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PROTOCOL SYNOPSIS

Title of study

A phase l/ll study of concurrent cetuximab and nivolumab in
patients with recurrent and/or metastatic head and neck
squamous cell carcinoma

Investigational drugs

Cetuximab
Nivolumab

Principal
Investigators

1. Christine H. Chung, M.D. (Moffitt/Coordinating Site)
2. Conor Steuer, M.D. (Emory)
3. Marcelo Bonomi (The Ohio State University)

Funding Organization

Lilly Oncology

Study Sites

1. Moffitt Cancer Center
2. Emory University
3. The Ohio State University

Clinical Phase

Phase I/1|

Objectives

Primary Objectives:

Phase | To determine the safety and tolerability of concurrent
cetuximab and nivolumab in patients with recurrent and/or metastatic
HNSCC.

Phase Il Cohort A: To determine the 1-year overall survival rate of
concurrent cetuximab and nivolumab in patients who had progressed
on at least one prior line of treatment for their recurrent and/or
metastatic HNSCC.

Phase Il Cohort B: To determine the 1-year overall survival rate of
concurrent cetuximab and nivolumab in patients who has not had any
prior treatments for their recurrent and/or metastatic HNSCC.

Secondary Objectives:

e To estimate response rate of patients treated with concurrent
cetuximab and nivolumab who have recurrent and/or
metastatic HNSCC.

e To estimate progression-free survival of patients treated with
concurrent cetuximab and nivolumab who have recurrent
and/or metastatic HNSCC.

e To evaluate the toxicity of the cetuximab and nivolumab
combination in this patient population.

Exploratory Objectives:
e To identify potential biomarkers related to response to
concurrent cetuximab and nivolumab in patients with
recurrent and/or metastatic HNSCC.
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e To determine a quantitative radiomics based on CT and/or
PET images as a prognostic biomarker in recurrent or
metastatic HNSCC.

Study Design

Phase |

Dose level 1: Lead-in cetuximab 500 mg/m? alone (Day -14 before
Cycle 1 only) followed by nivolumab 240 mg IV + cetuximab 500
mg/m? every 2 weeks for 24 cycles or discontinuation per section
3.34.

Dose level -1: Lead-in cetuximab 500 mg/m? alone (Day -14 before
Cycle 1 only) followed by nivolumab 240 mg IV + cetuximab 250
mg/m? every 2 weeks for 24 cycles or discontinuation per section
3.34.

Each cycle is 4 weeks. Cetuximab is given alone as a lead-in period
(Day -14 before Cycle 1 only). Cycle 1 and Day 1 of nivolumab and
cetuximab will be given 14 days after the lead-in dose of cetuximab.

Pre-medication with steroid before cetuximab and/or nivolumab is not
permitted in the trial.

Non-steroidal pre-medications are permitted.

Phase Il
Dose level to be determined by the phase | results.

Number of Patients

Phase I: 3-12 patients
Phase Il
Cohort A: 45* patients (42 + 3 or 39 + 6)**

* 45 evaluable patients will be treated at the MTD. In order to be
considered evaluable, patients must complete the lead-in period and
receive the C1D1 doses of cetuximab and nivolumab. Non-evaluable
subjects will be replaced.

** Patients treated at the MTD in the phase | portion of the study will
be counted as a part of the phase Il patient population.

Cohort B: 43 patients

Description of Cohort
A and Cohort B

e Cohort A:

o Patients must have recurrent or metastatic HNSCC
that is not amenable to local therapy with curative
intent (surgery or radiation therapy with or without
chemotherapy).

o Patients with persistent disease following radiation
therapy administered with a chemotherapy sensitizer
may also be included.

o Patients must have progressed on at least one prior
line of chemotherapy, targeted therapy, palliative
radiation and/or biological therapy regimen for their
recurrent and/or metastatic HNSCC. However, if
patients are likely to be intolerant to standard first-line
systemic chemotherapy, the patients are eligible to
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enroll to this study as the first-line therapy.
Additionally, patients with persistent disease or
platinum-refractory recurrent disease (recurs within 6
months of last dose of chemotherapy given as a
sensitizer to definitive radiation) may enroll in this
study as a first-line therapy.

Prior treatment with a combination of cetuximab and a
PD-1/PD-L1 inhibitor is excluded. Prior treatment with
cetuximab or a PD-1/PD-L1 inhibitor is allowed as long
as not previously given in combination.

e Cohort B:

o

Patients must have recurrent or metastatic HNSCC
that is not amenable to local therapy with curative
intent (surgery or radiation therapy with or without
chemotherapy).

Patients with persistent disease following radiation
therapy administered with a chemotherapy sensitizer
may also be included.

Patient must NOT have any systemic therapy for
recurrent and/or metastatic disease except if given as
a part of a multimodality treatment (i.e. re-irradiation
and systemic therapy for curable intent of locally
recurrent disease).

Patients that refuse potentially curative salvage
surgery for recurrent disease are ineligible.

Prior treatment with a combination of cetuximab and a
PD-1/PD-L1 inhibitor is NOT included.

Prior treatment with a PD-1/PD-L1 inhibitor is NOT
included.

Prior treatment with cetuximab or EGFR inhibitors
given concurrently with radiation as a radiation
sensitizer is included. However, cetuximab or EGFR
inhibitors given in the recurrent and/or metastatic
setting is NOT included.
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Discontinuation
Criteria

Patients with grade 3 or 4 infusion reaction must not receive
further treatment with cetuximab.

Patients with grade 3 or 4 infusion reaction must not receive
further treatment with nivolumab.

Patients with grade 4 hypertension must not receive further
treatment with cetuximab.

If treatment is interrupted for more than 12 consecutive
weeks, patient’s protocol treatment will be discontinued.

Extraordinary Medical Circumstances: If at any time the
constraints of this protocol are detrimental to the patient's
health, the protocol treatment should be discontinued.

Patients who develop progressive disease will be
discontinued from the protocol therapy.

Patients who develop unacceptable toxicity will be
discontinued from the protocol therapy.

Patients may withdraw consent and withdraw from the study
at any time for any reason.
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SCHEMA

All patients will have baseline MRI or CT scans.
Archival tumor tissue (or fresh biopsy if archived tumor is not available)
will be required at baseline. Blood samples (20 mL in 2 tubes) will be
obtained before treatment.

|

LEAD-IN PERIOD
Cetuximab 500 mg/m? IV x 1
(Day -14 before Cycle 1 only)

Cetuximab 500 mg/m? IV every 2 weeks
Nivolumab 240 mg IV every 2 weeks
(Each Cycle = 4 weeks)

Research Biopsy (1 core in
formalin, 1 core in liquid nitrogen)
Research Blood
(20 mL in 2 tubes) prior to Cycle 1
Day 15 and at the end of treatment

Treat until disease progression, intolerable toxicity,
withdrawal of consent by the patient, or up to 24 cycles
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Lead-in period, End of
Pre-therapy cetuximab only Ew_ery 2 weeks Treatment Every 3 End of Study
Test (Day -42 while on study months after | (2 years after
(Day -14 before (30 days after a b
to -15) drugs . a EOT EOT)
Cycle 1 only) final dose)
Window N/A N/A +3 days +3 days +2 week 12 week
History and physical © X X X X X X
Medical History @ X
CBC and diff¢ X X X X X
Serum chemistries X X X X X
Liver function panel @ X X X X X
PT, PTT, INR X X
TSH X X X X X
. X

Tissue for research purposes

X Day 8 to 14 before X
(paraffin embedded) " Ribis treatment)
Blood for research purposes X xXm X X
Toxicity assessment ' X X X X X
Tumor measurements ! X X" X°
Serum B-HCG ¥ X
Survival Follow-up X X X
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2 |If a subject is to start a new anticancer treatment prior to 30 days after the last study treatment it is permissible to complete this visit earlier in order
to perform this safety check prior to the subject initiating subsequent treatment and thereby completing the AE follow-up period.
®-The first follow-up visit should be an in-clinic visit to complete the AE follow-up requirements listed in section 7.2.5. After this visit, once the patient is
off treatment and has fully recovered from study drug-related toxicities or the patient enrolls in a hospice, the follow-up visits can be done by a phone
call, in which case all procedures except survival follow-up may be omitted. If AE review is complete at first the first follow-up visit (e.g. subject started
subsequent anticancer therapy) but SAE review is still required the visit can be limited to this review and conducted by a phone call or e-visit only.
¢ History and physical to include ECOG performance status assessment and weight. History and physical requirement for Day 15 of each cycle is only
during the phase | portion of the study. History and physical is required on only Day 1 of each cycle during the phase Il portion of the study. Once the
phase | portion of the study is completed (the recommended phase Il dose is confirmed and approved through Moffitt's Protocol Monitoring Committee),
patients enrolled at the recommended phase |l dose under the phase | portion may cross over to the phase Il schedule. Physical exam needs not be
repeated if performed within 72 hours prior to dosing.
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4-Relevant medical history must include smoking status (current smoker, former smoker, never smoker), number of pack years, and year of smoking
cessation. Relevant medical history will also include p16 status, if known. Historic radiologic assessments will also be accessed, in accordance with
protocol section 6.2, to further characterize the disease under study and to contribute to exploratory objectives.

& CBC and diff (complete blood count and differential) include white blood cell count, absolute neutrophil count, hematocrit, hemoglobin, platelets, %
lymphocytes, % monocytes, % neutrophils, other differentials. Safety labs may be collected up to 72 hours prior to dosing.

- Serum chemistries include a Complete Metabolic Panel (including Na, Cl, CO2, K, BUN, creatinine, Ca) AND Mg, Phos. Safety labs may be collected
up to 72 hours prior to dosing.

8- Liver function panel includes Alk Phos, total bilirubin, SGOT (AST), SGPT (ALT), total protein. Safety labs may be collected up to 72 hours prior to
dosing.

h- If tumor paraffin blocks (or sufficient slides) are not available, fresh biopsy will be obtained before the first treatment. If fresh biopsy is indicated, one
core (or punch) will be collected in formalin and the second core (or punch) will be collected in liquid nitrogen. The end of treatment optional biopsy
may be performed up to 30 days after the EOT visit as scheduling may require.

- Toxicity assessment. Common Terminology Criteria for Adverse Events (CTCAE) version 4.1 will be used. All toxicity grades (including grade 1) should
be captured on the case report forms. All toxicities that occurred during treatment and until 30 days following completion of therapy should be followed
until resolution.

I Tumor measurement: The same type of scan should be used for repeat measurements. The scans may be performed up to 7 days before the projected
corresponding treatment visit. Scans in screening will include: CT- or MRI-neck, CT-chest, CT-abdomen, and CT-pelvis. Response scans can be limited
to the anatomy of areas of known and suspected disease. Scans must be performed with contrast.

% Pregnancy test should be done in women of childbearing age who are sexually active and may potentially be pregnant. Prior to study enroliment,
women of childbearing potential must be advised of the importance of avoiding pregnancy during trial participation and the potential risk factors for an
unintentional pregnancy. In addition, men enrolled on this study should understand the risks to any sexual partner of childbearing potential and should
practice an effective method of birth control. All women of childbearing potential MUST have a negative pregnancy test within 7 days prior to enroliment.
If the pregnancy test is positive, the patient must not receive investigational product and must not be enrolled in the study. In addition, all women of
childbearing potential should be instructed to contact the Investigator immediately if they suspect they might be pregnant (e.g., missed or late menstrual
period) at any time during study participation. The Investigator must immediately notify Moffitt Cancer Center and Lilly Oncology in the event of a
confirmed pregnancy in a patient participating in the study.

- TSH required at the start of each cycle only (i.e. not required on day 15).

m- The post-treatment research blood sample after getting the combination dose of cetuximab and nivolumab on C1D1 can be collected any time from
Days 8 through 15 of Cycle 1 as long as it is collected prior to any study treatment of C1D15 cetuximab and nivolumab. A second post-treatment
research blood sample is due on Cycle 4 Day 1 (or 3 months from C1D1 if off treatment).

" Radiology assessments every 6 weeks for Cycle 1-4 (i.e. C2D15, C4D1), then every 2 Cycles during Cycle 5-6 (i.e. C6D1) and then every 3 cycles
during Cycle 7-24 (i.e. C9D1, C12D1, C15D1, C18D1, C21D1, C24D1) while on study drugs, and will include: CT- or MRI-neck, CT-chest, CT-abdomen,
and CT-pelvis. Scans must be performed with contrast.

0. Scans are only required at the end of treatment visit if not performed within 4 weeks prior.
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1. INTRODUCTION
1.1. MEDICAL BACKGROUND

1.1.1. Treatment of Recurrent and/or Metastatic Head and Neck Squamous Cell
Carcinoma

Head and neck squamous cell carcinoma (HNSCC) remains one of the most devastating
cancers in the United States. The sites affected by HNSCC (oral cavity, oropharynx,
hypopharynx and larynx) are critical to the complex and vital functions of speech and
swallowing. Therefore, it is clinically challenging because the treatment frequently alters or
destroys a patient’s ability to ailment orally and to communicate verbally. Optimal treatment of
HNSCC is based on the site and size of the tumor as well as clinical assessments of the
presence or absence of cervical lymph node metastasis. Large tumors or tumors with regional
metastases are typically treated with combined modality therapy, including surgery, radiation,
and/or chemotherapy. Smaller tumors without cervical metastases can often be effectively
controlled with either surgery or radiation therapy alone.

Therapeutic advances, such as the use of multi-modality therapies, have significantly
improved survival of advanced-stage HNSCC patients over the past 10-15 years."> However,
still 30-40% of patients have recurrences or distant metastases.*® There has been little
improvement in survival in this group of patients. Chemotherapeutic agents employed in the
management of recurrent and/or metastatic HNSCC include methotrexate, taxanes,
cetuximab, anti-PD-1 inhibitors, and platinum-based regimens with response rates in the
range of 10-40%.5"" Unfortunately, the duration of response is limited (2-4 months) and a
survival advantage has not been shown beyond the median survival of 6-10 months.'>"?

1.1.2. The Role of Human Papillomavirus in HNSCC

Human papillomavirus (HPV) is now recognized to play a role in the pathogenesis of
HNSCC." Both molecular and epidemiologic studies demonstrate that approximately 60% of
oropharynx cancers, specifically of the lingual and palatine tonsils, are HPV associated.®
High-risk HPVs (e.g., HPV types 16, 18, and 31) are known to be tumorigenic in human
epithelial tissues. The E6 and E7 viral oncoproteins of high-risk HPV promote tumor
progression by inactivating the p53 and retinoblastoma tumor suppressor gene products,
respectively.’> These tumors appear to be clinically and molecularly distinct from HPV-
negative tumors. HPV-positive tumors are more likely to arise from the oropharynx, to be
poorly differentiated, to have basaloid features, and to present at a lower T stage than HPV-
negative primaries.'>'® HPV-negative tumors are not site specific, are well differentiated, are
associated with p53 mutation, and are present at higher T stage and N stage.' HPV-related
HNSCC occurs more frequently in non-smoking, non-drinking individuals and is associated
with significantly greater treatment response than HPV-negative tumors,’>'® with less than
half the risk of death from HNSCC compared with HPV-negative HNSCC.*'® Even in the
recurrent/metastatic setting, patients with HPV-related HNSCC have favorable prognosis.?

1.1.3. EGFR and Cetuximab in HNSCC

Epidermal growth factor receptor (EGFR) represents an important therapeutic target in
HNSCC.* EGFR represents one of the four members of the ErbB family of receptor tyrosine
kinases (EGFR/ErbB-1, Her-2/ErbB-2, ErbB-3, and ErbB-4),22* which, upon activation,
engage in complex dimerization patterns depending on the repertoire of ErbB members
expressed by individual cell types and activates MAPK, AKT, and STAT3 downstream
pathways.?'-?® Currently, the only FDA-approved targeted therapy for HNSCC is cetuximab,
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which binds to EGFR and competitively inhibits the binding of its ligands. EGFR is
overexpressed in >90% of HNSCC with co-expression of ligands, predominantly transforming
growth factor-a and amphiregulin.?’-?® Inhibition of EGFR activation results in inhibition of
cellular proliferation and invasion and induction of apoptosis. However, the single-agent
response rate of cetuximab is modest at 13%, whereas its combination with cisplatin and
fluorouracil has shown approximately 3 months of absolute survival benefits, although this
survival benefit is at the cost of significant toxicities.®'2 Numerous correlative studies have
been conducted to identify predictive biomarkers of cetuximab response and survival benefits,
including evaluation of EGFR mutations and amplification by varying detection methods.2%3"
Although several potential mechanisms of resistance have been proposed through preclinical
studies,?832-34 there is no validated biomarker of cetuximab response for clinical use to date.

In addition to the EGFR signal transduction blockade, cetuximab is known to increase the
interferon gamma (IFN-y) response from natural kKiller cells via antibody-dependent cellular
cytotoxicity,®® and it is known that PD-L1 in the tumor microenvironment can be induced by
IFN-y. IFN-y-inducing vaccine treatment can significantly upregulate tumor PD-L1, with the
addition of programmed death 1 (PD-1) blockade synergistically resulting in tumor regression.
Neutralizing IFN-y antibody abrogated these potent in vivo anti-tumor responses.3 The clinical
implication is that combining PD-1 blockade with IFN-y inducing agents such as cetuximab
may result in synergy and may significantly increase the objective response rates of immune
checkpoint inhibitors.

1.1.4. PD-1 inhibitors in HNSCC

Recently, immunotherapy has become an attractive option in HNSCC. PD-1 is one of the
clinically significant checkpoint molecules that have been shown to suppress T-cell function
upon binding to its ligands, PD-L1 and PD-L2, which have been shown to be expressed in
tumor cells from both preclinical models and clinical settings of cancer patients undergoing
immunotherapy.33 Tumor expression of PD-L1 was tightly correlated with clinical
responsiveness to nivolumab in the early clinical trials, supporting the adaptive immune
resistance hypothesis.*® Both HPV-positive and HPV-negative HNSCC have been shown to
express PD-L1.4041" Nivolumab is a potent and highly selective humanized monoclonal
antibody that binds PD-1 and blocks the interaction between PD-1 and its ligands, PD-L1 and
PD-L2. A phase Il clinical trial comparing nivolumab versus investigator's choice
chemotherapy (methotrexate, docetaxel, or cetuximab) showed an overall survival benefit with
nivolumab, with a 7.5-month median overall survival versus 5.1 months with investigator's
choice chemotherapy (hazard ratio 0.7, P = 0.01) and minimal toxicities in recurrent and/or
metastatic HNSCC patients.*? Objective response rate of nivolumab was 13% versus 5.8%
with investigator’s choice chemotherapy. In a subset analysis, patients with PD-L1 expression
had higher response rates than patients without PD-L1 expression, and HPV-positive patients
showed longer overall survival than HPV-negative patients. Although these are encouraging
results, the clinical benefit was seen in only a limited number of patients. Thus, identification
of combination regimens is urgent in the management of HNSCC.

More recently, the results of a phase |l randomized trial of single agent pembrolizumab versus
EXTREME (cisplatin + 5-FU + cetuximab followed by cetuximab maintenance) in the first line
recurrent and/or metastatic (RM) HNSCC setting (The Keynote 048 trial) revealed a
significantly improved overall survival with single agent pembrolizumab compared to the
EXTREME regimen in the biomarker selected PD-L1 CPS score > or = to 20 (HR=0.61,
P=0.0007) as well as CPS > or = to 1 (HR=0.78, P=0.0086) populations.** These findings
support pembrolizumab monotherapy as a new first line standard of care for the biomarker
selected RM HNSCC. Of significance is the favorable safety profile of single agent
pembrolizumab in comparison to EXTREME reported in KN048 supporting single agent PD-1
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inhibitors as a new standard. The results of KN048 have opened the door for testing novel
combination therapies with PD-1 inhibitors in the first line RM setting in HNSCC.

We hypothesize the combination of cetuximab and nivolumab will improve the one-year overall
survival as the first line regimen in unselected R/M HNSCC due to the synergy between the
two agents that have proven efficacy in R/M HNSCC. Based on these new findings, we will
be expanding our enrollment to include patients who are candidates for first line therapy in the
recurrent metastatic setting as Cohort B.

2. RATIONALE, OBJECTIVES, AND BENEFIT-RISK ASSESSMENT
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2.2. TRIAL OBJECTIVES

2.2.1. Primary Objective - Phase |

The primary objective of the phase | portion of the trial is to determine the safety and tolerability
of concurrent cetuximab and nivolumab in patients with recurrent and/or metastatic HNSCC.

2.2.2. Primary Objective - Phase I

Phase Il Cohort A: To determine the 1-year overall survival rate of concurrent cetuximab and
nivolumab in patients who had progressed on at least one prior line of treatment for their
recurrent and/or metastatic HNSCC.

Phase Il Cohort B: To determine the 1-year overall survival rate of concurrent cetuximab and
nivolumab in patients who has not had any prior treatments for their recurrent and/or
metastatic HNSCC.

2.2.3. Secondary Objectives

The secondary objectives of phase Il are:
1. To estimate response rate of patients treated with concurrent cetuximab and
nivolumab who have recurrent and/or metastatic HNSCC.
2. To estimate progression-free survival of patients treated with concurrent cetuximab
and nivolumab who have recurrent and/or metastatic HNSCC.
3. To evaluate the toxicity of the cetuximab and nivolumab combination in this patient
population.

2.2.4. Exploratory Objectives
The exploratory objectives are:

1. To identify potential biomarkers related to response to concurrent cetuximab and
nivolumab in patients with recurrent and/or metastatic HNSCC.

2. Todetermine a quantitative radiomics based on CT and/or PET images as a prognostic
biomarker in recurrent or metastatic HNSCC.

3. DESCRIPTION OF DESIGN AND STUDY POPULATION

3.1 OVERALL TRIAL DESIGN AND PLAN

This is a phase /1l prospective multicenter trial to investigate the efficacy and safety of the
combination of cetuximab and nivolumab. The cetuximab 500 mg/m? every 2 week dosing
schedule in patients with recurrent and/or metastatic HNSCC has been evaluated by a
multicenter randomized prospective phase Il study and has been shown to have efficacy and
toxicity similar to a conventional dosing schedule of 500 mg/m? loading dose followed by 250
mg/m? every week.%>2

In the phase | portion of the study, patients with recurrent and/or metastatic HNSCC will be
treated at:

e Dose level 1: Lead-in cetuximab 500 mg/m? alone (Day -14 of Cycle 1 only) followed

by nivolumab 240 mg IV + cetuximab 500 mg/m? every 2 weeks for 24 cycles or
discontinuation per section 3.3.4.
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e Dose level -1: Lead-in cetuximab 500 mg/m? alone (Day -14 of Cycle 1 only) followed
by nivolumab 240 mg IV + cetuximab 250 mg/m? every 2 weeks for 24 cycles or
discontinuation per section 3.3.4.

Each cycle is 4 weeks. Cetuximab is given alone in lead-in period at Day -14 of Cycle 1 only.
In all subsequent doses starting on Cycle 1 Day 1, nivolumab and cetuximab will be given
concurrently. Dose-limiting toxicities (DLT) will be assessed with the initiation of combination
therapy (Cycle 1 Day 1) and will continue for the duration of Cycle 1 (4 weeks).

Pre-medication with steroids before cetuximab and/or nivolumab is not permitted in this trial.

Non-steroidal pre-medications are permitted, including:
e Diphenhydramine 50 mg PO or IV (or equivalent dose of antihistamine such as
cetirizine).
e Acetaminophen 500-1000 mg PO (or equivalent dose of antipyretic such as
paracetamol).

Dose level 1 has been confirmed as the recommended phase 2 dose, therefore the phase Il
dosing is dose level 1 at the start of treatment, as discussed below in section 3.2.2.

3.2. DISCUSSION OF STUDY DESIGN

3.2.1. Phasel

This is designed to determine the safety of the cetuximab and nivolumab administration. The
purpose of having a lead-in period with cetuximab monotherapy (Day -14 before Cycle 1 only)
is to exclude patients with cetuximab-related hypersensitivity reaction before assessing the
DLT of the combination regimen.

Eligible patients will begin with a 14-day period with cetuximab alone (Day -14 before Cycle 1
only). This will be followed by subsequent doses of cetuximab and nivolumab starting on Cycle
1 Day 1 IV every 2 weeks in 28-day cycle for 24 cycles or discontinuation per section 3.3.4.

An MRI or CT of neck will be performed approximately every 6 weeks during Cycle 1-3, every
8 weeks during Cycle 5-6 and then every 12 weeks during Cycle 7-24.

3.2.2. Phaselll

On April 04, 2018, an analysis of 3 evaluable patients treated at Dose Level 1 was submitted
to Moffitt’s Protocol Monitoring Committee, documenting that all 3 patients had completed the
DLT evaluation period without experiencing any DLT’s. As such, Dose Level 1 was declared
the maximum tolerated dose (MTD) or the recommended phase Il dose of cetuximab and
accrual to the phase Il portion began under Dose Level 1.

3.2.3. Number of Centers
Three sites are involved.

3.2.4. Number of Participants

Phase I: 3-12 patients
Phase II: Cohort A - 45* patients (42 + 3 or 39 + 6)**
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* 45 evaluable patients will be treated at the MTD. In order to be considered evaluable,
patients must complete the lead-in period and receive the C1D1 doses of cetuximab and
nivolumab. Non-evaluable subjects will be replaced.

** Patients treated at the MTD in the phase | portion of the study will be counted as a part of
the phase Il patient population.

Phase II: Cohort B - 43 patients

* 43 evaluable patients will be treated in Cohort B. In order to be considered evaluable,
patients must complete the lead-in period and receive the C1D1 doses of cetuximab and
nivolumab. Non-evaluable subjects will be replaced.

3.3. SELECTION OF STUDY POPULATION

3.3.1. Main Diagnosis for Study Entry
All patients included in this trial must have recurrent and/or metastatic HNSCC.

3.3.2. Inclusion Criteria

» Patients must have histologically or cytologically confirmed squamous cell carcinoma
of oral cavity, oropharynx, paranasal sinuses, nasal cavity, hypopharynx, or larynx.
Squamous cell carcinoma of unknown primary in cervical lymph node can be included
only if p16 status is positive.

e Cohort A:

o Patients must have recurrent or metastatic HNSCC that is not amenable to
local therapy with curative intent (surgery or radiation therapy with or without
chemotherapy).

o Patients with persistent disease following radiation therapy administered with
a chemotherapy sensitizer may also be included.

o Patients must have progressed on at least one prior line of chemotherapy,
targeted therapy, palliative radiation and/or biological therapy regimen for their
recurrent and/or metastatic HNSCC. However, if patients are likely to be
intolerant to standard first-line systemic chemotherapy, the patients are eligible
to enroll to this study as the first-line therapy. Additionally, patients with
persistent disease or platinum-refractory recurrent disease (recurs within 6
months of last dose of chemotherapy given as a sensitizer to definitive
radiation) may enroll in this study as a first-line therapy.

o Prior treatment with a combination of cetuximab and a PD-1/PD-L1 inhibitor is
excluded. Prior treatment with cetuximab or a PD-1/PD-L1 inhibitor is allowed
as long as not previously given in combination.

e Cohort B:

o Patients must have recurrent or metastatic HNSCC that is not amenable to
local therapy with curative intent (surgery or radiation therapy with or without
chemotherapy).

o Patients with persistent disease following radiation therapy administered with
a chemotherapy sensitizer may also be included.

o Patient must NOT have any systemic therapy for recurrent and/or metastatic
disease except if given as a part of a multimodality treatment (i.e. re-irradiation
and systemic therapy for curable intent of locally recurrent disease).

o Patients that refuse potentially curative salvage surgery for recurrent disease
are ineligible.
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o Prior treatment with a combination of cetuximab and a PD-1/PD-L1 inhibitor is
NOT included.

o Prior treatment with a PD-1/PD-L1 inhibitor is NOT included.

o Prior treatment with cetuximab or EGFR inhibitors given concurrently with
radiation as a radiation sensitizer is included. However, cetuximab or EGFR
inhibitors given in the recurrent and/or metastatic setting is NOT included.

Patients must have measurable disease, defined as at least one lesion that can be
accurately measured in at least one dimension (longest diameter to be recorded) as
outlined in RECIST version 1.1.

Patients must be = 18 years of age.

Life expectancy of greater than 3 months.

ECOG performance status < 2

Patients must have normal organ function as defined below:

- Absolute neutrophil count > 1,500/pL

- Hemoglobin > 9 g/dL

- Platelets > 100,000/uL

- Total bilirubin = 1.5 mg/dL X institutional upper limits of normal (ULN)

- AST (SGOT)/ALT (SGPT) < 3 X institutional ULN (or 5.0 X the ULN in the setting
of liver metastasis)

- Serum creatinine of < 1.5 X ULN or creatinine clearance > 40 mL/minute (using
Cockcroft/Gault formula): Female creatinine clearance = (140 - age in years) X
weight in kg x 0.8572 x serum creatinine in mg/ dL; Male creatinine clearance =
(140 - age in years) x weight in kg x 1.0072 x serum creatinine in mg/dL.

Because the teratogenicity of cetuximab is not known, the patient, if sexually active,

must be postmenopausal, surgically sterile, or using effective contraception (hormonal

or barrier methods).

Female patients of childbearing potential must have a negative serum pregnancy test

within 7 days prior to enroliment.

Ability to understand and the willingness to sign a written informed consent document.

3.3.3. Exclusion Criteria

Patients who experienced grade 3 or above skin toxicity from prior EGFR inhibiting
therapy.

Patients who have experienced grade 3 or above toxicity from prior anti-PD1
therapy.

Patients who have p16 negative squamous cell carcinoma of unknown primary in
cervical lymph node.

Patients with primary nasopharynx or salivary gland cancers are excluded.

Patients who have had chemotherapy, biological therapy or definitive radiation within
4 weeks of the study enroliment or those who have not recovered from adverse events
to < Grade 1 due to agents administered more than 4 weeks earlier.

Patients who had undergone any major surgery within 4 weeks of study enroliment.
Patients who had undergone any palliative radiation within 2 weeks of study
enroliment.

Patients who have had other investigational agents within 4 weeks or 5 half-lives,
whichever is shorter, of the study enroliment.

Patients who have known leptomeningeal metastases or untreated or symptomatic
brain metastases. Treated, asymptomatic brain metastasis can be included.
Uncontrolled intercurrent illness including, but not limited to, ongoing or active
infection, autoimmune disease requiring systemic steroids, symptomatic congestive
heart failure, unstable angina pectoris, cardiac arrhythmia, or psychiatric illness/social
situations that would limit compliance with study requirements.
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3.3.4.

Subjects with a condition requiring systemic treatment with either corticosteroids (> 10
mg daily prednisone equivalents) or other immunosuppressive medications within 14
days of study drug administration. Inhaled or topical steroids and adrenal replacement
doses > 10 mg daily prednisone equivalents are permitted in the absence of active
autoimmune disease.

The patient has clinically relevant coronary artery disease or history of myocardial
infarction in the last 12 months or high risk of uncontrolled arrhythmia or uncontrolled
cardiac insufficiency.

The patient has uncontrolled or poorly controlled hypertension (>180 mmHg systolic
or > 130 mmHg diastolic) at the time of enroliment.

The patient has a history of allergic reactions attributed to compounds of chemical or
biologic composition similar to those of cetuximab and/or nivolumab.

The patient is pregnant or breast-feeding.

Patients with known active HIV, Hep B, or Hep C infection will be excluded. If not
clinically indicated, the patients do not need to be tested.

Discontinuation Criteria

Patients will be removed from study when any of the following criteria applies:

3.3.5.

Patients with grade 3 or 4 infusion reaction must not receive further treatment with
cetuximab.

Patients with grade 3 or 4 infusion reaction must not receive further treatment with
nivolumab.

Patients with grade 4 hypertension must not receive further treatment with
cetuximab.

If treatment is interrupted for more than 12 consecutive weeks, patient’s protocol
treatment will be discontinued.

Extraordinary Medical Circumstances: If at any time the constraints of this protocol
are detrimental to the patient’s health, the protocol treatment should be discontinued.
If patient develops progressive disease, then the patient will discontinue the protocol
therapy.

If patient develops unacceptable toxicity, then the patient will discontinue the protocol
therapy.

Patients may withdraw consent and withdraw from the study at any time for any
reason.

The reason and date for patient removal from the study must be documented in the
Case Report Form (CRF).

Premature Discontinuation of the Study as a Whole

Those who discontinue protocol therapy early will be followed for response until progression
and for survival for 2 years from the End of Treatment. Patients removed from study for
unacceptable adverse events will be followed until resolution or stabilization of the adverse

event.

4.
41.

TREATMENTS

CETUXIMAB LEAD-IN PERIOD

Cetuximab will be administered intravenously starting on Day -14 before Cycle 1 only as lead-
in period. Starting dose is 500 mg/m? administered with acetaminophen and a histamine H1-
receptor antagonist such as cetirizine. Premedication with steroid will not be allowed.
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4.1.1. Definition of Cetuximab Lead-In Toxicity

Patients with grade 3 or 4 infusion reaction must not receive further treatment with cetuximab.

42 COMBINATION OF CETUXIMAB AND NIVOLUMAB

4.21. Phasel

During phase |, patients will be enrolled sequentially and treated at one of the dose levels
identified below.

e Dose Level 1: Lead-in cetuximab 500 mg/m? alone (Day -14 before Cycle 1 only)
followed by nivolumab 240 mg IV + cetuximab 500 mg/m? every 2 weeks for 24 cycles
or discontinuation per section 3.3.4.

e Dose Level -1: Lead-in cetuximab 500 mg/m? alone (Day -14 before Cycle 1 only)
followed by nivolumab 240 mg IV + cetuximab 250 mg/m? every 2 weeks for 24 cycles
or discontinuation per section 3.3.4.

Each cycle is 4 weeks. Cetuximab is given alone in lead-in period at Day -14 before Cycle 1
only. In all subsequent doses starting Cycle 1 Day 1, nivolumab and cetuximab will be given
concurrently. DLT assessment will be performed during Cycle 1 and will start with the initiation
of the combination of cetuximab and nivolumab (4 weeks).

4.2.2. Phasell

On April 04, 2018, an analysis of 3 evaluable patients treated at Dose Level 1 was submitted
to Moffitt's Protocol Monitoring Committee, documenting that all 3 patients had completed the
DLT evaluation period without experiencing any DLT's. As such, Dose Level 1 was declared
the maximum tolerated dose (MTD) or the recommended phase Il dose of cetuximab and
accrual to the phase Il portion began under Dose Level 1.

4.2.3. Definition of Dose-Limiting Toxicity of Cetuximab and Nivolumab

The phase | of the study will enroll 3 to 6 patients per dose level using a standard 3+3 design.
The DLT period will start on Cycle 1 Day 1 of cetuximab and nivolumab and end on Cycle 1
Day 28. The toxicity after the lead-in cetuximab (Day -14 before Cycle 1 only) prior to the
dosing of cetuximab and nivolumab will not be included to the assessment of DLT (Day -14 to
Day -1).

The MTD will be determined using the following de-escalation rules:

* A cohort of three patients will be entered at Dose Level 1.

* [f none of these patients experiences a DLT (see below for the criteria) during Cycle 1
(4 weeks), Dose Level 1 will be the recommended dose for Phase I

« If 1 of these 3 patients experiences a DLT, 3 more patients will be enrolled at Dose
Level 1. If 1 of 6 patients at this dose level experiences a DLT, the phase |l dose will
be Dose Level 1. If 2 or more DLTs occur within Dose Level 1, then the MTD will have
been exceeded, and 6 new patients will be enrolled at Dose Level -1.

* [f =1 of 6 patients at Dose Level -1 experiences a DLT, the phase Il dose will be Dose
Level -1. If 2 or more DLTs occur within Dose Level -1, then the MTD will have been
exceeded. This combination is determined to be unsafe to conduct the phase Il portion
of the trial and the trial will be discontinued.
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The target DLT rate is <25%. The MTD will be defined as the dose of cetuximab and nivolumab
in which <1 of 3 patients experience a DLT or <2 of 6 patients experience a DLT with the next
higher dose having at least 2 patients experiencing a DLT. The MTD is the highest dose at
which at most 1 of 6 patients has a DLT.

No dose escalations or de-escalations are permitted within each patient’s treatment, although
dose delays will be permitted. A patient who is withdrawn from the study before the completion
of Cycle 1 for a reason other than a DLT will be replaced.

This study will utilize the Cancer Therapy Evaluation Program Common Terminology Criteria
for Adverse Events (CTCAE) version 4.1 for toxicity and event reporting. DLTs will be
observed until patients have completed Cycle 1 (4 weeks).

A DLT will be defined as any of the following events:

1. Grade 3 or 4 immune-related toxicities, including dermatitis, hepatitis, thyroiditis,
colitis, and pneumonitis.

2. Grade 4 cetuximab-related rash.

3. Grade 3 or 4 neutropenia (i.e., absolute neutrophil count < 1000 cells/mm?) that is

associated with a fever = 38.5°C or lasting longer than 5 days.

4. Grade 3 thrombocytopenia with bleeding or grade 4 thrombocytopenia.

5. Any grade 3 or 4 non-hematologic toxicity per NCI CTCAE v4.1 criteria that are
probably or definitely related to study therapy, except for alopecia, nausea, and
vomiting.

4.2.4. Evaluation of Response to Cetuximab and Nivolumab

During the treatment, a complete history and physical (including weight) and tumor
assessment by physical examination on Day 1 of each cycle will be performed and
documented. Complete blood count with differential and a comprehensive metabolic profile
will be performed every 2 weeks. Radiological response will be assessed every 6 weeks by
CT or MRI scans during Cycle 1-4, every 8 weeks during Cycle 5-6 and then every 12 weeks
during Cycle 7-24.

4.3 DOSE LEVELS

All toxicities should be graded according to the Common Terminology Criteria for Adverse
Events (version 4.1).

4.3.1. Phasel
Cetuximab — Nivolumab —
Cetuximab — Nivolumab — Cycle 1 Day 1 Cycle 1 Day 1
Lead-in Day -14 | Lead-in Day -14 and all and all
before Cycle 1 before Cycle 1 subsequent subsequent
only only doses Q 2 doses Q 2
weeks weeks
Dose Level 1 500 mg/m? None 500 mg/m? 240 mg
Dose Level -1 500 mg/m? None 250 mg/m? 240 mg

4.3.2. Phasell

Once the MTD or the recommended phase Il dose of cetuximab is determined in phase I,

accrual to phase Il will begin.
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44. CETUXIMAB DOSE MODIFICATIONS

When the medications need to be held for toxicity reasons, both cetuximab and
nivolumab are always held together and restart together.

In cases where the treating physician delays treatment for symptoms not specified in this
protocol, if such delays are documented as having been instituted in the patient’s best interest
this will not constitute a protocol deviation. If a patient is unavailable due to hospitalization,
this too will not be considered a deviation from the protocol.

4.4.1. Dose Modifications for Cetuximab-related Immunological Toxicities

If the patient experiences any drug-related event < Grade 2, the dose of cetuximab and
nivolumab should be continued at the given dose level.

If the patient experiences any drug-related event = Grade 3, the dose of cetuximab and
nivolumab should be discontinued until resolution of the toxicities to grade 1 or baseline. Upon
restarting, the physician may choose to reduce the dose of Cetuximab per the dose reduction
table below.

In the event of a prolonged (=7 consecutive days) Grade 2 drug-related toxicities, the
investigator may choose to pause cetuximab and nivolumab for up to 4 weeks to allow the
patient to recover followed by a dose reduction (the hold and reduction are both at the treating
physician’s discretion). Only the cetuximab may be dose reduced, and dose reductions are
according to the following table:

Cetuximab Nivolumab
Cycles 1-24 (Q 2 weeks) Cycles 1-24 (Q 2 weeks)
Dose Level 1 500 mg/m? 240 mg
Dose Level -1 250 mg/m? 240 mg
Dose Level -2 125 mg/m? 240 mg

For cetuximab-related toxicity, treatment with oral/lV corticosteroids is allowed only for
toxicities = Grade 3.

Use of corticosteroids (< 10 mg daily prednisone equivalents) is allowed. Inhaled or topical
steroids and adrenal replacement doses > 10 mg daily prednisone equivalents are permitted
in the absence of active autoimmune disease.

4.4.2. Dose Modifications for Cetuximab-related Non-Immunological Toxicities

If the patient experiences any drug-related event < Grade 2, the dose of cetuximab and
nivolumab should be continued at the given dose level.

If the patient experiences any drug-related event = Grade 3, the dose of cetuximab and
nivolumab should be discontinued until resolution (to baseline) of the toxicities, or until
stabilization. Upon resumption, the physician may choose to reduce the dose of Cetuximab
per the table below. As an exception, continued treatment in the face of Grade 3
hypomagnesemia and hypophosphatemia will be allowed at the treating physician’s discretion.
Low magnesium is expected while treating with cetuximab and can be safely replenished as
needed throughout treatment according to local guidelines.
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If the patient experiences any acute onset or worsening pulmonary symptoms, the doses of
cetuximab and nivolumab should be delayed. The management should follow the pulmonary
toxicity management as detailed in Section 4.5 Table 2 Pneumonitis and Appendix 4
Pulmonary Adverse Event Management Algorithm because interstitial lung disease from
cetuximab and pneumonitis from nivolumab cannot be reliably distinguished.

In the event of Grade = 3 rash, treatment with cetuximab should be paused until recovery to
Grade =< 2. Treatment should be resumed at a reduced dose (see Section 4.3). If Grade = 3
rash does not resolve to Grade < 2 within 14 days of stopping cetuximab treatment and despite
optimal supportive care, the patient should not receive any further treatment with cetuximab.

In the event of a prolonged (=7 consecutive days) Grade 2 drug-related toxicities, the
investigator may choose to pause cetuximab and nivolumab for up to 4 weeks to allow the
patient to recover followed by a dose reduction (the hold and reduction are both at the treating
physcian’s discretion). Only the cetuximab may be dose reduced, and dose reductions are
according to the following table:

Cetuximab Nivolumab
Cycles 1-24 (Q 2 weeks) Cycles 1-24 (Q 2 weeks)
Dose Level 1 500 mg/m? 240 mg
Dose Level -1 250 mg/m? 240 mg
Dose Level -2 125 mg/m? 240 mg

4.4.3. Infusion Reactions (Cetuximab)

Treatment recommendations are provided below and may be modified based on local
institutional standards, package inserts, and guidelines as appropriate.

Monitor subjects for 1 hour following cetuximab infusion on Cycle 1 Day 1 in a setting with
resuscitation equipment and other agents necessary to treat anaphylaxis (eg, epinephrine,
corticosteroids, intravenous antihistamines, bronchodilators, and oxygen). Monitor longer to
confirm resolution of the event in subjects requiring treatment for infusion reactions.
Immediately and permanently discontinue cetuximab in subjects with serious infusion
reactions. Patients that have tolerated cetuximab infusions well do not require an observation
period prior to starting the nivolumab infusion beyond Cycle 1 Day 1.

For Grade 1 symptoms (Mild reaction; infusion interruption not indicated; intervention not
indicated):

Remain at bedside and monitor subject until recovery from symptoms. Decrease the
cetuximab infusion rate by 50% and monitor closely for any worsening. The total infusion time
for cetuximab should not exceed 4 hours.

For Grade 2 symptoms (Moderate reaction requires therapy or infusion interruption but
responds promptly to symptomatic treatment [eg, antihistamines, non-steroidal anti-
inflammatory drugs, narcotics, corticosteroids, bronchodilators, IV fluids]; prophylactic
medications indicated for < 24 hours):

Stop cetuximab infusion, administer bronchodilators, oxygen, etc. as medically indicated, and

resume infusion at 50% of previous rate once allergic/hypersensitivity reaction has resolved
or decreased to Grade 1 in severity, and monitor closely for any worsening.
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For Grade 3 or Grade 4 Symptoms (Severe reaction, Grade 3: prolonged [ie, not rapidly
responsive to symptomatic medication and/or brief interruption of infusion]; recurrence of
symptoms following initial improvement; hospitalization indicated for other clinical sequelae
[eg, renal impairment, pulmonary infiltrates]). Grade 4: (life threatening; presser or ventilator
support indicated) Immediately discontinue infusion of cetuximab and disconnect subject from
tubing. Begin an IV infusion of normal saline, and treat the subject as follows. Recommend
bronchodilators, epinephrine 0.2 to 1 mg of a 1:1,000 solution for subcutaneous administration
or 0.1 to 0.25 mg of a 1:10,000 solution and/or diphenhydramine 50 mg IV with
methylprednisolone 100 mg IV (or equivalent), as needed. Subjects have to be withdrawn
immediately from the treatment and must not receive any further cetuximab treatment. Subject
should be monitored until the investigator is comfortable that the symptoms will not recur.
Cetuximab will be permanently discontinued.

Investigators should follow their institutional guidelines for the treatment of anaphylaxis.
Remain at bedside and monitor subject until recovery from symptoms. In the case of late
occurring hypersensitivity symptoms (eg, appearance of a localized or generalized pruritus
within 1 week after treatment), symptomatic treatment may be given (eg, oral antihistamine,
or corticosteroids).

Once the cetuximab infusion rate has been decreased due to an allergic/hypersensitivity
reaction, it will remain decreased for all subsequent infusions. If the subject has a second
allergic/hypersensitivity reaction with the slower infusion rate, the infusion should be stopped
and cetuximab treatment should be discontinued. If there is any question as to whether an
observed reaction is an allergic/hypersensitivity reaction of Grade 1 - 4, the sponsor should
be contacted immediately to discuss and grade the reaction.

4.5. NIVOLUMAB DOSE MODIFICATIONS

Note: nivolumab dose should not be modified for toxicity.

When the medications need to be held for toxicity reasons, both cetuximab and
nivolumab are always held together and restart together.

In cases where the treating physician delays treatment for symptoms not specified in this
protocol, if such delays are documented as having been instituted in the patient’s best interest
this will not constitute a protocol deviation. If a patient is unavailable due to hospitalization,
this too will not be considered a deviation from the protocol.

Nivolumab will be held for drug-related toxicities and severe life-threatening AEs as per Table
2 below. Held doses will not be replaced. When nivolumab is restarted, resume treatment
along the anticipated schedule (i.e. doses are skipped rather than held). In the event of a
treatment delay, the radiologic assessments will likewise be delayed so that restaging scans
coincide with the start of the cycles specified in the study calendar.

Participants with adverse toxicity or persistent laboratory AE at grade 2 following 12 weeks of
therapy may continue on the trial only if asymptomatic, controlled, and with the agreement of
the principal investigator.

Table 2. Modification Guidelines for Nivolumab Drug-Related Adverse Events

Toxicity Hold Treatment For | Timing For Discontinue
Grade Restarting Nivolumab
Treatment
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AST, ALT, or 2 Toxicity resolves to | Toxicity does not
Increased Bilirubin grade 0-1 resolve within 12
weeks of last dose
3-4' Permanently Permanently
discontinue (see discontinue
exceptions below)
Diarrhea/Colitis 2-3 Toxicity resolves to | Toxicity does not
grade 0-1 resolve within 12
weeks of last dose
or inability to reduce
corticosteroid to 10
mg of prednisone or
equivalent per day
within 12 weeks
4 Permanently Permanently
discontinue discontinue
Hyperthyroidism 3 Toxicity resolves to | Toxicity does not
grade 0 -1 resolve within 12
weeks of last dose
or inability to reduce
corticosteroid to 10
mg of prednisone or
equivalent per day
within 12 weeks
4 Permanently Permanently
discontinue discontinue
Hypothyroidism 2-4 Therapy with Therapy with
nivolumab can be nivolumab can be
continued while continued while
treatment for the thyroid replacement
thyroid disorder is is instituted
instituted
Hypophysitis 2-3 Toxicity resolves to | Toxicity does not
grade 0-1. Therapy | resolve within 12
with nivolumab can | weeks of last dose
be continued while or inability to reduce
endocrine corticosteroid to 10
replacement therapy | mg of prednisone or
is instituted equivalent per day
within 12 weeks
4 Permanently
discontinue
Infusion Reaction 2?2 Toxicity resolves to | Permanently
Grade 0-1 discontinue if toxicity
develops despite
adequate
premedication
34 Permanently Permanently
discontinue discontinue
Pneumonitis 2 Toxicity resolves to | Toxicity does not

grade 0-1

resolve within 12
weeks of last dose
or inability to reduce
corticosteroid to 10

Page 27 of 64




Study Number: MCC 19178

IND#: Exempt

Protocol Version 13.0, 10/28/2020

mg of prednisone or
equivalent per day
within 12 weeks

3-4

Permanently
discontinue

Permanently
discontinue

Renal Failure or
Nephritis

Toxicity resolves to
grade 0 -1

Toxicity does not
resolve within 12
weeks of last dose
or inability to reduce
corticosteroid to 10
mg of prednisone or
equivalent per day
within 12 weeks

3-4

Permanently
discontinue

Permanently
discontinue

All Other Drug-
Related Toxicities*

Toxicity resolves to

Toxicity does not
resolve within 12

grade 0 -1
weeks of last dose
or inability to reduce
corticosteroid to 10
mg of prednisone or
equivalent per day
within 12 weeks

4 Permanently Permanently
discontinue discontinue

Note: Permanently discontinue for any severe or Grade 3 drug-related AE that
recurs or any life-threatening event.

1. For patients with liver metastasis and who begin treatment with Grade 2 AST or ALT, if
AST or ALT increases by greater than or equal to 50% relative to baseline and lasts for at
least 1 week, then patient should be discontinued.

2. If symptoms are resolved within one hour of stopping drug infusion, the infusion may be
restarted at 50% of the original infusion rate for the next scheduled dose.

3. Patients with intolerable or persistent Grade 2 drug-related AE may hold study
medication at physician’s discretion. Study drug should be permanently discontinued for
persistent Grade 2 adverse reactions for which treatment with nivolumab has been held
that do not recover to Grade 0-1 within 12 weeks of the last dose.

4.5.1. Supportive Care Guidelines for Nivolumab

See also dose modification Section 4.5 and Table 2.

Immuno-oncology agents are associated with AEs that can differ in severity and duration than
AEs caused by other therapeutic classes. Nivolumab is considered an immune-oncology
agent in this protocol. Early recognition and management of AEs associated with
immuno-oncology agents may mitigate severe toxicity. Management Algorithms have been
developed to assist investigators in assessing and managing the following groups of AEs:

Gastrointestinal
Renal
Pulmonary
Hepatic
Endocrinopathy
Skin
Neurological
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Hypersensitivity infusion reactions should be reported to the sponsor within 24

hours of the event regardless of grade. The following AE terms constitute hypersensitivity

infusion reactions:

* Allergic reaction
Anaphylaxis
Cytokine release syndrome
Serum sickness
Infusion reactions
Infusion-like reactions

451.1.2

Management of infusion reactions.

Infusion reaction treatment guidelines are summarized in Table 3 below.
Institutional standards for infusion reactions may be followed if the treating physician deems
them acceptable for this protocol.

Table 3. Management of infusion reaction

Requires infusion
interruption but
responds promptly
to symptomatic
treatment (i.e.,
antihistamines,
NSAIDS, narcotics,
IV fluids);
prophylactic
medications
indicated for < 24
hours

Additional appropriate medical therapy may include but
is not limited to:
IV fluids
Antihistamines
NSAIDS
Acetaminophen
¢ Narcotics

Increase monitoring of vital signs as medically
indicated until the patient is deemed medically stable in
the opinion of the investigator.

If symptoms resolve within one hour of stopping
drug infusion, the infusion may be restarted at 50% of
the original infusion rate.

Otherwise, dosing will be held until symptoms
resolve, and the patient should be premedicated for the
next scheduled dose.

Patients who develop Grade 2 toxicity despite
adequate premedication should be permanently
discontinued from further trial freatment administration.

Grade 1 Increase monitoring of vital signs as medically indicated | None
Mild reaction until the patient is deemed medically stable in the
opinion of the investigator
Grade 2 Stop infusion and monitor symptoms. Subject may be

premedicated 1.5h
(+ 30 minutes) prior
to infusion of
nivolumab with:
¢ Diphenhydramin
e 50 mg PO (or
equivalent dose
of antihistamine)
e Acetaminophen
500-1000 mg PO
(or equivalent
dose of
antipyretic)

Grade 3 or 4
Grade 3:
Prolonged (i.e., not
rapidly responsive
to symptomatic
medications and/or
brief interruption of
infusion); recurrence
of symptoms
following initial
improvement;
hospitalization
indicated for other

Stop infusion.

Additional appropriate medical therapy may include but
is not limited to:

IV fluids

Antihistamines

NSAIDS

Acetaminophen

Narcotics

Oxygen

Pressors

Corticosteroids

o Epinephrine

Increase monitoring of vital signs as medically

No subsequent
dosing
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clinical sequelae indicated until the patient is deemed medically stable in
(e.g., renal the opinion of the investigator.

impairment, Hospitalization may be indicated.

pulmonary Patient is permanently discontinued from further trial
infiltrates) treatment administration.

Grade 4:

Life-threatening;

pressor or

ventilatory support

indicated

46 CONCOMITANT TREATMENTS

4.6.1 Steroids

Treatment with oral/lV corticosteroids (>10mg daily prednisone equivalent) is not allowed for
non-immunological toxicities. Treatment with oral/IV corticosteroids (>10mg daily prednisone
equivalent) for immunological toxicities is permitted as detailed in the dose modification
sections.

Use of corticosteroids (< 10 mg daily prednisone equivalents) is allowed. Inhaled or topical
steroids and adrenal replacement doses > 10 mg daily prednisone equivalents are permitted
in the absence of active autoimmune disease.

4.6.2 Radiation

Palliative radiation therapy is allowed to non-target lesions at the discretion of the treating
physician. As concurrent radiotherapy and nivolumab/cetuximab have not been formally
evaluated, in cases where palliative radiotherapy is required for a tumor lesion, then
nivolumab/cetuximab should be withheld for at least 1 week before, during, and 1 week after
radiation. Subjects should be closely monitored for any potential toxicity during and after
receiving radiotherapy,

5. DRUG FORMULATION AND PROCUREMENT

5.1. CETUXIMAB

5.1.1. Packaging, Labelling, and Storage

Please refer to the Investigators Brochure for detailed information. Medication numbers will
be unique to each bottle and will be used for tracking purposes only.

5.1.2. Supply
Cetuximab is supplied in a 100 mg/50 mL or 200 mg/100 mL solution in a single use vial.

5.1.3. Storage Conditions
Cetuximab must be stored in accordance with the instructions on the label.
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5.1.4. Drug Accountability

Drug supplies, which will be provided by Lilly Oncology, will be kept in a secure, limited access
storage area under the storage conditions. Where necessary, a temperature log must be
maintained to make certain that the drug supplies are stored at the correct temperature.

The responsible person must maintain records of the product’s delivery to the study site, the
inventory at the site, the use by each patient, and the return to Lilly Oncology or alternative
disposition of unused product(s).

These records will include dates, quantities, batch/serial numbers, expiry (“‘use by”) dates, and
the unique code numbers assigned to the investigational product(s) and study patients. The
responsible person will maintain records that document adequately that the patients were
provided the doses specified by the clinical study protocol and reconcile all investigational
product(s) received from Lilly Oncology. The responsible person must verify that all unused or
partially used drug supplies have been returned by the clinical study patient.

5.1.5. Management of Adverse Effects Following Treatment with Cetuximab

5.1.5.1. Management of anaphylactic reaction following treatment with cetuximab

Patients who experience any grade anaphylactic reaction to cetuximab will be removed from
the study.

5.1.5.2. Management of rash following treatment with cetuximab

A proactive and early approach to management of rash is crucial. Rash can be managed by
a variety of treatment options to relieve symptoms and to reduce the rash. Advise patients to
limit sun exposure during cetuximab treatment and for 2 months after the last dose of
cetuximab. Advise patients to notify their healthcare provider of any sign of acne-like rash
(which can include itchy, dry, scaly, or cracking skin and inflammation, infection or swelling at
the base of the nails or loss of the nails), conjunctivitis, blepharitis, or decreased vision.

The recommendations for management are as follows:

General/Prevention:

o CTCAE v4.1 Grade 1 rash: mild rash may not need treatment. However, if treatment
is considered necessary, topical hydrocortisone (1% or 2.5%) cream and/or
clindamycin 1% gel can be used.

e CTCAEv4.1 Grade 2 rash: relief from major symptoms caused by CTCAE v4.1 Grade
2 skin-related adverse events should be achieved by a combination of local and
systemic therapies including:

o Systemic antibiotics (e.g., doxycycline or minocycline).

o Topical treatment (e.g., hydrocortisone 2.5% cream, clindamycin 1% gel,
pimecrolimus 1% cream).

o Antihistamines (e.g., diphenhydramine).

o Oral corticosteroids will not be allowed for the management of Grade 1 and 2
rash.

e CTCAE v4.1 Grade 3 (or greater) rash: may be treated in a manner similar to CTCAE
v4.1 Grade 2 rash. In the event of CTCAE v4.1 Grade = 3 rash, treatment with
cetuximab should be paused until recovery to CTCAE v4.1 Grade =< 2. Treatment
should be resumed at a reduced dose (see Section 4.3). If CTCAE v4.1 Grade = 3 rash
does not resolve to CTCAE v4.1 Grade < 2 within 14 days of stopping cetuximab
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treatment and despite optimal supportive care, the patient should not receive any
further treatment with cetuximab.

5.2. NIVOLUMAB

5.2.1. Packaging, Labelling, and Storage

Please refer to the Investigators Brochure for detailed information. Medication numbers will
be unique to each bottle and will be used for tracking purposes only.

5.2.2. Supply

Nivolumab is supplied in 100 mg, 10mg/ml solution in a single use vial. Vials will be supplied
in quantities of 5 per carton.

5.2.3. Storage Conditions
Nivolumab must be stored in accordance with the instructions on the label.

5.2.4. Drug Accountability
Nivolumab is supplied by Bristol Myers Squibb.

The product storage manager should ensure that the study drug is stored in accordance with
the environmental conditions (temperature, light, and humidity) as determined by BMS. If
concerns regarding the quality or appearance of the study drug arise, the study drug should
not be dispensed and contact BMS immediately.

Study drug not supplied by BMS will be stored in accordance with the package insert.
Medication labeling for commercial supply is also available at
https://dailymed.nlm.nih.gov/dailymed/index.cfm

Investigational product documentation (whether supplied by BMS or not) must be maintained
that includes all processes required to ensure drug is accurately administered. This includes
documentation of drug storage, administration and, as applicable, storage temperatures,
reconstitution, and use of required processes (eg, required diluents, administration sets).

Infusion-related supplies (eg, IV bags, in-line filters, 0.9% NaCl solution) will not be supplied
by Brystol-Myers Squibb and should be purchased locally if permitted by local regulations.

For nivolumab, please refer to the current version of the Investigator Brochures and/or
pharmacy reference sheets for complete storage, handling, dispensing, and infusion
information. The destruction of any unused investigational product should be performed
according to institutional standards (Brystol-Myers Squibb will not be responsible for any drug
destruction or accept any return drugs).

5.2.5. Management of Adverse Effects Following Treatment with Nivolumab

5.2.5.1. Management of immunological toxicities following treatment with nivolumab
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A proactive and early approach to management of immunological toxicities is crucial. The
toxicities can be managed by a variety of treatment options to relieve symptoms and to reduce
the risk of worsening symptoms. See Section 4.5.

5.2.5.2. Management of non-immunological toxicities following treatment with nivolumab

A proactive and early approach to management of immunological toxicities is crucial. The
toxicities can be managed by a variety of treatment options to relieve symptoms and to reduce
the risk of worsening symptoms. See Section 4.5.

5.3. TREATMENT COMPLIANCE

Records of study medications used, dosages administered, and intervals between visits will
be recorded by study personnel.

6. ASSESSMENT OF EFFICACY

6.1. RECIST CRITERIA

To assess objective response, it is necessary to estimate the overall tumor burden at baseline
to which subsequent measurements will be compared. Measurable disease is defined by the
presence of at least one measurable lesion.

All measurements should be recorded in metric notation in centimeters. The same method of
assessment and the same technique should be used to characterize each identified lesion at
baseline and during follow-up. In cases where lesions are followed by clinical measurements,
radiologic assessments should continue in accordance with the schedule of events to fully
characterize the lesion(s). All baseline evaluations should be performed as closely as possible
to the beginning of treatment and never more than 4 weeks before registration.

At baseline, tumor lesions will be characterized as either measurable or non-measurable.

6.1.1. Measureable Lesions

Measureable lesions should be selected on the basis of their size (those with the longest
diameters) and their suitability for accurate repeated measurements. The sum of the longest
diameters of all measurable lesions and shortest diameters of all measurable malignant lymph
nodes will be calculated at baseline and reported as the baseline sum of longest diameters.
The sum longest diameter will be used to characterize the objective overall tumor response.
For lesions measurable in 2 or 3 dimensions, always report the longest diameter for tumors
and the axis perpendicular to the longest axis for lymph nodes at the time of each assessment.

o Complete Response (CR): The disappearance of all measurable lesions.

o Partial Response (PR): At least a 30% decrease in the sum of the longest diameters
of measureable lesions, taking as reference the baseline sum longest diameter.
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6.1.2.

Progressive Disease (PD): At least a 20% increase in the sum of the longest diameters
of target lesions, taking as reference the smallest sum longest diameter recorded since
the baseline measurements, or the appearance of one or more new lesion(s).

Stable Disease (SD): Neither sufficient shrinkage to qualify for partial response nor
sufficient increase to qualify for progressive disease. To be assigned a status of stable
disease, measurements must have met the stable disease criteria at least once after
study entry at a minimum interval of 6 weeks.

Non-Measureable Lesions

Non-Measurable Lesions are all other lesions or sites of disease. Measurements of these
lesions are not required, but the presence or absence of each should be noted throughout
follow-up.

6.1.2.

6.2.

Complete Response (CR): The disappearance of all non-measureable lesions.

Incomplete Response/Stable Disease (SD): The persistence of one or more non-
measureable lesion(s). To be assigned a status of stable disease, measurements must
have met the stable disease criteria at least once after study entry at a minimum
interval of 8 weeks.

Progressive Disease (PD): The appearance of one or more new lesion(s) and/or
unequivocal progression of existing non-measureable lesions.

Notes on progression and new lesions

For equivocal findings of progression (e.g. very small and uncertain new lesions; cystic
changes or necrosis in existing lesions), treatment may continue until the next
scheduled assessment. If at the next scheduled assessment, progression is
confirmed, the date of progression should be the earlier date when progression was
suspected.

A previous abnormal target lymph node that became normal and subsequently
enlarged in size meeting the criteria for a pathologic and measurable lymph node (a
short axis of 21.5 cm) should be added to the sum of diameters to determine if criteria
for progression are met based on target lesions.

A previously abnormal non-target lymph node that became normal and subsequently
recurred must meet the criteria for progression based on non-target lesions to be
considered progression.

A normal lymph node at baseline (<1.0 cm) that subsequently becomes pathologic is
considered a new lesion and should be considered progression.

If newly abnormal lymph node(s) of unclear etiology is driving the progression event,
continuation of treatment/follow-up and confirmation by a subsequent exam should be
contemplated. If it becomes clear that the new lymph node has not resolved, is not
resolving, or has increased in size, the date of progression would be the date the new
lymph node was first documented as meeting pathologic criteria.

CENTRAL RADIOLOGY REVIEW

Baseline and response assessment radiology images will be evaluated along with historic
images (CT, PET/CT, MRI collected from the time of diagnosis) for all evaluable patients
enrolled at Moffitt Cancer Center. For patients who were enrolled at outside of Moffitt, baseline
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and response assessment radiology images from patients with response will be submitted to
Moffitt for central review to confirm response. For this purpose, the scans obtained at the time
of best response will also need submitted. Please reference the Imaging Data Transmittal
Form for additional submission details.

7. ASSESSMENT OF SAFETY

7.1. ENDPOINTS OF SAFETY

Safety of cetuximab and nivolumab will be evaluated as indicated by intensity and incidence
of adverse events, graded according to US NCI CTCAE Version 4.1. Safety endpoints include:

Events leading to dose reduction
Events leading to permanent treatment discontinuation
The overall incidence and CTCAE v4.1 criteria grade of adverse events, as well as
relatedness of adverse events to treatment
e Causes of death

7.2. DEFINITIONS OF ADVERSE EVENTS

7.2.1. Adverse Event

An adverse event (AE) is defined as any untoward medical occurrence, including an
exacerbation of a pre-existing condition, in a patient in a clinical investigation who received a
pharmaceutical product. The event does not necessarily have to have a causal relation with
this treatment. Lab abnormalities not deemed clinically significant will not be collected.

7.2.2. Serious Adverse Event

A serious adverse event (SAE) is defined as any AE that results in death, is immediately life-
threatening, results in persistent or significant disability/incapacity, requires or prolongs patient
hospitalization, is a congenital anomaly/birth defect, or is to be deemed serious for any other
reason if it is an important medical event when based on appropriate medical judgement that
may jeopardize the patient and may require medical or surgical intervention to prevent one of
the other outcomes listed in the above definitions.

In addition, all reports of spontaneous abortion, abuse, and/or drug dependency shall be
considered as SAEs for regulatory reporting purposes.

Patients may be hospitalized for administrative or social reasons during the study (e.g., days
on which infusion takes place, long distance from home to site). These and other
hospitalizations planned at the beginning of the study do not need to be reported as an SAE
in case they have been reported at screening visit in the source data and have been performed
as planned.

Any SAEs that occur during the screening period or after lead-in cetuximab monotherapy (Day

-14 to Day -1 of Cycle 1) prior to the first dose of the cetuximab and nivolumab combination
do not need to be reported.
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7.2.3.

Intensity of Adverse Event

The intensity of adverse events should be classified and recorded according to the Common
Terminology Criteria for Adverse Events (CTCAE) version 4.1 in the CRF.

7.2.4.

7.2.5.

Causal Relationship of Adverse Event

Medical judgment should be used to determine the relationship, considering all
relevant factors, including pattern of reaction, temporal relationship, de-challenge or
re-challenge, confounding factors such as concomitant medication, concomitant
diseases and relevant history. Assessment of causal relationship should be recorded
in the CRFs.

Yes: There is a reasonable causal relationship between the investigational product
administered and the AE.

No:  There is no reasonable causal relationship between the investigational product
administered and the AE.

Worsening of the underlying disease or of other pre-existing conditions will be recorded
as an (S)AE in the CRF.

Changes in vital signs, ECG, physical examination, and laboratory test results will be
recorded as an (S)AE in the CRF, if they are judged clinically relevant by the
investigator.

Adverse Event and Serious Adverse Event Reporting

Upon inclusion into the study, the patient’s condition is assessed (e.g., documentation
of history/concomitant diagnoses and diseases) and relevant changes from baseline
are noted subsequently.

All adverse events, serious and non-serious, occurring during the screening period or
after lead-in cetuximab monotherapy (Day -14 to Day -1 of Cycle 1) prior to the first
dose of the cetuximab and nivolumab combination do not need to be reported.

All adverse events, serious and non-serious, occurring during the course of the
combination of cetuximab and nivolumab treatment (i.e., from Cycle 1 Day 1 onward
through the 100-day follow-up period) will be collected, documented, and reported to
the sponsor by the investigator on the appropriate CRFs/SAE reporting forms.

All adverse events will be followed for a minimum of 100 days after protocol treatment,
except in cases where a study participant has started a new antineoplastic therapy.
However, any SAE occurring after the start of a new treatment that is suspected to be
related to study treatment by the investigator will be reported. To allow for this
collection, the first Q3 month follow-up visit after the End of Treatment visit should be
an in-clinic visit if possible for the patient to come to the clinic.

Reporting will be done according to the specific definitions and instructions detailed in
the “Adverse Event Reporting” section of the Investigator Site File.
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* For each adverse event, the investigator will provide the onset date, end date, grade
according to CTCAE v4.1, treatment required, outcome, seriousness, and action taken
with the investigational drug. The investigator will determine the relationship of the
investigational drug to all AEs as defined in Section 7.2.1.

* Adverse events with onset within first administration of cetuximab therapy and 100
days after last administration of cetuximab will be considered as on treatment. All AEs,
including those persisting after end of study treatment must be followed up until they
have resolved or have been sufficiently characterized or the principal investigator
decides to not further pursue them.

e Serious and non-serious adverse events occurring later than 100 days after last
administration of trial drugs will only be reported in case they are considered drug-
related or trial (procedure) related.

e Deaths (unless they are considered drug-related or trial related) will not be reported as
SAE when they occur later than 100 days after last administration of the trial.

e Although adverse events attributed to the underlying malignancy under study will be
captured, disease progression itself will not be reported as an adverse event.

7.2.6. Responsibilities for SAE Reporting

The clinical management system being used for this study is The Online Collaborative
Research Environment (OnCore). OnCore will be used to record all study related information
for all registered subjects, including AEs and SAEs as defined in section 7.2.5. All serious
adverse events (SAE) must be reported to Lilly Global Patient Safety via fax within 24 hours
with a causality assessment, at 866-644-1697 or 317-453-3402. In addition, all serious
adverse events (SAE) must be reported to Brystol Myers Squibb within 24 hours with a
causality assessment, either via fax to 609-818-3804 or via email to
Worldwide.Safety@BMS.com.

8. BIOMARKER(S) AND CORRELATIVE STUDIES

Patients from the parent study will be eligible for participation on an optional basis in a tissue
biomarker study and the mandatory blood collection for biomarker correlative study.

8.1. CORRELATIVE WITH TISSUE

Tissue/Specimen Submission

Tumor tissue samples will be collected at pre- and post-treatment (collected between day 8
and 15 of cycle 1 and before cetuximab and nivolumab treatment at Cycle 1 Day 15) and at
the End of Treatment visit. The tumor tissue samples will be submitted to the Christine Chung's
laboratory for banking and translational research.

Pre-treatment formalin-fixed paraffin-embedded (FFPE) tumor samples (MANDATORY)

An FFPE tumor block or sufficient slides (see Lab Manual for further details) should be
submitted with the submission form. A Pathology Report and one hematoxylin and eosin-
stained slide documenting that the submitted block or slides contain tumor should also be
submitted with the tissue. The report and hematoxylin and eosin-stained slide must include
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the protocol number and patient’s case number. The patient's name and/or other identifying
information should be removed from the report. The surgical pathology numbers and
information must NOT be removed from the report. If the subject has multiple archival samples
available, samples from various settings may be requested.

Pre- and post-treatment tumor biopsy (collected between day 8 and 15 of cycle 1 and before
cetuximab and nivolumab treatment at Cycle 1 Day 15) and at the End of Treatment visit for
research purposed only (OPTIONAL)

The pre- and post-treatment tumor biopsy can be obtained from the primary tumor or lymph
node metastasis as a punch biopsy or a core needle biopsy: one punch or core in formalin
and the second punch or core in liquid nitrogen (or dry ice/ethanol slurry). Serial biopsies
should be performed from the same site, if feasible, but can otherwise be collected from other
sites of disease. The biopsy sample should be prepared (1) as a formalin-fixed paraffin-
embedded tumor block and shipped to Christine Chung's laboratory in ambient temperature,
and 2) as a flash frozen sample in liquid nitrogen (or dry ice/ethanol slurry) and shipped to
Christine Chung's laboratory on dry ice. The frozen specimens can be stored at -80°C (-70°C
to -90°C) until ready to ship. If a -80°C freezer is not available, samples can be stored short
term in a -20°C freezer (non-frost-free refrigerator preferred) for up to 7 calendar days (please
ship on Monday-Wednesday only).

8.2. CORRELATIVE WITH BLOOD

Blood samples from participating sites external to Moffitt must be submitted with the
submission form documenting the date of collection of the sample; the protocol number, the
patient’'s case number, time point of study, and method of storage (for example, stored at -
80°C). The frozen specimens can be stored at -80°C (-70°C to -90°C) until ready to ship. If a
-80°C freezer is not available, samples can be stored short term in a -20°C freezer (non-frost-
free refrigerator preferred) for up to 7 calendar days (please ship on Monday-Wednesday
only).

Please refer to the laboratory manual for processing and shipment instructions.

Specimen collection summary for correlative studies (Samples can be batched and sent

in one shipment)

Specimens for Correlative Studies

Specimens taken from

patient: Collected when: Submitted as: Shipped:
fiosue of arohival fissue iesue ook or | Block shipped
Pre-treatment ’ ambient

taken before initiation of
treatment

unstained slides
(see Lab Manual)

Fresh frozen tissue of
the primary or
metastatic tumor taken
before initiation of
treatment (for research
purposes only:
OPTIONAL)

Pre-treatment

Frozen tumorina 2 mL
cryovial

Tumor sent frozen
on dry ice via
overnight carrier

A paraffin-embedded
tissue of the primary or
metastatic tumor (for

Post-treatment taken: 1)
between day 8 and 15 of
Cycle 1 and before

Paraffin-embedded
tissue block

Block shipped
ambient
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research purposes only:
OPTIONAL)

cetuximab and
nivolumab treatment on

Cycle 1 Day 15,

2) at the End of

Treatment visit

Fresh frozen tissue of
the primary or
metastatic tumor (for
research purposes only:
OPTIONAL)

Post-treatment taken; 1)
between day 8 and 15 of
Cycle 1 and before
cetuximab and
nivolumab treatment on
Cycle 1 Day 15,

2) at the End of
Treatment visit

Frozen tumorina 2 mL
cryovial

Tumor sent frozen
on dry ice via
overnight carrier

PLASMA: 10 mL of
anticoagulated whole
blood in EDTA tube
(purple/ lavender top).

Pre-treatment
and

post-treatment taken: 1)

between day 8 and 15 of

Cycle 1 and before
cetuximab and
nivolumab treatment on
Cycle 1 Day 15,

2) after 3 cycles of study
drugs or 3 months from
starting the treatment if

off the study drugs,
3) at the End of
Treatment visit
4) at the end of 2-year
follow-up

Refer to Lab Manual for
processing, storage,
and shipping to Moffitt.

Plasma sent frozen
on dry ice via
overnight carrier

PBMC: 10 mL of
anticoagulated whole
blood in EDTA tube
(purple/ lavender top).

Pre-treatment
and

post-treatment taken: 1)

between day 8 and 15 of

Cycle 1 and before
cetuximab and
nivolumab treatment on
Cycle 1 Day 15,

2) after 3 cycles of study
drugs or 3 months from
starting the treatment if

off the study drugs,
3) at the End of
Treatment visit,
4) at the end of 2-year
follow-up

Refer to Lab Manual for
processing, storage,
and shipping to Moffitt.

Non-Moffitt site:
PBMC sent frozen
on dry ice via
overnight carrier

Submit materials for translational research as detailed in the lab manual.
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9. INVESTIGATIONAL PLAN

9.1. VISIT SCHEDULE
Details of study procedures are in the Study Calendar.

9.1.1. Screening Period
Therapeutic Parameters

Pre-study scans used to assess all measurable or non-measurable sites of disease must be
done within 4 weeks prior to registration.

Pre-study complete blood count (with differential and platelet count) should be done < 4 weeks
before registration.

All required pre-study chemistries should be done < 4 weeks before registration.

9.1.2. End of Study Treatment and Follow-up Period

Patients will be followed for 2 years from End of Treatment. Patient will be followed by treating
physicians as per standard of care.

9.1.3. Duration of Therapy
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Patients will receive protocol therapy unless:

o Patients completed the 24 cycles of the treatments.

e Treatment is interrupted for more than 12 consecutive weeks; patient’s protocol treatment
will be discontinued.

e Extraordinary medical circumstances have occurred. If at any time the constraints of this
protocol are detrimental to the patient’s health, protocol treatment should be discontinued.
Patient develops progressive disease; then the patient will discontinue protocol therapy.
Patient develops unacceptable toxicity; then the patient will discontinue protocol therapy.
Patients may withdraw consent and withdraw from the study at any time for any reason.

9.1.4. Duration of Follow-up

For this protocol, all patients, including those who discontinue protocol therapy early, will be
followed for response until progression and for survival for 2 years from the End of Treatment.
Patients that discontinue protocol therapy early without documented disease progression may
have their scans performed per standard of care. All patients must also be followed through
completion of all protocol therapy. Patients removed from study for unacceptable adverse
events will be followed until resolution or stabilization of the adverse event.

10.  STATISTICAL METHODS

10.1. STUDY DESIGN AND SAMPLE SIZE JUSTIFICATION

10.1.1. Phase | Study

Primary Objectives:
Phase I: To determine the safety and tolerability of concurrent cetuximab and nivolumab in
patients with recurrent and/or metastatic HNSCC.

Design and Sample Size: The dose escalation phase of the study will enroll 3 to 6 patients per
dose level using a standard 3+3 design.

The MTD will be determined using the following de-escalation rules:

« Patients will be enrolled sequentially and treated at one of the dose levels identified
below after the one dose of lead-in cetuximab. An initial set of 3 patients will be enrolled
at Dose Level 1. If no DLT (see below for the criteria) is observed during Cycle 1 (4
weeks), then enroliment in the phase |l as Dose Level 1 will be initiated.

o [fDLT is observed in 1 patient during Cycle 1 (4 weeks), then an additional 3 patients
will be enrolled at Dose Level 1 (total 6 patients). If DLT is observed in < 1 of 6 patients,
then enroliment in the phase Il as Dose Level 1 will be initiated.

o [f DLT is observed in 2 or more of 6 patients at Dose Level 1, then the MTD will have
been exceeded, and a set of 6 new patients will be enrolled at Dose Level -1. If DLT is
observed in < 1 of 6 patients, then enroliment in the phase Il as Dose Level -1 will be
initiated.
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e [If = 2 of 6 patients experience DLT at Dose Level -1, then the MTD will have been
exceeded. This combination will be determined to be unsafe to conduct the phase I

portion of the trial, and the trial will be discontinued.

: : Cetuximab: Nivolumab:
Cetuximab: Nivolumab: . -
Lead-In Day -14 | Lead-In Day -14 Sta”'[’)‘gﬁyc'e L Sta”ggﬁyc'e 1
of Cycle 1 only | of Cycle 1 only every 2 weeks every 2 weeks
Dose Level 1 500 mg/m? None 500 mg/m? 240 mg
Dose Level -1 500 mg/m? None 250 mg/m? 240 mg

The DLT period will start on Cycle 1 Day 1 of cetuximab and nivolumab and end on Cycle 1
Day 28. The toxicity after the lead-in cetuximab (Day -14 before Cycle 1 only) prior to the
dosing of cetuximab and nivolumab will not be included to the assessment of DLT.

The target DLT rate is <25%. The MTD will be defined as the dose of cetuximab and nivolumab
in which <1 of 3 patients experience a DLT or <2 of 6 patients experience a DLT with the next
higher dose having at least 2 patients experiencing a DLT. The MTD is the highest dose at
which at most 1 of 6 patients has a DLT.

No dose escalations or de-escalations are permitted within each patient’s treatment regimen,
although dose delays will be permitted. A patient who is withdrawn from the study before the
completion of the first cycle for a reason other than a DLT will be replaced.

This study will utilize the Cancer Therapy Evaluation Program CTCAE version 4.1 for toxicity
and event reporting. Dose-limiting toxicities will be observed until patients have completed
Cycle 1 (4 weeks).

A dose-limiting toxicity will be defined as any of the following events:

1. Grade 3 or 4 immune-related toxicities, including dermatitis, hepatitis, thyroiditis,

colitis, and pneumonitis.

2. Grade 4 cetuximab-related rash.

3. Grade 3 or 4 neutropenia (i.e., absolute neutrophil count < 1000 cells/mm?) that is
associated with a fever = 38.5°C or lasting longer than 5 days.
Grade 3 thrombocytopenia with bleeding or grade 4 thrombocytopenia.
Any grade 3 or 4 non-hematologic toxicity per NCI CTCAE v4.1 criteria that are
probably or definitely related to study therapy, except for alopecia, nausea, and
vomiting.

o~

10.1.2. Phase Il Study

Primary Objectives:

Phase Il Cohort A: To test if the overall survival rate of concurrent cetuximab and nivolumab
in patients who had progressed on at least one prior line of treatment for their recurrent and/or
metastatic HNSCC exceeds that of the historical data, which has an estimated one-year
survival rate of 36%.

Cohort A: We will assume 36% one-year overall survival based on the historical data from
nivolumab monotherapy.’® With our expected 56% one-year overall survival after the
combined treatment with both cetuximab and nivolumab, we will need to enroll 45 patients to
reach 90% power to see a statistically significant difference (P < 0.05) in overall survival. 45
evaluable patients will be treated at the MTD. In order to be considered evaluable, patients
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must complete the lead-in period and receive the C1D1 doses of cetuximab and nivolumab.
Non-evaluable subjects will be replaced.

Phase Il Cohort B: To test if the 1-year overall survival rate of concurrent cetuximab and
nivolumab in patients who has not had any prior treatments for their recurrent and/or
metastatic HNSCC exceeds that of the historical data, which has an estimated one-year
survival rate of 46%.

Cohort B: We will assume 46% one-year overall survival based on the historical data from
pembrolizumab monotherapy.** With our expected 66% one-year overall survival after the
combined treatment with both cetuximab and nivolumab, we will need to enroll 43 patients to
reach 90% power to see a statistically significant difference (P < 0.05) in overall survival. 43
evaluable patients will be treated at the MTD. In order to be considered evaluable, patients
must complete the lead-in period and receive the C1D1 doses of cetuximab and nivolumab.
Non-evaluable subjects will be replaced.

The sample size was obtained for the one-sample log-rank test from PASS15, with the
assumption that accrual will take one year with one-year follow-up.

Secondary Objectives:
o To estimate response rate of patients treated with concurrent cetuximab and
nivolumab who have recurrent and/or metastatic HNSCC.

The response rate will be estimated using binomial theory with Wilson’s method for the 95%
confidence interval.

e To estimate progression-free survival of patients treated with concurrent cetuximab
and nivolumab who have recurrent and/or metastatic HNSCC.

The median and 1-year progression-free survival rates will be estimated from the Kaplan-
Meier curve with its 95% confidence interval.

e To evaluate the toxicity of the cetuximab and nivolumab combination in this patient
population.

The toxicity data will be provided in a table by major toxicity category and for the highest
toxicity grade for the patient.

Exploratory Objectives:

e To identify potential biomarkers related to response to concurrent cetuximab and
nivolumab in patients with recurrent and/or metastatic HNSCC.

Exploratory analysis to assess the association of potential biomarkers with disease response
will be made using logistic regression.

e To determine a quantitative radiomics based on CT and/or PET images as a
prognostic biomarker in recurrent or metastatic HNSCC

Exploratory analysis to assess the association of potential radiomics signatures with disease
response will be made using logistic regression.

11.  ADMINISTRATION, HANDLING OF DATA, AND SAFETY MONITORING
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11.1. PROTOCOL AMENDMENTS

Any changes to the protocol will be made in the form of an amendment and must be approved
by the coordinating site IRB before implementation. Any modifications made to the protocol or
informed consent document according to local requirements or any other reason may also
require approval from sponsoring agencies.

11.2. INFORMED CONSENTS

An investigator will explain to each participant the nature of the study, its purpose, procedures
involved, expected duration, and potential risks and benefits. All patients will be informed that
participation in the study is voluntary and that they may withdraw from the study at any time,
and that withdrawal of consent will not affect their subsequent medical treatment. This
informed consent will be given by means of a standard written statement and will be submitted
for IRB approval prior to use. No patient will enter the study before informed consent has been
obtained. In accordance with the Health Information Portability and Accountability Act
(HIPAA), the written informed consent document (or a separate document to be given in
conjunction with the consent document) will include a subject authorization to release medical
information to the study sponsor and supporting agencies and/or allow these bodies, a
regulatory authority, or Institutional Review Board access to the patient’s medical information,
which includes all hospital records relevant to the study, including the patient’s medical history.

11.3. ETHICS AND GOOD CLINICAL PRACTICE

This study must be carried out in compliance with the protocol and Good Clinical Practice, as
described in:

1. ICH Harmonized Tripartite Guidelines for Good Clinical Practice 1996.

2. US 21 Code of Federal Regulations dealing with clinical studies (including parts 50
and 56 concerning informed consent and IRB regulations).

3. Declaration of Helsinki, concerning medical research in humans
(Recommendations Guiding Physicians in Biomedical Research Involving Human
Subjects, Helsinki 1964, amended Tokyo 1975, Venice 1983, Hong Kong 1989,
Somerset West 1996).

The investigator agrees to adhere to the instructions and procedures described in it and
thereby to adhere to the principles of Good Clinical Practice that it conforms to.

11.4. REGULATORY AUTHORITIES

11.4.1. Institutional Review Board

Information regarding study conduct and progress will be reported to the Institutional Review
Board (IRB) per the current institutional standards of each participating center.

11.4.2. Food and Drug Administration
This trial involves an Investigational New Drug (IND) exemption.

11.5. DATA QUALITY ASSURANCE

11.5.1. Data Management

All information will be collected on study-specific CRFs by the study staff at each institution.
The necessary forms will be provided to each site by the Coordinating Center.
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The completed forms will be forwarded to the Coordinating Center for central review and
inclusion in the study dataset with relevant source documentation as outlined in the CRFs.
The data submission schedule is as follows:

At the time of registration:

- Registration Form

- Informed Consent Form (signed by the patient)
- Eligibility Checklist

- Source documents related to eligibility.

Within 2 weeks after registration:

- Baseline study CRFs
- Pertinent source documents

Within 2 weeks after 30-day follow-up:

- On-study CRFs
- Pertinent source documents

All study data will be reviewed for completeness and accuracy by the Protocol Chair. The
Principal Investigator (or his/her designee) at each respective institution is responsible for
review and for ensuring the completeness and accuracy of the data generated by his/her
institution. The study data will also be periodically reviewed by the Moffitt Cancer Center
Clinical Research Office.

Registration Procedures with Moffitt Clinical Research Network (MCRN) Office

All subjects must be registered with the MCRN Coordinating Center to be able to participate
in a trial. The participating site must fax or email the completed study specific eligibility
checklist and registration forms, supporting documents and signed informed consent to the
Coordinating Center. Unsigned or incomplete forms will be returned to the site. Once
documents are received, the MCRN Research Coordinator will review them to confirm
eligibility and to complete the registration process. If eligibility cannot be confirmed, the
research coordinator will query the site for clarification or additional documents as needed.
Subjects failing to meet all study eligibility requirements will not be registered and will be
unable to participate in the trial.

Upon completion of registration, the MCRN Research Coordinator will provide the
participating site with the study sequence number on the completed registration form
(APPENDIX 3).

It is the responsibility of the participating Investigator or designee to inform the subject of
the research treatment plan and to conduct the study in compliance with the protocol as
agreed upon with Moffitt Cancer Center and approved by the site’s IRB.

To register a patient send the completed signed eligibility checklist along with supporting
documentation to the MCRN via email at ESC _Partnerships@moffitt.or g or via fax at 813-745-
5666, Monday through Friday between 8:00AM and 5:00PM (EST).

11.5.2. Meetings and Conference Calls

Scheduled meetings and conference calls will take place as needed with the medical oncology
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co-investigators and study personnel involved at the coordinating center and participating
sites. In addition, separate meetings will be scheduled and include the protocol principal
investigator, study coordinator(s), data manager(s), collaborators, and biostatistician involved
with the conduct of the protocol. During these meetings, matters related to the following will
be discussed: safety of protocol participants, validity and integrity of the data, enroliment rate
relative to expectation, characteristics of participants, retention of participants, adherence to
protocol (potential or real protocol violations), data completeness, and progress of data for
objectives.

11.5.3. Monitoring and Auditing

Data will be captured in OnCore, Moffitt's Clinical Trials Database. Regulatory documents and
case report forms will be monitored internally according to Moffitt Cancer Center Monitoring
Policies. Monitoring will be performed regularly to verify data is accurate, complete, and
verifiable from source documents; and the conduct of the trial is in compliance with the
currently approved protocol/amendments, Good Clinical Practice (GCP), and applicable
regulatory requirements.

To obtain access to OnCore, the External Site Coordination (ESC) office Coordinator will
supply forms required to be completed by the site staff. Once the completed forms are
received, the site coordinator will receive DUO access, logon/password, and information on
how to access OnCore. The ESC office will provide OnCore training to the site once initial
access is granted and on an ongoing basis, as needed.

Protocol Monitoring Committee (PMC)
The PMC meets monthly and reviews accrual, patterns and frequencies of all adverse events,
protocol violations and when applicable, internal audit results.

The Protocol Chair is responsible for monitoring the study. Data must be reviewed to ensure
the validity of data, as well as the safety of the participants. The Protocol Chair will also monitor
the progress of the trial, review safety reports, and clinical trial efficacy endpoints and to
confirm that the safety outcomes favor continuation of the study.

The Protocol Chair will be responsible for maintaining the clinical protocol, reporting adverse
events, ensuring that consent is obtained and documented, reporting of unexpected
outcomes, and reporting the status of the trial in the continuing renewal report submitted to
the IRB and to the trial monitoring review group. Content of the continuing renewal report at a
minimum should include year-to-date and full trial data on the following: accrual and eligibility,
protocol compliance, treatment administration, toxicity and ADR reports, response, survival,
regulatory compliance, and compliance with prearranged statistical goals. The report should
be submitted in a timely manner according to the schedule defined by the Moffitt Cancer
Center Institutional Review Board.

Regulatory documents and case report forms will be monitored internally according to Moffitt
Cancer Center Monitoring Policies. Monitoring will be performed regularly by the MCC Clinical
Monitoring Core for accuracy, completeness, and source verification of data entry, validation
of appropriate informed consent process, reporting of SAEs, and adherence to the protocol,
Good Clinical Practice (GCP) guidelines, and applicable regulatory requirements.

12. COORDINATING CENTER AND SITE RESPONSIBILITIES

12.1. PROTOCOL CHAIR
The Protocol Chair is responsible for performing the following tasks:
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12.2.

Coordinating, developing, submitting, and obtaining approval for the protocol as well
as its subsequent amendments.

Ensuring that all participating institutions are using the correct version of the protocol.

Taking responsibility for the overall conduct of the study at all participating institutions
and for monitoring the progress of the study.

Reviewing and ensuring reporting of Serious Adverse Events (SAE).
Reviewing data from all sites.
Protocol chair has the authority to stop the study.

COORDINATING CENTER

The Coordinating Center is responsible for performing the following tasks:

12.3.

Ensuring that IRB approval has been obtained at each participating site prior to the
first patient registration at that site and maintaining copies of IRB approvals from each
site.

Managing central patient registration.
Collecting and compiling data from each site.

Establishing procedures for documentation, reporting, and submitting of AEs and
SAEs to the Protocol Chair and all applicable parties.

Facilitating audits by securing selected source documents and research records from
participating sites for audit, or by auditing at participating sites.

PARTICIPATING SITES

Participating sites are responsible for performing the following tasks:

Following the protocol as written and the guidelines of Good Clinical Practice.
Submitting data to the Coordinating Center.

Registering all patients with the Coordinating Center by submitting patient registration
form and signed informed consent promptly.

Providing sufficient experienced clinical and administrative staff and adequate facilities
and equipment to conduct a collaborative trial according to the protocol.

Maintaining regulatory binders on site and providing copies of all required documents
to the Coordinating Center.

Collecting and submitting data according to the schedule specified by the protocol.
Site principal investigators have the authority to stop the study at each site.
Site principal investigators will review and ensure reporting of SAEs.

Additional responsibilities for participating sites are described below.

12.3.1 Staffing

The participating sites will provide experienced staff and adequate equipment and facilities to
support this clinical trial. The participating sites will also be responsible for research staff
training, human patient research, and HIPAA compliance, as well as the continuing education
in these areas as required by local institutional standards.
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12.3.2. Documentation

Each participating site is responsible for submitting copies of all relevant regulatory
documentation to the Coordinating Center. The required documents include, but are not
limited to the following: local IRB approvals (i.e., protocol, consent form, amendments, patient
brochures and recruitment material), IRB membership rosters, summary of unanticipated
problems or protocol deviations, and documentation of expertise of the investigators. The
Coordinating Center will provide each participating site with a comprehensive list of the
necessary documents. It is the responsibility of the participating sites to maintain copies of all
documentation submitted to the Coordinating Center.

The requirements for data management, submissions, and monitoring are outlined below.

12.3.3. Confidentiality

All unpublished information that the Coordinating Center gives to the investigator shall be kept
confidential and shall not be published or disclosed to a third party without the prior written
consent of the Protocol Chair (or her designee).

12.3.4. Record Retention

Following closure of the study, each participating center will maintain a copy of all site study
records in a safe and secure location. The Coordinating Center will inform the investigator at
each site at such time that the records may be destroyed. This will also follow each institution
guidelines

12.3.5. Publication

It is understood that any manuscript or releases resulting from the collaborative research will
be circulated to all participating sites prior to submission for publication or presentation. The
Protocol Chair will be the final arbiter of the manuscript content.

12.3.6. Additional Information

Each participating site is responsible for submitting additional information as requested by the
Protocol Chair (or her designee).

12.4. RECORDS

Case Report Forms (CRFs) for individual patients will be provided by the Principal Investigator.

12.4.1. Source Documents
Source documents provide evidence for the existence of the patient and substantiate the
integrity of the data collected. Source documents are filed at the investigator’s site.

Data entered in the CRFs that are transcribed from source documents must be consistent with
the source documents or the discrepancies must be explained. The investigator may need to
request previous medical records or transfer records, depending on the study; also current
medical records must be available.

For CRFs, all data must be derived from source documents.
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12.4.2. Direct Access to Source Data and Documents

The investigator/institution will permit study-related monitoring, audits, IRB review, and
regulatory inspection, providing direct access to all related source data/documents. CRFs and
all source documents, including progress notes and copies of laboratory and medical test
results, must be available at all times for review by the clinical study monitor and auditor and
for inspection by health authorities (e.g., FDA). The Clinical Research Associate/on-site
monitor and auditor may review all CRFs and written informed consents. Data will be captured
in Oncore, Moffitt's Clinical Trials Database.

12.5. STATEMENT OF CONFIDENTIALITY

Individual patient medical information obtained as a result of this study is considered
confidential and disclosure to third parties is prohibited with the exceptions noted below.

Patient confidentiality will be ensured by using patient identification code numbers.

Treatment data may be given to the patient's personal physician or to other appropriate
medical personnel responsible for the patient’s welfare. Data generated as a result of the study
need to be available for inspection on request by the participating physicians or the Grantor’s
representatives, by the IRB, and by the regulatory authorities.

12.6. COMPLETION OF STUDY

The IRB/competent authority needs to be notified about the end of the trial (last patient/patient
out, unless specified differently in the clinical study protocol) or early termination of the trial.
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14. APPENDICES

14.1 APPENDIX 1: TUMOR RESPONSE ASSESSMENT ACCORDING TO RECIST 1.1

Response criteria for target lesions

1. Complete Response (CR): Disappearance of all target lesions. Any pathological
lymph nodes (whether target or non-target) must have
a reduction in short axis to < 10 mm).

2. Partial Response (PR): At least a 30% decrease in the sum of diameters of
target lesions, taking as reference the baseline sum
diameters.

3. Progression (PD): At least a 20% increase in the sum of diameters of

target lesions, taking as references the smallest sum
on study (this includes the baseline sum if that is the
smallest on study). In addition to the relative increase
of 20%, the sum must also demonstrate an absolute
increase of at least 5 mm (note: the appearance of one
or more new lesions is also considered progression).

4. Stable Disease (SD): Neither sufficient shrinkage to qualify for PR nor
sufficient increase to qualify for PD, taking as
references the smallest sum diameters while on study.

Response criteria for non-target lesions

1. Complete Response (CR): Disappearance of all non-target Ilesions and
normalization of tumor marker level. All lymph nodes
must be non-pathological in size (< 10 mm short axis).

2. Non-CR/Non-PD: Persistence of one or more non-target lesion(s) or/and
maintenance of tumor marker level above the normal
limits.

3. Progression (PD): Unequivocal progression of existing non-target lesions

(note: the appearance of one or more new lesions is
also considered progression).

Overall response

Target lesions Non-Target lesions | New lesions Overall response
CR CR No CR
CR Non-CR/Non-PD No PR
CR Not evaluated No PR
PR Non-PD or not all | No PR
evaluated
SD Non-PD or not all | No SD
evaluated
Not all evaluated Non-PD No NE
PD Any Yes or No PD
Any PD Yes or No PD
Any Any Yes PD
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14.2 APPENDIX 2: ECOG SCALE

IND#: Exempt

Protocol Version 13.0, 10/28/2020

ECOG Performance Status Scale Karnofsky Performance Scale

Grade Description Percent | Description

0 Normal activity. Fully active, | 100 Normal, no complaints, no
able to carry on all pre- evidence of disease.
disease performance without | 90 Able to carry on normal activity;
restriction. minor signs or symptoms of

disease.

1 Symptoms, but ambulatory. | 80 Normal activity with effort;
Restricted in  physically some signs or symptoms of
strenuous activity, but disease.
ambulatory and able to carry | 70 Cares for self; unable to carry
out work of a light or on normal activity or to do
sedentary nature (e.g., light active work
housework, office work).

2 In bed < 50% of the time. | 60 Requires occasional
Ambulatory and capable of all assistance, but is able to care
self-care, but unable to carry for most of his/her needs.
out any work activities. Up | 50 Requires considerable
and about more than 50% of assistance and frequent
waking hours. medical care

3 In bed > 50% of the time. | 40 Disabled, requires special care
Capable of only limited self- and assistance.
care, confined to bed or chair | 30 Severely disabled,
more than 50% of waking hospitalization indicated.
hours. Death not imminent

4 100% bedridden. Completely | 20 Very sick, hospitalization
disabled. Cannot carry on indicated. Death not imminent.
any self-care. Totally 10 Moribund, fatal processes
confined to bed or chair. progressing rapidly.

L Dead. 0 Dead.

Page 55 of 64




Study Number: MCC 19178 IND#: Exempt Protocol Version 13.0, 10/28/2020

14.3 APPENDIX 3: PATIENT REGISTRATION FORM

MCC #19178 — A PHASE I/ll STUDY OF CONCURRENT CETUXIMAB AND NIVOLUMAB
IN PATIENTS WITH RECURRENT AND/OR METASTATIC HEAD AND NECK SQUAMOUS
CELL CARCINOMA

STEP 1: To register a patient, fax Patient Registration Form (with Box 1 & 2
completed), completed eligibility checklist, signed page only of ICF, Pathology report,

physician note, CT scan/MRI and labs to 813-745-5666 or email to
ESC Partnerships@moffitt.orq

Site name: Phone Number:
Coordinator Name: Fax Number:
B Patient Initials (FML): DOB: MR #:
O [Race:[ | White [ ] African American/Black [ | Other:
X Ethnicity: [ | Non Hispanic / Latino [ | Hispanic / Latino [ ] Other:
1 Sex:[ | Male [ | Female
Date ICF/HIPAA signed: Consent Version:
Enrolling Physician:
Archival Tissue being sent to Moffitt? Yes[ | No|[ ]
STEP 2: Eligibility Confirmation by Site Investigator (complete box 2)
B | [ ] Eligible [ ] Ineligible - Reason for ineligibility:
o Completed Eligibility Checklist attached: Yes [ | No [ ] Anticipated Date to Initiate
X Treatment:
2 Site Investigator Signature: Print Name:
Date:
B CONFIRMATION OF ELIGIBILITY/REGISTRATION - To Be Completed By
o Moffitt Coordinator
X | Subjectis deemed: [ ] Eligible [ ] Ineligible - Reason for ineligibility:
3 Assigned Sequence number:
Moffitt Coordinator Signature: Date:

Please contact MCRN with any questions: e-mail ESC Partnerships@moffitt.org

IMPORTANT: THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE INDIVIDUAL OR ENTITY TO
WHICH IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL
AND EXEMPT FROM DISCLOSURE UNDER APPLICABLE LAW.

This transmission may be confidential or protected from disclosure and is only for review by the intended
recipient. Access by anyone else is unauthorized. Any unauthorized reader is therefore notified that any review,
use, dissemination, disclosure or copying of this information, or an act or omission taken in reliance on it, is
prohibited and may be unlawful. If you received this transmission in error, please notify the sender immediately.

Page 56 of 64




Study Number: MCC 19178 IND#: Exempt Protocol Version 13.0, 10/28/2020

4.3 APPENDIX 4: MANAGEMENT ALGORITHMS
Updated 05-07-2016

These general guidelines constitute guidance to the Investigator and may be supplemented at the discretion of the treating physician. The
guidance applies to all immuno-oncology agents and regimens.

A general principle is that differential diagnoses should be diligently evaluated according to standard medical practice. Non-inflammatory
etiologies should be considered and appropriately treated.

Corticosteroids are a primary therapy for immuno-oncology drug-related adverse events. The oral equivalent of the recommended IV doses
may be considered for ambulatory patients with low-grade toxicity. The lower bioavailability of oral corticosteroids should be taken into account
when switching to the equivalent dose of oral corticosteroids.

Consultation with a medical or surgical specialist, especially prior to an invasive diagnostic or therapeutic procedure, is recommended.

The frequency and severity of the related adverse events covered by these algorithms will depend on the immuno-oncology agent or regimen
being used.
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IND#: Exempt

Protocol Version 13.0, 10/28/2020

Gl Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause is identified, treat accordingly and continue I-O therapy. Opiates/narcotics
may mask symptoms of perforation. Infliximab should not be used in cases of perforation or sepsis.

Continue 1-O therapy per
protocol
Symptomatic treatment

+ Close monitoring for worsening symptoms.

* Educate patient to report worsening immediately
If worsens:

* Treat as Grade 2 or 3/4

Delay I-O therapy per protocol

Symptomatic treatment

Ifimproves to grade 1:

* Resume I-O therapy per protocol

I persists > 5-7 days or recur:

* 0.5-1.0 mg/kg/day methylprednisolone or oral equivalent

* When symptoms improve to grade 1, taper steroids over
at least 1 month, consider prophylactic antibiotics for
opportunistic infections, and resume I-O therapy per
protocol.

If worsens or persists > 3-5 days with oral steroids:
+ Treat as grade 3/4

Discontinue I-O therapy per

protocol

1.0 to 2.0 mg/kg/day
methylprednisolone IV or

equivalent

Add prophylactic antibiotics for

opportunistic infections
Consider lower endoscopy

v

If improves:
+ Continue steroids until grade 1, then taper over at

least 1 month
If persists > 3-5 days, or recurs after improvement:
+ Add infliximab 5 mg/kg (if no contraindication).
Note: Infliximab should not be used in cases of
perforation or sepsis

Patients on IV steroids may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier, once sustained clinical
improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when switching to the equivalent dose of oral

corticosteroids.
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Renal Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue I-O therapy

If returns to baseline:
*Resume routine creatinine monitoring per protocol
If worsens:

* Continue I-O therapy per protocol
+ Monitor creatinine weekly

*Treat as Grade 2 or 3/4
* Delay I-O therapy per protocol If returns to Grade 1:
* Monitor creatinine every 2-3 days *Taper steroids over at least 1 month, consider prophylactic
* 0.5 to 1.0 mg/kg/day antibiotics for opportunistic infections, and resume 1-O therapy
methylprednisolone IV or oral and routine creatinine monitoring per protocol
equivalent
* Consider renal biopsy with If elevations persist > 7 days or worsen:
nephrology consult *Treat as Grade 4

-

Discontinue I-O therapy per
protocol

Monitor creatinine daily
1.0-2.0 mg/kg/day
methylprednisolone IV or IV
equivalent

Consult nephrologist
Consider renal biopsy

If returns to Grade 1 : Taper steroids over at least 1 month and
add prophylactic antibiotics for opportunistic infections

Patients on IV steroids may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier, once sustained clinical
improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when switching to the equivalent dose of oral
corticosteroids.

Updated 05-Jul-2016
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Pulmonary Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue I-O therapy. Evaluate with imaging

and pulmonary consultation.

* Consider delay of I-O therapy

* Monitor for symptoms every 2-3
days

+ Consider Pulmonary and ID
consults

* Re-image at least every 3 weeks
If worsens:
* Treat as Grade 2 or 3-4

Delay I-O therapy per protocol
Pulmonary and ID consults
Monitor symptoms daily, consider
hospitalization

1.0 mg/kg/day methyl-
prednisolone IV or oral equivalent
Consider bronchoscopy, lung
biopsy

* Re-image every 1-3 days

If improves:

* When symptoms return to near baseline, taper steroids over
at least 1 month and then resume |I-O therapy per protocol
and consider prophylactic antibiotics

if . . frer 2 | S

* Treat as Grade 3-4

Discontinue |-O therapy per
protocol

Hospitalize

Pulmonary and ID consults
2-4 mg/kg/day
methylprednisolone IV or IV
equivalent

Add prophylactic antibiotics for
opportunistic infections
Consider bronchoscopy, lung
biopsy

If improves to baseline:
* Taper steroids over at least 6 weeks
If not improving after 48 hours or worsening:

* Add additional immunosuppression

Patients on IV steroids may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier, once sustained clinical
improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when switching to the equivalent dose of oral

corticosteroids.

Updated 05-Jul-2016
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Hepatic Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue I-O therapy. Consider imaging for
obstruction.

« Continue I-O therapy per protocol

* Continue LFT monitoring per protocol
If worsens:
* Treat as Grade 2 or 3-4

* Delay I-O therapy per protocol
* Increase frequency of monitoring
to every 3 days

If returns to baseline:
*Resume routine monitoring, resume 1-O therapy per protocol

If elevations persist > 5-7 days or worsen :

= 0.5-1 mg/kg/day methylprednisolone or oral equivalent and
when LFT returns to grade 1 or baseline, taper steroids over at
least 1 month, consider prophylactic antibiotics for
opportunistic infections, and resume I-O therapy per protocol

= Discontinue |-O therapy*

* Increase frequency of monitoring
to every 1-2 days

+ 1.0 to 2.0 mg/kg/day
methylprednisolone IV or IV
equivalent**

« Add prophylactic antibiotics for
opportunistic infections

« Consult gastroenterologist

If returns to grade 2:
* Taper steroids over at least 1 month

If does not improve in >3-5 days, worsens or rebounds:

* Add mycophenolate mofetil 1 g BID

« If no response within an additional 3-5 days, consider other
immunosuppressants per local guidelines

Patients on |V steroids may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier, once sustained clinical
improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when switching to the equivalent dose of oral corticosteroids.
*|-0 therapy may be delayed rather than discontinued if AST/ALT < 8 x ULN or T.bili £5 x ULN.

**The recommended starting dose for grade 4 hepatitis is 2 mg/kg/day methylprednisolone IV.

Updated 05-Jul-2016
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Endocrinopathy Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue |-O therapy. Consider visual field testing,
endocrinology consultation, and imaging.

o « Continue I-O therapy per protocol
Asvmptom_at.’c « If TSH < 0.5 x LLN, or TSH > 2 x ULN, or consistently out of range in 2 subsequent measurements: include fT4 at
TSH elevatlo.n subsequent cycles as clinically indicated; consider endocrinology consult
If improves (with or without
* Evaluate endocrine function hormone replacement):
* Consider pituitary scan * Taper steroids over at least 1
month and consider prophylactic
Symptomatic Sym Itc::matii:‘with abnormal IabI ituitary scan: anftibiotics for opportunistic
* Delay I-O therapy per protoco infections
endocrinc'pathy + 1-2 mg/kg/day methylprednisolone IV or PO equivalent * Resume I-O therapy per protocol
* |nitiate appropriate hormone therapy * Patients with adrenal
insufficiency may need to

No abnormal lab/pituitary MRI scan but symptoms persist: continue steroids with
* Repeat labs in 1-3 weeks / MRI in 1 month mineralocorticoid component

Suspicion of adrenal + Delay or discontinue I-O therapy per protocol

crisis (e.g‘ severe * Rule out sepsis
d ehydra-ti on, . Strfe;ssddose of IV steroids with mineralocorticoid activity

* |V fluids

hypotenslon,_ shock * Consult endocrinologist

out of proportion to * If adrenal crisis ruled out, then treat as above for symptomatic

current illness endocinopathy

Patients on IV steroids may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier,
once sustained clinical improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when

switching to the equivalent dose of oral corticosteroids.
Updated 05-1ul-2016

Page 62 of 64



Study Number: MCC 19178 IND#: Exempt Protocol Version 13.0, 10/28/2020

Skin Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue |-O therapy.

If persists > 1-2 weeks or recurs:
* Consider skin biopsy
« Delay I-O therapy per protocol

+ Symptomatic therapy (e.g. antihistamines, * Consider 0.5-1.0 mg/kg/day methylprednisolone IV or
topical steroids) oral equivalent. Once improving , taper steroids over
» Continue I-O therapy per protocol at least 1 month, consider prophylactic antibiotics for
opportunistic infections, and resume I-O therapy per
protocol
If worsens:

* Treat as Grade 3-4

* Delay or discontinue I-O therapy per

protocol If improves to Grade 1:
* Consider skin biopsy » Taper steroids over at least 1 month and add
* Dermatology consult ) prophylactic antibiotics for opportunistic infections
* 1.0-2.0 mgfkgfday v methylpredmsolone * Resume I-O thefapv per pmtocol

IV or IV equivalent

Patients on IV steroids may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier, once sustained clinical
improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when switching to the equivalent dose of oral corticosteroids.
*Refer to NCI CTCAE v4 for term-specific grading criteria.

Af SIS/TEN is suspected, withhold 1-O therapy and refer patient for specialized care for assessment and treatment. If SJS or TEN is diagnosed, permanently
discontinue I-O therapy.

Updated 05-Jul-2016
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Neurological Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue I-O therapy.

Continue to monitor the patient.
If worsens:
* Treat as Grade 2 or 3-4

« Continue I-O therapy per protocol

-

Delay I-O therapy per protocol

* Treat symptoms per local guidelines
* Consider 0.5 to 1.0 mg/kg/day
methylprednisolone IV or PO
equivalent

If improves to baseline:
*Resume I-O therapy per protocol when improved to baseline

If worsens:
* Treat as Grade 3-4

* Discontinue I-O therapy per protocol

* Obtain neurology consult

* Treat symptoms per local guidelines

* 1.0-2.0 mg/kg/day IV
methylprednisolone IV or IV equivalent

* Add prophylactic antibiotics for
opportunistic infections

\f improves to Grade 2:

» Taper steroids over at least 1 month

If worsens or atypical presentation:
+ Consider IVIG or other immunosuppressive therapies per
local guidelines

Patients on IV steroids may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier,
once sustained clinical improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when
switching to the equivalent dose of oral corticosteroids.

Updated 05-Jul-2016
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