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8. Normal lung function. Patients who have extensive pulmonary metastases or any chronic pulmonary disease history must have

pulmonary function testing demonstrating FEV1 and FVC > 65% of predicted values.

9. Demonstrate adequate organ function as defined in Table 1,

Table 1. Adequate Organ Function Laboratory Values

System Laboratory Value

Hematological

Absolute neutrophil count (ANC) >1.500 /mcL

Platelets >100.000 / mcL,

. >9 g/dL or >5.6 mmol/L without transfusion or EPO dependency

— (within 7 days of assessment)

Renal

Serum creatinine OR <1.5 X upper limit of normal (ULN) OR

Measured or calculated® creatinine

clearance >60 mL/min for subject with creatinine levels > 1.5 X

(GFR can also be used in place of institutional ULN

creatinine or CrCl)

Hepatic

Serum total bilirubin <1.5XULNOR
Direct bilirubin < ULN for subjects with total bilirubin levels >
1.5 ULN. Patients with Gilbert’s Syndrome must have a total
bilirubin < 3.0 mg/dL.
<25XULN OR

ASTBOO0T) snd ALT (SOPT) < 5 X ULN for subjects with liver metastases

Albumin >2.5 mg/dL

Coagulation

s . ] <1.5 X ULN unless subject is receiving anticoagulant thera;
MMMWMMVMW . Z.Q.E»an& Ratio (INR) or as long as PT or PTT mmuswamn Sﬂ,mﬁow&n nwnmom-wm E~3%vama
n Time (PT) :
of anticoagulants
% 5 g <1.5 X ULN unless subject is receiving anticoagulant thi

e Partinl Theombogni Foum as long as PT or PTT wm_s_xwmc Eﬂdvﬁm&o nwawnmwm Eﬁnﬂwwm_wn

e of anticoagulants

2Creatinine clearance should be calculated per institutional standard.

10. Female subject of childbearing potential should have a negative urine or serum pregnancy test. If the urine test is positive or

cannot be confirmed as negative, a serum pregnancy test will be noainol

Awne.zu&g
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C confidential

I1. Female subjects of childbearing potential must be willing to use 2 methods of birth control or be surgically sterile, or abstain

from heterosexual activity for the course of the study through 120 days after the last dose of study medication. Subjects of
childbearing potential are those who have not been surgically sterilized or have not been free from menses for > 1 year.

12. Male subjects should agree to use an adequate method of contraception starting with the first dose of study therapy through 120

days after the last dose of study therapy.

13. Subject meets institutional requirements for IL-2 therapy.

5.1.3 Subject Exclusion Criteria

The subject must be excluded from participating in the trial if the subject:

1.

Has primary ocular melanoma.

Is currently participating and receiving study therapy or has participated in a study of an investi gational agent and received study
therapy or used an investigational device within 4 weeks of the first dose of treatment.

Has received systemic immunosuppressive steroid therapy or any other form of systemic immunosuppressive therapy for
treatment of prior immune-related adverse events or other indications within 7 days prior to the first dose of trial treatment.
Exception: Physiologic corticosteroid replacement therapy for adrenal or pituitary sufficiency is not considered systemic
Immunosuppressive steroid therapy.

Has received previous high dose (>600,000 IU/kg) IL-2 therapy. Any other prior therapy (in the adjuvant or the metastatic
setting) is allowed, including immunotherapy, targeted therapy, chemotherapy, and experimental therapy.

Has a history of significant congestive heart failure or significant pulmonary disease
Has a known history of active TB (Bacillus Tuberculosis)

Hypersensitivity to pembrolizumab or any of its excipients, or a known history of hypersensitivity to IL-2 or any component of

T D— e o
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8. Has had a prior anti-cancer monoclonal antibody (mAb) within 4 weeks prior to study Day 1 or who has not recovered (i.e., <
Grade 1 or at baseline) from adverse events due to agents administered more than 4 weeks earlier.

9. Has had prior chemotherapy, targeted small molecule therapy, or radiation therapy within 2 weeks prior to study Day 1 or who
has not recovered (i.e., < Grade 1 or at baseline) from adverse events due to a previously administered agent.

- Note: Subjects with < Grade 2 neuropathy and/or alopecia are exceptions to this criterion and may qualify for the study.

- Note: If subject received major surgery, they must have recovered adequately from the toxicity and/or complications
from the intervention prior to starting therapy.

10. Has a known additional malignancy that is progressing or requires active treatment. Exceptions include basal cell carcinoma of
the skin or squamous cell carcinoma of the skin that has undergone potentially curative therapy or in situ cervical cancer.

11. Has known active central nervous system (CNS) metastases and/or carcinomatous meningitis. Subjects with previously treated
brain metastases may participate provided they are stable (without evidence of progression by imaging for at least four weeks
prior to the first dose of trial treatment and any neurologic symptoms have returned to baseline), have no evidence of new or
enlarging brain metastases, and are not using steroids for at least 7 days prior to trial treatment. This exception does not include
carcinomatous meningitis which is excluded regardless of clinical stability.

12. Has a history of inflammatory bowel disease.

13. Has past medical history of autoimmune disease (e.g. Crohn’s disease, Rheumatoid arthritis, etc.) that has required systemic
treatment in the past 2 years (1.e. with use of disease modifying agents, corticosteroids or immunosuppressive drugs).

14. Has a history of (non-infectious) pneumonitis that required steroids or current pneumonitis..
15. Has an active infection requiring systemic therapy.

16. Has a history or current evidence of any condition, therapy, or laboratory abnormality that might confound the results of the trial,
interfere with the subject’s participation for the full duration of the trial, or is not in the best interest of the subject to participate,
in the opinion of the treating investigator.

17. Has known psychiatric or substance abuse disorders that 20:5' the requirements of the trial.
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18. Is pregnant or breastfeeding, or expecting to conceive or father children within the projected duration of the trial, starting with
the pre-screening or screening visit through 120 days after the last dose of trial treatment.
19. Has a known history of Human Immunodeficiency Virus (HIV) (HIV 1/2 antibodies).
20. Has known active Hepatitis B (e.g., HBsAg reactive) or Hepatitis C (e.g., HCV RNA [qualitative] is detected).
21. Has received a live vaccine within 30 days of planned start of study therapy.

Note: Seasonal influenza vaccines for injection are generally inactivated Jlu vaccines and are allowed; however intranasal
influenza vaccines (e.g., Flu-Mist®) are live attenuated vaccines, and are not allowed.

5.2 Trial Treatments
The treatment to be used in this trial is outlined below in Table 2

Table 2 Trial Treatment

Drug Dose/ Dose Route of
Potency Frequency | Administration
Pembrolizumab 200 mg - IV infiasi
flat dose Q ——
IL-2 6.000 IU/kg
60.000 Ukg | QSH IV bolus
600.000 TU/kg
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5.2.1 Pembrolizumab
5.2.1.1 Treatment Setting and Timing

Trial treatment should be administered after all procedures/assessments have been completed as detailed on the Trial Flow Chart (Section
6.0). Trial treatment should be administered on Day 1 of each indicated week, but may be administered up to 7 calendar days before or
after the scheduled Day 1 due to administrative reasons (% 7 day window).

Pembrolizumab will be given in the outpatient setting during study visits that do not contain IL-2 treatment. When the visit includes
hospitalization for IL-2 administration, pembrolizumab may be given in the npatient setting. On days when both drugs are given, IL-2
administration should commence 1-8 hours after completion of the pembrolizumab infusion.

5.2.1.2 Dosing

All subjects will be treated with pembrolizumab given at a flat dose of 200 mg IV every 3 weeks per Trial Flow Chart. The flat dose
will be used whether given in combination with IL-2 or given as monotherapy.

Pembrolizumab 200 mg will be administered as a 30 minute IV infusion every 3 weeks. Sites should make every effort to target infusion
timing to be as close to 30 minutes as possible. However, given the variability of infusion pumps from site to site, a window of -5
minutes and +10 minutes is permitted (i.e., infusion time is 30 minutes: -5 min/+10 min).

The Pharmacy Manual contains specific instructions for the preparation of the pembrolizumab infusion fluid and administration of
mfusion solution.

5.2.1.3 Pembrolizumab Monotherapy

Subjects who do not tolerate IL-2 will be permanently discontinued from IL-2 and will finish the treatment period on pembrolizumab
monotherapy (200 mg IV Q 3 weeks until the end of the freatment period, which is defined as 2 calendar years from the date of
enrollment), provided that treatment is not discontinued earlier to due unacceptable toxicity or significant progression of disease. The
subject does not need to continue to meet all eligibility criteria to continue to receive treatment.




5.2.1.4 Discontinuation of Pembrolizumab for patients with confirmed CR

Subjects who achieve a complete response (CR) will continue to receive pembrolizumab Q 3 weeks until 1) the CR is confirmed, and
2) they have received treatment for 6 months (defined as 24 + 3 weeks) from the date of the first instance of unconfirmed CR. If both
criteria are met, the subject will have the option to discontinue pembrolizumab treatment. These subjects should have Safety
Assessments with clinical and laboratory evaluation Q 6 weeks and tumor assessments will continue to be Q 12 weeks per the frial
flow chart (Section 6.0). If the tumor assessments during the remainder of the 2 year study period show reoccurrence of disease while
off treatment, the patient may resume treatment on the trial. The maximum active treatment period is 2 years including treatment breaks.

522 1IL-2
5.2.2.1 Treatment Setting and Timing

All doses of IL-2 will be administered in the inpatient setting. IL-2 will be given intravenously (IV) every 8 hours for up to 14 doses in
each cycle. The 8 hour dosing is a guideline and doses may be delayed or omitted per investigator discretion and/or institutional guideline
(no strict window).

IL-2 will be administered according to standard institutional guidelines and in accord with current clinical practice guidelines for IL-2
administration [34]. Concomitant medications must be reviewed prior to each cycle of IL-2.

Antihvpertensive medication: Patients with a history of hypertension who are taking concomitant outpatient antihypertensive
medications must discontinue these medications 48H prior to admission. Upon discharge from the hospital to home, patients
should resume their antihypertensive medications (other than betablockers) during the week between cycles, usually starting 48
hours after discharge. If patients are planning additional IL-2 treatment they should not re-start betablockers. Examples of
betablockers include: metoprolol, carvedilol, nebivolol, labetolol, sotalol, propranolol, oxprenolol. pindolol, penbutolol, and
acebutolol.

Supportive concomitant medications are necessary during IL-2 therapy to decrease toxicity. A prophylactic antibiotic, such as oxacillin,
must be administered to prevent catheter-related infections during the hospitalization. Special precautions should be made when using
the following medications with IL-2: psychotropic drugs, nephrotoxic medications, cardiotoxic medications, and contrast media.
Benzodiazepines, sleeping aides, and haldoperidol are sometimes indicated as supportive medications. Indomethacin is typically given
every 6-8 hours during IL-2 treatment to manage fever if the creatinine remains below 3.0 mg/dL, but other nephrotoxic medications
should be avoided if possible, especially the use of IV contrast media, which should be avoided for two weeks following IL-2 therapy.
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Typically, 2 cycles of IL-2 make up a course of IL-2. The duration of a cycle is the duration of hospitalization (approximately 3-7 days).

Admission for IL-2 will occur at Weeks 4, 7, 16, 19, 28, and 31 as per the Study Flow Chart in Section 6.0. IL-2 may not be given earlier
or later than the alotted window (7 days). A minimum rest period of 9 days is required in between admissions to the hospital. If an

admission for IL-2 is moved up or delayed, the pembrolizamab will be moved up or delayed as well to be given on the same day as the
IL-2.

On days when pembrolizumab and IL-2 are scheduled to be administered together, pembrolizumab should be administered first,
followed by IL-2 administration, which should commence 1-8 hours after the completion of pembrolizamab infusion.

The following should be done daily during IL-2 administration: neurologic assessment, complete blood count, blood chemistries, chest
x-ray, vital signs, pulse oximetry, weight, and fluid intake and output.

5.2.2.2 Deosing of IL-2 in the Phase Ib Portion

Patients n the Phase Ib portion of the study will be assigned to a dose cohort of IL-2 upon study entry.

Level Dose of IL-2 Dose of
(IV bolus Q 8 hrs) pembrolizumab
1 6,000 1U/kg 200 mg
2 60,000 IU/kg 200 mg
3 600,000 1U/kg 200 mg

5.2.2.3 Dosing of IL-2 in the Phase II portion

All subjects will be treated with the MTD of IL-2. If no MTD is reached in the Phase Ib portion, the 600,000 IU’kg dose will be called
the MTD.
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5.2.2.4 Calculation of IL-2 Dose

Calculate Total Dose as follows: Desired dose of I1.-2 in [U/kg X Patient body weight in kg = IL-2 dose in IU.

Based on the investigator’s discretion, IL-2 dose can be calculated using the actual or ideal body weight.
Calculate Rate of Infusion as follows: Infusion volume in ml + 15 minutes = rate of infusion in ml/min.
5.2.2.5 Determining Number of Courses of IL-2

Subjects who experience an SAE of Special Interest (see Section 7.2.1.4) during IL-2 therapy or other significant IL-2-related toxicity
in the treating physician’s opinion should be discontinued from IL-2. Subjects may decline additional IL-2. Subjects in whom IL-2 is
discontinued for these reasons should be treated with pembrolizumab monotherapy Q 3 weeks.

Subjects who achieve SD or an unconfirmed/confirmed PR should repeat the course of IL-2 and, at the discretion of the treating
mvestigator, and may receive up to 3 courses of IL-2 in combination with pembrolizamab. For example, subjects who have regressing
lesions not meeting RECIST criteria for PR (classified as SD) would be expected to continue IL-2 and pembrolizumab Q3 weeks,
provided that toxicity is acceptable. All protocol treatment (IL-2 and pembrolizaumab) should continue until CR is achieved or removal
from study. Subjects who achieve an unconfirmed or confirmed CR should be discontinued from IL-2.

5.2.3 Duration of Participation
Subjects will remain on study for up to 2 years. Subjects who are benefitting from therapy (SD/PR/CR) as judged by the treating
investigator may continue on active treatment with pembrolizumab for up to 2 years.
5.3 Treatment Allocation

In the Phase Ib portion of the study, accrual will start with the lowest dose of IL-2 (6,000 IU/kg IV Q8 hours) with a cohort size of 3
subjects and proceed to higher doses. Please see Section 8 for dose escalation procedure.

In the Phase II expansion cohort, all subjects will be treated with the MTD of IL-2 according to the same schedule with pembrolizumab.

There will be no randomization or within-subject dose escalation.

38



Oacsaa.!an

5.4 Dose Modification/Withholding
5.4.1 Dose Modifications of Pembrolizumab
No dose reductions of pembrolizumab are allowed.

Adverse events (both non-serious and serious) associated with pembrolizumab exposure may represent an immunologic etiology. These
adverse events may occur shortly after the first dose or several months after the last dose of treatment.

Pembrolizamab must be withheld (not delayed) for drug-related toxicities and severe or life-threatening AEs as per Table 3 below. See

Section 5.4 and Events of Clinical Interest Guidance Document for supportive care guidelines and management recommendations,
including use of corticosteroids.

If criteria for resuming treatment are met, pembrolizumab treatment should resume at the next scheduled treatment timepoint (3 weeks
later), or be permanently discontinued as per Table 3 below.

Although no dose delays for toxicity are allowed, an administrative delay within the allotted window of +7 days is allowed as per the
Trial Flow Chart (Section 6.0). The next dose should be given when is it is due according to the Trial Flow Chart with the goal of
maintaining a consistent treatment schedule across all patients.

Dosing interruptions are permitted in the case of medical / surgical events or logistical reasons not related to study therapy (e.g., elective
surgery, unrelated medical events, patient vacation, and/or holidays). Subjects should be placed back on study therapy within 3 weeks
of the scheduled interruption, unless otherwise discussed with the study PI or co-PI. The reason for interruption should be documented
n the patient’s study record.
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5.4.2 Dose Modifications of IL-2

No dose reductions or dose escalations of IL-2 are allowed (other than the use of ideal body
weight for dose calculations, which is permitted. See Section 5.2.2).

Cycles of IL-2 may not be delayed beyond the window allotted in the Study Flow Chart in
Section 6.0 (+7 days).

Delays and omissions of the individual doses of IL-2 within a cycle are allowed. Dose delays
will be administered according to investigator’s judgment. Table 4 is provided as a guide for
treating investigators (reproduced from the Proleukin package insert with permission).
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Table 4. IL-2 Dose Holding and Restarting Guidelines for Drug-Related Adverse Events

Body System Hold dose for Subsequent doses may be given if
) Atrial fibrillation, supraventricular Patient is asymptomatic with full
Cardiovascular tachycardia or bradycardia that requires recovery to normal sinus rhythm
treatment or is recurrent or persistent
Systolic bp >90 mm Hg and stable or
Systolic bp <90 nun Hg with increasing improving requirements for pressors
requirements for pressors
Patient is asymptomatic, MI and
Any ECG change consistent with MI, myocarditis have been ruled out, clinical
ischemia or myocarditis with or without suspicion of angina is low; there is no
chest pain: suspicion of cardiac ischemia evidence of ventricular hypokinesia
Respiratory 02 saturation <90% 02 saturation >90%
Nervous Mental status changes, including moderate | Mental status changes completely
confusion or agitation resolved
Body as a Whole | Sepsis syndrome, patient is clinically | Sepsis syndrome has resolved, patient is
unstable clinically stable, infection is under
treatment
Urogenital Serum creatinine >4.5 mg/dL or a serum | Serum creatinine <4 mg/dL and fluid and
creatinine of >4 mg/dL in the presence of | electrolyte status is stable
severe volume overload, acidosis, or
hyperkalemia
Persistent oliguria, urine output of <10 | Urine output >10 mL/hour with a
mL/hour for 16 to 24 hours with rising serum | decrease of serum creatinine >1.5 mg/dL
creatinine or normalization of serum creatinine
Digestive Signs of hepatic failure including All signs of hepatic failure have resolved
encephalopathy, increasing ascites, liver
pain, hypoglycemia
Stool guaiac repeatedly >3-4+ Stool guaiac negative
Skin Bullous dermatitis or marked worsening of | Resolution of all signs of bullous
pre-existing skin condition, avoid topical | dermatitis
steroid therapy
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hematological adverse events that do not resolve to < grade 2 within 7 days of completing IL-

2 treatment if the side effect is definitely related to IL-2. This will be considered an IL-2-
related SAE (see Section 7.2.1.2), and the patient will not receive further IL-2. The patient may
continue on study with pembrolizumab monotherapy at the discretion of the treating
investigator.

IL-2 will be permanently discontinued for any grade > 4 hematological or > 3 non-

5.4.1 Inpatient visits (both drugs scheduled to be given):

In the event that a patient is experiencing a significant pembrolizumab-related adverse event
at the time that inpatient admission for IL-2 is scheduled (with +7 day window), the scheduled
admission/therapy will be omitted (not delayed) until the pembrolizumab-related adverse event
resolves to Grade 1 or less. Both drugs may be given at the next regularly scheduled timepoint.

If the following pembrolizumab-related adverse events are present, both drugs should be
withheld, including:

* Any > Grade 2 non-skin related adverse event (including ECIs/irAEs), except for
isolated laboratory abnormalities

* Any > Grade 3 laboratory abnormality

» Any adverse event, laboratory abnormality or intercurrent illness that, in the judgment
of the investigator, presents a substantial clinical risk to the subject with continued
dosing.

If these adverse events resolve to Grade 1 or less, treatment can be resumed at the next regularly
scheduled timepoint. If there are questions about a specific patient, the investigator may contact
the study PI for further discussion.

5.5 Concomitant Medications/Vaccinations (allowed & prohibited)

Medications or vaccinations specifically prohibited in the exclusion criteria are not allowed
during the ongoing trial. If there is a clinical indication for one of these or other medications
or vaccinations specifically prohibited during the trial, discontinuation from trial therapy or
vaccination may be required. The investigator should discuss any questions regarding this
with the study PI or co-PI. The final decision on any supportive therapy or vaccination rests
with the investigator and/or the subject's primary physician.

5.5.1 Acceptable Concomitant Medications

All treatments that the investigator considers necessary for a subject’s welfare may be
administered at the discretion of the investigator in keeping with the community standards of
medical care. All concomitant medication will be recorded on the case report form (CRF)
including all prescription, over-the-counter (OTC), herbal supplements, and IV medications
and fluids. If changes occur during the trial period, documentation of drug dosage, frequency,
route, and date may also be included on the CRF.
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All concomitant medications received within 28 days before the first dose of trial treatment
and during trial treatment should be recorded.

See Section 5.2.2.1. for more detailed information on concomitant medications specifically
during the hospitalization for IL-2 therapy.

5.5.2 Prohibited Concomitant Medications

Subjects are prohibited from receiving the following therapies during the Screening and
Treatment Phase (including retreatment for post-complete response relapse) of this trial:

¢ Antineoplastic systemic chemotherapy or biological therapy other than
pembrolizumab and IL-2

o Immunotherapy not specified in this protocol

¢ Chemotherapy not specified in this protocol

¢ Investigational agents

¢ Radiation therapy

o Note: Radiation therapy to a symptomatic solitary lesion or to the brain may
be allowed at the investigator’s discretion.

s Live vaccines within 30 days prior to the first dose of trial treatment and while
participating in the trial. Examples of live vaccines include, but are not limited to, the
following: measles, mumps, rubella, varicella/zoster, yellow fever, rabies, BCG, and
typhoid vaccine.

e Systemic glucocorticoids for any purpose other than to modulate symptoms from an
event of clinical interest of suspected immunologic etiology. The use of physiologic
doses of corticosteroids may be approved after consultation with the study PI or co-P1L.

Subjects who, in the assessment by the investigator, require the use of any of the
aforementioned treatments for clinical management should be removed from the trial. Subjects
may receive other medications that the investigator deems to be medically necessary.

The Exclusion Criteria describes other medications which are prohibited in this trial.
There are no prohibited therapies during the Post-Treatment Follow-up Phase.
5.6 Rescue Medications & Supportive Care

5.6.1 Supportive Care Guidelines

Subjects should receive appropriate supportive care measures as deemed necessary by the
treating investigator. Suggested supportive care measures for the management of adverse
events with potential immunologic etiology are outlined below and in greater detail in the ECI
guidance document. Where appropriate, these guidelines include the use of oral or intravenous
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treatment with corticosteroids as well as additional anti-inflammatory agents (i.e. infliximab)
if symptoms do not improve with administration of corticosteroids. Note that several courses
of steroid tapering may be necessary as symptoms may worsen when the steroid dose is
decreased. For each disorder, attempts should be made to rule out other causes such as
metastatic disease or bacterial or viral infection, which might require additional supportive
care. The treatment guidelines are intended to be applied when the investigator determines the
events to be related to pembrolizumab.

Note: if after the evaluation the event is determined not to be related, the investigator is
mnstructed to follow the ECI reporting guidance but does not need to follow the treatment
guidance (as outlined i the ECI guidance document). Refer to Section 5.4 for dose
modification.

It may be necessary to perform conditional procedures such as bronchoscopy, endoscopy, or
skin photography as part of evaluation of the event. Suggested conditional procedures, as
appropriate, can be found in the ECI guidance document.

¢ Ppneumonitis:

o For Grade 2 events, treat with systemic corticosteroids. When symptoms
improve to Grade 1 or less, steroid taper should be started and continued over
no less than 4 weeks.

o For Grade 3-4 events, immediately treat with intravenous steroids.
Administer additional anti-inflammatory measures, as needed.

o Add prophylactic antibiotics for opportunistic infections in the case of
prolonged steroid administration.

¢ Diarrhea/Colitis:
Subjects should be carefully monitored for signs and symptoms of enterocolitis (such
as diarrhea, abdominal pain, blood or mucus in stool, with or without fever) and of
bowel perforation (such as peritoneal signs and ileus).

o All subjects who experience diarrhea/colitis should be advised to drink liberal
quantities of clear fluids. If sufficient oral fluid intake is not feasible, fluid and
electrolytes should be substituted via IV infusion. For Grade 2 or higher
diarrhea, consider GI consultation and endoscopy to confirm or rule out colitis.

o For Grade 2 diarrhea/colitis that persists greater than 3 days, administer oral
corticosteroids.

o For Grade 3 or 4 diarrhea/colitis that persists > 1 week, treat with intravenous
steroids followed by high dose oral steroids.

o 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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Type 1 diabetes mellitus (if new onset, including diabetic ketoacidosis [DKA]) or
> Grade 3 Hyperglycemia, if associated with ketosis (ketonuria) or metabolic
acidosis (DKA)

o For TIDM or Grade 3-4 Hyperglycemia
= Insulin replacement therapy is recommended for Type I 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.

Hypophysitis:

o For Grade 2 events, treat with corticosteroids. 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.

o For Grade 3-4 events, treat with an initial dose of IV corticosteroids followed
by oral corticosteroids. 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.

Hyperthyroidism or 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.

o Grade 2 hyperthyroidism events (and Grade 2-4 hypothyroidism):
= In hyperthyroidism, non-selective beta-blockers (e.g. propranolol) are
suggested as initial therapy.
* In hypothyroidism, thyroid hormone replacement therapy, with
levothyroxine or liothyroinine, is indicated per standard of care.
o Grade 3-4 hyperthyroidism
= Treat with an initial dose of IV corticosteroid followed by oral
corticosteroids. 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.

Hepatic:
o For Grade 2 events, monitor liver function tests more frequently until returned
to baseline values (consider weekly).
= Treat with IV or oral corticosteroids
o For Grade 3-4 events, treat with intravenous cortj ] 2
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0 When symptoms improve to Grade 1 or less, a steroid taper should be started
and continued over no less than 4 weeks.

¢ Renal Failure or Nephritis:

o For Grade 2 events, treat with corticosteroids.

o For Grade 3-4 events, treat with systemic corticosteroids.

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

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

Table 5 below shows treatment guidelines for subjects who experience an infusion
reaction associated with administration of pembrolizumab.

Table S Infusion Reaction Treatment Guidelines

NCI CTCAE Grade Treatment Premedication at subsequent
dosing
Grade | Increase monitoring of vital signs as medically None
Mild reaction; infusion interruption indicated until the subject is deemed medically
not indicated; intervention not stable in the opinion of the investigator.
indicated
Grade 2 Stap Infusion and monitor symptoms. Subject may be premedicated 1.5h
Requires infusion interruption but Additional appropriate medical therapy may (= 30 minutes) prior to infusion of
responds promptly to symptomatic include but is not limited to: pembrolizumab (MK-3475) with:
treatment (e.g., antihistamines, IV fluids
NSAIDS, narcotics, IV fluids); Antihistamines Diphenhydramine 50 mg po (or
prophylactic medications indicated for NSAIDS equivalent dose of antihistamine).
<=24 hrs Acetaminophen
Narcotics Acetaminophen 500-1000 mg po
Increase monitoring of vital signs as medically (or equivalent dose of antipyretic).
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 rate (e.g., from 100
mL/hr to 50 mI/hr). Otherwise dosing will be
held until symptoms resolve and the subject
should be premedicated for the next scheduled
dose.
Subjects who develop Grade 2 tosicity despite
adequate premedication should be
permanently discontinued from further trial
treatment administration.
Grades 3 or 4 Stop Infusion. No subsequent dosing
Additional appropriate medical therapy may
Grade 3- include but is not limited to:
Prolonged (i.¢., not rapidly responsive IVfluds
to symptomatic medication and/or Antihistamines
brief interruption of infusion): NSAIDS
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NCI CTCAE Grade Treatment Premedication at subsequent
dosing
recurrence of symptoms following Acetaminophen
imtial improvement; hospitalization Narcotics
indicated for other chinical sequelae Oxygen
(e.g., renal impairment, pulmonary Pressors
infiltrates) Corticosteroids
Epmephrine
" Increase monitoring of vital signs as medicall
: — : se monitoring of vital signs as c
s pressox of VERbINONY | ndicated uatil the subject s Sevanet modicnly
stable in the opinion of the investigator.
Hospitalization may be indicated.

Suhject is permanently discontinued from
further trial treatment administration.
Appropriate resuscitation equipment should be available in the room and a physician readily available during the period of drug

5.7 Diet/Activity/Other Considerations
5.7.1 Diet

Subjects should maintain a normal diet unless modifications are required to manage an AE
such as diarrhea, nausea or vomiting.

5.7.2 Contraception

Pembrolizumab and IL-2 may have adverse effects on a fetus in utero. Furthermore, it is not
known if pembrolizumab has transient adverse effects on the composition of sperm. Non-
pregnant, non-breast-feeding women may be enrolled if they are willing to use 2 methods of
birth control or are considered highly unlikely to conceive. Highly unlikely to conceive is
defined as 1) surgically sterilized, or 2) postmenopausal (a woman who is >45 years of age and
has not had menses for greater than 1 year will be considered postmenopausal), or 3) not
heterosexually active for the duration of the study. The two birth control methods can be either
two barrier methods or a barrier method plus a hormonal method to prevent pregnancy.
Subjects should start using birth control from study Visit 1 throughout the study period up to
120 days after the last dose of study therapy.

The following are considered adequate barrier methods of contraception: diaphragm, condom
(by the partner), copper intrauterine device, sponge, or spermicide. Appropriate hormonal
contraceptives will include any registered and marketed contraceptive agent that contains an
estrogen and/or a progestational agent (including oral, subcutaneous, intrauterine, or
intramuscular agents).

Subjects should be informed that taking the study medication may involve unknown risks to
the fetus (unborn baby) if pregnancy were to occur during the study. In order to participate in
the study they must adhere to the contraception requirement (described above) for the duration
of the study and during the follow-up period defined in section 7.2.5-Reporting of Pregnancy

50




