks. 2 End of ical treatment treatment
REQUIRED STUDIES | (screening)! Treatme ese?:tion s | FIU priorto F/U post-
Cvale 1 Cvale 2 Cvcle 3 Possible |assessment\' progression/ | progression/
y Y y Cycle 4 Q relapse® relapse?
Week 1 Week 4 Week 7 Week 10{"\
A
PHYSICAL
History & Physical, PS
(w/BP &Weight) " X X X X XA X X X
Adverse Event b b b
Notation X 3\ X X X
Baseline Abnormalities X X &\
Skin exam P X X X < ‘X\ X Xd X
LABORATORY® .
ANC, platelets, Hgb X X X X X X
Total bilirubin X X N X X X X
LDH f X 2 ¥ X
AST and ALT, Alkaline A2
Phosphatase X X / X X X X X
Serum Creatinine or
crel X X X X X X
Albumin, Glucose, Na, v
K, X X X X X X
HCO3/CO2 N ot
Thyroid function test ° \ ‘ X X X X
Pregnancy test N X X X X X

Study Calendar 9.1 co@ on next page. Click here for footnotes.
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ON TREATMENT
Each cycle consists of 1 infusion.

. . a Post Post
re-study Infusions to be given q 3 weeks. 2 4 End of N treatment treatment
REQUIRED STUDIES (screening) treatment obo F/U prior to F/U post
Possible assessment! progression/ | progression/
Cycle 1 Cycle 2 Cycle 3 Cycle 4 relapse® relapse?
Week 1 Week 4 Week 7 Week 10 \
X-RAYS AND SCANS e "X
CT I, chest, abdomen \%9“
& pelvis or whole body X Xa % X K XV
PET/CT &\
EKG" X AN
Brain MRI or CT with X 4
contrast " y
SPECIMEN \ N4
SUBMISSION AN
Tissue X X X & N X X (optional)
Whole Blood * X Y
TREATMENT NJ
Pembrolizumab (MK- X4
3475) @ X Fox

Click here for footnotes.

NOTE: Forms are found on the protocol ab

Section 14.0.

NOTE: Unless indicated otherwise in the p
treatment, disease assessment, specime
https://swog.org/Visitors/Download/Q

: /o

<

e of the SWOG website (www.swog.org). Form submission guidelines are found in

scheduled procedures and assessments (treatment administration, toxicity assessment for continuous
on and follow-up activities) must follow the established SWOG guidelines as outlined in
OPractices%20upddate.pdf.

mmmmmm
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Footnotes for Study Calendar 9.1: Pembrolizumab (MK-3475)

a. Treatment will continue every 3 weeks, with scans after 3 cycles (9 weeks).
b. Adverse Event Assessments on the study will continue for all patients until 30 days after the last study drug ad |strat|on However, patients with
ongoing toxicities should be seen more often as clinically indicated.
c. Post-treatment (after receiving the final dose of pembrolizumab on study) follow-up (prior to progression/r a e): Patlents should be seen at 6
weeks (-/+ 1 week) after the last dose, then every 12 weeks (+/- 2 weeks) to the end of the first year aft tion, then every 6 months (+/- 4
weeks) to the end of the fifth year after registration.

d. After progression patients should be followed every 6 months for up to 2 years from the date of tr registration, then annually thereafter
until 5 years from treatment registration.

e. While on study, blood samples collected for pretreatment laboratory tests may be collected zed no more than 3 days prior to dosing.
NOTE: if MK-3475 was delayed per the dose delay/scheduling criteria or if a visit had to be due to major circumstances (such as a health
emergency, family/personal emergency, transportation difficulties, scheduling difficultie ate falls on a holiday), the study assessments
scheduled for these dates will be delayed.

f. LDH to be done at screening and at progression/relapse. If patient has a subseque
following an initial progression while on protocol therapy do not need to have LD} don

h. ECG to be performed at baseline, then as clinically indicated.

i. Women of chlldbearmg potential must have a negative serum or urine pregnan ithin 28 days prior to registration. Following randomization,
serum or urine pregnancy tests are required within 72 hours prior to the & of study treatment, then according to institutional practice during

4 weeks later that does not document progression,
this time.

therapy, tests should coincide with clinic visits for blood work and endi he discontinuation of study treatment. At discontinuation, a negative
pregnancy test within the preceding 6 weeks is sufficient. A pregn ould be done at any time there are clinical concerns for possible
pregnancy.

j. Patients with primary melanoma of the head and neck will alsg, neck CT.

k. For patients who have not progressed/relapsed, disease as ents by CT (or MRI if CT cannot be done) chest/abdomen/pelvis or whole body
PET-CT will be performed at Week 9 (at end of neoadjuva and then imaging studies may be done as clinically indicated at the discretion
of the treating investigator.

0. Thyroid function tests to include TSH, Free T3, and ust be performed prior to initiating treatment (W|th|n 3 days prior to initial dose on
Cycle 1) as a reference, should hypothyroidism s rlse during treatment. TSH is to be performed prior to dose at week 7, and at initial
post treatment follow-up. Additional testing of Free Free T4 should be performed as clinically indicated if TSH is abnormal or if symptoms
are suggestive of thyroid dysfunction.

p. If a skin lesion is a site of disease, photggr (with a ruler in the photo if the lesion is measurable per RECIST 1.1) must be taken as
documentation. Physician’s report and p raph must be stored in the patient’s chart as source documentation. In addition, the physician’s
report must be uploaded into Medidat e Section 14.0). In addition, abnormal lesions concerning for basal cell or squamous cell should
be documented in the physician’ nd, if biopsy obtained, the pathology report should be included in the patient’'s chart as source
documentation.

g. See the third bullet under Section'¢ If after the first disease assessment, the tumor is unresectable, treatment will continue for 1 more cycle
and a repeat disease asse ii ent smg the same technique as baseline will be obtained 4 weeks later. If at this time the patient’s disease is

deemed resectable, the pa t continue with resection as previously planned.
r. History prior to each treatnie itiation to include a menstrual, sexual and contraceptive use history, including date of last menstrual period (for
women of childbearing potential) which will help determine the need for pregnancy testing. Similar questions regarding contraceptive use should
be asked of men who are sexually active with women of childbearing potential. Height is only required at baseline.

\
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Footnotes for Study Calendar 9.1 (contd.): Pembrolizumab (MK-3475)

s. As the primary endpoint of the study is pCR and the goal of the surgery is to remove visible and microscopic disease, surgery is required for all
potentially resectable tumors. If the tumor is deemed unresectable at 9 weeks, a biopsy should be obtained.

t. Pre-study labs, MRI brain, and ECG should be obtained within 28 days prior to registration.

u. End of treatment assessment is defined as the first clinical assessment after completion of all pembroli ab treatments (treatment stopped in
preparation for surgical resection). If treatment stopped due to progression, the F/U post progression niwould apply. If treatment stopped
due to toxicity, the F/U prior to progression would apply.

v. Survival data are to be collected. Scans obtained in post-treatment F/U post progression, are at the alini iscretion of the treating physician and
do not need to be submitted into the EDC system.

w. Whole blood must be collected prior to protocol treatment (mandatory), but after protocol regi

Please see Section 15.1 for FFPE submission for translational medicine and Section 15.2 fi ission of slides for pathology review.

These are the corresponding weeks if there are no dose delays. Q

* X
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Click here for footnotes.

9.2 Pembrolizumab (MK-3475)-Cohort B
ON TREATMENT Post Post
Each cycle consists of 1 infusion. Infusions to be
iven g 3 weeks. 29 tr ent treatment
Pre-study 9 ’ prier to F/U post
A H c H d
REQUIRED STUDIES (screening ® (CN\proggession © | progression
cl \J
Cycle 1 Cycle 2 Cycle 3 NV
Week 1* w4 * w7 b‘
NV
PHYSICAL h\>)
History & Phyglcal, PS (w/BP, X X X Q X X X
Weight)"
Adverse Event Notation P X X N X X X X
Skin exam ? X X S\ VYV  x X @ X @
Baseline Abnormalities X X \\
LABORATORY® ~ -
ANC, platelets, Hgb X Ly X X X X
Total bilirubin X o N X X X X
LDHf X X
AST, ALT, and Alkaline X p X X X X X
Phosphatase N
Serum Creatinine or CrCl X % X X
Albumin, Glucose, Na, K, y
HCO3/CO, X X X X X
Thyroid function tests ° » )) X X X° X° X
Pregnancy Test %V X X X X X

Study Calendar 9.2 contin@%t page.

()\/
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ON TREATMENT Post treatment Post treatment
Each cycle consists of 1 infusion. Infusions to ‘ F/U prior to F/U post
REQUIRED STUDIES Pre-study ® be given q 3 weeks. 21 progression © progression ¢
(Screening)

Cycle 1 Cycle 2 Cycle \
Wis | war Cycle 3 4+ q

W7*

@»
PHYSICAL c v
X-RAYS AND SCANS ,
CT I, chest, abdomen & pelvis or whole K ¢
body PET/CT k X M X X
Brain MRI or CT with contrast kh X - \\
EKG " X (70\v
SPECIMEN SUBMISSION O\

Tissue ¥ X X 2 \) X (optional)

Whole Blood ¢ X 4 N
TREATMENT \

Pembrolizumab (MK-3475) X \K\ X X

Click here for footnotes.

NOTE: Forms are found on the protocol abstract page OG website (www.swog.org). Form submission guidelines are found in
Section 14.0.
d

NOTE: Unless indicated otherwise in the protoco uled procedures and assessments (treatment administration, toxicity assessment
for continuous treatment, disease assessment collection and follow-up activities) must follow the established SWOG guidelines
as outlined in

https://swog.org/Visitors/Download/QA/Best ctices%20upddate.pdf.

<é>
QVOCQ
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Footnotes for Study Calendar 9.2: Pembrolizumab (MK-3475)

a.

b.

C.

-

-0

*< g £

. After progression patients should be followed every 6 months for up to 2 years from the date of treatment regis

. Please see Section 15.1 for F

Treatment will continue every 3 weeks, with scans after each 3 cycles (9 weeks). Protocol treatment and parameters will continue on the same schedule until
patient has met any of the criteria in Section 7.5. If disease becomes resectable, see surgical guidelines under Section 7.2 and also 14.4h.

Adverse Event Assessments on the study will continue for all patients until 30 days after the last study drug administration. However, patients with ongoing toxicities
should be seen more often as clinically indicated. N

Post-treatment follow-up (prior to progression/relapse): Patients should be seen at 6 weeks (-/+ 1 week) after the last dose} ther?every 12 weeks (+/- 2 weeks) to
the end of the year after registration, then every 6 months (+/- 4 weeks) to the end of the fifth year after registration

annually thereafter until 5 years from

treatment registration.

While on study, blood samples collected for pretreatment laboratory tests may be collected and analyzed ng

was delayed per the dose delay/scheduling criteria or if a visit had to be delayed due to major circumst

emergency, transportation difficulties, scheduling difficulties; a visit date falls on a holiday), the study asses

LDH to be done at screening and at progression/relapse. If patient has a subsequent scan 4 weeks |

progression while on protocol therapy, they do not need to have LDH done at this time.

To be performed at baseline, then as clinically indicated throughout treatment. %
0

s scheduled for these dates will be delayed.
it does not document progression, following an initial

Women of child bearing potential must have a negative serum or urine pregnancy test within 28 3 prior to registration. Following randomization, serum or urine
pregnancy tests are required within 72 hours prior to the first dose of study treatment, thes’according to institutional practice during therapy, tests should coincide
with clinic visits for blood work and ending with the discontinuation of study treatment. igContinuation, a negative pregnancy test within the preceding 6 weeks
is sufficient. A pregnancy test should be done at any time there are clinical concerns fo ible pregnancy.
Patients with primary melanoma of the head and neck will also require a neck CT
Disease assessments by CT (or MRI if CT cannot be done) chest/abdomen/pelvi on\le ody PET/CT will be performed every 9 weeks until disease progression.
During treatment and follow-up, brain MRI/CT or other imaging studies may be"dohg as'tlinically indicated but are not required in the absence of clinical indications.
Thyroid function tests to include TSH, Free T3, and Free T4 must be pegfformed prior to initiating treatment (within 3 days prior to initial dose on Cycle 1) as a
reference, should hypothyroidism symptoms arise during treatment. be performed prior to dose at week 7, and at initial post treatment follow-up.
Additional testing of Free T3 and Free T4 should be performed as cli ated if TSH is abnormal or if symptoms are suggestive of thyroid dysfunction.
If a skin lesion is a site of measurable disease, photographs Wit r in the photo if the lesion is measurable per RECIST 1.1) must be taken as
documentation. Physician’s report and photograph muspbegtored in the patient’s chart as source documentation. In addition, the physician’s
report must be uploaded into Medidata Rave (see i .0). In addition, abnormal lesions concerning for basal cell or squamous cell should be
documented in the physician’s report and, if biopsy obtaj pathology report should be included in the patient’s chart as source documentation. If the skin
lesion is the site of measurable disease, measurements shguld be taken after 3 cycles (9 week intervals).
Patients may continue protocol treatment following pregressioh if they are still deriving clinical benefit in the opinion of the treating investigator.
History prior to each treatment initiation to includ nstrual, sexual and contraceptive use history, including date of last menstrual period (for women of
childbearing potential) which will help determi eed for pregnancy testing. Similar questions regarding contraceptive use should be asked of men who are
sexually active with women of childbearing eight is only required at baseline.
Pre-study labs, MRI brain, and ECG shou ed within 28 days prior to registration.
Survival data are to be collected. Sca a in post-treatment F/U post progression, are at the clinical discretion of the treating physician and do not need to
be submitted into the EDC system. Q

(o)

Whole blood must be collected prior t col treatment (mandatory).

bmission for translational medicine and Section 15.2 for additional submission of slides for pathology review.
or the first 6 months, then every 4 months.

if there are no dose delays.

al.

Scans will be obtained every(© we
These are the corresponding
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10.0 CRITERIA FOR EVALUATION AND ENDPOINT ANALYSIS

10.1 Measurability of Lesions

a. Measurable disease: Measurable disease is defined differently for lymph nodes
compared with other disease and will be addressed in a separate section below.

1. Lesions that can be accurately measured in at least one dimension
(longest diameter to be recorded) as = 2.0 cm by chest x-ray, by = 1.0 cm
with CT or MRI scans, or = 1.0 cm with calipers by clinical exam. All tumor
measurements must be recorded in decimal fractions of c&eters (or

millimeters). %

The defined measurability of lesions on CT based on the
assumption that CT slice thickness is 0.5 cm oR\les CT scans have
slice thickness greater than 0.5 cm, the mini size for a measurable
lesion should be twice the slice thickness

2. Malignant lymph nodes are to be consi Qathologically enlarged and
measurable if it measures = 1.5 RT AXIS (greatest diameter
perpendicular to the long axis of node) when assessed by scan
(CT scan slice recommendedgbein greater than 0.5 cm).

b. Non-measurable disease: All oth %s (or sites of disease), including small
lesions (longest diameter < 1 pathologic lymph nodes with = 1.0 cm to <
1.5 cm short axis), are ¢ &e non-measurable disease. Bone lesions,

ites;

s
leptomeningeal disease,_ a pleural/pericardial effusions, lymphangitis
cutis/pulmonitis, inflammatory “breast disease, and abdominal masses (not
followed by CT or MRY), nsidered non-measurable as are previously radiated
lesions that have ogressed.

1. or, nd MRIs, the same type of scanner should be used and the image
acdquijsition protocol should be followed as closely as possible to prior

cans. Body scans should by performed with breath-hold scanning
chniques, if possible.

% PET-CT: At present, the low dose or attenuation correction CT portion of
% a PET-CT is not always of optimal diagnostic CT quality for use with
RECIST measurements. However, if the site can document that the CT
performed as part of a PET-CT is of identical diagnostic quality to a
V diagnostic CT, then the CT portion of the PET-CT can be used for RECIST
< l measurements and can be used interchangeably with conventional CT.
3.

Ultrasound: Ultrasound is not useful in assessment of lesion size and
should not be used as a method of measurement.

4. Cystic lesions that meet the criteria for radiographically defined simple
cysts should not be considered as malignant lesions (neither measurable
nor non-measurable) since they are, by definition simple cysts.

5. If a target lesion becomes very small some radiologists indicate that it is
too small to measure. If the lesion is actually still present, a default
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measurement of 0.5 cm should be applied. If the radiologist believes the
lesion has gone, a default measurement of 0.0cm should be recorded.

10.2  Objective Status at Each Disease Evaluation

Objective Status is to be recorded at each evaluation. All measurable lesions up to a
maximum of 2 lesions per organ 5 lesions in total, representative of all involved organs,
should be identified as farget lesions at baseline. All other lesions (or sites of disease)
including any measurable lesions over and above the 5 target lesions should be identified
as non-target lesions. Measurements must be provided for target measurable lesions,
while presence or absence must be noted for non-target measurable and nowasurable

disease.

For studies that use disease progression as an endpoint, whole bod at specific
intervals is necessary to determine that progression is NOT prese of the “target”
areas. Therefore, in these studies it is not acceptable to image Qhly target” areas of
the body in follow-up scans. For study-specific imaging reQuir ts, see the Study

Calendar in Section 9.0.

a. Complete Response (CR): Complete disap rgf all target and non-target
lesions (with the exception of lymph nod ioned below). No new lesions.
No disease related symptoms. Any lym (whether target or non-target)
must have reduction in short axis to <2.0 ¢ Il disease must be assessed using
the same technique as baseline.

A@y o patients with at least one measurable
30% decrease under baseline of the sum of
appropriate diameters target measurable lesions. No unequivocal

progression of non-medsurable'disease. No new lesions. All target measurable
lesions must be assgés g the same techniques as baseline.

b. Partial Response (PR): Ap
lesion. Greater than or egdal

C. Stable: Does @bt ify for CR, PR, Progression or Symptomatic Deterioration.
All target m? le lesions must be assessed using the same techniques as
baseline.

n/One or more of the following must occur: 20% increase in the sum
of apprgpriate diameters of target measurable lesions over smallest sum observed
eline if no decrease during therapy) using the same techniques as
elin€, as well as an absolute increase of at least 0.5 cm. Unequivocal

ession of non-measurable disease in the opinion of the treating physician (an
lanation must be provided). Appearance of any new lesion/site. Death due to
i

sease without prior documentation of progression and without symptomatic
deterioration (see Section 10.2¢).

Notes regarding new lesions: FDG-PET imaging can complement regular scans
in identifying new lesions according to the following algorithm.
1. Negative FDG-PET at baseline, with a positive FDG-PET at follow-up is a
sign of progression based on a new lesion.

2. No FDG-PET at baseline and a positive FDG-PET at follow-up
corresponding to a potential new site of disease must have a confirmation
by anatomical assessment (e.g., CT, MRI, x-ray) as new site of disease to
be considered progressive disease. In such a case, the date of
progressive disease will be the date of the initial abnormal FDG-PET.
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Symptomatic deterioration: Global deterioration of health status requiring
discontinuation of treatment without objective evidence of progression. Efforts
should be made to obtain objective evidence of progression after discontinuation.

Assessment inadequate, objective status unknown. Progression or
symptomatic deterioration has not been documented, and one or more target
measurable lesions have not been assessed or inconsistent assessment methods

were used.
o\ot affect
patient who

non-target
ifled as having

Objective status notes:

1. Non-measurable and non-target measurable diseas
Objective Status in determination of CR (must be absent-
otherwise has a CR, but who has non-measu%

measurable disease present or not assessed, wil

a PR). However, non-measurable and non-targ %s are included in
determination of progression (if new sitesWheof \dis€ase develop or if
unequivocal progression occurs in the opipi treating physician).

An objective status of PR or stable nXx w one of CR. Stable can
follow PR only in the rare case th@l creases too little to qualify as

N

progression, but enough that a p documented 30% decrease no

longer holds.
3. In cases for which initia%reaction is possible (hypercalcemia,

increased bone pain a of skin lesions), objective status is not
progression unless g£itheég symptoms persist beyond 4 weeks or there is
additional evide ofprogression.

4. Lesions that/@ppear to increase in size due to presence of necrotic tissue
will not b idered to have progressed.

tithte unequivocal progression. However, increase in the soft
mponent of a lesion as measured by CT or MRI would constitute
re8sion.

5. For% isease documented on bone scan only, increased uptake does

p

ppearance of new pleural effusions does not constitute unequivocal
progression unless cytologically proven of neoplastic origin, since some

Increase in the size of an existing effusion does not constitute unequivocal
progression, since the fluid status of the patient could alter the size of the
effusion.

%@ effusions are a toxicity related to therapy or other medical conditions.

< V’ 7. If CR determination depends on a lesion for which the status is unclear by

10.3

the required tests, it is recommended the residual lesion be investigated
with biopsy or fine needle aspirate.

Best Response

This is calculated from the sequence of objective statuses.

CR: Two or more objective statuses of CR a minimum of four weeks apart
documented before progression or symptomatic deterioration.
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b. PR: Two or more objective statuses of PR or better a minimum of four weeks apart
documented before progression or symptomatic deterioration, but not qualifying as
CR.

C. Unconfirmed CR: One objective status of CR documented before progression or

symptomatic deterioration but not qualifying as CR or PR.

d. Unconfirmed PR: One objective status of PR documented before progression or
symptomatic deterioration but not qualifying as CR, PR or unconfirmed CR.

e. Stable/no response: At least one objective status of sta /Nesponse
documented at least 6 weeks after registration and befor ogression or
symptomatic deterioration, but not qualifying as anything els

f. Increasing disease: Objective status of progressi ithin 12 weeks of

registration, not qualifying as anything else above.

g. Symptomatic deterioration: Objective status of matic deterioration within
12 weeks of registration, not qualifying as anythin above.
Inadequate assessment, response unknown: P or symptomatic deterioration

greater than 12 weeks after registration and ng oth ponse category applies.
Performance Status Q

Patients will be graded according t& brod Performance Status Scale.

POINT DESC%PEI?
0 we, able to carry on all pre-disease performance without
estriction.

1 estricted in physically strenuous activity but ambulatory and able
o carry out work of a light or sedentary nature, e.g., light
housework, office work.
2 Q Ambulatory and capable of self-care but unable to carry out any
% work activities; up and about more than 50% of waking hours.

Capable of limited self-care, confined to bed or chair more than

O% 50% of waking hours.

4 Completely disabled; cannot carry on any self-care; totally

< V confined to bed or chair.

10.5

Progression-Free Survival

From date of registration to date of first documentation of progression or symptomatic
deterioration (see Section 10.2¢), or death due to any cause. Patients last known to be
alive without report of progression are censored at date of last contact.
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10.6 Time to Death

From date of registration to date of death due to any cause. Patients last known to be alive
are censored at date of last contact.

10.7  Pathologic Complete Response

No evidence of viable tumor cells on complete pathological evaluation of the surgical
specimen per institutional standard of care.

STATISTICAL CONSIDERATIONS

111  Cohort A Q‘\/

a. Cohort A will use a single stage design with an accrual I eligible patients
in total. The anticipated accrual rate for Coh 2 patients per
month. Assuming an ineligibility rate of 20%, wemwill e 30 total patients to
enroll 25 eligible patients. %

b. Primary Endpoint:
The primary endpoint for Cohort A is patho complete response rate (pCR) as
defined in Section 10.7. All patightsy who begin neoadjuvant therapy with
pembrolizumab will be included in sis. Patients who are unable to have
all sites of disease completely nd patients who do not undergo surgery

on protocol (for any reason& e nted as non-responders.
wi

This is a single stage d the assumption that a true pCR of 25% or higher
indicates that the tre nt i§ of considerable interest for patients with resectable
DM whereas a tru %o or lower indicates that the treatment will not be of

further interest. 4Spe€ificdlly, we will enroll 25 eligible patients with resectable
DM. Four or athologic complete responses out of 25 would be considered
evidence that t atment warrants further study, provided other factors such as
toxicity rall survival also appear favorable. This design has an alpha of
3.4% (i.eNpfobability of declaring the regimen warrants further study when the true
CR sa5%)%and a power of 90% (probability of declaring the regimen warrants
udy when the true pCR is 25%).

C.

sufficient to estimate the overall response rate (ORR) at 9 weeks within £+19.6%
(95% confidence interval). If only half of patients have measurable disease (13),

O or the secondary endpoints, 25 eligible patients with measurable disease will be
C)V then ORR can be estimated to within 27.2% (95% confidence Interval). Twenty-

five eligible patients will also be sufficient to estimate the OS rate at a particular
time point (e.g. 9 weeks) to within £19.6% (95% confidence interval).
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Other Objectives:

Toxicity will be assessed across all patients receiving pembrolizumab. With 25
patients, any toxicity with at least 5% chance of occurring has 72.3% chance of
being observed at least once. For any toxicities, the study will estimate the rate of
occurrence to within 19.6% (95% confidence interval).

To assess the hypothesis that higher mutational load is associated with pCR rate,
the study will assess the association between overall mutational load and pCR
rate. We will first calculate the per megabase mutation rate for each
individual. Then we will use logistic regression to regress pCR status on the
mutation rates and use a 1-degree freedom likelihood ratio test to bkg:\ p-value
for the association between response and mutation rate. We w' the type
| error at the two-sided alpha=0.05 level. We estimated th detectable
odds-ratio under the assumption that we will collect exom g data on 25
patients and that we will control the type | error rate at ded alpha=0.05
level. In prior data, the median number of m% er megabase in

desmoplastic melanoma was found to be 62 and thg 75™ percentiles were
33 and 101, respectively (private communicatioq
11/18/2014). Therefore, by matching the=qWa
distribution of the per megabase mutation rate
shape parameter 1.4 and scale paramete % suming a baseline response rate
of 5%, we anticipate over 80% powerNo Jdetect a log odds-ratio of 0.31
(corresponding to an odds-ratio of 1£36 for each 10 mutation increase in the per
megabase mutation rate. If logisti ion is unstable or behaves poorly, e.g.
due to low response rates, wi S con3|der robust and flexible alternatives
such as the Wilcoxon test to %{ utation rates between responders and non-

astian to Antoni Ribas,
S, we approximate the
ess patients as a Weibull with

responders.

The study will exam et er change in T-cell infiltration following treatment is
higher in the DM o respond. Specifically, we will compute the change
in CD8 expres basellne to resection and then compare the change
between res rs and non-responders using a two-sample t-test. We will
control ty rrov at the alpha=0.05 level. Assuming that 25% of patients

e anticipate 80% power to detect a difference in mean CD8
nge 1.35 standard deviations. We will repeat the analysis

comppaging tHe change in CD8 expression from baseline to week 4 to determine
-ceII infiltration in the on-treatment biopsy is associated with response at

assess the hypothesis that ctDNA fraction at baseline and week 4 are

%ssociated with response in DM patients, we will assess the association between

response and ctDNA fraction using a two-sample t-test at the two-sided a=0.05
level. Assuming that 25% of patients respond, then we anticipate 80% power to
detect a difference in mean ctDNA fraction of 1.35 standard deviations.

To assess the hypothesis that TCR clonality is higher in DM patients who respond,
suggesting that the T-cells are targeting the tumor, we will compute the clonality
metric as the normalized Shannon entropy for all patients at baseline, Week 4, and
resection. We will then compute the change in clonality metric from baseline to
resection. The change in clonality will be compared between responders and non-
responders using a two-sample t-test with significance determined at the two-sided
alpha=0.05 level. Assuming that 25% of patients respond, then we anticipate 80%
power to detect a difference in clonality change of 1.35 standard deviations. We
will repeat the analysis comparing the change in clonality from baseline to week 4
to determine whether T-cell clonality in the on-treatment biopsy is associated with
response at resection.

mmmmmm




S1512
Page 57
Version Date 1/30/2023

The study will examine adaptive immune resistance by first evaluating whether
PD-L1 expression is increased at Week 4 and resection as compared to baseline
using paired t-tests and controlling the type | error at the two-sided alpha=0.05
level. With 25 patients, we anticipate 80% power at each time point to detect a
mean difference in expression of 0.58 standard deviations. We will further evaluate
whether increased PD-L1 expression at Week 4 or at resection is associated with
response. Specifically, we will compute the change in expression from baseline to
resection and then compare the change between responders and non-responders
using a two-sample t-test. We will control type | error at the two-sided alpha=0.05
level. Assuming that 25% of patients respond then at each time pointge anticipate
80% power to detect a difference in mean PD-L1 expression !%\e of 1.35
standard deviations. We will repeat the analysis comparing the ‘changein PD-L1
infiliration in the

addition to our

ct a neoantigen
nonsynonymous
egression to regress
utations, computing a p-
o-sided alpha=0.05 level.

expression from baseline to week 4 to determine whether T
on-treatment biopsy is associated with response at rese
assessment of overall mutational load, we will furth

analysis. Specifically, we will predict the immunogenid
somatic mutation using NetMHC. We will then u
pCR status on the number of predicted immunoge

value using a 1-df test and controlling type | er

112  CohortB Q

a.

O

As a pilot study, Cohort B will use ngte stage design with an accrual goal of 21
eligible patients. The anticipated rate for Cohort B is 1 patient per
month. Assuming an ineligibili f 20%, the study will accrue 26 total patients
to enroll 21 eligible patients

Primary Endpoint

The primary end &)’hort B is complete response rate (CR). Given that
Cohort B is in a pilot trial, we propose single stage design with the
assumption ffat"g true CR of 20% or higher indicates that the treatment is of
ipferest for patients with unresectable/metastatic DM whereas a true

er indicates that the treatment will not be of further interest.

will enroll 21 eligible patients with unresectable/metastatic
DM Three ©r more complete responses out of 21 would be considered evidence
a reatment warrants further study, provided other factors such as toxicity

apd ovwérall survival also appear favorable. This design has an alpha of 8.5% (i.e.

a power of 82% (probability of declaring the regimen warrants further study
en the true CR is 20%). The higher alpha and lower power used in this design
reflect the intention to use this as a pilot trial.

% ility of declaring the regimen warrants further study when the true CR is 5%)
h

Secondary Endpoints

For the secondary endpoints, 21 eligible patients will be sufficient to estimate the
PFS and OS at a particular time point (e.g. 9 weeks) to within +21.4% (95%
confidence interval). However, since PFS is estimated only among patients who
do not undergo resection, we will only be able to estimate the PFS to within
121.9%, +22.5%, or +23.9% (95% confidence intervals) if the percentage of
patients who undergo resection is 5%, 10%, or 20%, respectively.

Translational Medicine Objectives: The statistical analysis of the translational
medicine objectives for Cohort B will be the same as for Cohort A except we will
use CR as the endpoint instead of pCR.

mmmmmm




S1512
Page 58
Version Date 1/30/2023

To assess the hypothesis that higher mutational load is associated with CR rate,
the study will assess the association between overall mutational load and CR rate.
We will first calculate the per megabase mutation rate for each individual. Then
we will use logistic regression to regress CR status on the mutation rates and use
a 1-degree freedom likelihood ratio test to obtain a p-value for the association
between response and mutation rate. We will control the type | error at the two-
sided alpha=0.05 level. We estimated the minimal detectable odds-ratio under the
assumption that we will collect exome sequencing data on 21 patients and that we
will control the type | error rate at the two-sided alpha=0.05 level. In prior data, the
median number of mutations per megabase in desmoplastic melanoma was found

to be 62 and the 25th and 75th percentiles were 33 and 101, res i (private
communication, Boris Bastian to Antoni Ribas, 11/18/2014) heréfore, by
matching the quantiles, we approximate the distribution o megabase
mutation rate across patients as a Weibull with shape p 4 and scale

power to detect a log odds-ratio of 0.45 (correspondifig to, aWfodds-ratio of 1.57)
for each 10 mutation increase in the per mega tion rate. If logistic

regression is unstable or behaves poorly, e.g. dy&
also consider robust and flexible alternatives %

mutation rates between responders and nﬁ-

parameter 80. Assuming a baseline response rate of 5"/\ aplicipate over 70%
]

The study will examine whether cha in Il infiltration following treatment is
higher in the DM patients who respahdg Specifically, we will compute the change
in CD8 expression from baseline ession and then compare the change
between responders and no rs using a two-sample t-test. We will
05 level. Assuming that 20% of patients
0% power to detect a difference in mean CD8

expression from baseline to week 4 to determine
e on-treatment biopsy is associated with response at
progression.

To asses Qh othesis that ctDNA fraction at baseline and week 4 are
associatéd witiyesponse in DM patients, we will assess the association between
response tDNA fraction using a two-sample t-test at the two-sided a=0.05
leve Assuming that 20% of patients respond, then we anticipate 80% power to
% difference in mean ctDNA fraction of 1.61 standard deviations.
s8€ss the hypothesis that TCR clonality is higher in DM patients who respond,

ric as the normalized Shannon entropy for all patients at baseline, Week 4, and

ogression. We will then compute the change in clonality metric from baseline to
progression. The change in clonality will be compared between responders and
non-responders using a two-sample t-test with significance determined at the two-
sided alpha=0.05 level. Assuming that 20% of patients respond, then we anticipate
80% power to detect a difference in clonality change of 1.61 standard deviations.
We will repeat the analysis comparing the change in clonality from baseline to
Week 4 to determine whether T-cell clonality in the on-treatment biopsy is
associated with response at progression.

sting that the T-cells are targeting the tumor, we will compute the clonality
"

The study will examine adaptive immune resistance by first evaluating whether
PD-L1 expression is increased at Week 4 and progression as compared to
baseline using paired t-tests and controlling the type | error at the two-sided
alpha=0.05 level. With 21 patients, we anticipate 80% power at each time point to
detect a mean difference in expression of 0.64 standard deviations. We will further
evaluate whether increased PD-L1 expression at Week 4 or at progression is
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associated with response. Specifically, we will compute the change in expression
from baseline to progression and then compare the change between responders
and non-responders using a two-sample t-test. We will control type | error at the
two-sided alpha=0.05 level. Assuming that 20% of patients respond, then at each
time point we anticipate 80% power to detect a difference in mean PD-L1
expression change of 1.61 standard deviations. We will repeat the analysis
comparing the change in PD-L1 expression from baseline to Week 4 to determine
whether T-cell infiltration in the on-treatment biopsy is associated with response at
progression. In addition to our assessment of overall mutational load, we will
further conduct a neoantigen analysis. Specifically, we will predict the
immunogenicity of each nonsynonymous somatic mutation using NetMHC. We
will then use logistic regression to regress CR status on the nu Z&g)redicted
immunogenic mutations, computing a p-value using a 1-df test a ntrolling type
| error at the two-sided alpha=0.05 level.

Data and Safety Monitoring Q
S

While the SWOG DSMC does not monitor non-randomiz , SWOG has policies
and procedures in place to monitor single arm studie al reports are generated
weekly and study-specific accrual monitoring is done y Chair, Study Statistician
and the Disease Committee Chair. Reports summatri erse events, serious adverse
events (SAEs) and treatment administration are onthly to the Study Chair and
Study Statistician for monitoring. In additi Es, which by definition require
expeditious reporting, are reviewed and pro€esged by the Adverse Event Coordinator at
the SWOG Operations Office and a physici vigWer based on data provided via the NCI
CTEP-AERS system. Cumulative stu SAE reports are provided to the Study
Chair and Study Statistician upon o ce'of an event. Formal reports summarizing the
study are prepared for all SWOG _members’every 6 months.

DISCIPLINE REVIEW Q%

Pathology Review %

Desmoplastic lamo will be defined as: a proliferation of spindle cells in the
background of st fibrosis. Lesional cells may resemble fibroblasts, but there are
scattered gélls\with hyperchromatic atypical nuclei. These would be S100+ and/or SOX-

10+ and/net for HMB45, gp100, tyrosinase, and often negative for Melan-A. After
complétio e study, tissues will be reviewed centrally to standardize the pathologic
eligibi ,13,14)

slides used for the primary diagnosis of desmoplastic melanoma must be submitted

mpleted to diagnose desmoplastic melanoma and to rule out other diagnoses. All
possible attempts should be made to obtain these slides.

nfirmatory review if available. These include the H&E slides and any immunostains

These specimens will be submitted as outlined in Section 15.2.

REGISTRATION GUIDELINES

13.1

Registration Timing

Patients must be registered prior to initiation of treatment (no more than nine calendar days
prior to planned start of treatment).
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13.2  Investigator/Site Registration

Prior to the recruitment of a patient for this study, investigators must be registered members
of a Cooperative Group. Each investigator must have an NCI investigator number and
must maintain an “active” investigator registration status through the annual submission of
a complete investigator registration packet to CTEP.

a. CTEP Investigator Registration Procedures

Food and Drug Administration (FDA) regulations and National Cancer Institute
(NCI) policy require all investigators participating in any NCl-sponsored clinical trial
to register and to renew their registration annually. %

Registration requires the submission of:

e acompleted Statement of Investigator Form Form 1572) with an
original signature
a current Curriculum Vitae (CV)
a completed and signed Supplemental

a completed Financial Disclosure F%b
e found on the CTEP website

Fillable PDF forms and additional informa
at http://ctep.cancer.qov/investiqatorﬁsou ses/investigator registration.htm.

igator Data Form (IDF)
with an original signature

For questions, please contact the estigator Registration Help Desk by

email at pmbregpend@ctep.n

V.

b CTEP Associate Registration ' Rrocédures
The Cancer TherapyN\Evaluation Program (CTEP) Identity and Access
Management (IA ication is a web-based application intended for use by both
Investigators (i.€, all icians involved in the conduct of NCl-sponsored clinical
trials) and odGiates (i.e., all staff involved in the conduct of NCI-sponsored

clinical tri

Associate§ will use the CTEP-IAM application to register (both initial registration
a ual fe-registration) with CTEP and to obtain a user account.

stigators will use the CTEP-IAM application to obtain a user account only. (See
Investigator Registration Procedures above for information on registering
CTEP as an Investigator, which must be completed before a CTEP-IAM

Oaccount can be requested.)

V An active CTEP-IAM user account will be needed to access all CTEP and CTSU
< l (Cancer Trials Support Unit) websites and applications, including the CTSU

members’ website.

Additional information can be found on the CTEP website at
http://ctep.cancer.gov/branches/pmb/associate_registration.htm. For questions,
please contact the CTEP Associate Registration Help Desk by email at
ctepreghelp@ctep.nci.nih.gov.

C. CTSU Registration Procedures

This study is supported by the NCI Cancer Trials Support Unit (CTSU).
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IRB Approval:

Each investigator or group of investigators at a clinical site must obtain IRB
approval for this protocol and submit IRB approval and supporting documentation
to the CTSU Regulatory Office before they can be approved to enroll patients.
Assignment of site registration status in the CTSU Regulatory Support System
(RSS) uses extensive data to make a determination of whether a site has fulfilled
all regulatory criteria including but not limited to: an active Federal Wide Assurance
(FWA) number, an active roster affiliation with the Lead Network or a participating
organization, a valid IRB approval, and compliance with all protocol specific

requirements. xB
Sites participating on the NCI CIRB initiative that are approved b%l for this

study are not required to submit IRB approval documen the CTSU
Regulatory Office. For sites using the CIRB, IRB approva ion is received
from the CIRB and applied to the RSS in an automated| process. Signatory
Institutions must submit a Study Specific Worksheet Context (SSW) to
the CIRB via IRBManager to indicate their intent je e study locally. The
CIRB’s approval of the SSW is then communicated CTSU Regulatory Office.
In order for the SSW approval to be procegsed Signatory Institution must
inform the CTSU which CIRB-approved f s% aligned with the Signatory

()

Institution are participating in the study.
Downloading Site Registration D, ents:

Site registration forms may be aded from the $1512 protocol page located
on the CTSU members’ welSite\, Permission to view and download this protocol
and its supporting docu tsNis restricted and is based on person and site roster
assignment housed in the CTSU RSS.

o Goto hti@s: .ctsu.org and log in to the members’ area using your
username and password
rotocols tab in the upper left of your screen

e Cligko
o %ter the protocol # in the search field at the top of the protocol
12 tree, or

on the By Lead Organization folder to expand
) k on the SWOG link to expand, then select trial protocol $1512
0 lick on LPO Documents, select the Site Registration documents link,

CTER-

and download and complete the forms provided.

%‘lrements For S1512 Site Registration:

e CTSU Transmittal Sheet (optional)
o |RB approval (For sites not participating via the NCI CIRB; local IRB
documentation, an IRB-signed CTSU IRB Certification Form, Protocol

of Human Subjects Assurance Identification/IRB
Certification/Declaration of Exemption Form, or combination is
accepted)

Submitting Regulatory Documents:

Submit required forms and documents to the CTSU Regulatory Office via
the Regulatory Submission Portal, where they will be entered and tracked
in the CTSU RSS.

Reqgulatory Submission Portal: www.ctsu.org (members’ area) —
Regulatory Tab — Regulatory Submission

nnnnnnn
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When applicable, original documents should be mailed to:

CTSU Regulatory Office
1818 Market Street, Suite 1100
Philadelphia, PA 19103

Institutions with patients waiting that are unable to use the Portal should

alert the CTSU Regulatory Office immediately at 866-651-2878 in order to
receive further instruction and support.

Checking Your Site’s Registration Status: \
(chtion of the

You can verify your site registration status on the me%

CTSU website. (L

e Go to https://www.ctsu.org and log in to th Xv rs’ area using your
CTEP-IAM username and password

e Click on the Regulatory tab at the to %
Click on the Site Registration tab Qp\

screen
ode and click on Go

Enter your 5-character CTEP I%
Note: The status given only reflects complia wi B documentation and institutional
compliance with protocol-specific require s outlined by the Lead Network. It does
not reflect compliance with protocol req s for individuals participating on the
protocol or the enrolling investigator’s ith the NCI or their affiliated networks.

13.3  OPEN Registration Requirement

The individual registering
Registration Worksheet.
but should not be submij

tieht must have completed the appropriate SWOG
ompleted form must be referred to during the registration
rt of the patient data.

Patient enrollme il be*acilitated using the Oncology Patient Enroliment Network
(OPEN). OPE -based registration system available on a 24/7 basis. To access
OPEN, the site usér ptust have an active CTEP-IAM account (check at < https://eapps-

ctep.nci.nih@owliam/findex.jsp >) and a 'Registrar' role on either the LPO or participating
organiz 'or

S
C)\’O
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OPEN will also ask additional questions that are not present on the SWOG Registration
Worksheet. The individual registering the patient must be prepared to provide answers to
the following questions:

a. Institution CTEP ID
b. Protocol Number

C. Registration Step

d. Treating Investigator

e. Credit Investigator (»\

f. Patient Initials Q

g. Patient’s Date of Birth {»

h. Patient SSN (SSN is desired, but optional. Do %%valid numbers.)
o

i. Country of Residence

j. ZIP Code Q
k. Gender (select one): %

o Female Gender

e Male Gender &\
l. Ethnicity (select one):
e Hispanic or Lati
¢ Not Hispanic n
e Unknown Q

en

m. Method of, (select one):
e Privdte Jnstgance
e MedicCare

o gMedicare and Private Insurance

% aid
g 2dicaid and Medicare

ilitary or Veterans Sponsored NOS

Military Sponsored (Including Champus & Tricare)
Veterans Sponsored
Self Pay (No Insurance)
No Means of Payment (No Insurance)
Other
Unknown

&
Q6

n. Race (select all that apply):
e American Indian or Alaska Native
Asian
Black or African American
Native Hawaiian or other Pacific Islander
White
Unknown
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13.4  Registration Procedures

a.

All site staff will use OPEN to enroll patients to this study. OPEN is integrated with
the CTSU Enterprise System for regulatory and roster data and, upon enroliment,
initializes the patient in the Rave database. OPEN can be accessed at
https://open.ctsu.org, from the OPEN tab on the CTSU members’ side of the
website at https://www.ctsu.org, or from the OPEN Patient Registration link on the
SWOG CRA Workbench.

Prior to accessing OPEN site staff should verify the following: \
ated timeframes

o All eligibility criteria have been met within the protocol
and the affirmation of eligibility on the Registration sfigét has been
signed by the registering investigator or r investigator
designate. Site staff should refer to Section 5.0 Xi ify, eligibility.

e All patients have signed an appropri@ t form and HIPAA

authorization form (if applicable).

The OPEN system will provide the site wit le confirmation of registration
and treatment information. Please print t ation for your records.

Further instructional information ispravided on the OPEN tab on the CTSU
members’ side of the website at h w.ctsu.org or at https://open.ctsu.org.
For any additional questions the CTSU Help Desk at 888/823-5923 or
ctsucontact@westat.com. \

13.5 Exceptions to SWOG registrati@ci will not be permitted.

DATA SUB

14.1 Q

Patients must me

ligibility requirements.

Institutions identified as approved for registration.
Registration y not be cancelled.
Lat is ns (after initiation of treatment) will not be accepted.

CHEDULE

mission Requirement

must be submitted according to the protocol requirements for ALL patients registered,

ineligible. Patients for whom documentation is inadequate to determine eligibility will

C)Vhether or not assigned treatment is administered, including patients deemed to be

generally be deemed ineligible.

14.2 Master Forms

Master forms can be found on the protocol abstract page on the SWOG website
(www.swog.org) and (with the exception of the sample consent form and the Registration
Worksheet) must be submitted on-line via the Web; see below for details.

14.3 Data Submission Procedures

mmmmmm



https://open.ctsu.org/
https://www.ctsu.org/
https://www.ctsu.org/
https://open.ctsu.org/
mailto:ctsucontact@westat.com
http://www.swog.org/

O

C)\/

14.4

S1512
Page 65
Version Date 1/30/2023

Data collection for this study will be done exclusively through the Medidata Rave®
clinical data management system. Access to the trial in Rave is granted through
the iMedidata application to all persons with the appropriate roles assigned in
Regulatory Support System (RSS). To access Rave via iMedidata, you must have
an active CTEP-IAM account (check at https://eapps-
ctep.nci.nih.gov/iam/index.jsp) and the appropriate Rave role (Rave CRA, Read-
Only, Site Investigator) on either the LPO or participating organization roster at the
enrolling site.

Upon initial site registration approval for the study in RSS, all persons with Rave
roles assigned on the appropriate roster will be sent a study invitation e-mail from
iMedidata. To accept the invitation, site users must log into a&gct Login
(https://login.imedidata.com/selectlogin) using their CTEP-IAM§user name and
0 iMedidata

password, and click on the “accept” link in the upper right-co
page. Please note, site users will not be able to access t Rave until all
required Medidata and study specific trainings are com rainings will be in
the form of electronic learnings (eLearnings), and canfhe sed by clicking on
the link in the upper right pane of the iMedidata s%

Users that have not previously activated theiri % /Rave account at the time

of initial registration approval for the stu will also receive a separate

invitation from iMedidata to activate their ¥ Account activation instructions
are located on the CTSU website, et der the Rave resource materials
(Medidata Account Activation a dy Invitation Acceptance). Additional
information on iMedidata/Rave is a on the CTSU members’ website under
the Rave tab at www.ctsu.or / or by contacting the CTSU help Desk at

888/823-5923 or by e-mail & ontact@westat.com.

You may also access Rave® via the SWOG CRA Workbench. Go to the SWOG

web site (http://swaglorg) and logon to the Members Area using your SWOG

Roster ID Numbe assword. After you have logged on, click on Workbenches,

then CRA Wor ccess the home page for the CRA Workbench and follow
rovided in the left-hand navigation panel.

the link to RQQ

To acc A Workbench the following must be done (in order):

1. Qo are entered into the SWOG Roster and issued a SWOG Roster ID
umber,

ou are associated as an investigator or CRA/RN at the institution where

Your Web User Administrator has added you as a web user and has given
you the appropriate system permissions to view data for that institution.

2
%% the patient is being treated or followed,

For assistance with points 1 and 2 call the Operations Office at 210/614-8808. For
point 3, contact your local Web User Administrator (refer to the "Who is my Web
User Administrator?" function on the swog.org Members logon page).

For difficulties with the CRA Workbench, please email
technicalquestion@crab.org.

Institutions participating through the Cancer Trials Support Unit (CTSU), please
refer to the CTSU Participation Table.

Data Submission Overview and Timepoints

a.

WITHIN 7 DAYS OF INITIAL REGISTRATION, SUBMIT:

mmmmmm
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$1512 Onstudy Form

S$1512 Baseline Abnormalities Form

Baseline Tumor Assessment Form (RECIST 1.1)

Radiology reports from all scans performed to assess disease at baseline**

Physician report documenting any measurement of skin lesions made during a
physical examination**

Pathology report documenting histologic confirmation of desmoplasti¢telanoma**

**NOTE: Upload reports via the Source Documentation: Basebe1 in Rave®.

Whole blood specimens must be collected prior(t ing protocol
treatment and MUST BE SUBMITTED THE SAME DQ#\Q LLECTED.

WITHIN 28 DAYS OF REGISTRATION: g

See Section 15.0 for specimen submissio& ts.
WITHIN 7 DAYS AFTER EACH CYCLE OR.T MENT (1 CYCLE =21 DAYS)

SUBMIT:

S$1512 Treatment Form

S$1512 Adverse Event Forr&\

FOR COHORTA, AYS AFTER THE END OF TREATMENT DISEASE
ASSESSMENT: »

Follow-Up TQL sessment Form (RECIST 1.1)
Radiolo p from all scans performed to assess disease*. Physician must

note_tumo asurement in patient records.

report documenting any measurements of skin lesions made during a
sical examination.*

O%\IOTE: Upload reports via the Source Documentation: Follow-Up form in Rave®

Q\/

FOR COHORT B, WITHIN 7 DAYS AFTER EACH DISEASE ASSESSMENT (SEE
STUDY CALENDAR FOR SCHEDULE) UNTIL PROGRESSION* (AS DEFINED
IN SECTION 10.2d), SUBMIT:

Follow-Up Tumor Assessment Form (RECIST 1.1)

Radiology reports from all scans performed to assess disease.* Physician must
note tumor measurement in patient records.

Physician report documenting any measurements of skin lesions made during a
physical examination.*

*NOTE: Upload reports via the Source Documentation: Follow-Up form in Rave®.
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WITHIN 7 DAYS OF DISCONTINUATION OF PROTOCOL TREATMENT,
SUBMIT:

Off Treatment Notice

S$1512 Treatment Form
$1512 Adverse Event Form.

WITHIN 14 DAYS OF PROGRESSION OR RELAPSE, SUBMIT:

Follow-Up Tumor Assessment Form (RECIST 1.1) OR Follow-Up FNif patient
underwent surgery to resect disease after starting protocol therapy

Radiology reports from all scans performed to assess di ysician must
note tumor measurement in patient records.

Physician report documenting any measurements_of &\esions made during a
physical examination.*

If patient was on protocol treatment at the progression, also submit the
materials specified in Section 14.4f

See Section 15.0 for specimen subr@%imments.

*NOTE: Upload reports via the cumentation: Follow-Up form in Rave®.
WITHIN 14 DAYS OF SUR&%O RESECT DISEASE, SUBMIT:

$1512 Pathologic Rsp@orm

All operative an reports from the procedure®.

Submit sur specimen and specimen from biopsy between Weeks 3-5. See
Section specimen submission requirements.

: Uple&d reports via the Source Documentation: Follow-Up form in Rave®.
FF ALL PROTOCOL TREATMENT SUBMIT EVERY 6 MONTHS FOR

IRST 2 YEARS, THEN YEARLY FOR A TOTAL OF 5 YEARS FROM
IAL REGISTRATION:

Follow-Up Form

Late Effects Form (if prior to treatment for progression or relapse or a second
primary, and prior to non-protocol treatment, the patient experiences any severe
[Grade = 3] long term toxicity that has not been previously reported).

WITHIN 28 DAYS OF KNOWLEDGE OF DEATH:

Notice of Death and all of the items listed in Section 14.4e (if the patient was
still on protocol treatment) or Follow-Up Form (if the patient was off protocol
treatment) documenting death information.
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15.0 SPECIAL INSTRUCTIONS

15.1  Specimen Submission for Translational Medicine

Specimens for Translational Medicine studies outlined in Section 18.1 are required for
participation in this study.

a.

S

Q\/

Specimens must be submitted at the timepoints listed below. Collection
instructions are outlined in Section 15.1¢ and submission instructions are outlined
in Section 15.1e. NOTE: With patient consent, leftover specimens will be banked
for future unknown use.

Specimens must be submitted at the following times (see Sectigc iO)\

1.

(preferred) or metastatic lesions (avoid lymph no y if possible) and
made into three different FFPE bIocks (one ock). Sending all

Three cores (at least 18 gauge needle) to be from primary
b
I

three blocks is preferred. Thirty slides (mi thlck) per block from
each of the blocks may be submitted |nst|tut|on cannot release
pathology paraffin embedded bIocks owing times:

o Baseline (required) — he start of study treatment.

Initial/Archival biopsy maih used if 4 cm x 30 slides can be
provided). Submit ti 30 days after registration.

o Biopsy between weeks after initiation of treatment
(required for algk ith residual disease to biopsy). Submit
tissue withi f collection.

e Surgical s& from each site of surgical resection (required if

surgica ectign is performed). Submit tissue within 30 days of

coIIe i
. % elapse (optional). Submit tissue within 30 days of
L

Su alin fixed paraffin embedded (FFPE) tissue according to
es below.

01 enty mL whole blood in vacutainer tubes with EDTA coating. Collect at

e following times:
e Baseline (mandatory prior to the start of study treatment)

pecimen Collection Instructions

Standard collection of Paraffin Embedded Tissue Block.
e Place the fresh tissue in formalin. Do Not Exceed 24 hours fixation
time.
Fixed tissue must be paraffin embedded within 24 hours.
Send H & E (Hematoxylin and Eosin) stained section if it is routine
practice for the site. Otherwise, sending the block without the
H&E slide is adequate.
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Founalin Fixed Ticoe Pasalfin Emnb edied Ticaie Shipyring of Blook
( fix fissueno longer than 24 hrs) {embesdded within 24 hevrs ef collestiony  {block shonld beplacein biohazard bag and

shippedwith inclndedice pack)

v

2. Standard collection of Slides.
e Slides may be processed according to I@ology guidelines.
3. Standard Instructions for Shipping Paraffi d Tissues and Slides:
e Include in shipment:

i Tissue as outlin
ii. A pathology indicating the morphological
diagnosis). @(

iii. A copy opthe ing/shipping list produced by the
SWO ine Specimen Tracking System.
e Ship paraffin ed tissue according to the shipping
guideline bient specimens in the General Specimen
Submisgion ctions below.

NOTE: FFPE tissue blo¢ks will NOT be returned to the submitting institution unless
it is required for patient\carg. If the block is needed for patient care, a written
request must be ed to the Ribas Laboratory with a rationale for the return.
If a site will hav with this requirement, the option to submit cores in place
of the block sfiould be considered.

ens.

Sp
Q Use 10 ml vacutainer tubes with EDTA to collect whole blood.
o If your site does not have the recommended size of
vacutainer tubes required by the treatment protocol, other

sized tubes may be used to collect the required/requested

4. d Instructions for Collecting and Shipping Fresh Whole Blood
[ ]

o Pre-label vacutainer tube(s) according to specimen
labeling requirements indicated in the General Specimen
Submission Instructions.

% amount of blood.
o Avoid using < 3mL collection tubes.

o Use aseptic techniques and draw blood from the patient into the
vacutainer tube(s). The amount of blood required will vary per
protocol.

¢ Immediately after the blood is drawn, thoroughly mix the blood
with the anticoagulant by gently inverting the vacutainer tube(s)
multiple times.

e Store whole blood prior to shipping at room temperature. Do not
freeze the whole blood. Storage time longer than 24 hours should
be noted on the specimen shipping form.
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e Whole blood should be shipped the same day (day of collection)
preferably using Federal Express, Priority Overnight service. Use
of other courier services may delay package receipt.

o Specimens may be shipped Monday through
Thursday using only overnight delivery to arrive
Monday through Friday. No blood should be collected
or shipped on Friday or right before a holiday. For
questions about shipping specimens around a
holiday, please reference the Bank’s holiday hours
memo distributed by the SWOG Operations Office, or
call the Ribas Lab directly at 310-825- K

o During the months of April-Septembe
specimens on a cold pack. Durin wonths of October-

March, insulate fresh specimers{ ep from freezing

in"bubble wrap).

due to weather (ex. wrap spe%
For packaging instructions, refer to the shi uidelines for ambient
specimens in the General Specimen Submissi tions outlined below.

d. Specimen collection kits are not being pr this submission; sites will use
institutional supplies.
e. SHIPPING SAMPLES As%

1. All submitted speci e\x‘ t be labeled with the treatment protocol
number, SWOG t Number, patient initials, time point, and date of
specimen collegtion, specimen number and/or specimen type, Surgical
Pathology | cesgion # from pathology report), and block number (as
applicable

Use for all specimens submitted
Type or write information

a. %tru tions for Labels
i Large Labels:
% Use Avery 5160 labels*

Place on outside bag or container, depending on
specimen type

%% ii. Small Labels:
o Use Avery 5160 labels*
O Use for all specimens submitted
Type or write information on right side of line
V Cut the label on the line
Place only the right side of the label on each
specimen
e For blood products, place on each vial submitted
For paraffin specimens, place on slides or blocks
*If Avery 5160 labels are not available, the label may be
printed on regular paper and taped to the specimen
container.

2. Include a specimen shipping form in every shipment, ensuring the
information on the form exactly matches the specimens in the shipment.




3.

4.

&
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Ship specimens according to IATA shipping regulations.

a. Shipping guidelines for ambient specimens:
i The specimen must be wrapped in absorbable material.
ii. Place the specimen in an AIRTIGHT container (must have a
primary and secondary container, ex a Saf-T-Pak).
iii. Place packaged specimen in an appropriate shipping
container (ex. FedEx box or clinical pack).

Mark the outside shipping container with an "Exempt Human

Specimen" label. \
SWOG Specimen Tracking System (STS)

All specimen submissions for this study must be e d'tracked using
the SWOG online Specimen Tracking system. members may log
on the online system via the CRA Workb 6 access the CRA
Workbench, go to the SWOG Web site (hii g.org) and logon to the
Members Area. After you have logged\o g your SWOG roster ID
number and password, click on the A kbench link to access the
home page for CRA Workbench wgbsi on- SWOG users may log into

SpecTrack using their CTSU Use password on the SpecTrack login
page located at

https://crawb.crab.org/Spe
SWOG — CTSU”). Spec
demo) are available a i

art-up instructions (both written and
in to SpecTrack.

A copy of the Shipment Packing List produced by the online Specimen
Tracking systefn should be printed and placed in the pocket of the

specimen bag ifi{,has one, or in a separate resealable bag. The Specimen
Submissi m.iS NOT required when the online system is used.

ALL MENS MUST BE LOGGED VIA THIS SYSTEM; THERE ARE
N EPTIONS.

eport technical problems with Specimen Tracking, such as database
errors or connectivity issues, please send an email to
chnicalquestion@crab.org. For procedural help with logging and

shipping specimens, there is an introduction to the system on the
Specimen Tracking main page
(http://dnet.crab.org/SpecTrack/Documents/Instructions.pdf); or contact
the Data Operations Center at 206/652-2267 to be routed to the Data
Coordinator for further assistance.
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In the online specimen tracking system, the appropriate SWOG laboratory
for submission is identified as follows:

Lab #224: The Ribas Laboratory
Attn: Agustin Vega-Crespo
Medical Receiving — Study $1512
CHS 54-200
650 Charles E Young Drive S
UCLA Medical Center
Los Angeles, CA 90095
Phone: 310-825-2676

FAX: 310-825-2493 (L\
Contact: Agustin Vega-Crespo &
E-mail: aveqacrespo@mednet.w%

ATTENTION: DO NOT SHIP SPECIMENS&H SECTION 15.1 TO

THE SWOG BIOSPECIMEN BANK Q
5. Federal guidelines for the shipment (@Q products:
a. The tube must be wra pe%n absorbent material.
b. The tube must th @ced in an AIRTIGHT container (like
a resealable baQ

C. Pack the %Ie bag and tube in a Styrofoam shipping
containgr
d Pa%;)ofoam shipping container in a cardboard box.
k

e. box "Biohazard"

Specimen Subm@r Central Confirmatory Quality Review
e

Specimens C review as outlined in Section 12.1 are required (if available) for
participati is study.

uctions are outlined in Section 15.2a and submission instructions are
ection 15.2b. NOTE: With patient consent, leftover specimens will be
r future unknown use.

Within 120 days after CTSU’s distribution of Revision #7, archival slides from the

V primary diagnosis of desmoplastic melanoma must be submitted for central
< , confirmatory quality review, if available:

1. Slides
e Atleast one (1) H&E slide representative of the diagnosis
e If available, at least one (1) immunostain, such as gp100, Sox 10,
Melan-A, HMB-45, completed from the initial diagnosis of
desmoplastic melanoma (the slides that were used to rule out other
diagnoses), though all immunostains are preferred. All possible
attempts should be made to obtain these slides
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2. The corresponding anatomic pathology report that includes the diagnosis
is required. Label the report with the patient ID# and surgical pathology
identification number.

b. SHIPPING CENTRAL CONFIRMATORY QUALITY REVIEW SAMPLES
1. Specimen Labeling
Slides must be labeled with the following:

e  SWOG participant number

o Participant initials

e Collection date (date the specimen was col %rom the
participant)

o Specify whether the tissue is from primary ( etastatic (M), or
normal/uninvolved (N)

e For lymph nodes, indicate it positive (+ ive (-) for tumor
involvement

e Surgical Pathology ID # (Accessi ck number (e.g., A2,
3E, 2-1, B, etc.) must be on specimen label and the
pathology report in order fo to adequately match the
specimen with any findings,j thology report

2. For additional information omeling and shipping instructions
(including address) for sli er to the SWOG Specimen Submission
webpage
(https://www.swog.or -trials/biospecimen-
resources/biospeci ocessing-and-submission-procedures).

3. SWOG Specimgn Tracking System (STS)

&
OCO
Q\/

All speci issions for this study must be entered and tracked using
the SWOG,onlip€ Specimen Tracking system. SWOG members may log
on ine system via the CRA Workbench. To access the CRA
W, chY go to the SWOG Web site (http://swog.org) Non- SWOG

y log into SpecTrack using their CTSU UserID and password on
th€ SpecTrack login page located at

pecTrack start-up instructions (both written and demo) are available after
signing in to SpecTrack.

@ttp :/[spectrack.crab.org (select the option “SWOG — SWOG — CTSU”).

A copy of the Shipment Packing List produced by the online Specimen
Tracking system should be printed and placed in the pocket of the
specimen bag if it has one, or in a separate resealable bag. The patient ID
must be included on any source documentation included with the
shipment.

ALL SPECIMENS MUST BE LOGGED VIA THIS SYSTEM; THERE ARE
NO EXCEPTIONS.

Note: If limited or no tissue is available, then the site must document
reason for incomplete specimen submission (insufficient tissue available)
in the participant’s medical record and in the SWOG Specimen Tracking
System. If limited tissue is available, this must be documented in the
Specimen Tracking System under “Comments” at the time of specimen
submission. If no tissue available, this must be documented in the

S
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Specimen Tracking System by choosing “Notify that Specimen Cannot be
Submitted”.

To report technical problems with Specimen Tracking, such as database
errors or connectivity issues, please send an email to
technicalquestion@crab.org. For procedural help with logging and
shipping specimens, there is an introduction to the system on the
Specimen Tracking main page

(https://spectrack.crab.org/Instructions); or contact the SWOG Statistics
and Data Management Center at 206/652-2267 to be routed to the Data
Coordinator for further assistance. x

In the online specimen tracking system, the appropriate %
iss

boratory
for submission of central confirmatory pathology revi amples for

SWOG Repository Submission is identified as follw

Lab #201: SWOG Biospecimen Bank \O

Solid Tissue, Myeloma, a ma Division
Phone: 614-722-2865 6
FAX: 614-722-2897
E-mail: bpcbank i echildrens.or

ETHICAL AND REGULATORY CONSIDERATIO

The following must be observed to comply wit and Drug Administration regulations for the
conduct and monitoring of clinical investigatigns;¥hey also represent sound research practice:

Register Vol. 46, No. 17, Janu 1, part 50) and the Office for Protection from Research
Risks Reports: Protection o atients (Code of Federal Regulations 45 CFR 46). They
must be followed to cc% th 'FDA regulations for the conduct and monitoring of clinical

Informed Consent < I
The principles of informed cons %@escribed by Federal Regulatory Guidelines (Federal
n

investigations.

Institutional Revie

This study mu ved by an appropriate institutional review committee as defined by Federal
(Ref. Federal Register Vol. 46, No. 17, January 27, 1981, part 56) and the

Regulatory @tidelj
Office for from Research Risks Reports: Protection of Human Patients (Code of Federal
465<CFR 46).

estigator is required to maintain adequate records of the disposition of investigational drugs
according to procedures and requirements governing the use of investigational new drugs as
described in the Code of Federal Regulations 21 CFR 312.

Publication and Industry Contact

The agent(s) supplied by CTEP, DCTD, NCI used in this protocol is/are provided to the NCI under
a Collaborative Agreement (CRADA, CTA, CSA) between Merck (hereinafter referred to as
"Collaborator(s)") and the NCI Division of Cancer Treatment and Diagnosis. Therefore, the
following obligations/guidelines in addition to the provisions in the "Intellectual Property Option to
Collaborator"
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(http://ctep.cancer.gov/industryCollaborations2/intellectual property.htm) contained within the
terms of award apply to the use of the Agent in this study:

1. Agent(s) may not be used for any purpose outside the scope of this protocol, nor can
Agent(s) be transferred or licensed to any party not participating in the clinical study.
Collaborator(s) data for Agent(s) are confidential and proprietary to Collaborator(s) and
shall be maintained as such by the investigators. The protocol documents for studies
utilizing Agents contain confidential information and should not be shared or distributed
without the permission of the NCI. If a copy of this protocol is requested by a patient or
patient’'s family member participating on the study, the individual should sign a
confidentiality agreement. A suitable model agreement can be downloaded from:
http://ctep.cancer.gov. \

(an)other investigational Agent(s), each the patient of different Co e Agreements,
the access to and use of data by each Collaborator shall be as ata pertaining to
such combination use shall hereinafter be referred to as "Mult a ta"):

2. For a clinical protocol where there is an investigational Agent used%) nation with

a. NCI will provide all Collaborators with prior writte e regarding the existence
and nature of any agreements governing theircollaberation with NCI, the design
of the proposed combination protocol, an ence of any obligations which

would tend to restrict NCl's participation i osed combination protocol.
b. Each Collaborator shall agree to perfit gse of the Multi-Party Data from the clinical
trial by any other Collaborator sol extent necessary to allow said other

Collaborator to develop, obt latory approval or commercialize its own

Agent. &

C. Any Collaborator having'the right to use the Multi-Party Data from these trials must
agree in writing priopfto the gommencement of the trials that it will use the Multi-
Party Data solely velopment, regulatory approval, and commercialization of
its own Agent.

3. Clinical Trial Data @95 s and Raw Data developed under a Collaborative Agreement
will be made availa clusively to Collaborator(s), the NCI, and the FDA, as appropriate
and unless additioRalgdisclosure is required by law or court order as described in the IP
Option to orator

: r.gov/industryCollaborations2/intellectual_property.htm). Additionally, all

d Results and Raw Data will be collected, used and disclosed consistent

jCable federal statutes and regulations for the protection of human patients,

f applicable, the Standards for Privacy of Individually Identifiable Health

on set forth in 45 C.F.R. Part 164.

en a Collaborator wishes to initiate a data request, the request should first be sent to
e NCI, who will then notify the appropriate investigators (Group Chair for Cooperative
Group studies, or Pl for other studies) of Collaborator's wish to contact them.

5. Any data provided to the Collaborator(s) for Phase Ill studies must be in accordance with
the guidelines and policies of the responsible Data Monitoring Committee (DMC), if there
is a DMC for this clinical trial.

6. Any manuscripts reporting the results of this clinical trial must be provided to CTEP by the
Group office for Cooperative Group studies or by the principal investigator for non-
Cooperative Group studies for immediate delivery to Collaborator(s) for advisory review
and comment prior to submission for publication. Collaborator(s) will have 30 days from
the date of receipt for review. Collaborator shall have the right to request that publication
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be delayed for up to an additional 30 days in order to ensure that Collaborator's confidential
and proprietary data, in addition to the Collaborator(s)'s intellectual property rights, are
protected. Copies of abstracts must be provided to CTEP for forwarding to Collaborator(s)
for courtesy review as soon as possible and preferably at least three (3) days prior to
submission, but in any case, prior to presentation at the meeting or publication in the
proceedings. Press releases and other media presentations must also be forwarded to
CTEP prior to release. Copies of any manuscript, abstract and/or press release/media
presentation should be sent to:

E-mail: ncicteppubbs@mail.nih.gov
The Regulatory Affairs Branch will then distribute them to the Coll ONS). No
publication, manuscript or other form of public disclosure shall cofitain any of the
Collaborator's confidential/proprietary information.

Monitoring @

This study will be monitored by the Clinical Data Update System ( sion 3.0. Cumulative
CDUS data will be submitted quarterly to CTEP by electronic me ports are due January 31,

April 30, July 31 and October 31. Q

Confidentiality

Please note that the information contained in this

not be used or shared beyond the purposes of co

additional permission is obtained. \
e

ol is considered confidential and should
tipg protocol requirements until or unless

16.1  Adverse Event Reporting Requir

a. Purpose

Adverse event dat ction and reporting, which are required as part of every
clinical trial, e to ensure the safety of patients enrolled in the studies as well
as those enroll in future studies using similar agents. Adverse events are
reporteddin tine manner at scheduled times during a trial. (Directions for
routine reportiptg are provided in Section 14.0.) Additionally, certain adverse events
m reported in an expedited manner to allow for more timely monitoring of

fety and care. The following guidelines prescribe expedited adverse
eyen porting for this protocol. See also Appendix 18.1 for general and

round information about expedited reporting.

Qaeporting method

V This study requires that expedited adverse events be reported using the Cancer
Therapy Evaluation Program Adverse Event Reporting System (CTEP-AERS).
CTEP's guidelines for CTEP-AERS can be found at http://ctep.cancer.gov. A
CTEP-AERS report must be submitted to the SWOG Operations Office
electronically via the CTEP-AERS Web-based application located at:
http://ctep.cancer.gov/protocolDevelopment/electronic _applications/adverse eve
nts.htm.
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When to report an event in an expedited manner

Some adverse events require 24-hour notification (refer to Table 16.1) via CTEP-
AERS.

When the adverse event requires expedited reporting, submit the report within the
number of calendar days of learning of the event, as specified in Table 16.1.

In the rare event when internet connectivity is disrupted a 24-hour notification is

made to NCI by telephone at 301/897-7497. An electronic report MUST be
submitted immediately upon re-establishment of internet connection
%ﬂitted in

accordance with instructions provided by the CTEP-AERS s .

Other recipients of adverse event reports Q

The SWOG Operations Office will forward rep ocumentation to the

Any supporting documentation requested by CTEP should %

appropriate regulatory agencies and drug comp required.
Adverse events determined to be reportabl e Institutional Review Board
responsible for oversight of the patient m orted according to local policy

and procedures.

Expedited reporting for investi gents

Expedited reporting is requi dNe atient has received at least one dose of the
investigational agents as _part'ef the trial. Reporting requirements are provided in
Table 16.1. The investigatiqgnal*agent used in this study is pembrolizumab (MK-
3475). If there is a@ti about the reportability of an adverse event or if on-

line CTEP-AERS e used, please telephone or email the SAE Specialist at
the Operationz@ 10/614-8808 or adr@swog.org, before preparing the
report. Q

S

nnnnnnn



mailto:adr@swog.org

S1512
Page 78
Version Date 1/30/2023

Table 16.1:

Late Phase 2 and Phase 3 Studies: Expedited Reporting Requirements for Adverse Events that
Occur on Studies under a CTEP IND within 30 Days of the Last Administration of the
Investigational Ag_;entllntervention1 pembrolizumab (MK-3475)

FDA REPORTING REQUIREMENTS FOR SERIOUS ADVERSE EVENTS (21 CFR Part 312)
NOTE: Investigators MUST immediately report to the sponsor (NCI) ANY Serious Adverse Events, whether
or not they are considered related to the investigational agent(s)/intervention (21 CFR 312.64)

An adverse event is considered serious if it results in ANY of the following outcomes:
1) Death

2) Alife-threatening adverse event \O

3) An adverse event that results in inpatient hospitalization or prolongation of existing ho§pitalization for
> 24 hours

4) A persistent or significant incapacity or substantial disruption of the ability to co al life
functions

5) A congenital anomaly/birth defect. \

6) Important Medical Events (IME) that may not result in death, be life threate! ,\or require
hospitalization may be considered serious when, based upon medi nt, they may jeopardize
the patient or patient and may require medical or surgical interveptio vent one of the
outcomes listed in this definition. (FDA, 21 CFR 312.32; ICH EZ% H ES).

ALL SERIOUS adverse events that meet the above criteria MUS® be Mdiately reported to the NCI via
CTEP-AERS within the timeframes detailed in the table below\

Hospitalization Grade 1 Grade 2 Grade 3 Grade 4 & 5
Timeframes Timeframes Timeframes Timeframes
Resulting in
Hospitalization 10 Calendar Days
> 24 hrs 24-Hour 5
— Calendar
Not resulting in Days
Hospitalization Notfrequi 10 Calendar Days
224 hrs
NOTE: Protocol specific excépti 0 expedited reporting of serious adverse events are found in the
Specific Protocol E tions to Expedited Reporting (SPEER) portion of the CAEPR or [Section
16.1f]

Ex

alendar days of learning of the AE.

@ndar Days” - A complete expedited report on the AE must be submitted within 10
r~ C

'Sewielis adverse events that occur more than 30 days after the last administration of investigational
agent/intervention and have an attribution of possible, probable, or definite require reporting as follows:

Expedited 24-hour notification followed by complete report within 5 calendar days for:
¢ All Grade 4, and Grade 5 AEs
Expedited 10 calendar day reports for:
e Grade 2 adverse events resulting in hospitalization or prolongation of hospitalization
e Grade 3 adverse events
May 5, 2011
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f. Additional Instructions or Exceptions to CTEP-AERS Expedited Reporting
Requirements for Late Phase 2 and Phase 3 Studies Utilizing an Agent under
a CTEP IND:

1.

Group-specific instructions

Submission of the on-line CTEP-AERS report plus any necessary
amendments generally completes the reporting requirements. In addition,
you may be asked to submit supporting clinical data to the Operations
Offices in order to complete the evaluation of the event. If requested, the
supporting data should be sent within 5 calendar days by fax to 210-614-
0006. Supporting clinical data submitted should include; N

e Printed copy of the first page of the CTEP-AER port.

e Copies of clinical sourced documentation of%/j .

e If applicable, and they have not yet been to the SWOG
Data Operations Center copies of Off {re nt Notice and/or
Notice of Death.

V

The adverse events listed below also re expedited monitoring for
this trial: \
e Fever = Grade 1 per CT
dehydration requiring IV
Renal insufficiency (24Gra
= Grade 3 chills in t sence of an obvious infectious cause

ccompanied by hypotension,

For both study arms, t rse events listed below do not require

expedited reportin&/ -AERS: none.
g. Reporting Secondary Malignancy, including AML/ALL/MDS

&
O‘b
()\/

alighancy is a cancer caused by treatment for a previous
., treatment with investigational agent/intervention,
chemotherapy). A secondary malignancy is not considered a
sis ‘of the initial neoplasm.

t
%equires all secondary malignancies that occur following treatment
with¥an agent under an NCI IND to be reported via CTEP-AERS. Three

ptions are available to describe the event.

e Leukemia secondary to oncology chemotherapy (e.g., Acute
Myelocytic Leukemia [AML])

¢ Myelodysplastic syndrome (MDS)
o Treatment-related secondary malignancy

Any malignancy possibly related to cancer treatment (including AML/MDS)
should also be reported via the routine reporting mechanisms outlined in
each protocol.

Second Malignancy: A second malignancy is one unrelated to the
treatment of a prior malignancy (and is NOT a metastasis from the initial
malignancy). Second malignancies require ONLY routine reporting via
CDUS unless otherwise specified.
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For more information see:
http://ctep.cancer.gov/protocolDevelopment/electronic _applicatio2.

2. Supporting documentation should be submitted to CTEP in accordance
with instructions provided by the CTEP-AERS system. A copy of the
report and the following supporting documentation must also be submitted
to SWOG Operations Office within 30 days:

e a copy of the pathology report confirming the AML/ALL /MDS
diagnosis
o (if available) a copy of the cytogenetics report
SWOG '\
ATTN: SAE Program
4201 Medical Drive, Suite 250
San Antonio, Texas 78229
NOTE: If a patient has been enrolled in mor one NCI-sponsored
study, the report must be submitted for récent trial.
h. Reporting Pregnancy, Fetal Death, and Deat atal

S
C)\’O

Pregnancy Study participants who pregnant while on study; that
pregnancy should be reported ipfan e ited manner via CTEP-AERS as

Grade 3 “Pregnancy, puer and perinatal conditions — Other
(pregnancy)” under the Prﬁ uerperium and perinatal conditions
SOC.

Additionally, the pre @come for patients on study should be reported
via CTEP-AERS affthe time the outcome becomes known, accompanied by
eport Form used for the initial report.

Fetal Deat t ath defined in CTCAE as “A disorder characterized by
death ingtitewg; failure of the product of conception to show evidence of
respir. heartbeat, or definite movement of a voluntary muscle after

i m the uterus, without possibility of resuscitation” should be

d expeditiously as Grade 4 “pregnancy, puerperium and perinatal
s — Other (pregnancy loss)” under the Pregnancy, puerperium

erinatal conditions SOC.
%eath Neonatal Neonatal death, defined in CTCAE as “A disorder

characterized by cessation of life occurring during the first 28 days of life” that
is felt by the investigator to be at least possibly due to the investigational
agent/intervention should be reported expeditiously.

A neonatal death should be reported expeditiously as Grade 4 “General
disorders and administration — Other (neonatal loss)” under the General
disorders and administration SOC.

Fetal death and neonatal death should NOT be reported as a Grade 5 event. If
reported as such, the CTEP-AERS interprets this as a death of the patient
being treated.
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NOTE: When submitting CTEP-AERS reports for “Pregnancy, “Pregnancy loss”, or
“Neonatal loss”, the Pregnancy Information Form should also be completed and faxed with
any additional medical information to 301-230-0159. The potential risk of exposure of the
fetus to the investigational agent(s) or chemotherapy agent(s) should be documented in
the “Description of Event” section of the CTEP-AERS report.

The Pregnancy Information Form is available at
http://ctep.cancer.gov/protocolDevelopment/adverse effects.htmns/docs/aeguidelines.pdf
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APPENDIX
18.1 Translational Medicine Details

18.2  Specimen Banking Instructions for the UCLA Lab #224: The Ribas Laboratory

18.3  Specimen Banking Instructions for the SWOG Biospecimen Bank
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Translational Medicine Details

Data storage and computational infrastructure: To optimally perform computational
analysis on the large amount of genomic and imaging data to be generated from this study,
it is expected that appropriate cloud computing infrastructure with the necessary analysis
pipeline is required for the storage and computation of these data. One such computational
infrastructure and resource available for this study is through the collaboration with the
Parker Institute for Cancer Immunotherapy.

Whole exome sequencing to analyze mutational load: To test whether there is a
correlation of tumor mutational load and response to PD-1 antibody therapymDaA will be

isolated from thick slides of FFPE tissues and *PBMC via commercia . Qiagen
AllPrep DNA/RNA FFPE kit, cat 80234). Whole exome sequencing (WES ludifig probe-
based exon capture, library preparation, and high throughput i
sequencing on the lllumina HiSeq2500 platform will be pejf®

(preferably) or other non-cancerous tissue will be isolated ahd sSequenced for baseline
comparison and differentiation of germline SNPs from o]

mapping and data preprocessing will be performed acc ) o the Broad Institute Best
Practices Guidelines for the Genome Analysis TooIk| ), and mutation detection
will require a consensus call among several publis s (Varscan2, MuTect, GATK
HaplotypeCaller). Mutational load will be quantl% e number of nonsynonymous

somatic mutations per MB

Quantitative analysis of T cell infiltration %’culating tumor DNA (ctDNA) profile:
To analyze whether baseline CD8+ ¢ iltration and ctDNA profile are correlated with
response to anti-PD1 therapy, and wRether PD-1 blockade can increase CD8+ cell
infiltration in DM patients, slides_fakéq from standard formalin-fixed paraffin-embedded
(FFPE) tissue blocks obtained ffom haséline, 4 week (on treatment), and 9 week biopsies
iplexed immunohistochemistry (IHC) for, at the minimum,
S100 and CD8 to determi presence of CD8+ T cells inside tumors and in the invasive
ormed on plasma processed from patient baseline blood
sample to determineghe dmount or fraction of ctDNA corresponding to the genetic profile
of the patient tum igpsies. Slides will be analyzed using quantitative digital pathology
following publish€d gmethods, such as described by Tumeh et al. and Angelo et al.. (1, 2)
This analysis wi ide a predictive score for response or lack of response to
pembrolizQas d on the baseline CD8+ T cell infiltration or ctDNA profile.

ill be stained with, at the minimum, S100 and CD8 (one slide per stain, or
per slide as appropriate for chosen quantitative multiplexed IHC technique)
acility with the instrumentation, such as the UCLA Anatomic Pathology IHC
ry (CLIA approved lab). Immunostaining will be performed using staining
dures appropriate for the specific quantitative multiplexed IHC technique and
dated by the Translational Medicine team, for example, Leica Bond Ill autostainers
sing Leica Bond ancillary reagents and REFINE polymer DAB detection system (Leica
DS9800). Antibodies used will include rabbit polyclonal S100 (DAKO, 1/1,000 dilution, low
pH retrieval), mouse anti-CD8 clone C8/144B (DAKO, 1/100, low PH retrieval), and all
staining will be performed on Dako autostainers, and visualized with DAB. Slides will be
baked for 60 minutes at 60°C. Procedure involves dewaxing, heat-retrieved in Bond
ER1(pH6) buffer for 20 minutes, and sequential incubations with primary antibody, post-
primary reagent, and polymer for 15 minutes, 8 minutes, and 8 minutes, respectively, and
subsequent DAB chromogen application and Hematoxylin counterstaining. All stained
slides will be evaluated in a blinded fashion by one dermatopathologist and one investigator
trained to identify the features of melanoma, and the presence of CD8 within the tumor
parenchyma (tumor) and the connective tissue surrounding the tumor (invasive margin) will
be examined.

mmmmmm
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All slides will be scanned at an absolute magnification of X200 (resolution of 0.5 mm/pixel).
An algorithm was designed based on pattern recognition that quantified immune cells
within S100-positive areas (tumor) and S100-negative areas (invasive margin). Image
analysis based on RGB (red, green, blue) spectra will be used to detect all cells by
counterstaining with haemotoxylin (blue), and DAB or fast red. The algorithm calculated
the density (cells mm2) and percentage cellularity (% positive cells/all nucleated cells)
using Indica Labs Halo platform.

Analysis of TCR clonality in tumors: To answer the question whether the T cell response

is targeting specific tumor antigen (mono-clonal) or a non-specific process (poly-clonal) in

the tumors, we will analyze TCR clonality by deep sequencing the TC &R region
thic

using the ImmunoSeq assay from Adaptive Biotech as described. (3) F slides of
FFPE tissues taken at baseline, 4 weeks, and 9 weeks, we will isola d submit it
for TCR VB sequencing. This analysis will provide informatio e clonality or

diversity of T cells infiltrating tumors in DM samples. DNA analysi§Willlbe performed by the
UCLA Immunogenetics core laboratory (CLIA approved lab). v

DNA will be isolated from FFPE thick cuts followed b %ction using a DNeasy kit
(Qiagen). Melanin will be removed from visibly pigme &i oma samples using a PCR
Inhibitor Removal kit (ZymoResearch). TCR Vf @ gions will be amplified and
sequenced using the survey ImmunoSeq assay i, aWUltiplexed PCR method using 45
forward primers specific to TCR V3 gene segménts ahd’13 reverse primers specific to TCR
VB gene segments (Adaptive Biotechnol . Reads of length 87bp will be obtained
using the lllumina HiSeq System. For each , Shannon entropy will be calculated on
the clonal abundance of all producti \h quences in the data set. Shannon entropy
will be normalized to the range by 4@1 annon entropy by the logarithm of the number
of unique productive TCR sequ@ e data set. This normalized entropy value will be
op

then inverted (12 normalized to produce our clonality metric.

Analysis of adaptive immuine fesistance mechanism in tumors: Slides taken from
standard FFPE tissue obtained from baseline, the on treatment biopsy (week 4) and
the week 9 bi /résection will be stained by quantitative multiplexed
immunohistochepfis IHC) for a set of multiple immune-relevant biomarkers, including
PD-L1 (SP142, ngyBioscience), to evaluate whether PD-L1 can be induced by PD-1
blockade, the=patie immune response, and which is correlated with response. Slides
will be ana dyusing quantitative digital pathology following the methods described for

itative apalysis of T cell infiltration. Analysis will be performed at core facilities with
t imstrumentations and infrastructures, such as the UCLA Anatomic Pathology
ory (CLIA approved lab).

et
Cy Bake slides for 1 hour at 65°C.
2. Deparaffinize slides in xylene (3 changes) and rehydrate through graded ethanol
to deonized-H20.
3 Perform antigen retrieval in pressure cooker for 5 minutes with Tris-EDTA pH9
buffer (Leica ER2). Cool for 15 minutes at room temperature and rinse in DI-water.

Perform IHC of samples using staining procedures appropriate for the specific quantitative
multiplexed IHC technique and validated by the Translational Medicine team, for example,
Leica Bond lIl autostainer with Refine Polymer Detection (Leica DS9800); autostainer
programmed for primary antibody at 1/200 dilution in daVinci Green Diluent (Biocare
Medical) for 60 minutes, Polymer for 15 minutes, Peroxidase block for 5 minutes, DAB for

S

mmmmmm




S1512
Page 86
Version Date 1/30/2023

10 minutes, and offline manual steps 0.5% cupric sulfate for 10 minutes and Hematoxylin
for 5 minutes. Usual Bond washes between steps. Use Bond Refine Polymer Detection
kit (DS9800), which includes reagents for all steps after primary antibody, except for cupric
sulfate and hematoxylin counterstain.
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18.2  Specimen Banking Instructions for the UCLA Lab #224: The Ribas Laboratory

The UCLA Lab #224, The Ribas Laboratory, will receive formalin-fixed, paraffin-embedded
(FFPE) tumor tissue as either blocks or unstained slides as noted in Section 15.1.

Upon receipt, the Ribas Laboratory will accession, barcode, and bank all FFPE specimens
at room temperature until ready for translational medicine as detailed in Section 18.1.

The UCLA lab #224 will also receive twenty mL fresh whole blood in vacutainer tubes with
EDTA coating at ambient temperature approximately as noted in Sectionjd5.1. Upon
receipt, blood will be processed per translational medicine details in Sec
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18.3  Specimen Banking Instructions for the SWOG Biospecimen Bank

The SWOG Bank will receive stained slides from formalin-fixed, paraffin-embedded (FFPE)
tumor tissue as noted in Section 15.2. Upon receipt, the Bank will accession, barcode, and
bank all FFPE tissue slides at room temperature.

For each case, one H&E stained slide and all immunostained slides will be scanned at 40X
magnification to Dr. Wada and Dr. Plaza for digital pathology review in batches throughout
the study. A redacted pathology report will accompany the digital whole slide images.




