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1. OVERVIEW

The purpose of this document is to provide study sites with guidance on the identification and management of
Events of Clinical Interest for the MK-3475 (also known as pembrolizumab) program.

Based on the literature review [1-11], and consideration of mechanism of action of pembrolizumab, potential
immune-related adverse events {irAEs) are the primary Event of Clinical Interest (ECI). Immune-related AEs
are adverse events associated with the treatment of patients with immunotherapy treatments that appear to be
associated with the immune therapy’s mechanism of action. Based on these potential irAEs, the sponsor has
defined a list of specific adverse event terms (ECIs) that are selected adverse experiences that must be
reported to Merck within 24 hours from the time the Investigator/physician is aware of such an occurrence,
regardless of whether or not the investigator/physician considers the event to be related to study drug(s). In
addition, these ECIs require additional detailed information to be collected and entered in the study database.
ECls may be identified through spontaneous patient report and / or upon review of subject data. Table 1
provides the list of terms and reporting requirements for AEs that must be reported as ECls for MK-3475
protocols. Of note, the requirement for reporting of ECls applies to all arms, including comparators, of MK-
3475 clinical trials

Given that our current list of events of clinical interest is not comprehensive for all potential immune-related
events, it is possible that AEs other than those listed in this document may be observed in patients receiving
pembrolizumab. Therefore any Grade 3 or higher event that the investigator/physician considers to be
immune-related should be reported as an ECI regardless of whether the specific event term is in Table 1 and
reported to Merck within 24 hours from the time the Investigator/physician is aware of such an occurrence.
Adverse events that are both an SAE and an ECI should be reported one time as an SAE only, however the
event must be appropriately identified as an ECI as well in in the database.
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Table 1: Events of Clinical Interest

Pneumonitis (reported as ECIIf > Grade 2)”

Acute interstitiaf pneumonitis [ Interstitial lung discase 1 Pneumonitis

Colitis (reported as ECI if > Grade 2 or, any grade resulfing in dose modification or use of systemic sterolds to treat the AE)
Intestinat Obstruction Colitis Colitis microscopic

Enterocolitis Enterocolitts hemorrhagic Gastrointestinal perforation

Necrotizing colitis Diarrhea

Endocrine (reported a3 ECLIf > Grade 3 or = Grade 2 sad resulting in dose modification or use of systemic sterolds to treat
the AE). % Nt bleiad it

Adrenal Insufficiency Hyperthyroidism Hypophysitis

Hypopituilarism Hypothyroidism Thyroid disorder

Thyroiditis Hyperglycemia, if =Grade 3 and associated with ketosis or metabolic acidosis (DK A)
Endocrine (reported as ECI) T ST R e e g P e b TR
Type 1 diabetes mellitus (if new onset) ] |

Eéii_;a_i_lo_hi_i_g (reported as ECI if-> Grade 3 'or any grade resulting in dugmodtluﬂnq dr'j:_:eiq[mliml:‘sge'rold: to tyeat the

Autoimmune hemolytic anemia Aplastic anernia g.‘;%';‘bnm WL TR 2 B T

Idiopathic (or immune) Thrombocylopenia | Disseminated Intravascutar Coagulation
Purpura (ITP) {DIC}

Haemolytic Uraemic Syndrome (HUS)

Any Grade 4 anemia regardless of underlying mechanism

Hepatlc (reported as ECI ;> Grade 2, or any grade resulting in dose modification or usa of systemic sterojds g treat the AE)

Hepatitis f Autcimmune hepatitis [ Transaminase ¢levations (ALT and/or AST)
Infiislon Reactions (reported s ECI for any grade) T A s R a1 B
Allergic reaction Anaphylaxis Cytokine release syndrome

Serum sickness Infusion reactions Infusion-like reactions

Neurolpgic (reported as ECl'foranygrade) = =~~~ = B

Autoimmune nevropathy Guillain-Barre syndrome Demyeclinating polyneuropathy
Myasthenic syndrome

Ocular (report as ECLIf = Grade 2 or any grade resulting in dese modification or use of systemic steroids to treat the AE)
Uveitis | ritis |

Renal (reported as ECI if > Grade 2) i T A T FL :

Nephritis Nephritis autoimmune L Renal Failure

Creatinine elevations (report as ECI if >Grade 3 or any grade resulting in dose

OIS modification or use of systemic steroids to treat the AE)

Skin (reported as ECI for any grade)

Dermatitis exfoliative Erythema multiforme Stevens-Johnson syndrome

Toxic cpidermal necrolysis

Skin'(reported &8s ECI if > Grade 3)

Pruritus Rash Rash generalized

Rash maculo-papular

Any rash considered clinically significant in the physician’s jJudgment

Other (reporied as ECI for any grade)

Myocarditis [ Pancreatitis Pericarditis

Any other Grade 3 event which is considered immune-related by the physician
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Each of the events above is described within this guidance document, along with site requirements for
reporting these events to the Sponsor. The information collected should be entered into the narrative field(s)
of the Adverse Event module in the database (please note, if narrative entry into the database is not available,
please use the narrative text box on the 1727/AER Form). If additional Medical History or Concomitant
Medications are reported, the Medical History and Concomitant Medication modules in the database must be
updated.

In addition, the guidelines include recommendations on the management of these ECls. These guidelines are
intended to be applied when the physician determines the events to be related to pembrolizumab. Note: if after
the evaluation the event is determined not to be related, the physician is instructed to follow the ECI reporting
guidance but does not need to follow the treatment guidance (below). Therefore, these recommendations
should be seen as guidelines and the treating physician should exercise individual clinical judgment based on
the patient. For any question of dose modification or other treatment options, the specific language in the
protocol should be followed. Any questions pertaining to the collection of this information or management of
ECls should be directed to your local Sponsor contact.

Dose Modification/Discontinuation

The treatment guidance provides specific direction when to hold and/or discontinue pembrolizumab for each
immune retated adverse event. Of note, when the guidance states to “discontinue” pembrolizumab this is the
permanent discontinuation of treatment with pembrolizumab. “Hold” means (o stop treating with
pembrolizumab but resumption of treatment may be considered assuming the patient meets the criteria for
resumption of treatment.

2. ECI REPORTING GUIDELINES

ECIs are selected non-serious and serious adverse experiences that must be reported to Merck within 24 hours
regardless of attribution to study treatment. The AEs listed in this document and any event that meets the ECI
criteria (as noted) in Table 1 or in the respective protocol (event term and Grade) must be reported regardless
of physician-determined causality with study medication and whether or not considered immune-related by the
physician (unless otherwise specified). Physicians/study coordinators/designated site personnel are required
to record these experiences as ECIs on the Adverse Experience electronic Case Report Forms (e¢CRFs) (or on
paper} and to provide supplemental information (such as medical history, concomitant medications,
investigations, etc.) about the event.

= Please refer to the Data Entry Guidelines (DEGs) for your protocol.
—  Please refer to protocol for details on reporting timelines and reporting of Overdose and Drug Induced
Liver Injury (DILI).

3. ECI CATEGORIES AND TERMS

This section describes the ECI calegories and outlines subject management guidelines when an ECI is
reported.
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3.1 Pneumonitis

The following AE terms, if considered > Grade 2, are considered ECIs and should be reported to the Sponsor
within 24 hours of the event:

- Pneumonitis
— Interstitial lung disease
- Acute interstitial pnevmonitis

If symptoms indicate possible new or worsening cardiac abnormalities additional testing and/or a cardiclogy
consultation should be considered.

All attempts should be made to rule out other causes such as metastatic disease, bacterial or viral infection. It
is important that patients with a suspected diagnosis of pneumonitis be managed as per the guidance
below until treatment-related pneumonitis is excluded. Treatment of both a potential infectious etiology
and pnenmonitis in parallel may be warranted. Management of the treatment of suspected pneumonitis
with steroid treatment should not be delayed for a therapeutic trial of antibiotics. If an alternative
diagnosis is established, the patient does not require management as below; however the AE should be
reported regardless of etiology.

Course of Action

Grade 2 events:

-~ Report as ECI

—~ Hold pembrolizumab.

— Consider pulmonary consultation with bronchoscopy and biopsy/BAL.

- Consider iD consult

~ Conduct an in person evaluation approximately twice per week

—~  Consider frequent Chest X-ray as part of monitoring
Treat with systemic corticosteroids at a dose of 1 to 2 mg/kg/day prednisone or equivalent. When
symptoms improve to Grade 1 or less, steroid taper should be started and continued over no less than 4
weeks.

~ Permanently discontinue for inability to reduce corticosteroid dose to 10 mg or less of prednisone or
equivalent per day within 12 weeks.
Second episode of pneumonitis — discontinue pembrolizumab if upon re-challenge the patient develops
a second episode of Grade 2 or higher pneumonitis,

Grade 3 and 4 events:

-~ Report as ECI

~ Discontinue pembrolizumab.

~ Hospitalize patient

~  Bronchoscopy with biopsy and/or BAL is recommended.

- Immediately treat with intravenous steroids (methylprednisolone 125 mg 1V), When symptoms
improve to Grade 1 or less, a high dose oral steroid (prednisone ! to 2 mg/kg once per day or
dexamethasone 4 mg every 4 hours) taper should be started and continued over no less than 4 weeks.

~ If 1V steroids followed by high dose oral steroids does not reduce initial symptoms within 48 10 72
hours, treat with additional anti-inflammatory measures. Discontinue additional anti-inflammatory
measures upon symptom relief and initiate a prolonged steroid taper over 45 to 60 days. If symptoms
worsen during steroid reduction, initiate a retapering of steroids starting at a higher dose of 80 or 100
mg followed by a more prolonged taper and administer additional anti-inflammatory measures, as
needed

- Add prophylactic antibiotics for opportunistic infections.
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3.2 Colitis

The following AE terms, if considered = Grade 2 or resulting in dose modification or use of systemic steroids
to treat the AE, are considered ECIs and should be reported to the Sponsor within 24 hours of the event:

~  Colitis

- Colitis microscopic
Enterocolitis

~  Enterocolitis hemorrhagic

- Gastrointestinal perforation

~ Intestinal obstruction

~ Necrotizing colitis

~ Diarrhea

All attempts should be made to rule out other causes such as metastatic disease, bacterial or parasitic infection,
viral gastroenteritis, or the first manifestation of an inflammatory bowel disease by examination for stool
leukocytes, stool cultures, a Clostridium difTicile titer and endoscopy. However the AE should be reported
regardless of etiology.

Course of Action

Grade 2 Diarrhea/Colitis (4-6 stools/day over baseline, dehydration requiring IV fluids < 24 hours, abdominal
pain, mucus or bloed in stool):
- Report as EC]
= Hold pembrolizumab.
~  Symptomatic Treatment
- For Grade 2 diarrhea that persists for greater than 3 days, and for diarrhea with blood and/or mucus,
o Consider GI consultation and endoscopy to confirm or rule out colitis
o Administer oral corticosteroids (prednisone 1-2 mg/kg QD or equivalent)
- When symptoms improve to Grade | or less, steroid taper should be started and continued over no less
than 4 weeks.
- Permanently discontinue for inability to reduce corticosteroid dose to 10 mg or less of prednisone or
equivalent per day within 12 weeks.
- If symptoms worsen or persist > 3 days treat as Grade 3

Grade 3 Diarrhea/Colitis (or Grade 2 diarrhea that persists for = | weck}:

- Report as ECI

-~ Hold pembrolizumab.

- Rule out bowel perforation. Imaging with plain films or CT can be useful.

~ Recommend consultation with Gastroenterologist and confirmation biopsy with endoscopy.

- Treat with intravenous steroids {methylprednisolone 125 mg) followed by high dose oral steroids
(prednisone 1 to 2 mg/kg once per day or dexamethasone 4 mp every 4 hours) When symptoms
improve to Grade | or less, steroid taper should be started and continued over no less than 4 weeks.
Taper over 6 to 8 weeks in patients with diffuse and severe ulceration and/or bleeding.

= Permanently discontinue for inability to reduce corticosteroid dose to 10 mg or less of prednisone or
equivalent per day within 12 weeks,

— If IV steroids followed by high dose oral steroids does not reduce initial symptoms within 48 to 72
hours, consider treatment with additional anti-inflammatory measures as described in the literature [S].
Discontinue additional anti-inflammatory measures upon symptom relief and initiate a prolonged
steroid taper over 45 to 60 days. If symptoms worsen during steroid reduction, initiate a retapering of
steroids starting al a higher dose of 80 or 100 mg followed by a more prolonged taper and administer
additional anti-inflammatory measures as needed.
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Grade 4 events:
— Report as ECI
— Permanently discontinue pembrolizumab.
— Manage as per Grade 3.
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3.3 Endocrine

The following AE terms, if considered >Grade 3 or if >Grade 2 and require holding/discontinuation/
modification of pembrolizumab dosing, are considered ECls and should be reported to the Sponsor within 24
hours of the event:

Adrenal insufficiency
Hyperthyroidism
Hypophysitis
Hypopituitarism
Hypothyroidism
Thyroid disorder
Thyroiditis

All attempts should be made to rule out other causes such as brain metastases, sepsis and/or infection.
However the AE should be reported regardless of etiology.

2

Hypophysitis or other symptomatic endocrinopathy other than hypo- or hyperthyroidism

Grade 2-4 events:

Report as EC1 if appropriate

Hold pembrolizumab

Rule out infection and sepsis with appropriate cultures and imaging.

Monitor thyroid function or other hormonal level tests and serum chemistries more frequently until
returned to baseline values.

Pituitary gland imaging should be considered (MRIs with gadolinium and selective cuts of the
pituitary can show enlargement or heterogeneity and confirm the diagnosis).

Treat with prednisone 40 mg p.o. or equivalent per day. When symptoms improve to Grade | or less, -
steroid taper should be started and continued over no less than 4 weeks. Replacement of appropriate
hormones may be required as the steroid dose is tapered.

Permanently discontinue for inability to reduce corticosteroid dose to 10 mg or less of prednisone or
cquivalent per day within 12 weeks.

Hypophysitis with clinically significant adrenal insufficiency and hypotension, dehydration, and
electrolyte abnormalities (such as hyponatremia and hyperkalemia) constitutes adrenal crisis.
Consultation with an endocrinologist may be considered.
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Hyperthyroidism and Hypothyroidism

Thyroid disorders can occur at any time during treatment. Monitor patients for changes in thyroid
function (at the start of treatment, periodically during treatment, and as indicated based on clinical
evaluation) and for clinical signs and symptoms of thyroid disorders.

Grade 2 hyperthyroidism, Grade 2-4 hypothyroidism events;

Report as ECI if appropriate (see Table 1)

Monitor thyroid function or other hormonal level tests and serum chemistries more frequently until
returned to baseline values.

Thyroid hormone and/or steroid replacement therapy to manage adrenal insufficiency.

Therapy with pembrolizumab can be continued while treatment for the thyroid disorder is instituted.

In hyperthyroidism, non-selective beta-blockers {e.g. propranolol) are supgested as initial therapy.

in hypothyroidism, thyroid hormone replacement therapy, with levothyroxine or liothyrainine, is
indicated per standard of care.

Consultation with an endocrinologist may be considered.

Grade 3 hyperthyroidism events:

Report as ECI

Hold pembrolizumab,

Rule out infection and sepsis with appropriate cultures and imaging.

Treat with an initial dose of methylprednisolone 1 to 2 mg/kg intravenously followed by oral
prednisone | to 2 mg/kg per day. When symptoms improve to Grade 1 or less, steroid taper should be
started and continued over no less than 4 weeks. Replacement of appropriate hormones may be
required as the steroid dose is tapered.

Permanently discontinue for inability to reduce corticosteroid dose to [0 mg or less of prednisone or
equivalent per day within 12 weeks.

Grade 4 hyperthyroidism events:

Report as ECI
Discontinue pembrelizumab.
Manage as per Grade 3
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Type 1 diabetes mellitus (if new onset) and > Grade 3 Hyperglycemia

The following AE terms are considered ECls and should be reported to the Sponsor within 24 hours of the
event:

- Type | diabetes mellitus (T1DM), if new onset, including diabetic ketoacidosis (DKA)
~ Grade 3 or higher hyperglycemia, if associated with ketosis (ketonuria) or metabolic acidosis (DKA).

Immune-mediated diabetes may present as new onset of Type 1 diabetes or an abrupt worsening of pre-
existing diabetes associated with laboratorial evidence of beta cell failure. All attempts should be made to rule
out other causes such as type 2 diabetes mellitus (T2DM), T2DM decompensation, steroid-induced diabetes,
physiologic stress-induced diabetes, or poorly controlled pre-existing diabetes (either T1DM or T2DM), but
events meeting the above criteria should be reported as ECls regardless of etiology. The patients may present
with hyperglycemia (abrupt onset or abrupt decompensation) with clinical evidence of diabetic ketoacidosis or
laboratory evidence of insulin deficiency, such as ketonuria, laboratory evidence of metabolic acidosis, or low
or undetected c-peptide.

Course of Action
Tt1DM should be immediately treated with insulin.

T1DM or Grade 3-4 Hyperglycemia events:

- Report as ECI if appropriate (see Table 1)

- Hold pembrolizumab for new onset Type | diabetes mellitus or Grade 3-4 hyperglycemia associated
with evidence of beta cell failure, and resume pembrolizumab when patients are clinically and
metabolically stable.

- Insulin replacement therapy is recommended for Type | diabetes mellitus and for Grade 3-4
hyperglycemia associated with metabolic acidosis or ketonuria,

- Evaluate patients with serum glucose and a metabolic panel, urine ketones, glycosylated hemoglobin,
and C-peptide.

- Consultation with an Endocrinologist is recommended.

- Consider local testing for islet cell antibodies and antibodies to GAD, 1A-2, ZnT8, and insulin may be
obtained.
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3.4 Hematologic

The following AE term, if considered Grade =3 or requiring dose modification or use of systemic steroids to
treat the AE, are considered an ECI and should be reported to the Sponsor within 24 hours of the event:

-~ Autcimmune hemolytic anemia

—~  Aplastic anemia

- Disseminated Intravascular Coagulation {DIC)

= Haemolytic Uraemic Syndrome (HUS)

- Idiopathic {or immune) Thrombocytopenia Purpura {ITP)
= Thrombotic Thrombocytopenic Purpura (TTP)

— Any Grade 4 anemia regardless of underlying mechanism

All attempts should be made to rule out other causes such as metastases, sepsis and/or infection. Relevant
diagnostic studies such as peripheral blood smear, reticulocyte count, LDH, haptoglobin, bone marrow biopsy
or Coomb's test, etc., should be considered to confirm the diagnosis. However the AE should be reported
regardless of etiology.

Course of Action

Grade 2 events:
- Reportas EC]
— Hold pembrolizemab
~ Prednisone 1-2 mg/kg daily may be indicated
— Consider Hematology consultation.
Permanently discontinue for inability to reduce corticosteroid dose to 10 mg or less of prednisone or
equivalent per day within 12 weeks.

Grade 3 events:
— Report as ECI
- Hematology consultation,
— Hold pembrolizumab Discontinuation should be considered as per specific protocol guidance.

—  Treat with methylprednisolone 125 mg iv or prednisone 1-2 mg/kg p.o. (or equivalent) as appropriate
— Permanently discontinue for inability to reduce corticosteroid dose to 10 mg or less of prednisone or

equivalent per day within 12 weeks.

Grade 4 events:
-~ Report as ECI
-~ Hematology consultation
- Discontinue pembrolizumab for all solid tumor indications; refer to protocol for hematologic

malignancies.
~  Treat with methylprednisolone 125 mg iv or prednisone 1-2 mg/kg p.o. (or equivalent) as appropriate
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3.5 Hepatic

The following AE terms, if considered > Grade 2 or greater (or any grade with dose modification or use of
systemic steroids to treat the AE), are considered ECIs and should be reported to the Sponsor within 24 hours
of the event:

- Autoimmune hepatitis
~  Hepatitis
— Transaminase elevations

All atternpts should be made to rule out other causes such as metastatic disease, infection or other hepatic
diseases. However the AE should be reported regardless of etiology.

Drug Induced Liver Injury (DIL])

In addition, the event must be reported as a Drug Induced Liver Injury (DILI) ECI, if the patient meets the
laboratory criteria for potential DIL] defined as:
e An elevated alanine transaminase (ALT) or aspartate transaminase (AST) lab value that is greater than
or equal to three times (3X) the upper limit of normal (ULN) and
An elevated total bilirubin lab value that is greater than or equal to two times (2X) ULN and
At the same time, an alkaline phosphatase (ALP) lab value that is less than 2X ULN,
As a result of within-protocol-specific testing or unscheduled testing.

Note that any hepatic immune ECI meeting DILI criteria should only be reported once as a DILI event.
Course of Action

Grade 2 events:
— Report as ECI
—  Hold pembrolizumab when AST or ALT =3.0 to 5.0 times ULN and/or total bilirubin >1.5 10 3.0 times
ULN.
~  Monitor liver function tests more frequently until returned to baseline values (consider weekly).

o Treat with 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 pembrolizumab per protocol

- Permanently discontinue for inability to reduce corticosteroid dose to 10 mg or less of prednisone or
equivalent per day within 12 weeks.

- Permanently discontinue pembrolizumab for patients with liver metastasis who begin treatment with
Grade 2 elevation of AST or ALT, and AST or ALT increases =50% relative to baseline and lasts =1
week.

Grade 3 events:

—  Report as EC)

— Discontinue pembrolizumab when AST or ALT =5.0 times ULN and/or total bilirubin =3.0 times
ULN.

—  Consider appropriate consultation and liver biopsy to establish etiology of hepatic injury, if necessary

- Treat with high-dose intravenous glucocorticosteroids for 24 to 48 hours. When symptoms improve to
Grade | or less, a steroid taper with dexamethasone 4 mg every 4 hours or prednisone at | to 2 mg/kg
should be started and continued over no less than 4 weeks.

- If serum transaminase levels do not decrease 48 hours after initiation of systemic steroids, oral
mycophenolate mofetil 500 mg every 12 hours may be given. Infliximab is not recommended due to
its potential for hepatotoxicity.
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- Several courses of steroid tapering may be necessary as symptoms may worsen when the steroid dose
is decreased.

- Permanently discontinue for inability to reduce corticosteroid dose to 10 mg or less of prednisone or
equivalent per day within 12 weeks.

Grade 4 events:
- Report as ECI
— Permanently discontinue pembrolizumab
- Manage patient as per Grade 3 above
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3.6 Neurologic

The following AE terms, regardless of grade, are considered ECls and should be reported to the Sponsor
within 24 hours of the event:

Autoimmune neuropathy
Demyelinating polyneuropathy
Guillain-Barre syndrome
Myasthenic syndrome

All atempts should be made to rule out other causes such as metastatic disease, other medications or infectious
causes. However the AE should be reported regardless of etiology.

Course of Action

Grade 2 events:
- Report as ECI
- Moderate (Grade 2) - consider withholding pembrolizumab.
~ Consider treatment with prednisone 1-2 mg/kg p.o. daily as appropriate
~ Consider Neurology consultation. Consider biopsy for confirmation of diagnosis.
— Permanently discontinue for inability to reduce corticosterotd dose to 10 mg or less of prednisone or
equivalent per day within 12 weeks.

Grade 3 and 4 events:
-~ Report as EC!
~ Discontinue pembrolizumab
—  Obtain nevrology consultation. Consider biopsy for confirmation of diagnosis
Treat with systemic corticosteroids at a dose of 1 to 2 mg/kg prednisone or equivalent once per day. If
condition worsens consider IVIG or other immunosuppressive therapies as per local guidelines

When symptoms improve to Grade | or less, steroid taper should be started and continued over no less than 4
weeks.
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3.7 Ocular

The following AE terms, if considered Grade >2 or requiring dose modification or use of systemic steroids to
treat the AE, is considered an ECI and should be reported to the Sponsor within 24 hours of the event:

- Uveitis
- Tritis

All attempts should be made to rule out other causes such as metastatic disease, infection or other ocular
disease (e.g. glaucoma or cataracts). However the AE should be reported regardless of etiology.

Course of Action

Grade 2 events:
— Evaluation by an ophthalmologist is strongly recommended.
—  Treat with topical steroids such as 1% prednisolone acetate suspension and iridocyclitics,
— Discontinue pemnbrolizumab as per protocol if symptoms persist despite treatment with topical

immunosuppressive therapy.

Grade 3 events:

— Evaluation by an ophthalmologist is strongly recommended

- Hold pembrolizumab and consider permanent discontinuation as per specific protocol guidance.

— Treat with systemic corticosteroids such as prednisone at a dose of 1 to 2 mg/kg per day. When
symptoms improve to Grade 1 or less, steroid taper should be started and continued over no less than 4
weeks.

~ Permanently discontinue for inability to reduce corticosteroid dose to 10 mg or less of prednisone or
equivalent per day within 12 weeks.

Grade 4 events:
- Evaluation by an ophthalmologist is strongly recommended
—  Permanently discontinue pembrolizumab.
— Treat with corticosteroids as per Grade 3 above
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3.8 Renal

The following AEs if = Grade 2 are considered ECls and should be reported to the Sponsor within 24 hours of
the event:

- Nephritis

—  Nephritis autoimmune
—  Renal failure

—~  Renal failure acute

Creatinine elevations = Grade 3 or any grade with dose modification or use of systemic steroids to treat the
AE.

All attempts should be made to rule out other causes such as cbstructive uropathy, progression of disease, or
injury due to other chemotherapy agents. A renal consultation is recommended. However the AE should be
reported regardless of etiology.

Course of Action

Grade 2 events:
~  Hold pembrolizumab
—  Treatment with prednisone 1-2 mg/kg p.o. daily.
Permanently discontinue for inability 1o reduce corticosteroid dose to 10 mg or less of prednisone or
equivalent per day within 12 weeks.

Grade 3-4 events:
~ Discontinue pembrolizumab
—  Renal consultation with consideration of ultrasound and/or biopsy as appropriate
- Treat with systemic corticosteroids at a dose of 1 to 2 mg/kg prednisone 1V or equivalent once per
day.

When symptoms improve to Grade | or less, steroid taper should be started and continued over no less than 4
weeks,
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3.9 Skin

Rash and Pruritus

The following AEs should be considered as ECIs, if > Grade 3 and should be reported to the Sponsor within
24 hours of the event:

~  Pruritus

-~ Rash

— Rash generalized

— Rash maculo-papular

~ In addition to CTCAE Grade 3 rash, any rash that is considered clinically significant, in the physician's
judgment, should be treated as an ECI. Clinical significance is left to the physician to determine, and
could possibly include rashes such as the following:
o rash with a duration =2 weeks; OR
o rash that is >10% body surface area; OR
o rash that causes significant discomfort not relieved by topical medication or temporary cessation

of study drug.

Other Skin ECls

The following AEs should always be reported as ECIs, regardless of grade, and should be reported to the
Sponsor within 24 hours of the event:

—  Dermatitis exfoliative
-~ Erythema multiforme
-~ Steven's Johnson syndrome
— Toxic epidermal necrolysis

Please note, the AE should be reported regardless of etiology.
Course of Action

Grade 2 events:
~ Symptomatic treatment should be given such as topical glucocorticosteroids (e.g., betamethasone
0.1% cream or hydrocortisone 1%} or urea-containing creams in combination with oral anti-pruritics
(e.g., diphenhydramine HCI or hydroxyzine HCI).
— Treatment with oral steroids is at physician’s discretion for Grade 2 events.

Grade 3 events:

-~ Hold pembrolizumab,

~ Consider Dermatology Consultation and biopsy for confirmation of diagnosis.

~  Treatment with oral steroids is recommended, starting with 1 mg/kg prednisone or equivalent once per
day or dexamethasone 4 mg four times orally daily. When symptoms improve to Grade | or less,
steroid taper should be started and continued over no less than 4 weeks.

—~  Permanently discontinue for inability to reduce corticosteroid dose te 10 mg or less of prednisone or
equivalent per day within 12 weeks.

Grade 4 events:
—  Permanently discontinue pembrolizumab.
~  Dermatology consultation and consideration of biopsy and clinical dermatology photograph.
— lInitiate steroids at | to 2 mg/kg prednisone or equivalent. When symptoms improve to Grade 1 or
less, steroid taper should be started and continued over no less than 4 weeks.
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3.9.1. Immediate Evaluation for Potential Skin ECIs

A. Photographs:
Every attempt should be made to get a photograph of the actual ECI skin lesion or rash as soon as possible.

Obtain appropriate consent for subject photographs if a consent form addendum is required by your
iIRB/ERC.
~ Take digital photographs of:
o the head (to assess mucosal or eye involvement),

o the trunk and extremities, and
o aclose-up of the skin lesion/rash.

- If possible, a ruler should be placed alongside the site of a skin occurrence as a fixed marker of
distance.

- The time/date stamp should be set in the "ON' position for documentation purposes.
~  Photographs should be stored with the subject’s study records,

- The Sponsor may request copies of photographs. The local study contact (e.g., CRA) will provide
guidance to the site, if needed.

B. Past Medical History:
Collect past medical history relevant to the event, using the questions in Appendix 2 (Past Medical History

Related to Dermatologic Event) as a guide. Any preexisting conditions not previously reported (e.g., drug
allergy) should be entered into the Medical History ¢eCRF.

C. Presentation of the Event:

Collect information on clinical presentation and potential contributing factors using the questions in Appendix
3 (Presentation of the Dermatologic Event) as a guide. This information should be summarized and entered in
narrative format in the AE ¢CRF. Please use the available frec-text fields, such as Signs and Symptoms. Note
pertinent negatives where applicable to reflect that the information was collected. Any treatments administered
should be entered on the Concomitant Medication eCRF.

D. Yitals Signs and Standard Laboratory Tests:

Measure vital signs (pulse, sitting BP, oral temperature, and respiratory rate) and record on the Vital Signs
¢CRF. Perform standard laboratory tests (CBC with manual differential and serum chemistry panel, including
LFTs).

E. Focused Skin Examination:

Perform a focused skin examination using the questions in Appendix 4 (Focused Skin Examination) as a
guide. Information should be summarized and entered on the Adverse Experience eCRF as part of the
narrative.

F. Dermatology Consult
Refer the subject to a dermatologist as soon as possible.

- For a “severe rash”, the subject must be seen within 1-2 days of reporting the event.
—  For clinically significant rash, the subject should be seen within 3-5 days.

The dermatologist should submit a biopsy sample to a certified dermatopathology laboratory or to a
pathologist experienced in reviewing skin specimens.

The site should provide the dermatologist with all relevant case history, including copies of clinical
photographs and laboratory test resuits.
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3.10 Other

The following AEs, regardless of grade, are considered ECIs and should be reported to the Sponsor within 24
hours of the event:

Myocarditis

Pericarditis

Pancreatitis

Any additional Grade 3 or higher event which the physician considers to be immune related

All attempts should be made to rule out other causes. Therapeutic specialists should be consulted as
appropriate. However the AE should be reported regardless of eticlogy.

Course of Action

Grade 2 events or Grade 1 events that do not improve with symplomatic treatment:
= Withhold pembrolizumab.
~  Systemic corticosteroids may be indicated.
~ Consider biopsy for confirmation of diagnosis.
- If pembrolizumab held and corticosteroid required, manage as per grade 3 below.

Grade 3 events:

- Hold pembrolizumab

~  Treat with systemic corticosteroids at a dose of | to 2 mg/kg prednisone or equivalent once per day.

-~ When symptoms improve to Grade 1 or less, steroid taper should be started and continued over no less
than 4 weeks.

~  Permanently discontinue for inability to reduce corticosteroid dose to 10 mg or less of prednisone or
equivalent per day within 12 weeks. Otherwise, pembrolizumab treatment may be restarted and the
dose madified as specified in the protocol

Grade 4 events:
— Treat with systemic corticosteroids at a dose of | to 2 mg/kg prednisone or equivalent once per day.

- Discontinue pembrolizumab

el
Ll
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3.11 Infusion Reactions

The following AE terms, regardless of grade, are considered ECls and should be reported to the Sponsor
within 24 hours of the event:

~  Allergic reaction

— Anaphylaxis

- Cytokine release syndrome

- Serum sickness

- Infusion reactions

= Infusion-like reactions

Please note, the AE should be reported regardless of etiology.

Course of Action

Refer to infusion reaction table in the protocol and below.
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Infusion Reactions

NCI CTCAE Grade

Treatment

Premedication at subsequent
dosing

Grade |

Mild reaction; infusion
interruption not indicated,
intervention not indicated

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

None

Girade 2

Requires infusion interruption
but responds promptly (o
symptomatic treatment (e.g.,
antihistamines, NSAIDS,
narcotics, [V fluids);
prophylactic medications
indicated for <=24 hrs

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

IV fluids

Antihislamines

NSAIDS

Acelaminophen

Narcotics
Increase moniloring of vital signs as
medically indicated until the subject 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
rale (e.g. from 100 mL/hr to 50 mL/ar),
Otherwise dosing will be held until
symptoms resolve and the subject should
be premedicated for the next scheduled
dose.
Subjects who develop Grade 2 toxicity
despite adequate premedication should
be permancently discontinued from
further trial treatment administration.

Subject may be premedicated
1.5h {+ 30 minutes) prior to
infusion of pembrolizumab
with:

Diphenhydramine 50 mg p.o.
(or equivalent dose of
antihistamine).

Acctaminophen 500-1000 mg
p.o. (or equivalent dose of
antipyretic).

gragc§ 3 or ﬂ
Grade 3:

infiltrales)
Grade 4:

Prolonged (i.c., not rapidly
responsive to symplomatic
medication and/or briel
interruption of infusion);
recurrence of symploms
following initial improvement
hospitalization indicated for
other clinical sequelae (e.g.,
[$ tenal impairment, pulmonary

Life-threatening; pressor or
venltilatory suppon indicated

Stop Infusion.
Additional appropriatc medical therapy
may include but is not limited to:
IV fluids
Antihistamines
NSAIDS
Acetaminophen
Narcotics
Oxygen
Pressors
Corticosteroids
Epinephrine

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

Hospitalization may be indicated.
Subject is permanently discontinued
from {urther trial treatment
administration,

No subsequent dosing

Appropriate resuscitation equipment should be available in the room and a physician readily available during the

period of drug administration.
For Further information, please refer to the Comimon Terminology Criteria for Adverse Events v4.0 (CTCAE) at

hutp:/fetep.cancer.gov

Final 18-Dec-2014
Version 3.0

c Confdential

25




Pembrolizumab Event of Clinical Interest Guidance Document

3.12 Follow-up to Resolution

Subjects should be followed to resolution. The Adverse Experience eCRF should be updated with information
regarding duration and clinical course of the event. Information obtained from the consulting specialist,
including diagnosis, should be recorded in the appropriate AE fields. Free-text fields should be used to record
narrative information:

~  Clinical course of the event

- Course of treatment

—  Evidence supporting recovery
— Follow-up to the clinical course

Any treatments administered for the event should also be entered in the Concomitant Medication eCRF.
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