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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do notinclude all the information needed to use
BAVENCIO safely and effectively. See full prescribing information for
BAVENCIO.

BAVENCIO® (avelumab) injection, for intravenous use
Initial U.S. Approval: 2017

RECENT MAJOR CHANGES

05/2019

Indication and Usage (1.3)

Dosage and Administration (2.2, 2.3) 10/2018
Dosage and Administration (2.4, 2.5) 05/2019
Warnings and Precautions (5.2, 5.8) 05/2019

INDICATIONS AND USAGE

BAVENCIO is a programmed death ligand-1 (PD-L1) blocking antibody

indicated for:

Adults and pediatric patients 12 years and older with metastatic Merkel cell

carcinoma (MCC).* (1.1)

Patients with locally advanced or metastatic urothelial carcinoma (UC)

who:

= Have disease progression during or ©llowing platinum-containing
chemotherapy (1.2)

= Have disease progression within 12 months of neoadjuvant or adjuvant
treatment with platinum-containing chemotherapy.* (1.2)

First-line treatment, in combination with axitinib of patients with advanced

renal cell carcinoma (RCC). (1.3, 14.3)

* This indication is approved under accelerated approval based on tumor
response rate and duration of response. Continued approval for this
indication may be contingent upon verification and description of clinical
benefit in confirmatory trials.

——-DOSAGE AND ADMINISTRATION———————
Premedicate for the first 4 infusions and subsequently as needed. (2.1)
Merkel Cell Carcinoma: 800 mg every 2 weeks (2.2)

Urothelial Carcinoma; 800 mg every 2 weeks. (2.3)

e Renal Cell Carcinoma: 800 mg every 2 weeks in combination with axitinib

5 mg orally twice daily. (2.4)

Administer BAVENCIO as an intravenous infusion over 60 minutes

—-DOSAGE FORMS AND STRENGTHS ——————---

Injection: 200 mg/10 mL (20 mg/mL) solution in single-dose vial. (3)

CONTRAINDICATIONS

None. (4)

——-WARNINGS AND PRECAUTIONS-——-——m—
Immune-mediated pneumonitis: Withhold for moderate pneumonitis;
permanently discontinue for severe, life-threatening, or recurrent moderate
pneumonitis. (5.1)

Hepatotoxicity and immune-mediated hepatitis: Monitor for changes in liver
function. Withhold for moderate hepatitis; permanently discontinue for
severe or life-threatening hepatitis. (5.2)

Immune-mediated colitis: Withhold for moderate orsevere colitis;
permanently discontinue for life-threatening or recurrent severe colitis. (5.3)
Immune-mediated endocrinopathies: Withhold for severe or life-threatening
endocrinopathies (5.4)

Immune-mediated nephritis and renal dysfunction: Withhold for moderate
or severe nephritis and renal dysfunction; permanently discontinue for life-
threatening nephritis or renal dysfunction. (5.5)

Infusion-related reactions: Interrupt or slow the rate of infusion for mild or
moderate infusion-related reactions. Stop the infision and permanently
discontinue BAVENCIO for severe or life-threatening infision-related
reactions. (5.7)

Major adverse cardiovascular events: Optimize management of
cardiovascular risk factors. Discontinue BAVENCIO in combination with
axitinib for Grade 3-4 events. (5.8)

Embryo-fetal toxicity: BAVENCIO can cause fetal harm. Advise of
potential risk to a ftus and use of effective contraception. (5.9, 8.1, 8.3)

M

ADVERSE REACTIONS
ost common adverse reactions (> 20%) were:

BAVENCIO in patients with metastatic Merkel cell carcinoma: fatigue,

musculoskeletal pain, diarthea, nausea, infusion-related reaction, rash,
decreased appetite, and peripheral edema. (6.1)

BAVENCIO in patients with locally advanced or metastatic urothelial

carcinoma: fatigue, infusion-related reaction, musculoskeletal pain, nausea,
decreased appetite, and urinary tract infection. (6.1)

BAVENCIO with axitinib in patients with RCC: diarrhea, fatigue,

hypertension, musculoskeletal pain, nausea, mucositis, palmar-plantar
erythrodysesthesia, dysphonia, decreased appetite, hypothyroidism, rash,
hepatotoxicity, cough, dyspnea, abdominal pain, and headache. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact EMD Serono

at

1-800-283-8088 ext. 5563 or FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch.

——--USE INSPECIFIC POPULATIONS ———————--

Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 05/2019
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*Sections or subsections omitted from the full prescribing information are not
listed

Page 2 of 34

Reference ID: 4433254



FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Metastatic Merkel Cell Carcinoma

BAVENCIO (avelumab) is indicated for the treatment of adults and pediatric patients 12 years
and older with metastatic Merkel cell carcinoma (MCC).

This indication is approved under accelerated approval based on tumor response rate and
duration of response. Continued approval for this indication may be contingent upon verification
and description of clinical benefit in confirmatory trials [see Clinical Studies (14.1)].

1.2 Locally Advanced or Metastatic Urothelial Carcinoma

BAVENCIO is indicated for the treatment of patients with locally advanced or metastatic

urothelial carcinoma (UC) who:

o Have disease progression during or following platinum-containing chemotherapy

. Have disease progression within 12 months of neoadjuvant or adjuvant treatment with
platinum-containing chemotherapy

This indication is approved under accelerated approval based on tumor response rate and
duration of response. Continued approval for this indication may be contingent upon verification
and description of clinical benefit in confirmatory trials [see Clinical Studies (14.2)].

1.3 Advanced Renal Cell Carcinoma
BAVENCIO in combination with axitinib is indicated for the first-line treatment of patients with
advanced renal cell carcinoma (RCC) [see Clinical Studies (14.3)].

2 DOSAGE AND ADMINISTRATION

2.1 Premedication

Premedicate patients with an antihistamine and with acetaminophen prior to the first 4 infusions
of BAVENCIO. Premedication should be administered for subsequent BAVENCIO doses based
upon clinical judgment and presence/severity of prior infusion reactions [see Dosage and
Administration (2.5) and Warnings and Precautions (5.7)].

2.2 Recommended Dosage for MCC
The recommended dose of BAVENCIO is 800 mg administered as an intravenous infusion over
60 minutes every 2 weeks until disease progression or unacceptable toxicity.

2.3 Recommended Dosage for UC
The recommended dose of BAVENCIO is 800 mg administered as an intravenous infusion over
60 minutes every 2 weeks until disease progression or unacceptable toxicity.

2.4 Recommended Dosage for RCC

The recommended dose of BAVENCIO is 800 mg administered as an intravenous infusion over
60 minutes every 2 weeks in combination with axitinb 5 mg orally taken twice daily (12 hours
apart) with or without food until disease progression or unacceptable toxicity.
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When axitinib is used in combination with BAVENCIO, dose escalation of axitinib above the
mitial 5 mg dose may be considered at intervals of two weeks or longer. Review the Full
Prescribing Information for axitinib prior to initiation.

2.5 Dose Modifications

Recommended dose modifications of BAVENCIO for adverse reactions are provided in Table 1.
Detailed information regarding clinical and laboratory monitoring guidelines for early detection

of adverse reactions of BAVENCIO and recommended management (immunosuppressant
treatment guidelines) are described in Warnings and Precautions (5).

Table 1: Recommended Dose Modifications of BAVENCIO for Adverse Reactions

Treatment-Related Adverse
Reaction

Severity of Adverse
Reactions*

Dose Modification

Pneumonitis [see Warnings and
Precautions (5.1)]

Grade 2 pneumonitis

Withhold BAVENCIO.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of pneumonitis after
corticosteroid taper.

Grade 3 or 4 pneumonitis
or recurrent Grade 2
pneumonitis

Permanently discontinue.

Hepatitis [see Warnings and
Precautions (5.2)]

For BAVENCIO in combination
with axitinib, see below.

Aspartate aminotransferase
(AST)/or alanine
aminotransferase (ALT)
more than 3 and up to

5 times the upper limit of
normal or total bilirubin
more than 1.5 and up to

3 times the upper limit of
normal

Withhold BAVENCIO.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of hepatitis after
corticosteroid taper.

AST or ALT more than

5 times the upper limit of
normal or total bilirubin
more than 3 times the
upper limit of normal

Permanently discontinue.

Colitis [see Warnings and
Precautions (5.3)]

QGrade 2 or 3 diarrhea or
colitis

Withhold BAVENCIO.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of colitis or diarrhea
after corticosteroid taper.

Reference ID: 4433254
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Treatment-Related Adverse
Reaction

Severity of Adverse
Reactions*

Dose Modification

QGrade 4 diarrhea or colitis
or recurrent Grade 3
diarrhea or colitis

Permanently discontinue.

Endocrinopathies (including but
not limited to hypothyroidism,
hyperthyroidism, adrenal
msufficiency, hyperglycemia)
[see Warnings and Precautions

(5.4)]

QGrade 3 or 4

Withhold BAVENCIO.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of endocrinopathies
after corticosteroid taper.

Nephritis and Renal
Dysfunction [see Warnings and
Precautions (5.5)]

Serum creatinine more
than 1.5 and up to 6 times
the upper limit of normal

Withhold BAVENCIO.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of nephritis and renal
dysfunction after
corticosteroid taper.

Serum creatinine more
than 6 times the upper
limit of normal

Permanently discontinue.

Other immune-mediated adverse
reactions (including but not
limited to myocarditis,
pancreatitis, myositis, psoriasis,
arthritis, exfoliative dermatitis,
erythema multiforme,
pemphigoid, hypopituitarism,
uveitis, Guillain-Barré
syndrome, bullous dermatitis,

For any of the following:
e Moderate or severe
clinical signs or
symptoms of an
immune-mediated

adverse reaction not
described above

e Grade 3 or4
endocrinopathies

Withhold BAVENCIO
pending clinical evaluation.

Resume BAVENCIO in
patients with complete or
partial resolution (Grade 0
to 1) of other immune-
mediated adverse reactions
after corticosteroid taper.

Reference ID: 4433254
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Treatment-Related Adverse Severity of Adverse Dose Modification

Reaction Reactions*
Stevens Johnson Syndrome For any of the following: Permanently discontinue.
(SJS)/toxic epidermal necrolysis | e Life-threatening
(TEN), rhabdomyolysis, adverse reaction
myasthenia gravis, histiocytic (excluding
necrotizing lymphadenitis, endocrinopathies)
demyelination, vasculitis, e Recurrent severe
hemolytic anemia, hypophysitis, immune-mediated
iritis, and encephalitis)? [see adverse reaction
Warnings and Precautions e Requirement for
(5.6)] 10 mg per day or

greater prednisone or
equivalent for more
than 12 weeks

e Persistent Grade 2 or 3
immune-mediated
adverse reactions
lasting 12 weeks or

longer
Infusion-related reaction [see Grade 1 or 2 Interrupt or slow the rate of
Warnings and Precautions infusion.
(6.7)] Grade 3 or 4 Permanently discontinue.

* Toxicity was graded per National Cancer Institute Common Terminology Criteria for Adverse Events. Version 4.0
(NCI CTCAE v4)
T Observed with BA VENCIO or with other anti-PD-1/PD-L1 monoclonal antibodies

In patients with RCC being treated with BAVENCIO in combination with axitinib:

o If ALT or AST > 3 times ULN but < 5 times ULN or total bilirubin > 1.5 times ULN but
<3 times ULN, withhold both BAVENCIO and axitinib until these adverse reactions
recover to Grades 0-1. If persistent (greater than 5 days), consider corticosteroid therapy
[initial dose of 0.5 to 1 mg/kg/day] prednisone or equivalent followed by a taper. Consider
rechallenge with a single drug or sequential rechallenge with both drugs after recovery.
Dose reduce per the axitinib Full Prescribing Information if rechallenging with axitinib.

o If ALT or AST > 5 times ULN or > 3 times ULN with concurrent total bilirubin > 2 times
ULN or total bilirubin > 3 times ULN, permanently discontinue both BAVENCIO and
axitinib and consider corticosteroid therapy [initial dose 1 to 2 mg/kg/day prednisone or
equivalent followed by a taper].

When BAVENCIO is administered in combination with axitinib, review the axitinib Full
Prescribing Information for recommended dose modifications for axitinib.
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2.6 Preparation and Administration

Preparation

o Visually mspect vial for particulate matter and discoloration. BAVENCIO is a clear,
colorless to slightly yellow solution. Discard vial if the solution is cloudy, discolored, or
contains particulate matter.

o Withdraw the required volume of BAVENCIO from the vial(s) and inject it into a 250 mL
infusion bag containing either 0.9% Sodium Chloride Injection or 0.45% Sodium Chloride

Injection.
. Gently invert the bag to mix the diluted solution and avoid foaming or excessive shearing.
. Inspect the solution to ensure it is clear, colorless, and free of visible particles.

J Discard any partially used or empty vials.

Storage of diluted BAVENCIO solution
Protect from light.

Store diluted BAVENCIO solution:

o At room temperature up to 77°F (25°C) for no more than 4 hours from the time of dilution.

Or

. Under refrigeration at 36°F to 46°F (2°C to 8°C) for no more than 24 hours from the time
of dilution. If refrigerated, allow the diluted solution to come to room temperature prior to
administration.

Do not freeze or shake diluted solution.

Administration

o Administer the diluted solution over 60 minutes through an intravenous line containing a
sterile, non-pyrogenic, low protein binding in-line filter (pore size of 0.2 micron).

o Do not co-administer other drugs through the same intravenous line.

3 DOSAGE FORMS AND STRENGTHS
Injection: 200 mg/10 mL (20 mg/mL), clear, colorless to slightly yellow solution in a single-dose
vial.

4 CONTRAINDICATIONS
None.
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5 WARNINGS AND PRECAUTIONS

5.1 Immune-Mediated Pneumonitis

BAVENCIO can cause immune-mediated pneumonitis, including fatal cases [see Adverse
Reactions (6.1)]. Monitor patients for signs and symptoms of pneumonitis and evaluate patients
with suspected pneumonitis with radiographic imaging. Administer corticosteroids (initial dose
of 1 to 2 mg/kg/day prednisone or equivalent, followed by a corticosteroid taper) for Grade 2 or
greater pneumonitis. Withhold BAVENCIO for moderate (Grade 2) pneumonitis, and
permanently discontinue for severe (Grade 3), life-threatening (Grade 4), or recurrent moderate
(Grade 2) pneumonitis [see Dosage and Administration (2.5)].

Pneumonitis occurred in 1.2% of patients receiving BAVENCIO including one (0.1%) patient
with Grade 5, one (0.1%) with Grade 4, and five (0.3%) with Grade 3 pneumonitis. Immune-
mediated pneumonitis led to permanent discontinuation of BAVENCIO in 0.3% of patients.
Among the 21 patients with immune-mediated pneumonitis, the median time to onset was

2.5 months (range: 3 days to 11 months) and the median duration of pneumonitis was 7 weeks
(range: 4 days to 4+ months). All 21 patients were treated with systemic corticosteroids; 17
(81%) of the 21 patients received high-dose corticosteroids for a median of 8 days (range: 1 day
to 2.3 months). Resolution of pneumonitis occurred in 12 (57%) of the 21 patients at the time of
data cut-off.

5.2 Hepatotoxicity and Immune-M e diated He patitis

BAVENCIO can cause immune-mediated hepatitis including fatal cases [see Adverse Reactions
(6.1)]. Monitor patients for abnormal liver tests prior to and periodically during treatment.
Admimister corticosteroids (initial dose of 1 to 2 mg/kg/day prednisone or equivalent, followed
by a corticosteroid taper) for Grade 2 or greater hepatitis. Withhold BAVENCIO for moderate
(Grade 2) immune-mediated hepatitis until resolution and permanently discontinue for severe
(Grade 3) or life-threatening (Grade 4) immune-mediated hepatitis [see Dosage and
Administration (2.5)].

BAVENCIO as a Single Agent

Immune-mediated hepatitis occurred in 0.9% of patients receiving BAVENCIO including two
(0.1%) patients with Grade 5 and 11 (0.6 %) patients with Grade 3 immune-mediated hepatitis.
Immune-mediated hepatitis led to permanent discontinuation of BAVENCIO in 0.5% of patients.
Among the 16 patients with immune-mediated hepatitis, the median time to onset was

3.2 months (range: 1 week to 15 months), and the median duration of hepatitis was 2.5 months
(range: 1 day to 7.4+ months). All 16 patients were treated with corticosteroids; 15 (94%) of the
16 patients received high-dose corticosteroids for a median of 14 days (range: 1 day to

2.5 months). Resolution of hepatitis occurred in nine (56%) of the 16 patients at the time of data
cut-off.

BAVENCIO with Axitinib

BAVENCIO in combination with axitinib can cause hepatotoxicity with higher than expected
frequencies of Grade 3 and 4 ALT and AST elevation. Consider more frequent monitoring of
liver enzymes as compared to when the drugs are used as monotherapy. Withhold BAVENCIO
and axitinib for moderate (Grade 2) hepatotoxicity and permanently discontinue the combination
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for severe or life-threatening (Grade 3 or 4) hepatotoxicity. Administer corticosteroids as needed
[see Dosage and Administration (2.5)].

In patients treated with BAVENCIO in combination with axitinib in the advanced RCC trials,
Grades 3 and 4 increased ALT and increased AST were reported in 9% and 7% of patients,
respectively. In patients with ALT > 3 times ULN (Grades 2-4, n=82), ALT resolved to

Grades 0-1 in 92%. Among the 73 patients who were rechallenged with either BAVENCIO
(59%) or axitinib (85%) monotherapy or with both (55%), 66% had no recurrence of ALT >3
times ULN. Immune-mediated hepatitis was reported in 7% of patients including 4.9% with
Grade 3 or 4 immune-mediated hepatitis. Hepatotoxicity led to permanent discontinuation in
6.5% and immune-mediated hepatitis led to permanent discontinuation of either BAVENCIO or
axitinib in 5.3% of patients. Among the 35 patients with immune-mediated hepatitis, the median
time to onset was 2.8 months (range: 2.1 weeks to 14.5 months) and the median duration of
hepatitis was 15 days (range: 2 days to 9 months). Thirty-four patients were treated with
corticosteroids and one patient was treated with a non-steroidal immunosuppressant; 33 patients
received high-dose corticosteroids for a median of 21 days (range: 4 days to 3 months).
Resolution of hepatitis occurred in 31 of the 35 patients at the time of data cut-off.

5.3 Immune-Mediated Colitis

BAVENCIO can cause immune-mediated colitis [see Adverse Reactions (6.1)]. Monitor patients
for signs and symptoms of colitis. Administer corticosteroids (initial dose of 1 to 2 mg/kg/day
prednisone or equivalent followed by a corticosteroid taper) for Grade 2 or greater colitis.
Withhold BAVENCIO for moderate or severe (Grade 2 or 3) colitis until resolution. Permanently
discontinue BAVENCIO for life-threatening (Grade 4) or for recurrent (Grade 3) colitis upon re-
mitiation of BAVENCIO [see Dosage and Administration (2.5)].

Immune-mediated colitis occurred in 1.5% of patients receiving BAVENCIO including seven
(0.4%) patients with Grade 3 colitis. Immune-mediated colitis led to permanent discontinuation
of BAVENCIO in 0.5% of patients. Among the 26 patients with immune-mediated colitis, the
median time to onset was 2.1 months (range: 2 days to 11 months) and the median duration of
colitis was 6 weeks (range: 1 day to 14+ months). All 26 patients were treated with
corticosteroids; 15 (58%) of the 26 patients received high-dose corticosteroids for a median of
19 days (range: 1 day to 2.3 months). Resolution of colitis occurred in 18 (70%) of the patients at
the time of data cut-off.

5.4 Immune-Mediated Endocrinopathies
BAVENCIO can cause immune-mediated endocrinopathies [see Adverse Reactions (6.1)].

Adrenal Insufficiency

Monitor patients for signs and symptoms of adrenal insufficiency during and after treatment.
Administer corticosteroids as appropriate for adrenal insufficiency. Withhold BAVENCIO for
severe (Grade 3) or life-threatening (Grade 4) adrenal insufficiency [see Dosage and
Administration (2.5)].

Adrenal insufficiency occurred in 0.5% of patients receiving BAVENCIO including one patient
(0.1%) with Grade 3 adrenal insufficiency. Immune-mediated adrenal insufficiency led to
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permanent discontinuation of BAVENCIO m 0.1% of patients. Among the 8 patients with
immune-mediated adrenal insufficiency, the median time to onset was 2.5 months (range: 1 day
to 8 months). All eight patients were treated with corticosteroids; four (50%) of the eight patients
received high-dose corticosteroids for a median of 1 day (range: 1 day to 24 days).

Thyroid Disorders (Hypothyroidism/Hyperthyroidism)

BAVENCIO can cause immune-mediated thyroid disorders. 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. Manage
hypothyroidism with hormone-replacement therapy. Initiate medical management for control of
hyperthyroidism. Withhold BAVENCIO for severe (Grade 3) or life-threatening (Grade 4)
thyroid disorders [see Dosage and Administration (2.5)].

Immune-mediated thyroid disorders occurred in 6% of patients receiving BAVENCIO including
3 (0.2%) Grade 3 immune-mediated thyroid disorders. Immune-mediated thyroid disorders led to
discontinuation of BAVENCIO in 0.1% of patients. Hypothyroidism occurred in 90 (5%)
patients; hyperthyroidism in seven (0.4%) patients; and thyroiditis in four (0.2%) patients treated
with BAVENCIO. Among the 98 patients with immune-mediated thyroid disorders, the median
time to onset was 2.8 months (range: 2 weeks to 13 months) and the median duration was not
estimable (range: 6 days to more than 26 months). Immune-mediated thyroid disorders resolved
i seven (7%) of the 98 patients.

Type 1 Diabetes Mellitus

BAVENCIO can cause type 1 diabetes mellitus, including diabetic ketoacidosis. Monitor
patients for hyperglycemia or other signs and symptoms of diabetes. Withhold BAVENCIO and
administer anti-hyperglycemics or insulin in patients with severe or life-threatening (Grade > 3)
hyperglycemia. Resume treatment with BAVENCIO when metabolic control is achieved on
insulin replacement or anti-hyperglycemics [see Dosage and Administration (2.5)].

Type 1 diabetes mellitus without an alternative etiology occurred in 0.1% of patients including
two cases of Grade 3 hyperglycemia that led to permanent discontinuation of BAVENCIO.

5.5 Immune-Mediated Nephritis and Renal Dys function

BAVENCIO can cause immune-mediated nephritis [See Adverse Reactions (6.1)]. Monitor
patients for elevated serum creatinine prior to and periodically during treatment. Administer
corticosteroids (initial dose of 1 to 2 mg/kg/day prednisone or equivalent followed by a
corticosteroid taper) for Grade 2 or greater nephritis. Withhold BAVENCIO for moderate
(Grade 2) or severe (Grade 3) nephritis until resolution to < Grade 1. Permanently discontinue
BAVENCIO for life-threatening (Grade 4) nephritis [see Dosage and Administration (2.5)].

Immune-mediated nephritis occurred in 0.1% of patients receiving BAVENCIO; BAVENCIO
was permanently discontinued in this patient.
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5.6 Other Immune-Mediated Adverse Reactions

BAVENCIO can result in severe and fatal immune-mediated adverse reactions [see Adverse
Reactions (6.1)]. These immune-mediated reactions may involve any organ system. Most
immune-mediated reactions initially manifest during treatment with BAVENCIO; however,
immune-mediated adverse reactions can occur after discontinuation of BAVENCIO.

For suspected immune-mediated adverse reactions, evaluate to confirm or rule out an immune-
mediated adverse reaction and to exclude other causes. Depending upon the severity of the
adverse reaction, withhold or permanently discontinue BAVENCIO, administer high dose
corticosteroids, and if appropriate, initiate hormone replacement therapy. Upon improvement to
Grade 1 or less, mitiate corticosteroid taper. Resume BAVENCIO when the immune-mediated
adverse reaction remains at Grade 1 or less following corticosteroid taper. Permanently
discontinue BAVENCIO for any severe (Grade 3) immune-mediated adverse reaction that recurs
and for any life-threatening immune-mediated adverse reaction [see Dosage and Administration

(2.5)].

The following clinically significant, immune-mediated adverse reactions occurred at an
incidence of less than 1% of patients who received BAVENCIO as a single agent or in

489 patients who received BAVENCIO in combination with axitinib: immune-mediated
myocarditis including fatal cases, pancreatitis including fatal cases, immune-mediated myositis,
psoriasis, arthritis, exfoliative dermatitis, erythema multiforme, pemphigoid, hypopituitarism,
uveitis, Guillain-Barré syndrome, and systemic inflammatory response. The following clinically
significant, immune-mediated adverse reactions have been reported with other products in this
class: bullous dermatitis, Stevens Johnson Syndrome (SJS)/toxic epidermal necrolysis (TEN),
rhabdomyolysis, myasthenia gravis, histiocytic necrotizing lymphadenitis, demyelination,
vasculitis, hemolytic anemia, hypophysitis, iritis, and encephalitis.

5.7 Infusion-Related Reactions

BAVENCIO can cause severe or life-threatening infusion-related reactions [see Adverse
Reactions (6.1)]. Premedicate with antihistamine and acetaminophen prior to the first

4 infusions. Monitor patients for signs and symptoms of infusion-related reactions including
pyrexia, chills, flushing, hypotension, dyspnea, wheezing, back pain, abdominal pain, and
urticaria. Interrupt or slow the rate of infusion for mild or moderate infusion-related reactions.
Stop the infusion and permanently discontinue BAVENCIO for severe (Grade 3) or life-
threatening (Grade 4) infusion-related reactions [see Dosage and Administration (2.5) and
Adverse Reactions (6.1)].

Infusion-related reactions occurred in 25% of patients treated with BAVENCIO including three
(0.2%) Grade 4 and nine (0.5%) Grade 3 infusion-related reactions. Ninety-three percent of
patients received premedication with antihistamine and acetaminophen. Eleven (92%) of the

12 patients with Grade > 3 reactions were treated with intravenous corticosteroids. Fourteen
percent of patients had infusion-related reactions that occurred after the BAVENCIO infusion
was completed.
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5.8 Major Adverse Cardiovascular Events (MACE)

BAVENCIO in combination with axitinib can cause severe and fatal cardiovascular events.
Consider baseline and periodic evaluations of left ventricular ejection fraction. Monitor for signs
and symptoms of cardiovascular events. Optimize management of cardiovascular risk factors,
such as hypertension, diabetes, or dyslipidemia. Discontinue BAVENCIO and axitinib for
Grade 3-4 cardiovascular events.

MACE occurred in 7% of patients with advanced RCC treated with BAVENCIO in combination
with axitinb compared to 3.4% treated with sunitinib in a randomized trial, JAVELIN

Renal 101. These events included death due to cardiac events (1.4%), Grade 3-4 myocardial
infarction (2.8%), and Grade 3-4 congestive heart failure (1.8%). Median time to onset of MACE
was 4.2 months (range: 2 days to 24.5 months).

5.9 Embryo-Fetal Toxicity

Based on its mechanism of action, BAVENCIO can cause fetal harm when administered to a
pregnant woman. Animal studies have demonstrated that inhibition of the PD-1/PD-L1 pathway
can lead to increased risk of immune-mediated rejection of the developing fetus resulting in fetal
death. If this drug is used during pregnancy, or if the patient becomes pregnant while taking
BAVENCIO, inform the patient of the potential risk to a fetus. Advise females of childbearing
potential to use effective contraception during treatment with BAVENCIO and for at least

one month after the last dose of BAVENCIO [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS

The following adverse reactions are described elsewhere in the label:

. Immune-mediated pneumonitis [see Warnings and Precautions (5.1)]

Hepatotoxicity and immune-mediated hepatitis [See Warnings and Precautions (5.2)]
Immune-mediated colitis [see Warnings and Precautions (5.3)]

Immune-mediated endocrinopathies [see Warnings and Precautions (5.4)]
Immune-mediated nephritis and renal dysfunction [see Warnings and Precautions (5.5)]
Other immune-mediated adverse reactions [see Warnings and Precautions (5.6)]
Infusion-related reactions [see Warnings and Precautions (5.7)]

Major adverse cardiovascular events [see Warnings and Precautions (5.8)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

The data described in the WARNINGS AND PRECAUTIONS section reflect exposure to
BAVENCIO 10 mg/kg intravenously every 2 weeks as a single agent in 1738 patients enrolled in
the JAVELIN Merkel 200 and JAVELIN Solid Tumor trials and to BAVENCIO 10 mg/kg
mtravenously every 2 weeks in combination with axitinib 5 mg orally twice daily in 489 patients
enrolled in the JAVELIN Renal 100 and JAVELIN Renal 101 trials. In the BAVENCIO
monotherapy population, 24% of patients were exposed for > 6 months and 7% were exposed for
> 12 months. The population characteristics of BAVENCIO in combination with axitinib are
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shown below. When BAVENCIO was used in combination with axitinib, 70% of patients were
exposed for > 6 months and 31% were exposed for > 12 months. The following criteria were
used to classify an adverse reaction as immune-mediated: onset within 90 days after last dose of
BAVENCIO, no spontaneous resolution within 7 days of onset, treatment with corticosteroids or
other immunosuppressant or hormone replacement therapy, biopsy consistent with immune-
mediated reaction, and no other clear etiology.

Metastatic Merkel Cell Carcinoma

The data described below reflect exposure to BAVENCIO 10 mg/kg intravenously every

2 weeks in 88 patients with metastatic MCC enrolled in the JAVELIN Merkel 200 trial. Patients
with any of the following were excluded: autoimmune disease; medical conditions requiring
systemic immunosuppression; prior organ or allogeneic stem cell transplantation; prior treatment
with anti-PD-1, anti-PD-L1, or anti-CTLA-4 antibodies; central nervous system (CNS)
metastases; infection with HIV, hepatitis B, or hepatitis C; or ECOG performance score > 2.

The median duration of exposure to BAVENCIO was 4 months (range: 2 weeks to 21 months).
Forty percent of patients received BAVENCIO for more than 6 months and 14% were treated for
more than one year [see Clinical Studies (14.1)]. The study population characteristics were:
median age of 73 years (range: 33 to 88), 74% male, 92% White, ECOG performance score of 0
(56%) or 1 (44%), and 65% of patients had one prior anti-cancer therapy for metastatic MCC and
35% had two or more prior therapies.

BAVENCIO was permanently discontinued for adverse reactions in six (7%) patients; adverse
reactions resulting in permanent discontinuation were ileus, Grade 3 transaminitis, Grade 3
creatine kinase elevation, tubulointerstitial nephritis, and Grade 3 pericardial effusion.
BAVENCIO was temporarily discontinued in 21 (24%) patients for adverse events, excluding
temporary dose interruption for infusion-related reactions where infusion was restarted the same
day. The most common adverse reaction requiring dose interruption was anemia. Serious adverse
reactions that occurred in more than one patient were acute kidney injury, anemia, abdominal
pain, ileus, asthenia, and cellulitis. The most common adverse reactions (> 20%) were fatigue,
musculoskeletal pain, diarrhea, nausea, infusion-related reaction, rash, decreased appetite, and
peripheral edema.

Table 2 and Table 3 summarize the incidence of adverse reactions and laboratory abnormalities,
respectively, that occurred in patients receiving BAVENCIO.
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Table 2: Adverse Reactions in>10% of Patients Receiving BAVENCIO in the JAVELIN

Merkel 200 Trial
Adverse Reactions BAVENCIO
(N=88)
All Grades Grade 3-4
% %
General Disorders
Fatigue? 50 2
Infusion-related reaction® 22 0
Peripheral edema® 20 0
Mus culoskeletal and Connective Tissue Disorders
Musculoskeletal paind 32 2
Arthralgia 16 1
Gastrointestinal Disorders
Diarrhea 23 0
Nausea 22 0
Constipation 17 1
Abdominal pain® 16 2
Vomiting 13 0
Skin and Subcutaneous Tissue Disorders
Rashf 22 0
Prurituss 10 0
M e tabolism and Nutrition Disorders
Decreased appetite 20 2
Decreased weight 15 0
Respiratory, Thoracic and Mediastinal Disorders
Cough 18
Dyspneah 11 1
Nervous System Disorders
Dizziness 14 0
Headache 10 0
'Vas cular Disorders
Hypertension | 13 | 6

* Fatigue is a composite termthat includes fatigueand asthenia

®Infusion-related reactionis a composite termthat includes drug hypersensitivity, hypersensitivity,
chills, pyrexia, back pain, and hypotension

¢ Peripheral edema is a composite termthatincludes peripheral edema and peripheral swelling

4Musculoskeletal pain is a composite termthat includes back pain, myalgia, neck pain, pain in

extremity

¢ Abdominal pain is a compositetermthat includes abdominal pain and abdominal pain upper

fRash is a composite termthatincludes rash maculo-papular, erythema, and dermatitis bullous

¢ Pruritus is a compositetermthat includes pruritus and pruritus generalized

"Dyspneais a composite termthatincludes dyspneaand dyspnea exertional
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Table 3: Selected Treatment-Emergent* Laboratory Abnormalities in Patients Receiving
BAVENCIO in the JAVELIN Merkel 200 Trial

Laboratory Tests Any Grade Grade 3-4
(N=88) (N=88)
% %
Chemistry
Increased aspartate aminotransferase (AST) 34 1
Increased alanine aminotransferase (ALT) 20 5
Increased lipase 14 4
Increased amylase 8 1
Increased bilirubin 6 1
Hyperglycemia** - 7
Hematology
Anemia 35 9
Lymphopenia 49 19
Thrombocytopenia 27 1
Neutropenia 6 1
* Treatment emergent consists of new onsetoflaboratory abnormality or worsening ofbaseline laboratory
abnormality

** Hyperglycemia limited to Grade > 3 events since fasting measurements were notobtained routinely

Locally Advanced or Metastatic Urothelial Carcinoma

Table 4 describes adverse reactions reported in 242 patients with locally advanced or metastatic
UC receiving BAVENCIO at 10 mg/kg every 2 weeks in the UC cohorts of the JAVELIN Solid
Tumor trial. Patients received pre-medication with an anti-histamine and acetaminophen prior to
each infusion. The median duration of exposure to BAVENCIO was 12 weeks (range: 2 weeks to
92 weeks) [see Clinical Studies (14.2)].

Fourteen patients (6%) who were treated with BAVENCIO experienced either pneumonitis,

respiratory failure, sepsis/urosepsis, cerebrovascular accident, or gastrointestinal adverse events,
which led to death.

BAVENCIO was permanently discontinued for Grade 1-4 adverse reactions in 30 (12%)

patients. The adverse reaction that resulted in permanent discontinuation in > 1% of patients was
fatigue. BAVENCIO was temporarily discontinued in 29% of patients for adverse reactions,
excluding temporary dose mterruption for infusion-related reactions where infusion was restarted
the same day. The adverse reactions that resulted in temporary discontinuation in > 1% of
patients were diarrhea, fatigue, dyspnea, urinary tract infection, and rash.

Grade 1-4 serious adverse reactions were reported in 41% of patients. The most frequent serious
adverse reactions reported in > 2% of patients were urinary tract infection/urosepsis, abdominal

pain, musculoskeletal pain, creatinine increased/renal failure, dehydration, hematuria/urinary
tract hemorrhage, intestinal obstruction/small intestine obstruction, and pyrexia.
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The most common Grade 3 and 4 adverse reactions (> 3%) were anemia, fatigue, hyponatremia,
hypertension urmnary tract infection, and musculoskeletal pain.

The most common adverse reactions (> 20%) were fatigue, infusion-related reaction,
musculoskeletal pain, nausea, decreased appetite, and urinary tract infection.

Eleven (4.5%) patients received an oral prednisone dose equivalent to > 40 mg daily for an
immune-mediated adverse reaction [see Warnings and Precautions (5)].

Table 4 summarizes the adverse reactions that occurred in at least 10% of patients with locally
advanced or metastatic UC receiving BAVENCIO while Table 5 summarizes selected Grade 3-4
laboratory abnormalities that occurred in > 1% of patients treated with BAVENCIO.

Table 4: All Grade Adverse Reactions in>10% of Patients with Locally Advanced or
Metastatic UC in the JAVELIN Solid Tumor Trial

Adverse Reactions BAVENCIO
(N=242)
All Grades | Grade 3-4
(%) (%)

Any 98 59
Gastrointestinal Disorders

Nausea 24 1

Abdominal pain? 19 2

Diarrhea 18 2

Constipation 18 1

Vomiting/Retching 14 1
General Disorders and Administration Site Conditions

Fatigue® 41 7

Infusion-related reaction® 30 0.4

Peripheral edemad 17 0.4

Pyrexia/Temperature increased 16 1
Infe ctions

Urinary tract infection® | 21 | 5
Investigations

Weight decreased | 19 | 0
Metabolis m and Nutrition Disorders

Decreased appetite/Hypophagia | 21 | 2
Mus culoskeletal and Connective Tissue Disorders

Musculoskeletal pain’ | 25 | 3
Renal Disorders

Creatinine increased/Renal failuree | 16 | 3
Respiratory, Thoracic and Mediastinal Disorders

Dyspnea/Exertional dyspnea 17 2

Cough/Productive cough 14 0
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Table 5: Selected Laboratory Abnormalities * (Grade 3-4) in > 1% of Patients with Locally
Advanced or Metastatic UC Receiving BAVENCIO in the JAVELIN Solid Tumor Trial

Reference ID: 4433254

Adverse Reactions BAVENCIO
(N=242)
All Grades | Grade 3-4
(%) (%)

Skin and Subcutaneous Tissue Disorders

Rashh 15 0.4

Pruritus/Generalized pruritus 10 0.4
Vascular Disorders

Hypertension/Hypertensive crisis | 10 | 5

? Includes abdominal discomfort, abdominal pain upper and lower, and gastrointestinal pain

b Includes asthenia and malaise

¢ Infusion-related reactionis a composite termthat includes chills, pyrexia, back pain, flushing, dyspnea,

and hypotension

4Includes edema, generalized edema, and peripheral swelling
¢ Includes urosepsis, cystitis, kidney infection, pyuria, and urinary tractinfection due to fungus, bacterial,

and enterococcus

fIncludes back pain, myalgia, neck pain, and pain in extremity

¢Includes acute kidney injury and glomerular filtration rate decreased

"Includes dermatitis acneiform, eczema, erythema, erythema multiforme, erythematous, macular, maculo-

papular, papular, and pruritic rash

Laboratory Tests Grade 3-4
(N=242)**
%
Chemis try
Hyponatremia 16
GGT increased 12
Hyperglycemia 9
Increased alkaline phosphatase 7
Increased lipase 6
Hyperkalemia 3
Increased aspartate aminotransferase (AST)*** 3
Increased creatinine 2
Increased amylase 2
Increased bilirubin 1
Hematology
Lymphopenia 11
Anemia 6
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* Including Grade 3 and 4 lab abnormalities worsening fromand unchanged sincebaseline.

** The number of patients with on study available laboratories varies between 188 and 235.

*** Increased alanine aminotransferase (ALT) was reported in 0.9% (Grade 3-4) of platinum-pretreated
patients with locally advanced ormetastatic UC.

Advanced Renal Cell Carcinoma

The safety of BAVENCIO was evaluated mn JAVELIN Renal 101. Patients with autoimmune
disease other than type I diabetes mellitus, vitiligo, psoriasis, or thyroid disorders not requiring
immunosuppressive treatment were excluded. Patients received BAVENCIO 10 mg/kg every

2 weeks administered in combination with axitinb 5 mg twice daily (N=434) or sunitinib 50 mg
once daily for 4 weeks followed by 2 weeks off (N=439).

In the BAVENCIO plus axitinib arm, 70% were exposed to BAVENCIO for > 6 months and
29% were exposed for > 1 year in JAVELIN Renal 101 [see Clinical Studies (14.3)].

The median age of patients treated with BAVENCIO in combination with axitinb was 62 years
(range: 29 to 83), 38% of patients were 65 years or older, 71% were male, 75% were White, and
the ECOG performance score was 0 (64%) or 1 (36%).

Fatal adverse reactions occurred in 1.8% of patients receiving BAVENCIO in combination with
axitinib. These included sudden cardiac death (1.2%), stroke (0.2%), myocarditis (0.2%), and
necrotizing pancreatitis (0.2%).

Serious adverse reactions occurred in 35% of patients receiving BAVENCIO in combination
with axitinib. Serious adverse reactions in > 1% of patients included diarrhea (2.5%), dyspnea
(1.8%), hepatotoxicity (1.8%), venous thromboembolic disease (1.6%), acute kidney mjury
(1.4%), and pneumonia (1.2%).

Permanent discontinuation due to an adverse reaction of either BAVENCIO or axitinib occurred
in 22% of patients: 19% BAVENCIO only, 13% axitinib only, and 8% both drugs. The most
common adverse reactions (> 1%) resulting in permanent discontinuation of BAVENCIO or the
combination were hepatotoxicity (6%) and infusion-related reaction (1.8%).

Dose mterruptions or reductions due to an adverse reaction, excluding temporary interruptions of
BAVENCIO infusions due to infusion-related reactions, occurred in 76% of patients receiving
BAVENCIO in combination with axitinib. This includes interruption of BAVENCIO in 50% of
patients. Axitinib was interrupted in 66% and dose reduced in 19% of patients. The most
common adverse reaction (> 10%) resulting in interruption of BAVENCIO was diarrhea (10%)
and the most common adverse reactions resulting in either interruption or dose reduction of
axitinib were diarrhea (19%), hypertension (18%), palmar-plantar erythrodysesthesia (18%), and
hepatotoxicity (10%).

The most common adverse reactions (> 20%) in patients receiving BAVENCIO in combination
with axitinb were diarrhea, fatigue, hypertension, musculoskeletal pain, nausea, mucositis,

palmar-plantar erythrodysesthesia, dysphonia, decreased appetite, hypothyroidism, rash,
hepatotoxicity, cough, dyspnea, abdominal pain, and headache.
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Forty-eight (11%) of patients treated with BAVENCIO in combination with axitinib received an
oral prednisone dose equivalent to >40 mg daily for an immune-mediated adverse reaction [see
Warnings and Precautions (5)].

Table 6 summarizes adverse reactions that occurred in > 20% of BAVENCIO in combination
with axitinib-treated patients.

Table 6: Adverse Reactions (=20%) of Patients Receiving BAVENCIO in Combination
with Axitinib (JAVELIN Renal 101 Trial)!

Adverse Reactions BAVENCIO plus Sunitinib
Axitinib (N=439)
(N=434)
All Grades | Grade 3-4 | All Grades | Grade 3-4
% % % %

Gastrointestinal Disorders

Diarrhea? 62 8 48 2.7

Nausea 34 1.4 39 1.6

Mucositis3 34 2.8 35 2.1

Hepatotoxicity* 24 9 18 3.6

Abdominal pain’ 22 1.4 19 2.1
General Disorders and Administration Site Conditions

Fatigue$ | 53 | 6 | 54 | 6
Vascular Disorders

Hypertension’ | 50 | 26 | 36 | 17
Mus culoskeletal and Connective Tissue Disorders

Musculoskeletal pain® | 40 | 32 | 33 | 2.7
Skin and Subcutaneous Tissue Disorders

Palmar-plantar erythrodysesthesia 33 6 34 4

Rash? 25 0.9 16 0.5
Respiratory, Thoracic and Mediastinal Disorders

Dysphonia 31 0.5 3.2 0

Dyspneal® 23 3.0 16 1.8

Cough 23 0.2 19 0
Metabolism and Nutrition Disorders

Decreased appetite | 26 | 2.1 | 29 | 0.9
Endocrine Disorders

Hypothyroidism | 25 | 02 | 4 | 02
Nervous System Disorders

Headache | 21 | 02 | 16 | 02

Toxicity was graded per National Cancer Institute Common Terminology Criteria for Adverse Events. Version 4.03
(NCI CTCAE v4).

' The trial was not designed to demonstratea statistically significant difference in the incidence ofadverse reactions
between BA VENCIO in combination with axitinib and sunitinib.

? Diarrhea is a composite termthat includes diarrhea, autoimmune colitis, and colitis

? Mucositis is a composite termthat includes mucosal inflammation and stomatitis
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4 Hepatotoxicity is a compositetermthat includes ALT increased, A ST increased, autoimmune hepatitis, bilirubin
conjugated, bilirubin conjugated increased, blood bilirubin increased, drug-induced liver injury, hepatic enzyme
increased, hepatic function abnormal, hepatitis, hepatitis fulminant, hepatocellular injury, hepatotoxicity,
hyperbilirubinemia, immune-mediated hepatitis, liver function test increased, liver disorder, liver injury, and
transaminases increased

> Abdominal pain is a composite termthat includes abdominal pain, flank pain, abdominal pain upper, and
abdominal pain lower

® Fatigue is a composite termthat includes fatigue and asthenia

" Hypertension is a composite termthat includes hypertension and hypertensive crisis

¥ Musculoskeletal pain is a composite termthatincludes musculoskeletal pain, musculoskeletal chestpain, myalgia,
backpain, bone pain, musculoskeletal discomfort, neck pain, spinal pain, and pain in extremity

?Rash is a composite termthat includes rash, rash generalized, rash macular, rash maculo-papular, rash pruritic, rash
erythematous, rash papular, andrash pustular

Dyspnea is a composite termthat includes dyspnea, dyspnea exertional and dyspnea at rest

Other clinically important adverse reactions that occurred in less than 20% of patients in
JAVELIN Renal 101 included arthralgia, weight decreased, and chills.

Patients received pre-medication with an anti-histamine and acetaminophen prior to each
infusion. Infusion-related reactions occurred in 12% (Grade 3: 1.6%; no Grade 4) of patients
treated with BAVENCIO in combination with axitinib.

Table 7 summarizes selected laboratory abnormalities that occurred n >20% of BAVENCIO in
combination with axitinib-treated patients.

Table 7: Selected Laboratory Abnormalities Worsening from Baseline Occurring in > 20%
of Patients Receiving BAVENCIO in Combination with Axitinib (JAVELIN Renal 101

Trial)!
Laboratory Abnormality BAVENCIO plus Sunitinib?
Axitinib?
Any Grade | Grade 3-4 | Any Grade | Grade 3-4
% % % %
Chemistry
Blood triglycerides 71 13 48 5
increased
Blood creatinine increased 62 2.3 68 1.4
Blood cholesterol increased 57 1.9 22 0.7
Alanine aminotransferase 50 9 46 3.2
increased (ALT)
Aspartate aminotransferase 47 7 57 3.2
increased (AST)
Blood sodium decreased 38 9 37 10
Lipase increased 37 14 25 7
Blood potassium increased 35 3.0 28 3.9
Blood bilirubin increased 21 1.4 23 1.4
Hematology
Platelet count decreased | 27 | 0.7 | 80 | 15
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Laboratory Abnormality BAVENCIO plus Sunitinib?
Axitinib?
Any Grade | Grade 3-4 | Any Grade | Grade 3-4
Y% Y% Y% Y%
Hemoglobin decreased 21 2.1 65 8

"' The trial was not designed to demonstrate a statistically significant difference in the incidence oflaboratory
abnormalities between BA VENCIO in combination with axitinib and sunitinib.

2 Each test incidence is based onthe number ofpatients whohadboth baseline and at leastone on-study laboratory
measurement available: BAVENCIO in combination with axitinib group (range: 413 to 428 patients) and sunitinib
group (range: 405 to 433 patients).

6.2 Immunogenicity

As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody
formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the
observed incidence of antibody (including neutralizing antibody) positivity in an assay may be
influenced by several factors including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons, comparison of
the incidence of antibodies to avelumab in the studies described below with the incidence of
antibodies in other studies or to other products may be misleading.

Of the 1738 patients treated with BAVENCIO 10 mg/kg as an intravenous infusion every

2 weeks, 1558 were evaluable for treatment-emergent anti-drug antibodies (ADA) and 64 (4.1%)
tested positive. The development of treatment-emergent ADA against avelumab did not appear
to alter the pharmacokinetic profile or risk of infusion-related reactions.

Of the 480 patients treated with BAVENCIO 10 mg/kg as an intravenous infusion every 2 weeks
in combination with axitinb 5 mg twice daily, 453 were evaluable for treatment-emergent anti-
drug antibodies (ADA) and 66 (15%) tested positive. A new ADA method with improved
sensitivity was used in the RCC population. Patients who tested positive for treatment-emergent
ADA had decreased systemic BAVENCIO exposure [see Clinical Pharmacology (12.3)]. The
development of treatment-emergent ADA against avelumab did not appear to alter the risk of
infusion-related reactions.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on its mechanism of action, BAVENCIO can cause fetal harm when administered to a
pregnant woman. There are no available data on the use of BAVENCIO in pregnant women [See
Clinical Pharmacology (12.1)]. Animal studies have demonstrated that inhibition of the
PD-1/PD-LI pathway can lead to increased risk of immune-mediated rejection of the developing
fetus resulting in fetal death [see Data]. Human IgG1 immunoglobulins (IgG1) are known to
cross the placenta. Therefore, BAVENCIO has the potential to be transmitted from the mother to
the developing fetus. If this drug is used during pregnancy, or if the patient becomes pregnant
while taking this drug, advise the patient of the potential risk to a fetus.

Page 21 of 34

Reference ID: 4433254



In the U.S. general population, the estimated background risk of major birth defects and
miscarriage n clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Animal Data

Animal reproduction studies have not been conducted with BAVENCIO to evaluate its effect on
reproduction and fetal development. A central function of the PD-1/PD-L1 pathway is to
preserve pregnancy by maintaining maternal immune tolerance to the fetus. In murine models of
pregnancy, blockade of PD-L1 signaling has been shown to disrupt tolerance to the fetus and to
result in an increase in fetal loss; therefore, potential risks of administering BAVENCIO during
pregnancy include increased rates of abortion or stillbirth. As reported in the literature, there
were no malformations related to the blockade of PD-1/PD-L1 signaling in the offspring of these
animals; however, immune-mediated disorders occurred in PD-1 and PD-L1 knockout mice.
Based on its mechanism of action, fetal exposure to BAVENCIO may increase the risk of
developing immune-related disorders or altering the normal immune response.

8.2 Lactation

Risk Summary

There is no information regarding the presence of avelumab in human milk, the effects on the
breastfed infant, or the effects on milk production. Since many drugs including antibodies are
excreted in human milk, advise a lactating woman not to breastfeed during treatment and for at
least one month after the last dose of BAVENCIO due to the potential for serious adverse
reactions in breastfed infants.

8.3 Females and Males of Reproductive Potential

Contraception

Based on its mechanism of action, BAVENCIO can cause fetal harm when administered to a
pregnant woman [See Use in Specific Populations (8.1)]. Advise females of reproductive
potential to use effective contraception during treatment with BAVENCIO and for at least

1 month after the last dose of BAVENCIO.

8.4 Pediatric Use

The safety and effectiveness of BAVENCIO have been established in pediatric patients aged
12 years and older for metastatic MCC. Use of BAVENCIO in this age group is supported by
evidence from adequate and well-controlled studies of BAVENCIO in adults with additional
population pharmacokinetic data demonstrating that age and body weight had no clinically
meaningful effect on the steady state exposure of avelumab, that drug exposure is generally
similar between adults and pediatric patients age 12 years and older for monoclonal antibodies,
and that the course of MCC is sufficiently similar in adult and pediatric patients to allow
extrapolation of data in adults to pediatric patients. The recommended dose in pediatric patients
12 years of age or greater is the same as that in adults [see Dosage and Administration (2.2),
Clinical Pharmacology (12.3), and Clinical Studies (14)].

Safety and effectiveness of BAVENCIO have not been established in pediatric patients less than
12 years of age.
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8.5 Geriatric Use

Metastatic Merkel Cell Carcinoma

Clinical studies of BAVENCIO in MCC did not include sufficient numbers of patients aged 65
and over to determine whether they respond differently from younger patients.

Locally Advanced or Metastatic Urothelial Carcinoma

Of the 226 patients with locally advanced or metastatic UC treated with BAVENCIO, 68% were
65 years or over and 29% were 75 years or over. Among patients 65 years or over who were
followed for at least 13 weeks, 14% (22/153) responded to BAVENCIO and 58% (89/153)
developed a Grade 3-4 adverse reaction. No overall differences in safety or efficacy were
reported between elderly patients and younger patients.

Advanced Renal Cell Carcinoma

Of the 434 patients randomized to BAVENCIO 10 mg/kg administered in combination with
axitinb 5 mg twice daily in the JAVELIN Renal 101 trial, 38% were 65 years or older and 8%
were 75 years or older. No overall difference in safety or efficacy were reported between elderly
patients and younger patients.

11 DESCRIPTION

Avelumab is a programmed death ligandl (PD-L1) blocking antibody. Avelumab- is a human
IgG1 lambda monoclonal antibody produced in Chinese hamster ovary cells and has a molecular
weight of approximately 147 kDa.

BAVENCIO (avelumab) Injection for intravenous use is a sterile, preservative-free, non-
pyrogenic, clear, colorless to slightly yellow solution. Each single-dose vial contains 200 mg
avelumab in 10 mL (20 mg/mL). Each mL contains 20 mg avelumab, D-mannitol (51 mg),
glacial acetic acid (0.6 mg), polysorbate 20 (0.5 mg), sodium hydroxide (0.3 mg), and Water for
Injection. The pH range of the solution is 5.0 —5.6.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

PD-L1 may be expressed on tumor cells and tumor-infiltrating immune cells and can contribute
to the mhibition of the anti-tumor immune response in the tumor microenvironment. Binding of
PD-L1 to the PD-1and B7.1 receptors found on T cells and antigen presenting cells suppresses
cytotoxic T-cell activity, T-cell proliferation, and cytokine production. Avelumab binds PD-L1
and blocks the interaction between PD-L1 and its receptors PD-1 and B7.1. This interaction
releases the inhibitory effects of PD-L1 on the immune response resulting in the restoration of
immune responses, including anti-tumor immune responses. Avelumab has also been shown to
induce antibody-dependent cell-mediated cytotoxicity (ADCC) in vitro. In syngeneic mouse
tumor models, blocking PD-L1 activity resulted in decreased tumor growth.

12.2 Pharmacodynamics

Based on exposure efficacy and exposure safety relationships, there are no expected clinically
meaningful differences in the safety or efficacy of BAVENCIO administered every 2 weeks at
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800 mg or 10 mg/kg i patients with metastatic Merkel cell carcinoma, in patients with urothelial
carcinoma and in patients with advanced renal cell carcinoma.

12.3 Pharmacokinetics

Avelumab pharmacokinetics (PK) was assessed using a population PK approach for both single-
agent BAVENCIO and BAVENCIO in combination with axitinib. There are no expected
clinically meaningful differences in exposure of avelumab administered every 2 weeks at 800 mg
or 10 mg/kg in both settings.

BAVENCIO as a single agent

The pharmacokinetics of avelumab as a single agent was studied in 1629 patients who received
doses ranging from 1 to 20 mg/kg every 2 weeks. The data showed that the exposure of
avelumab increased dose-proportionally in the dose range of 10 to 20 mg/kg every 2 weeks.
Steady-state concentrations of avelumab were reached after approximately 4 to 6 weeks (2 to

3 cycles) of repeated dosing, and the systemic accumulation was approximately 1.25-fold. The
geometric mean volume of distribution at steady state for a subject receiving 10 mg/kg was
4.72 L. The primary elimination mechanism of avelumab is proteolytic degradation. Based on
population pharmacokinetic analyses in patients with solid tumors, the total systemic clearance
was 0.59 L/day and the terminal half-life was 6.1 days in patients receiving 10 mg/kg. In a post
hoc analysis, avelumab clearance was found to decrease over time in patients with MCC, with a
mean maximal reduction (% coefficient of variation [CV%]) from baseline value of
approximately 32.1% (36.2%), which is not considered clinically important. There was no
evidence to suggest a change of avelumab clearance over time in patients with UC.

BAVENCIO with axitinib
When BAVENCIO 10 mg/kg was administered in combination with axitinib 5 mg, the respective
exposures of avelumab and axitinib were comparable to the single agents. There was no evidence

to suggest a clinically relevant change of avelumab clearance over time in patients with advanced
RCC.

Specific Populations

Body weight was positively correlated with total systemic clearance in population
pharmacokinetic analyses. No clinically meaningful differences in pharmacokinetics were
observed in the clearance of avelumab based on age; sex; race; PD-L1 status; tumor burden; mild
[calculated creatinine clearance (CLcr) 60 to 89 mL/min, n=623 as estimated by the Cockcroft-
Gault formula], moderate [CLcr 30 to 59 mL/min, n=320], or severe [CLcr 15 to 29 mL/min,
n=4] renal impairment; and mild [bilirubin less than or equal to ULN and AST greater than ULN
or bilirubin between 1 and 1.5 times ULN, n=217] or moderate [bilirubin between 1.5 and

3 times ULN, n=4] hepatic impairment. There are limited data from patients with severe hepatic
impairment [bilirubin greater than 3 times ULN, n=1], and the effect of severe hepatic
impairment on the pharmacokinetics of avelumab is unknown. In patients with advanced RCC,
BAVENCIO clearance in patients who tested positive for treatment-emergent ADA was 15%
higher as compared to clearance in patients who tested negative for treatment-emergent ADA.
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13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairme nt of Fertility

No studies have been conducted to assess the potential of avelumab for genotoxicity or
carcinogenicity.

Fertility studies have not been conducted with avelumab; however, an assessment of male and
female reproductive organs was included in 3-month repeat-dose toxicity study in Cynomolgus
monkeys. Weekly administration of avelumab did not result in any notable effects in the male
and female reproductive organs.

13.2 Animal Toxicology and/or Pharmacology

In animal models, inhibition of PD-L1/PD-1 signaling increased the severity of some infections
and enhanced inflammatory responses. M. tuberculosis-infected PD-1 knockout mice exhibit
markedly decreased survival compared with wild-type controls, which correlated with increased
bacterial proliferation and inflammatory responses in these animals. PD-L1 and PD-1 knockout
mice and mice receiving PD-L1 blocking antibody have also shown decreased survival following
infection with lymphocytic choriomeningitis virus.

14 CLINICAL STUDIES

14.1 Metastatic Merkel Cell Carcinoma

The efficacy and safety of BAVENCIO was demonstrated in the JAVELIN Merkel 200 trial
(NCTO02155647), an open-label, single-arm, multi-center study conducted in patients with
histologically confirmed metastatic MCC whose disease had progressed on or after chemotherapy
admmistered for distant metastatic disease. The trial excluded patients with autoimmune disease;
medical conditions requiring systemic immunosuppression; prior organ or allogeneic stem cell
transplantation; prior treatment with anti-PD-1, anti-PD-L1, or anti-CTLA-4 antibodies; CNS
metastases; infection with HIV, hepatitis B, or hepatitis C; or ECOG performance score > 2.

Patients received BAVENCIO 10 mg/kg as an intravenous infusion over 60 minutes every

2 weeks until disease progression or unacceptable toxicity. Patients with radiological disease
progression not associated with significant clinical deterioration, defined as no new or worsening
symptoms, no change in performance status for greater than 2 weeks, and no need for salvage
therapy, could continue treatment. Tumor response assessments were performed every 6 weeks.
The major efficacy outcome measures were confirmed overall response rate (ORR) according to
Response Evaluation Criteria in Solid Tumors (RECIST) v1.1 as assessed by a blinded
independent central review committee (IRC) and IRC-assessed duration of response. The efficacy
analysis was conducted when the last patient enrolled had completed 12 months of follow-up.

A total of 88 patients were enrolled. Baseline patient characteristics were a median age of

73 years (range: 33 to 88), 74% of patients were male, 92% were White, and the ECOG
performance score was 0 (56%) or 1 (44%). Seventy-five percent of patients were 65 years or
older, 35% were 75 or older, and 3% were 85 or older. Sixty-five percent of patients were
reported to have had one prior anti-cancer therapy for metastatic MCC and 35% had two or more
prior therapies. Fifty-three percent of patients had visceral metastases. All patients had tumor
samples evaluated for PD-L1 expression; of these, 66% were PD-L1-positive (= 1% of tumor
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cells), 18% were PD-L1 negative, and 16% had non-evaluable results by an investigational
immunohistochemistry assay. Archival tumor samples were evaluated for Merkel cell
polyomavirus (MCV) using an investigational assay; of the 77 patients with evaluable results,
52% had evidence of MCV.

Efficacy results are presented in Table 8. Responses were observed in patients regardless of
tumor PD-L1 expression or presence of MCV.

Table 8: Efficacy Results ofthe JAVELIN Merkel 200 Trial

Efficacy Endpoints Results
(N=88)
Overall Response Rate (ORR)
Overall response rate, (95% CI) 33.0% (23.3%, 43.8%)
Complete response (CR) rate, (95% CI) 11.4% (6.6%, 19.9%)
Partial response (PR) rate, (95% CI) 21.6% (13.5%, 31.7%)
Duration of Response (DOR) N=29
Range in months 2.8 t0 23.3+
Patients with DOR > 6 months, n (%) 25 (86%)
Patients with DOR > 12 months, n (%) 13 (45%)

CI: Confidence interval

14.2 Locally Advanced or Metastatic Urothelial Carcinoma

The efficacy and safety of BAVENCIO was demonstrated in the UC cohorts of the JAVELIN
Solid Tumor trial, an open-label, single-arm, multi-center study that included 242 patients with
locally advanced or metastatic urothelial carcinoma (UC) with disease progression on or after
platinum-containing chemotherapy or who had disease progression within 12 months of
treatment with a platinum-containing neoadjuvant or adjuvant chemotherapy regimen. Patients
with active or history of central nervous system metastasis; other malignancies within the last
5 years; organ transplant; conditions requiring therapeutic immune suppression; or active
infection with HIV, hepatitis B, or hepatitis C were excluded. Patients with autoimmune disease,
other than type 1 diabetes, vitiligo, psoriasis, or thyroid disease that did not require
immunosuppressive treatment, were excluded. Patients were included regardless of their PD-L1
status.

Patients received BAVENCIO at a dose of 10 mg/kg intravenously every 2 weeks until
radiographic or clinical progression or unacceptable toxicity. Tumor response assessments were
performed every 6 weeks. Efficacy outcome measures included confirmed overall response rate
(ORR), as assessed by an Independent Endpoint Review Committee (IERC) using Response
Evaluation Criteria in Solid Tumors (RECIST) v1.1, and duration of response (DOR). Efficacy
was evaluated in patients who were followed for a minimum of both 13 weeks and 6 months at
the time of data cut-off.

Baseline demographic and disease characteristics for the 226 patients with a minimum of

13 weeks of follow-up were median age 68 years (range: 30 to 89), 72% male, 80% White, and
34% and 66% of patients had an ECOG performance status O and 1, respectively. Forty-four
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percent of patients had non-bladder urothelial carcinoma including 23% of patients with upper
tract disease, and 83% of patients had visceral metastases (baseline target and/or non-target
lesions present outside of the lymph nodes). Nine (4%) patients had disease progression following
prior platinum-containing neoadjuvant or adjuvant therapy only. Forty-seven percent of patients
only received prior cisplatin-based regimens, 32% received only prior carboplatin-based
regimens, and 20% received both cisplatin and carboplatin-based regimens. At baseline, 17% of
patients had a hemoglobin < 10 g/dL and 34% of patients had liver metastases.

Efficacy results are presented in Table 9. The median time to response was 2.0 months (range:
1.3 to 11.0) among patients followed for either > 13 weeks or > 6 months. Using a clinical trial
assay to assess PD-L1 staining, with 16% of patients not evaluable, there were no clear
differences in response rates based on PD-L1 tumor expression. Among the total 30 responding
patients followed for > 13 weeks, 22 patients (73%) had an ongoing response of 6 months or
longer and 4 patients (13%) had ongoing responses of 12 months or longer. Among the total
26 responding patients followed for > 6 months, 22 patients (85%) had ongoing responses of

6 months or longer and 4 patients (15%) had ongoing responses of 12 months or longer.

Table 9: Efficacy Results ofthe UC Cohorts in the JAVELIN Solid Tumor Trial

Efficacy Endpoints > 13 Weeks > 6 Months
Follow-Up Follow-Up
(N=226) (N=161)
Confirmed Overall Response Rate (ORR)
Overall Response Rate n (%) 30 (13.3%) 26 (16.1%)
(95% CI) (9.1, 18.4) (10.8, 22.8)
Complete Response (CR) n (%) 9 (4.0%) 9 (5.6%)
Partial Response (PR) n (%) 21 (9.3%) 17 (10.6%)
Duration of Response (DOR)
Median, months (range) NE (1.4+ to 17.4+) NE (1.4+ to 17.4+)

CI: Confidence interval; NE: Not estimable; +denotes a censored value

14.3 Advanced Renal Cell Carcinoma

The efficacy and safety of BAVENCIO in combination with axitinb was demonstrated in the
JAVELIN Renal 101 trial (NCT02684006), a randomized, multicenter, open-label, study of
BAVENCIO in combination with axitinib in 886 patients with untreated advanced RCC
regardless of tumor PD-L1 expression [intent-to-treat (ITT) population]. Patients with
autoimmune disease or conditions requiring systemic immunosuppression were excluded.

Randomization was stratified according to Eastern Cooperative Oncology Group (ECOG)
Performance Status (PS) (0 vs. 1) and region (United States vs. Canada/Western Europe vs. the
rest of the world). Patients were randomized (1:1) to one of the following treatment arms:
. BAVENCIO 10 mg/kg intravenous infusion every 2 weeks in combination with axitinib
5 mg twice daily orally (N=442). Patients who tolerated axitinib 5 mg twice daily without
Grade 2 or greater axitinib-related adverse events for 2 consecutive weeks could increase
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to 7 mg and then subsequently to 10 mg twice daily. Axitinib could be interrupted or
reduced to 3 mg twice daily and subsequently to 2 mg twice daily to manage toxicity.

. Sunitinib 50 mg once daily orally for 4 weeks followed by 2 weeks off (N=444) until
radiographic or clinical progression or unacceptable toxicity.

Treatment with BAVENCIO and axitinib continued until RECIST v1.1-defined progression of
disease by Blinded Independent Central Review (BICR) assessment or unacceptable toxicity.
Administration BAVENCIO and axitinib was permitted beyond RECIST-defined disease
progression if the patient was clinically stable and considered to be deriving clinical benefit by
the investigator. Assessment of tumor status was performed at baseline, after randomization at

6 weeks, then every 6 weeks thereafter up to 18 months after randomization, and every 12 weeks
thereafter until documented confirmed disease progression by BICR.

Baseline characteristics were a median age of 61 years (range: 27 to 88), 38% of patients were
65 years or older, 75% were male, 75% were White, and the ECOG PS was 0 (63%) or 1 (37%),
respectively. Patient distribution by International Metastatic Renal Cell Carcinoma Database
(IMDC) risk groups was 21% favorable, 62% intermediate, and 16% poor.

The major efficacy outcome measures were progression-free survival (PFS), as assessed by an
BICR using RECIST vl.1 and overall survival (OS) in patients with PD-L1-positive tumors
using a clinical trial assay (PD-L1 expression level > 1%). Since PFS was statistically significant
in patients with PD-L1-positive tumors [HR 0.61 (95% CI: 0.48, 0.79)], it was then tested in the
ITT population and a statistically significant improvement in PFS in the ITT population was also
demonstrated.

With a median overall survival follow-up of 19 months, overall survival data were immature
with 27% deaths in the ITT population.

Efficacy results are presented in Table 10 and Figure 1.
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Table 10: Efficacy Results from JAVELIN Renal 101 Trial -ITT

Efficacy Endpoints BAVENCIO plus Sunitinib
(Based on BICR Assessment) Axitinib (N=444)
(N=442)
Progression-Free Survival (PFS)
Events (%) 180 (41) 216 (49)
Median in months (95% CI) 13.8 (11.1, NE) 8.4 (6.9, 11.1)

Hazard ratio (95% CI)

0.69 (0.6, 0.84)

2-sided p-value* 0.0002
Confirmed Objective Response Rate (ORR)
Objective Response Rate n (%) 227 (51.4) 114 (25.7)
(95% CI) (46.6, 56.1) (21.7, 30.0)
Complete Response (CR) n (%) 15 (3.4) 8 (1.8)
Partial Response (PR) n (%) 212 (48) 106 (24)
BICR: Blinded Independent Central Review; CI: Confidence interval; NE: Not estimable.
* p-value based onstratified log-rank.
Figure 1: K-M Estimates for PFS based on BICR Assessment — ITT
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16 HOW SUPPLIED/STORAGE AND HANDLING

BAVENCIO (avelumab) Injection is a sterile, preservative-free, and clear, colorless to slightly
yellow solution for intravenous infusion supplied as a single-dose vial of 200 mg/10 mL

(20 mg/mL), individually packed into a carton (NDC 44087-3535-1).

Store refrigerated at 36°F to 46°F (2°C to 8°C) in original package to protect from light.
Do not freeze or shake the vial.

The vial stopper is not made with natural rubber latex.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Immune-Mediated Adverse Reactions

Inform patients of the risk of immune-mediated adverse reactions requiring corticosteroids or

hormone replacement therapy, including, but not limited to:

o Pneumonitis: Advise patients to contact their healthcare provider immediately for new or
worsening cough, chest pain, or shortness of breath [see Warnings and Precautions (5.1)].

o Hepatitis: Advise patients to contact their healthcare provider immediately for jaundice,
severe nausea or vomiting, pain on the right side of abdomen, lethargy, or easy bruising or
bleeding [see Warnings and Precautions (5.2)].

J Colitis: Advise patients to contact their healthcare provider immediately for diarrhea or
severe abdominal pain [see Warnings and Precautions (5.3)].

. Endocrinopathies: Advise patients to contact their healthcare provider immediately for
signs or symptoms of adrenal insufficiency, hypothyroidism, hyperthyroidism, and
diabetes mellitus [see Warnings and Precautions (5.4)].

o Nephritis and Renal Dysfunction: Advise patients to contact their healthcare provider
immediately for signs or symptoms of nephritis including decreased urine output, blood in
urine, swelling in ankles, loss of appetite, and any other symptoms of renal dysfunction
[see Warnings and Precautions (5.5)].

Infusion-Related Reactions
Advise patients to contact their healthcare provider immediately for signs or symptoms of
potential infusion-related reactions [see Warnings and Precautions (5.7)].

Major Adverse Cardiovascular Events

Advise patients receiving BAVENCIO in combination with axitinib to contact their healthcare
provider immediately for signs or symptoms of cardiovascular events including but not limited to
new or worsening chest discomfort, dyspnea, or peripheral edema [see Warnings and
Precautions (5.8).
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Embryo-Fetal Toxicity

Advise females of reproductive potential that BAVENCIO can cause fetal harm. Instruct females
of reproductive potential to use effective contraception during and for at least one month after
the last dose of BAVENCIO [see Warnings and Precautions (5.9) and Use in Specific
Populations (8.1, 8.3)].

Lactation
Advise nursing mothers not to breastfeed while taking BAVENCIO and for at least one month
after the final dose [see Use in Specific Populations (8.2)].

Manufactured by: Marketed by:

EMD Serono, Inc. EMD Serono, Inc. and Pfizer Inc., NY, NY 10017
Rockland, MA 02370

U.S.A.

US License No: 1773 BAVENCIO is a trademark of Merck KGaA,

Darmstadt, Germany
Product of Switzerland
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MEDICATION GUIDE
BAVENCIO® (buh-VEN-see-oh)
(avelumab)
injection

Whatisthe mostimportant information | should know about BAVENCIO?
BAVENCIO is a medicine that may treat certain cancers by working with your immune system.
BAVENCIO can cause your immune system to attack normal organs and tissues and can affect the
way they work. These problems can sometimes become serious or life-threatening and can lead to
death.
Call or see your healthcare provider right away if you get any symptoms of the following
problems or these symptoms get worse:
Lung problems (pneumonitis). Signs and symptoms of pneumonitis may include:

e new or worsening cough e shortness of breath e chest pain
Liver problems, including hepatitis. Signs and symptoms of liver problems may include:

¢ yellowing of your skin or the whites of your e drowsiness

eyes

e severe nausea or vomiting e dark urine (tea colored)

e painon the right side of your stomach-area e  bleeding or bruising more easily than
(abdomen) normal

Intestinal problems (colitis). Signs and symptoms of colitis may include:

o diarrhea (loose stools) or more bowel movements than usual

e blood inyour stools or dark, tarry, sticky stools

e sewere stomach-area (abdomen) pain or tenderness
Hormone gland problems (especially the adrenal glands, thyroid, and pancreas). Signs and
symptoms that your hormone glands are not working properly may include:

e rapid heart beat constipation

e increased sweating e yourwice gets deeper
e extreme tiredness e ‘ery low blood pressure
e weight gain or weight loss e urinating more often than usual
o feeling more hungry or thirsty than usual e dizziness or fainting
e hairloss e nausea or vomiting
e changes in mood or behavior, such as e stomach area (abdomen) pain
irritability or forgetfulness e feeling cold
Kidney problems, including nephritis. Signs and symptoms of kidney problems may include:
e decrease in your amount of urine e swelling in your ankles
e Dbloodinyour urine o loss of appetite
Problemsin other organs. Signs and symptoms may include:
e severe muscle weakness o tiredness, sleepiness
e severe or persistent muscle or joint pains o swelling of the feet and legs
e chest pain and tightness e dizziness or fainting
e trouble breathing o fever, flulike symptoms
e skinrash, blisters or peeling e changes in eyesight
e changes in heartbeat, such as beating fast, or seeming to skip a beat, or pounding sensation

Severe infusion reactions. Signs and symptoms of severe infusion reactions may include:

e chills or shaking e low blood pressure
e hives o fever

e flushing e back pain

e shortness of breath or wheezing e abdominal pain
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Heart problems. When BAVENCIO is used with the medicine axitinib, severe heart problems can
happen and can lead to death. Signs and symptoms of heart problems may include:
e swelling of your stomach-area, legs, hands, e weight gain

feet or ankles e pain or discomfort in your arms, back,
e shortness of breath neck, or jaw
e  nausea orvomiting e breaking out in a cold sweat

o chest discomfort, including pain or pressure o feeling lightheaded or dizzy
Getting medical treatment right away may help keep these problems from becoming more
serious.
Your healthcare provider will check you for these problems during your treatment with BAVENCIO.
Your healthcare provider may treat you with corticosteroid or hormone replacement medicines. Your
healthcare provider may delay or completely stop treatment with BAVENCIO if you have severe side
effects.

What is BAVENCIO?

BAVENCIO is a prescription medicine used to treat:

e atype of skin cancer called Merkel cell carcinoma (MCC) in adults and children 12 years of age
and older. BAVENCIO may be used when your skin cancer has spread.

e atype of cancer in the bladder or urinary tract called urothelial carcinoma (UC). BAVENCIO may
be used when your cancer:

0 has spread or cannot be removed by surgery (advanced UC), and
0 Yyou hawe received chemotherapy that contains platinum, and it did not work or is no longer
working.

e atype of kidney cancer called renal cell carcinoma (RCC). BAVENCIO may be used withthe
medicine axitinib as your first treatment when your kidney cancer has spread or cannot be
removed by surgery (advanced RCC).

It is not known if BAVENCIO is safe and effective in children under the age of 12.

Before you receive BAVENCIO, tell your healthcare provider about all of your medical
conditions, including if you:

¢ have immune system problems such as Crohn’s disease or ulcerative colitis

have had an organ transplant

have lung or breathing problems

have liver or kidney problems

have diabetes

have heart problems or high blood pressure

have a high cholesterol level in your blood

are pregnant or plan to become pregnant. BAVENCIO can harm your unborn baby. If you are
able to become pregnant, you should use an effective method of birth control during your
treatment and for at least 1 month after the last dose of BAVENCIO.

e are breastfeeding or plan to breastfeed. It is not known if BAVENCIO passes into your breast
milk. Do not breastfeed during treatment and for at least 1 month after the final dose of
BAVENCIO.

Tell your healthcare provider about all the medicines you take, including prescription and over-
the-counter medicines, vitamins, and herbal supplements.

How will | receive BAVENCIO?
e Your healthcare provider will give you BAVENCIO into your vein through an intravenous (V)

line over 60 minutes.
BAVENCIO is usually given every 2 weeks.
Your healthcare provider will give you medicines before the first 4 infusions and then as
needed to help reduce infusion reactions.
Your healthcare provider will decide how many treatments you need.
Your healthcare provider will do blood tests to check you for certain side effects.
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e If you miss any appointments, call your healthcare provider as soon as possible to reschedule
your appointment.
What are the possible side effects of BAVENCIO?

BAVENCIO can cause serious side effects, including:
e See “Whatisthe mostimportantinformation | should know about BAVENCIO?”

The most common side effects of BAVENCIO in people with MCC include:

o feeling tired ¢ infusion-related reaction including chills, fever and
back pain
e muscle and bone pain e rash
o diarrhea e decreased appetite
e nausea o swelling in your hands, feet, or ankles
The most common side effects of BAVENCIO in people with UC include:
o feeling tired e nausea
¢ infusion-related reaction including chills, e decreased appetite
fever, back pain, redness and shortness of e urinary tract infection
breath

¢ muscle and bone pain
The most common side effects of BAVENCIO when given with axitinib in people with RCC include:

o diarrhea e hoarseness

o feeling tired e decreased appetite

¢ high blood pressure e lowlewels of thyroid hormone
¢ muscle and bone pain e rash

e nausea e shortness of breath

e mouth sores e cough

e liver problems e stomach-area (abdomen) pain
e Dblisters or rash on the palms of e headache

your hands and soles of your feet

These are not all the possible side effects of BAVENCIO. Ask your healthcare provider or pharmacist
for more information.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-
FDA-1088.

General information about the safe and effective use of BAVENCIO.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. If
you would like more information about BAVENCIO, talk with your healthcare provider. You can ask
your pharmacist or healthcare provider for information about BAVENCIO that is written for health
professionals.

What are the ingredientsin BAVENCIO?

Active ingredient: avelumab
Inactive ingredients: D-mannitol, glacial acetic acid, polysorbate 20, sodium hydroxide, and Water

for Injection
Manufactured by: EMD Serono, Inc. One Technology Place, Rockland, MA 02370 USA, U.S. License No.1773.
Marketed by: EMD Serono, Inc. and Pfizer Inc., NY, NY 10017 USA.
BAVENCIO is a trademark of Merck KGaA, Darmstadt, Germany.
For more information, call tollfree 1-844-826-8371 or go to www.bavencio.com.
This Medication Guide has been approvedby the U.S. Foodand Drug Administration. Revised: May 2019
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Bavencio 20 mg/mL concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each mL of concentrate contains 20 mg of avelumab.
One vial of 10 mL contains 200 mg of avelumab.

Avelumab is a human monoclonal IgG1 antibody directed against the immunomodulatory cell surface
ligand protein PD-L1 and produced in Chinese hamster ovary cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Concentrate for solution for infusion (sterile concentrate).

Clear, colourless to slightly yellow solution. The solution pH is in the range of 5.0 - 5.6 and the
osmolality is between 270 and 330 mOsm/kg.

4.  CLINICAL PARTICULARS

4.1 Therapeutic indications

Bavencio is indicated as monotherapy for the treatment of adult patients with metastatic Merkel cell
carcinoma (MCC).

4.2 Posology and method of administration

Treatment should be initiated and supervised by a physician experienced in the treatment of cancer.

Posology
The recommended dose of Bavencio is 10 mg/kg body weight administered intravenously over

60 minutes every 2 weeks.

Administration of Bavencio should continue according to the recommended schedule until disease
progression or unacceptable toxicity. Patients with radiological disease progression not associated with
significant clinical deterioration, defined as no new or worsening symptoms, no change in performance
status for greater than two weeks, and no need for salvage therapy, could continue treatment.

Premedication

Patients have to be premedicated with an antihistamine and with paracetamol prior to the first

4 infusions of Bavencio. If the fourth infusion is completed without an infusion-related reaction,
premedication for subsequent doses should be administered at the discretion of the physician.



Treatment modifications

Dose escalation or reduction is not recommended. Dosing delay or discontinuation may be required

based on individual safety and tolerability; see Table 1.

Detailed guidelines for the management of immune-related adverse reactions are described in

section 4.4.

Table 1: Guidelines for withholding or discontinuation of Bavencio

Treatment-related
adverse reaction

Severity*

Treatment modification

Infusion-related reactions

Grade 1 infusion-related reaction

Reduce infusion rate by
50%

Grade 2 infusion-related reaction

'Withhold until adverse
reactions recover to

Grade 0-1; restart infusion
with a 50% slower rate

Grade 3 or Grade 4 infusion-related
reaction

Permanently discontinue

IPneumonitis Grade 2 pneumonitis 'Withhold until adverse
reactions recover to
Grade 0-1
Grade 3 or Grade 4 pneumonitis or Permanently discontinue
recurrent Grade 2 pneumonitis
Hepatitis Aspartate aminotransferase (AST) or 'Withhold until adverse
alanine aminotransferase (ALT) greater [reactions recover to
than 3 and up to 5 times upper limit of  |Grade 0-1
normal (ULN) or total bilirubin greater
than 1.5 and up to 3 times ULN
IAST or ALT greater than 5 times ULN orPermanently discontinue
total bilirubin greater than 3 times ULN
Colitis Grade 2 or Grade 3 colitis or diarrhoea  [Withhold until adverse
reactions recover to
Grade 0-1
Grade 4 colitis or diarrhoea or recurrent |Permanently discontinue
Grade 3 colitis
Endocrinopathies Grade 3 or Grade 4 endocrinopathies Withhold until adverse
(hypothyroidism, reactions recover to
hyperthyroidism, adrenal Grade 0-1
insufficiency,
hyperglycaemia)
Nephritis and renal Serum creatinine more than 1.5 and up to|Withhold until adverse
dysfunction 6 times ULN reactions recover to
Grade 0-1

Serum creatinine more than 6 times ULN

Permanently discontinue




Treatment-related Severity* Treatment modification
adverse reaction

Other immune-related For any of the following: 'Withhold until adverse

adverse reactions o Grade 2 or Grade 3 clinical signs [reactions recover to

(including myocarditis or symptoms of an immune-related(Grade 0-1

myositis, hypopituitarism, adverse reaction not described

uveitis, Guillain-Barré above.

syndrome) For any of the following: Permanently discontinue
. Life threatening or Grade 4 adverse

reaction (excluding
endocrinopathies controlled with
hormone replacement therapy)

o Recurrent Grade 3 immune-related
adverse reaction
. Requirement for 10 mg per day or

greater prednisone or equivalent
for more than 12 weeks

° Persistent Grade 2 or Grade 3
immune-mediate adverse reactions
lasting 12 weeks or longer

* Toxicity was graded per National Cancer Institute Common Terminology Criteria for Adverse Events
Version 4.0 (NCI-CTCAE v4.03)

Special populations

Elderly
No dose adjustment is needed for elderly patients (> 65 years) (see sections 5.1 and 5.2).

Paediatric population
The safety and efficacy of Bavencio in children and adolescents below 18 years of age have not been
established.

Renal impairment
No dose adjustment is needed for patients with mild or moderate renal impairment (see section 5.2).
There are insufficient data in patients with severe renal impairment for dosing recommendations.

Hepatic impairment
No dose adjustment is needed for patients with mild hepatic impairment (see section 5.2). There are
insufficient data in patients with moderate or severe hepatic impairment for dosing recommendations.

Method of administration
Bavencio is for intravenous infusion only. It must not be administered as an intravenous push or bolus
injection.

Bavencio has to be diluted with either sodium chloride 9 mg/mL (0.9%) solution for injection or with
sodium chloride 4.5 mg/mL (0.45%) solution for injection. It is administered over 60 minutes as an
intravenous infusion using a sterile, non-pyrogenic, low-protein binding 0.2 micrometre in-line or
add-on filter.

For instructions on the preparation and administration of the medicinal product, see section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.



4.4 Special warnings and precautions for use

Infusion-related reactions
Infusion-related reactions, which might be severe, have been reported in patients receiving avelumab
(see section 4.8).

Patients should be monitored for signs and symptoms of infusion-related reactions including pyrexia,
chills, flushing, hypotension, dyspnoea, wheezing, back pain, abdominal pain, and urticaria.

For Grade 3 or Grade 4 infusion-related reactions, the infusion should be stopped and avelumab
should be permanently discontinued (see section 4.2).

For Grade 1 infusion-related reactions, the infusion rate should be slowed by 50% for the current
infusion. For patients with Grade 2 infusion-related reactions, the infusion should be temporary
discontinued until Grade 1 or resolved, then the infusion will restart with a 50% slower infusion rate
(see section 4.2).

In case of recurrence of Grade 1 or Grade 2 infusion-related reaction, the patient may continue to
receive avelumab under close monitoring, after appropriate infusion rate modification and
premedication with paracetamol and antihistamine (see section 4.2).

In clinical trials, 98.6% (433/439) of patients with infusion-related reactions had a first
infusion-related reaction during the first 4 infusions of which 2.7% (12/439) were Grade > 3. In the
remaining 1.4% (6/439) of patients, infusion-related reactions occurred after the first 4 infusions and
all were of Grade 1 or Grade 2.

Immune-related adverse reactions
Most immune-related adverse reactions with avelumab were reversible and managed with temporary
or permanent discontinuation of avelumab, administration of corticosteroids and/or supportive care.

For suspected immune-related adverse reactions, adequate evaluation should be performed to confirm
aetiology or exclude other causes. Based on the severity of the adverse reaction, avelumab should be
withheld and corticosteroids administered. If corticosteroids are used to treat an adverse reaction, a
taper of at least 1 month duration should be initiated upon improvement.

In patients, whose immune-related adverse reactions could not be controlled with corticosteroid use,
administration of other systemic immunosuppressants may be considered.

Immune-related pneumonitis
Immune-related pneumonitis occurred in patients treated with avelumab. One fatal case has been
reported in patients receiving avelumab (see section 4.8).

Patients should be monitored for signs and symptoms of immune-related pneumonitis and causes other
than immune-related pneumonitis should be ruled out. Suspected pneumonitis should be confirmed
with radiographic imaging.

Corticosteroids should be administered for Grade > 2 events (initial dose of 1 to 2 mg/kg/day
prednisone or equivalent, followed by a corticosteroid taper).

Avelumab should be withheld for Grade 2 immune-related pneumonitis until resolution, and
permanently discontinued for Grade 3, Grade 4 or recurrent Grade 2 immune-related pneumonitis (see
section 4.2).

Immune-related hepatitis
Immune-related hepatitis occurred in patients treated with avelumab. Two fatal cases have been
reported in patients receiving avelumab (see section 4.8).




Patients should be monitored for changes in liver function and symptoms of immune-related hepatitis
and causes other than immune-related hepatitis should be ruled out.

Corticosteroids should be administered for Grade > 2 events (initial dose 1 to 2 mg/kg/day prednisone
or equivalent, followed by a corticosteroid taper).

Avelumab should be withheld for Grade 2 immune-related hepatitis until resolution and permanently
discontinued for Grade 3 or Grade 4 immune-related hepatitis (see section 4.2).

Immune-related colitis
Immune-related colitis has been reported in patients receiving avelumab (see section 4.8).

Patients should be monitored for signs and symptoms of immune-related colitis and causes other than
immune-related colitis should be ruled out. Corticosteroids should be administered for Grade > 2
events (initial dose of 1 to 2 mg/kg/day prednisone or equivalent followed by a corticosteroid taper).

Avelumab should be withheld for Grade 2 or Grade 3 immune-related colitis until resolution, and
permanently discontinued for Grade 4 or recurrent Grade 3 immune-related colitis (see section 4.2).

Immune-related endocrinopathies

Immune-related thyroid disorders, immune-related adrenal insufficiency, and Type 1 diabetes mellitus
have been reported in patients receiving avelumab (see section 4.8). Patients should be monitored for
clinical signs and symptoms of endocrinopathies. Avelumab should be withheld for Grade 3 or

Grade 4 endocrinopathies until resolution (see section 4.2).

Thyroid disorders (hypothyroidism/hyperthyroidism)
Thyroid disorders can occur at any time during treatment (see section 4.8).

Patients should be monitored 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. Hypothyroidism should be managed with replacement therapy and hyperthyroidism
with anti-thyroid medicinal product, as needed.

Avelumab should be withheld for Grade 3 or Grade 4 thyroid disorders (see section 4.2).

Adrenal insufficiency

Patients should be monitored for signs and symptoms of adrenal insufficiency during and after
treatment. Corticosteroids should be administered (1 to 2 mg/kg/day prednisone intravenously or oral
equivalent) for Grade > 3 adrenal insufficiency followed by a taper until a dose of less than or equal to
10 mg/day has been reached.

Avelumab should be withheld for Grade 3 or Grade 4 symptomatic adrenal insufficiency (see
section 4.2).

Type 1 diabetes mellitus
Avelumab can cause Type 1 diabetes mellitus, including diabetic ketoacidosis (see section 4.8).

Patients should be monitored for hyperglycaemia or other signs and symptoms of diabetes. Initiate
treatment with insulin for Type 1 diabetes mellitus. Avelumab should be withheld and anti-
hyperglycaemics in patients with Grade > 3 hyperglycaemia should be administered. Treatment with
avelumab should be resumed when metabolic control is achieved on insulin replacement therapy.

Immune-related nephritis and renal dysfunction
Avelumab can cause immune-related nephritis (see section 4.8).

Patients should be monitored for elevated serum creatinine prior to and periodically during treatment.
Corticosteroids (initial dose of 1 to 2 mg/kg/day prednisone or equivalent followed by a corticosteroid



taper) should be administered for Grade > 2 nephritis. Avelumab should be withheld for Grade 2 or
Grade 3 nephritis until resolution to < Grade 1 and permanently discontinued for Grade 4 nephritis.

Other immune-related adverse reactions

Other clinically important immune-related adverse reactions were reported in less than 1% of patients:
myocarditis including fatal cases, myositis, hypopituitarism, uveitis, and Guillain-Barré syndrome (see
section 4.8).

For suspected immune-related adverse reactions, ensure adequate evaluation to confirm aetiology or to
rule out other causes. Based on the severity of the adverse reaction, avelumab should be withheld and
corticosteroids to be administered. Avelumab should be resumed when the immune-related adverse
reaction returns to Grade 1 or less following corticosteroid taper. Avelumab should be permanently
discontinued for any Grade 3 immune-related adverse reaction that recurs and for Grade 4
immune-related adverse reaction (see section 4.2).

Patients excluded from clinical studies

Patients with the following conditions were excluded from clinical trials: active central nervous system
(CNS) metastasis; active or a history of autoimmune disease; a history of other malignancies within the
last 5 years; organ transplant; conditions requiring therapeutic immune suppression or active infection
with HIV, or hepatitis B or C.

Sodium content
This medicinal product contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been conducted with avelumab.

Avelumab is primarily metabolised through catabolic pathways, therefore, it is not expected that
avelumab will have pharmacokinetic drug-drug interactions with other medicinal products.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception

Women of childbearing potential should be advised to avoid becoming pregnant while receiving
avelumab and should use effective contraception during treatment with avelumab and for at least
1 month after the last dose of avelumab.

Pregnancy
There are no or limited data from the use of avelumab in pregnant women.

Animal reproduction studies have not been conducted with avelumab. However, in murine models of
pregnancy, blockade of PD-L1 signalling has been shown to disrupt tolerance to the foetus and to
result in an increased foetal loss (see section 5.3). These results indicate a potential risk, based on its
mechanism of action, that administration of avelumab during pregnancy could cause foetal harm,
including increased rates of abortion or stillbirth.

Human IgG1 immunoglobulins are known to cross the placental barrier. Therefore, avelumab has the
potential to be transmitted from the mother to the developing foetus. It is not recommended to use
avelumab during pregnancy unless the clinical condition of the woman requires treatment with
avelumab.

Breast-feeding
It is unknown whether avelumab is excreted in human milk. Since it is known that antibodies can be

secreted in human milk, a risk to the newborns/infants cannot be excluded.



Breast-feeding women should be advised not to breast-feed during treatment and for at least 1 month
after the last dose due to the potential for serious adverse reactions in breast-fed infants.

Fertility
The effect of avelumab on male and female fertility is unknown.

Although studies to evaluate the effect of avelumab on fertility have not been conducted, there were
no notable effects in the female reproductive organs in monkeys based on 1-month and 3-month
repeat-dose toxicity studies (see section 5.3).

4.7 Effects on ability to drive and use machines

Avelumab has negligible influence on the ability to drive and use machines. Fatigue has been reported
following administration of avelumab (see section 4.8). Patients should be advised to use caution when
driving or operating machinery until they are certain that avelumab does not adversely affect them.

4.8 Undesirable effects

Summary of the safety profile

Avelumab is most frequently associated with immune-related adverse reactions. Most of these,
including severe reactions, resolved following initiation of appropriate medical therapy or withdrawal
of avelumab (see “Description of selected adverse reactions” below).

The safety of avelumab has been evaluated in 1,738 patients with solid tumours including metastatic
MCC receiving 10 mg/kg every 2 weeks of avelumab in clinical studies. In this patient population, the
most common adverse reactions with avelumab were fatigue (32.4%), nausea (25.1%), diarrhoea
(18.9%), decreased appetite (18.4%), constipation (18.4%), infusion-related reactions (17.1%), weight
decreased (16.6%), and vomiting (16.2%).

The most common Grade > 3 adverse reactions were anaemia (6.0%), dyspnoea (3.9%), and
abdominal pain (3.0%). Serious adverse reactions were immune-related adverse reactions and
infusion-related reaction (see section 4.4).

Tabulated list of adverse reactions

Adverse reactions reported for 88 patients with metastatic MCC treated with avelumab 10 mg/kg and
adverse reactions reported for 1,650 patients in a phase I study in other solid tumours are presented in
Table 2.

These reactions are presented by system organ class and frequency. Frequencies are defined as: very
common (> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100); rare (> 1/10,000 to
< 1/1,000); very rare (< 1/10,000). Within each frequency grouping, adverse reactions are presented in
the order of decreasing seriousness.

Table 2: Adverse reactions in patients treated with avelumab in clinical study EMR100070-003
and adverse reactions from a phase I study (EMR100070-001) in other solid tumours

Frequency Adverse drug reactions

Blood and lymphatic system disorders

Very common Anaemia

Common Lymphopenia

Uncommon Thrombocytopenia, eosinophilia’

Immune system disorders

Uncommon Drug hypersensitivity, hypersensitivity anaphylactic reaction, Type I
hypersensitivity

Endocrine disorders

Common | Hypothyroidism*




Frequency

Adverse drug reactions

Uncommon

Adrenal insufficiency®, hyperthyroidism*, thyroiditis*, autoimmune thyroiditis*,
adrenocortical insufficiency acute*, autoimmune hypothyroidism*,
hypopituitarism*

Metabolism and

nutrition disorders

Very common

Decreased appetite

Uncommon

Diabetes mellitus*, Type 1 diabetes mellitus*

Nervous system disorders

Common Headache, dizziness, neuropathy peripheral
Uncommon Guillain-Barré Syndrome*

Eye disorders

Uncommon | Uveitis*

Cardiac disorders

Rare

| Myocarditis*

Vascular disorders

Common

Hypertension, hypotension

Uncommon

Flushing

Respiratory, thoracic and mediastinal disorders

Very common

Cough, dyspnoea

Common Pneumonitis*

Gastrointestinal disorders

Very common Nausea, diarrhoea, constipation, vomiting, abdominal pain
Common Dry mouth

Uncommon Colitis*, autoimmune colitis*, enterocolitis*, ileus

Hepatobiliary disorders

Uncommon

| Autoimmune hepatitis*, acute hepatic failure*, hepatic failure*, hepatitis*

Skin and subcutaneous tissue disorders

Common Rash*, pruritus*, rash maculo-papular*, dry skin

Uncommon Rash pruritic*, erythema*, rash generalised*, psoriasis*, rash erythematous*,
rash macular*, rash papular*, dermatitis exfoliative*, erythema multiforme*,
pemphigoid*, pruritus generalised*, eczema, dermatitis

Musculoskeletal and connective tissue disorders

Very common Back pain, arthralgia

Common Myalgia

Uncommon Myositis*

Renal and urinary disorders

Uncommon

| Tubulo-interstitial nephritis*

General disorders and administrative site conditions

Very common

Fatigue, pyrexia, oedema peripheral

Common Asthenia, chills, influenza like illness

Uncommon Systemic inflammatory response syndrome*

Investigations

Very common | Weight decreased

Common Gamma-glutamyltransferase increased, blood alkaline phosphatase increased,
amylase increased, lipase increased, blood creatinine increased

Uncommon Alanine aminotransferase (ALT) increased*, aspartate aminotransferase (AST)

increased*®, blood creatine phosphokinase increased*, transaminases increased™*

Injury, poisoning and procedural complications

Very common

| Infusion related reaction

* Immune-related adverse reaction based on medical review
$ Reaction only observed from study EMR 100070-003 (part B) after the data cut-off of the pooled analysis,
hence frequency estimated




Description of selected adverse reactions

Data for the following immune-related adverse reactions are based on 1,650 patients in the phase I
study EMR100070-001 in other solid tumours and 88 patients in study EMR100070-003 who received
avelumab (see section 5.1).

The management guidelines for these adverse reactions are described in section 4.4.

Immune-related pneumonitis

Across clinical studies, 1.2% (21/1,738) of patients developed immune-related pneumonitis. Of these
patients there was 1 (0.1%) patient with a fatal outcome, 1 (0.1%) patient with Grade 4, and 5 (0.3%)
patients with Grade 3 immune-related pneumonitis.

The median time to onset of immune-related pneumonitis was 2.5 months (range: 3 days to
11 months). The median duration was 7 weeks (range: 4 days to more than 4 months).

Avelumab was discontinued in 0.3% (6/1,738) of patients due to immune-related pneumonitis. All
21 patients with immune-related pneumonitis were treated with corticosteroids and 17 (81%) of the
21 patients were treated with high-dose corticosteroids for a median of 8 days (range: 1 day to

2.3 months). Immune-related pneumonitis resolved in 12 (57%) of the 21 patients at the time of data
cut-off.

Immune-related hepatitis

Across clinical studies, 0.9% (16/1,738) of patients developed immune-related hepatitis. Of these
patients, there were 2 (0.1%) patients with a fatal outcome, and 11 (0.6%) patients with Grade 3
immune-related hepatitis.

The median time to onset of immune-related hepatitis was 3.2 months (range: 1 week to 15 months).
The median duration was 2.5 months (range: 1 day to more than 7.4 months).

Avelumab was discontinued in 0.5% (9/1,738) of patients due to immune-related hepatitis. All

16 patients with immune-related hepatitis treated with corticosteroids and 15 (94%) of the 16 patients
received high-dose corticosteroids for a median of 14 days (range: 1 day to 2.5 months).
Immune-related hepatitis resolved in 9 (56%) of the 16 patients at the time of data cut-off.

Immune-related colitis
Across clinical studies, 1.5% (26/1,738) of patients developed immune-related colitis. Of these
patients, there were 7 (0.4%) patients with Grade 3 immune-related colitis.

The median time to onset of immune-related colitis was 2.1 months (range: 2 days to 11 months). The
median duration was 6 weeks (range: 1 day to more than 14 months).

Avelumab was discontinued in 0.5% (9/1,738) of patients due to immune-related colitis. All

26 patients with immune-related colitis were treated with corticosteroids and 15 (58%) of the

26 patients received high-dose corticosteroids for a median of 19 days (range: 1 day to 2.3 months).
Immune-related colitis resolved in 18 (70%) of 26 patients at the time of data cut-off.

Immune-related endocrinopathies

Thyroid disorders

Across clinical studies, 6% (98/1,738) of patients developed immune-related thyroid disorders, of
which 90 (5%) patients with hypothyroidism, 7 (0.4%) with hyperthyroidism, and 4 (0.2%) with
thyroiditis. Of these patients, there were 3 (0.2%) patients with Grade 3 immune-related thyroid
disorders.

The median time to onset of thyroid disorders was 2.8 months (range: 2 weeks to 13 months). The
median duration was not estimable (range: 1 day to more than 26 months).
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Avelumab was discontinued in 0.1% (2/1,738) of patients due to immune-related thyroid disorders.
Thyroid disorders resolved in 7 (7%) of the 98 patients at the time of data cut-off.

Adrenal insufficiency
Across clinical studies, 0.5% (8/1,738) of patients developed immune-related adrenal insufficiency. Of
these patients, there was 1 (0.1%) patient with Grade 3.

The median time to onset of immune-related adrenal insufficiency was 2.5 months (range: 1 day to
8 months). The median duration was not estimable (range: 2 days to more than 6 months).

Avelumab was discontinued in 0.1% (2/1,738) of patients due to immune-related adrenal
insufficiency. All 8 patients with immune-related adrenal insufficiency were treated with
corticosteroids, 4 (50%) of the 8 patients received high-dose systemic corticosteroids (> 40 mg
prednisone or equivalent) followed by a taper for a median of 1 day (range: 1 day to 24 days). Adrenal
insufficiency resolved in 1 patient with corticoid treatment at the time of data cut-off.

Type 1 diabetes mellitus
Type 1 diabetes mellitus without an alternative aetiology occurred in 0.1% (2/1,738) of patients
including two Grade 3 reactions that led to permanent discontinuation of avelumab.

Immune-related nephritis and renal dysfunction
Immune-related nephritis occurred in 0.1% (1/1,738) of patients receiving avelumab leading to
permanent discontinuation of avelumab.

Immunogenicity

Of 1,738 patients treated with avelumab 10 mg/kg as an intravenous infusion every 2 weeks,

1,627 were evaluable for treatment-emergent anti-drug antibodies (ADA) and 96 (5.9%) tested
positive. In ADA positive patients, there may be an increased risk for infusion-related reactions (about
40% and 25% in ADA ever-positive and ADA never-positive patients, respectively). Based on data
available, including the low incidence of immunogenicity, the impact of ADA on pharmacokinetics,
efficacy and safety is uncertain, while the impact of neutralizing antibodies (nAb) is unknown.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Three patients were reported to be overdosed with 5% to 10% above the recommended dose of
avelumab. The patients had no symptoms, did not require any treatment for the overdose, and
continued on avelumab therapy.

In case of overdose, patients should be closely monitored for signs or symptoms of adverse reactions.
The treatment is directed to the management of symptoms.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other antineoplastic agents, monoclonal antibodies, ATC code:
LO1XC3l.
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Mechanism of action

Avelumab is a human immunoglobulin G1 (IgG1) monoclonal antibody directed against programmed
death ligand 1 (PD-L1). Avelumab binds PD-L1 and blocks the interaction between PD-L1 and the
programmed death 1 (PD-1) and B7.1 receptors. This removes the suppressive effects of PD-L1 on
cytotoxic CD8" T-cells, resulting in the restoration of anti-tumour T-cell responses.

Avelumab has also shown to induce natural killer (NK) cell-mediated direct tumour cell lysis via
antibody-dependent cell-mediated cytotoxicity (ADCC).

Clinical efficacy and safety

Merkel cell carcinoma (study EMR100070-003)

The efficacy and safety of avelumab was investigated in the study EMR100070-003 with two parts.
Part A was a single-arm, multi-centre study conducted in patients with histologically confirmed
metastatic MCC, whose disease had progressed on or after chemotherapy administered for distant
metastatic disease, with a life expectancy of more than 3 months. Part B included patients with
histologically confirmed metastatic MCC who were treatment-naive to systemic therapy in the
metastatic setting.

Patients with active or a history of central nervous system (CNS) metastasis; active or a history of
autoimmune disease; a history of other malignancies within the last 5 years; organ transplant;
conditions requiring therapeutic immune suppression or active infection with HIV, or hepatitis B or C
were excluded.

Patients received avelumab at a dose of 10 mg/kg every 2 weeks until disease progression or
unacceptable toxicity. Patients with radiological disease progression not associated with significant
clinical deterioration, defined as no new or worsening symptoms, no change in performance status for
greater than two weeks, and no need for salvage therapy could continue treatment.

Tumour response assessments were performed every 6 weeks, as assessed by an Independent Endpoint
Review Committee (IERC) using Response Evaluation Criteria in Solid Tumours (RECIST) v1.1.

For Part A, the major efficacy outcome measure was confirmed best overall response (BOR); secondary
efficacy outcome measures included duration of response (DOR), and progression-free survival (PES).

For Part A, an updated efficacy analysis was conducted in all 88 patients after a minimum follow-up of
24 months. Patients received a median of 7 doses of avelumab (range: 1 dose to 72 doses), and the
median duration of treatment was 17 weeks (range: 2 weeks to 158 weeks).

Of the 88 patients, 65 (74%) were male, the median age was 73 years (range 33 years to 88 years), 81
(92%) patients were Caucasian, and 49 (56%) patients and 39 (44%) patients with an Eastern
Cooperative Oncology Group (ECOG) performance status 0 and 1, respectively.

Overall, 52 (59%) patients were reported to have had 1 prior anti-cancer therapy for MCC, 26 (30%)
with 2 prior therapies, and 10 (11%) with 3 or more prior therapies. Forty-seven (53%) of the patients

had visceral metastases.

Table 3 summarises efficacy endpoints in patients receiving avelumab at the recommended dose for
study EMR100070-003, Part A, updated with a minimum follow-up of 24 months.
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Table 3: Response to avelumab 10 mg/kg every 2 weeks in patients with metastatic MCC in study

EMR100070-003 (Part A)*

Efficacy endpoints (Part A)
(per RECIST v1.1, IERC)

Results
(N=88)

Objective response rate (ORR)
Response rate, CR+PR** n (%)
(95% CI)

29 (33.0%)
(23.3, 43.8)

Confirmed best overall response (BOR)
Complete response (CR)** n (%)
Partial response (PR)** n (%)

10 (11.4%)
19 (21.6%)

Duration of response (DOR)?
Median, months
(95% CI)
Minimum, maximum (months)
> 6 months by K-M, (95% CI)
> 12 months by K-M, (95% CI)
> 24 months by K-M, (95% CI)

NR
(18, not estimable)
2.8,31.8+
93% (75, 98)
71% (51, 85)
67% (46, 81)

Progression-free survival (PFS)
Median PFS, months
(95% CI)
6-month PFS rate by K-M, (95% CI)
12-month PFS rate by K-M, (95% CI)
24-month PFS rate by K-M, (95% CI)

2.7
(1.4,6.9)
40% (29, 50)
29% (19, 39)
26% (16, 36)

CI: Confidence interval; RECIST: Response Evaluation Criteria in Solid Tumours; IERC:
Independent Endpoint Review Committee; K-M: Kaplan-Meier; NR: Not reached; +denotes a
censored value

* Efficacy data updated with a minimum follow-up of 24 months (cut-off date 26 September 2017)
** CR or PR was confirmed at a subsequent tumour assessment

2 Based on number of patients with confirmed response (CR or PR)

The median time to response was 6 weeks (range: 6 weeks to 36 weeks) after the first dose of
avelumab. Twenty-two out of 29 (76%) patients with response were reported to have responded within
7 weeks after the first dose of avelumab.

The updated Kaplan-Meier curve of PFS of the 88 patients (Part A) with metastatic MCC is presented
in Figure 1.
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Figure 1: Updated Kaplan-Meier estimates of progression-free survival (PFS) per RECIST v1.1,
IERC (Part A, minimum follow-up of 24 months)
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Tumour samples were evaluated for PD-L1 tumour cell expression, and for Merkel cell polyomavirus
(MCYV) using an investigational immunohistochemistry (IHC) assay. Table 4 summarises the PD-L 1
expression and MCYV status of patients with metastatic MCC in study EMR100070-003 (Part A).

Table 4: Objective response rates by PD-L1 expression and MCYV tumour status in patients with
metastatic MCC in study EMR100070-003 (Part A)

Avelumab
ORR (95% C))
PD-L1 expression at cut-off of 1% N=74*
Positive (n=58) 36.2% (24.0, 49.9)
Negative (n=16) 18.8% (4.0, 45.6)
PD-L1 expression at cut-off of 5% N=74*
Positive (n=19) 57.9% (33.5, 79.7)
Negative (n=55) 23.6% (13.2, 37.0)
IHC-MCYV tumour status N=77°
Positive (n=46) 28.3% (16.0, 43.5)
Negative (n=31) 35.5% (19.2, 54.6)

IHC: Immunohistochemistry; MCV: Merkel cell polyomavirus; ORR: objective response rate
2 Based on data from patients evaluable for PD-L1
® Based on data from patients evaluable for MCV by immunohistochemistry (IHC)

The clinical utility of PD-L1 as a predictive biomarker in MCC has not been established.

For Part B, the major efficacy outcome measure was durable response, defined as objective response
(complete response (CR) or partial response (PR)) with a duration of at least 6 months; secondary
outcome measures included BOR, DOR, PFS, and OS.

The prespecified interim analysis for Part B included 39 patients who received at least one dose of

avelumab and 29 patients with a minimum 13 weeks of follow-up at the time of the data cut-off
(cut-off date 24 March 2017).
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Of the 39 patients, 30 (77%) were male, the median age was 75 years (range: 47 to 88 years), 33 (85%)
were Caucasian, and 31 (79%) and 8 (21%) had an ECOG performance status of 0 and 1 respectively.
The efficacy endpoints were based on 29 patients with 13 weeks of follow-up. The objective response
rate (ORR) was 62.1% (95% CI: 42.3, 79.3) with 4 (14%) of patients reported to have a complete
response and 14 (48%) to have a partial response. The median duration of response was not estimable
(95% CI: 4 months, not estimable) with a minimum of 1.2 months to a maximum of 8.3 months
duration. Analysis of progression-free survival (PFS) was based on 39 patients who received at least
one dose of avelumab, with median PFS of 9.1 months (95% CI: 1.9, not estimable) and estimated
3-month PFS rate by Kaplan-Meier of 67% (95% CI: 48, 80).

A subsequent interim analysis for Part B was conducted with 74 patients who received at least one dose
of avelumab and 39 patients with at least 6 months of follow-up at the time of the data cut-off (cut-off
date 26 September 2017). Of the 74 patients, 51 (69%) were male, the median age was 74 years (range:
47 to 89 years), 49 (66%) were Caucasian, and 51 (69%) and 23 (31%) had an ECOG performance
status of 0 and 1, respectively.

Table 5 summarises the subsequent interim analysis of efficacy endpoints including an estimate of the
6-month rates by Kaplan-Meier for DOR and PFS, in patients receiving avelumab at the recommended
dose for study EMR100070-003, Part B.

Table S: Subsequent interim analysis of response to avelumab 10 mg/kg every 2 weeks in
patients with metastatic MCC in study EMR100070-003 (Part B)*

Efficacy endpoints (Part B) Results
(per RECIST v1.1, IERC)
Objective response rate (ORR) (N=39)
Response rate, CR+PR** n (%) 20 (51.3%)
(95% CI) (34.8,67.6)
Confirmed best overall response (BOR) (N=39)
Complete response (CR)** n (%) 7 (17.9%)
Partial response (PR)** n (%) 13 (33.3%)
Duration of response (DOR)* (N=39)
Median, months 11.3
(95% CI) (5.6, not estimable)
Minimum, maximum (months) 1.2,13.8
> 3 months by K-M, (95% CI) 84% (59, 95)
> 6 months by K-M, (95% CI) 73% (46, 88)
Progression-free survival (PFS) (N=74)
Median PFS, months 4.2
(95% CI) (2.9, 12.7)
3-month PFS rate by K-M, (95% CI) 61% (48, 73)
6-month PFS rate by K-M, (95% CI) 46% (32, 59)

CI: Confidence interval; RECIST: Response Evaluation Criteria in Solid Tumours; IERC:
Independent Endpoint Review Committee; K-M: Kaplan-Meier

* Efficacy data (cut-off date 26 September 2017) included 39 patients with a minimum follow-up of
6 months for ORR, BOR and DOR analyses, and 74 patients included in the PFS analysis.

** CR or PR was confirmed at a subsequent tumour assessment

2 Based on number of patients with confirmed response (CR or PR)

Figure 2 presents the Kaplan-Meier curve for PFS from the subsequent interim analysis with
74 patients enrolled into Part B who received at least one dose of avelumab prior to the data cut-off.
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Figure 2: Updated Kaplan-Meier estimates of progression-free survival (PFS) per RECIST v1.1,
IERC (Part B, N=74)*
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* Updated progression-free survival data include 74 patients enrolled into Part B who received at least one dose
of avelumab.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Bavencio in all subsets of the paediatric population for the treatment of Merkel cell carcinoma (see
section 4.2 for information on paediatric use).

Conditional approval

This medicinal product has been authorised under a so-called ‘conditional approval’ scheme. This
means that further evidence on this medicinal product is awaited. The European Medicines Agency
will review new information on this medicinal product at least every year and this SmPC will be
updated as necessary.

5.2 Pharmacokinetic properties

Distribution
Avelumab is expected to be distributed in the systemic circulation and to a lesser extent in the
extracellular space. The volume of distribution at steady state was 4.72 L.

Consistent with a limited extravascular distribution, the volume of distribution of avelumab at steady
state is small. As expected for an antibody, avelumab does not bind to plasma proteins in a specific
manner.

Elimination

Based on a population pharmacokinetic analysis from 1,629 patients, the value of total systemic
clearance (CL) is 0.59 L/day. In the supplemental analysis, avelumab CL was found to decrease over
time: the largest mean maximal reduction (% coefficient of variation [CV%]) from baseline value with
different tumour types was approximately 32.1% (CV 36.2%).
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Steady-state concentrations of avelumab were reached after approximately 4 to 6 weeks (2 to 3 cycles)
of repeated dosing at 10 mg/kg every 2 weeks, and systemic accumulation was approximately
1.25-fold.

The elimination half-life (t.,) at the recommended dose is 6.1 days based on the population PK
analysis.

Linearity/non-linearity
The exposure of avelumab increased dose-proportionally in the dose range of 10 mg/kg to 20 mg/kg
every 2 weeks.

Special populations

A population pharmacokinetic analysis suggested no difference in the total systemic clearance of
avelumab based on age, gender, race, PD-L1 status, tumour burden, renal impairment and mild or
moderate hepatic impairment.

Total systemic clearance increases with body weight. Steady-state exposure was approximately
uniform over a wide range of body weights (30 to 204 kg) for body weight normalised dosing.

Renal impairment

No clinically important differences in the clearance of avelumab were found between patients with
mild (glomerular filtration rate (GFR) 60 to 89 mL/min, Cockcroft-Gault Creatinine Clearance
(CrCL); n=623), moderate (GFR 30 to 59 mL/min, n=320) and patients with normal (GFR

> 90 mL/min, n=671) renal function.

Avelumab has not been studied in patients with severe renal impairment (GFR 15 to 29 mL/min).

Hepatic impairment

No clinically important differences in the clearance of avelumab were found between patients with
mild hepatic impairment (bilirubin < ULN and AST > ULN or bilirubin between 1 and 1.5 times ULN,
n=217) and normal hepatic function (bilirubin and AST < ULN, n=1,388) in a population PK analysis.
Hepatic impairment was defined by National Cancer Institute (NCI) criteria of hepatic dysfunction.

Avelumab has not been studied in patients with moderate hepatic impairment (bilirubin between 1.5
and 3 times ULN) or severe hepatic impairment (bilirubin > 3 times ULN).

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of repeated dose
toxicity in Cynomolgus monkeys administered intravenously doses of 20, 60 or 140 mg/kg once a
week forl month and 3 months, followed by a 2-month recovery period after the 3-month dosing
period. Perivascular mononuclear cell cuffing was observed in the brain and spinal cord of monkeys
treated with avelumab at > 20 mg/kg for 3 months. Although there was no clear dose-response
relationship, it cannot be excluded that this finding was related to avelumab treatment.

Animal reproduction studies have not been conducted with avelumab. The PD-1/PD-L1 pathway is
thought to be involved in maintaining tolerance to the foetus throughout pregnancy. Blockade of
PD-L1 signalling has been shown in murine models of pregnancy to disrupt tolerance to the foetus and
to result in an increase in foetal loss. These results indicate a potential risk that administration of
avelumab during pregnancy could cause foetal harm, including increased rates of abortion or stillbirth.

No studies have been conducted to assess the potential of avelumab for carcinogenicity or
genotoxicity.

Fertility studies have not been conducted with avelumab. In 1-month and 3-month repeat-dose
toxicology studies in monkeys, there were no notable effects in the female reproductive organs. Many
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of the male monkeys used in these studies were sexually immature and thus no explicit conclusions
regarding effects on male reproductive organs can be made.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Mannitol

Glacial acetic acid
Polysorbate 20
Sodium hydroxide
Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life

Unopened vial
2 years

After opening
From a microbiological point of view, once opened, the medicinal product should be diluted and

infused immediately.

After preparation of infusion

Chemical and physical in-use stability of the diluted solution has been demonstrated for 24 hours at
20°C to 25°C and room light. From a microbiological point of view, unless the method of dilution
precludes the risk of microbial contamination, the diluted solution should be infused immediately. If
not used immediately, in-use storage times and conditions prior to use are the responsibility of the
user.

6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C).

Do not freeze.

Store in the original package in order to protect from light.

For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

10 mL of concentrate in a vial (Type I glass) with a halobutyl rubber stopper and an aluminium seal
fitted with a removable plastic cap.

Pack size of 1 vial.
6.6 Special precautions for disposal and other handling
Bavencio is compatible with polyethylene, polypropylene, and ethylene vinyl acetate infusion bags,

glass bottles, polyvinyl chloride infusion sets and in-line filters with polyethersulfone membranes with
pore sizes of 0.2 micrometre.
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Handling instructions
An aseptic technique for the preparation of the solution for infusion should be used.

o The vial should be visually inspected for particulate matter and discoloration. Bavencio is a
clear, colourless to slightly yellow solution. If the solution is cloudy, discoloured, or contains
particulate matters, the vial should be discarded.

o An infusion bag of appropriate size (preferably 250 mL) containing either sodium chloride
9 mg/mL (0.9%) solution for injection or with sodium chloride 4.5 mg/mL (0.45%) solution for
injection should be used. The required volume of Bavencio should be withdrawn from the
vial(s) and transferred to the infusion bag. Any partially used or empty vials have to be

discarded.

o The diluted solution should be mixed by gently inverting the bag in order to avoid foaming or
excessive shearing of the solution.

. The solution should be inspected to ensure it is clear, colourless, and free of visible particles.
The diluted solution should be used immediately once prepared.

o Do not co-administer other medicinal products through the same intravenous line. Administer

the solution for infusion using a sterile, non-pyrogenic, low-protein binding 0.2 micrometre
in-line or add-on filter as described in section 4.2.

After administration of Bavencio, the line should be flushed with either sodium chloride 9 mg/mL
(0.9%) solution for injection or with sodium chloride 4.5 mg/mL (0.45%) solution for injection.

Do not freeze or shake the diluted solution. If refrigerated, allow the diluted solution in the intravenous
bags to come to room temperature prior to use.

Disposal
Any unused medicinal product or waste material should be disposed of in accordance with local

requirements.

7. MARKETING AUTHORISATION HOLDER
Merck Europe B.V.

Gustav Mahlerplein 102

1082 MA Amsterdam

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1214/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 18 September 2017

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX IT

MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE
SUBSTANCE(S) AND MANUFACTURER(S) RESPONSIBLE
FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO
THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT

SPECIFIC OBLIGATION TO COMPLETE POST-

AUTHORISATION MEASURES FOR THE CONDITIONAL
MARKETING AUTHORISATION
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A.  MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE SUBSTANCE(S) AND
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Merck Serono SA

Succursale de Corsier-sur-Vevey
Chemin du Fenil - Zone Industrielle B,
1804 Corsier-sur-Vevey

Switzerland

Name and address of the manufacturer(s) responsible for batch release

Merck Serono S.p.A.

Via Delle Magnolie 15 (loc. frazione Zona Industriale)
70026 - Modugno (BA)

Italy

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder shall submit the first periodic safety update report for this product
within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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° Additional risk minimisation measures

Prior to launch of Bavencio in each Member State the marketing authorisation holder (MAH) must
agree about the content and format of the educational programme, including communication media,
distribution modalities, and any other aspects of the programme, with the National Competent
Authority.

The educational programme is aimed at increasing awareness and providing information concerning
the signs and symptoms of certain important identified risks of avelumab, including immune-related
pneumonitis, hepatitis, colitis, thyroid disorders, adrenal insufficiency, type 1 diabetes mellitus,
nephritis and renal dysfunction, myocarditis, myositis, hypopituitarism, uveitis, Guillain-Barre
syndrome and infusion related reactions, and how to manage them.

The MAH shall ensure that in each Member State where Bavencio is marketed, all healthcare
professionals and patients/carers who are expected to prescribe and use Bavencio have access to/are
provided with the following educational package:

o Healthcare Professional / Frequently Asked Question Brochure

o Patient Information Brochure

o Patient Alert Card

The physician educational material should contain:
o The Summary of Product Characteristics

o Healthcare professionals brochure

The healthcare professional / Frequently Asked Question brochure shall contain the following key

elements:
o Relevant information (e.g. seriousness, severity, frequency, time to onset, reversibility as
applicable) of the following safety concerns associated with the use of Bavencio:
o Immune-Related Pneumonitis
o Immune-Related Hepatitis
o Immune-Related Colitis
o Immune-Related Endocrinopathies (diabetes mellitus, thyroid disorders, adrenal
insufficiency)
o Immune-related nephritis and renal dysfunction
o Other immune-related adverse reactions including myocarditis, myositis,
hypopituitarism, uveitis and Guillain-Barre Syndrome
o Infusion-Related Reactions
o Description of the signs and symptoms of immune-related adverse reactions.
o Details on how to minimise the safety concerns through appropriate monitoring and
management.
o Reminder to distribute the patient brochure with the patient alert card to all patients receiving

treatment with Bavencio and to advise them to carry the patient alert card at all times and show
it to any healthcare professional who may treat them.

o Reminder to educate patients/caregivers about the symptoms of immune-related adverse
reactions and of the need to report them immediately to the physician.

The patient educational material should contain
o The package leaflet

o Patient Information brochure

o Patient Alert Card

The Patient Information brochure shall contain the following key messages:

o Brief introduction to the tool and its purpose
. Brief introduction to Bavencio treatment
o Recommendation to consult the package leaflet
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Information that avelumab can cause serious side effects during or after treatment, that need to
be treated right away and warning message on the importance of being aware of signs and
symptoms while receiving avelumab treatment

Reminder of the importance to consult their doctor before any change of treatment or in case of
side effect

The Patient Alert Card shall contain the following key messages:

Brief introduction to avelumab (indication and purpose of this tool)
Description of the main signs and symptoms of the following safety concerns and reminder of
the importance of notifying their treating physician immediately if symptoms occur, persist or
worsen:

o Immune-Related Pneumonitis

o Immune-Related Hepatitis

o Immune-Related Colitis

o Immune-Related Endocrinopathies (diabetes mellitus, thyroid disorders, adrenal
insufficiency)
Immune-related nephritis and renal dysfunction
Other immune-related adverse reactions including myocarditis, myositis,
hypopituitarism, uveitis and Guillain-Barre Syndrome

o Infusion-Related Reactions
Warning message for patients on the importance of consulting their doctor immediately in case
they develop any of the listed signs and symptoms and on the important not attempting to treat
themselves.
Reminder to carry the Patient Alert Card at all times and to show it to all healthcare
professionals that may treat them.
The card should also prompt to enter contact details of the physician and include a warning
message for healthcare professionals treating the patient at any time, including in conditions of
emergency, that the patient is using Bavencio.

o O

SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
FOR THE CONDITIONAL MARKETING AUTHORISATION

This being a conditional marketing authorisation and pursuant to Article 14(7) of Regulation (EC) No
726/2004, the MAH shall complete, within the stated timeframe, the following measures:

Description

Due date

In order to confirm the efficacy for chemotherapy-naive treated patients, the
MAH should submit the final results of study EMR 100070-003 - Part B.

30™ January 2020
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Bavencio 20 mg/mL concentrate for solution for infusion
avelumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each mL of concentrate contains 20 mg of avelumab.
One vial of 10 mL contains 200 mg of avelumab.

3. LIST OF EXCIPIENTS

Excipients: Mannitol, glacial acetic acid, polysorbate 20, sodium hydroxide, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion.
200 mg/10 mL

1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use after dilution
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

For single use only.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Europe B.V.
Gustav Mahlerplein 102
1082 MA Amsterdam
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1214/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Bavencio 20 mg/mL sterile concentrate
avelumab
IV after dilution

‘ 2. METHOD OF ADMINISTRATION

| 3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

200 mg/10 mL

6. OTHER
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Package leaflet: Information for the patient

Bavencio 20 mg/mL concentrate for solution for infusion
avelumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

o Keep this leaflet. You may need to read it again.
o If you have any further questions, ask your doctor.
o If you get any side effects, talk to your doctor. This includes any possible side effects not listed

in this leaflet. See section 4.

What is in this leaflet

1. What Bavencio is and what it is used for

2. What you need to know before you use Bavencio
3. How to use Bavencio

4, Possible side effects

5. How to store Bavencio

6. Contents of the pack and other information

1. What Bavencio is and what it is used for

Bavencio contains the active substance avelumab, a monoclonal antibody (a type of protein) that
attaches to a specific target in the body called PD-L1.

Bavencio is used to treat adults with Merkel cell carcinoma (MCC), a rare type of skin cancer, when
it is metastatic (has spread to other parts of the body).

PD-L1 is found on the surface of MCC cells, and helps protect tumour cells from the immune system
(the body’s natural defences). Bavencio binds to PD-L1, and blocks this protective effect, allowing the
immune system to attack the tumour cells.

2. What you need to know before you use Bavencio

Do not use Bavencio
if you are allergic to avelumab or any of the other ingredients of this medicine (listed in section 6).

Warnings and precautions

Blood tests and weight checks:

Your doctor will check your general health before and during treatment with Bavencio.

You will have blood tests during your treatment and your doctor will monitor your weight before and
during treatment.

Talk to your doctor before receiving Bavencio:

It may cause side effects (see section 4). Please note that in some cases symptoms may be delayed, and
may develop after your last dose. If you suffer from any of these you should seek urgent medical
attention:

. infusion-related reactions;

o problems due to inflammation of your lungs (pneumonitis);
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o inflammation of your liver (hepatitis);

o inflammation of your intestines (colitis), diarrhoea (watery, loose or soft stools) or more bowel
movements than usual;

o problems with your hormone producing glands (the thyroid, adrenal and pituitary glands) that

may affect how these glands work;

Type 1 diabetes, including acid in the blood produced from diabetes (diabetic ketoacidosis);

problems with your kidneys;

inflammation of your muscles (myositis);

inflammation of your heart (myocarditis).

If you experience any of these symptoms when taking Bavencio do not try to treat them on your own
with other medicines. Your doctor may

o give you other medicines in order to prevent complications and reduce your symptoms,
. withhold the next dose of Bavencio,
o or stop your treatment with Bavencio altogether.

Check with your doctor or nurse before you receive Bavencio if:

. you have an autoimmune disease (a condition where the body attacks its own cells);

. you have human immunodeficiency virus (HIV) infection or acquired immune deficiency
syndrome (AIDS);

o you have ever had chronic viral infection of the liver, including hepatitis B (HBV) or hepatitis C
(HCV);

o you receive medicines to suppress your immune system;

o you have had an organ transplant.

Children and adolescents
Bavencio has not been studied in children and adolescents below 18 years of age.

Other medicines and Bavencio
Tell your doctor if you are taking, have recently taken or might take any other medicines.

Pregnancy
Bavencio can cause harm to your unborn baby. If you are pregnant, think you may be pregnant or are
planning to have a baby, ask your doctor for advice before taking this medicine.

You must not use Bavencio if you are pregnant unless your doctor specifically recommends it.

If you are a woman who could become pregnant, you must use effective contraceptives while you are
being treated with Bavencio and for at least 1 month after your last dose.

Breast-feeding
If you are breast-feeding, tell your doctor.

Do not breast-feed while receiving Bavencio and for at least 1 month after your last dose.

It is unknown if Bavencio passes into your breast milk. A risk to the breast-fed child cannot be
excluded.

Driving and using machines

Do not drive or use machines after you have received Bavencio if you are not feeling well enough.
Tiredness is a very common side effect of Bavencio and can affect your ability to drive or to use
machines.
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Bavencio has a low sodium content
Bavencio contains less than 1 mmol sodium (23 mg) in each dose and therefore is essentially
sodium-free.

3. How to use Bavencio
You will receive Bavencio in a hospital or clinic, under the supervision of an experienced doctor.

How much Bavencio you will receive
The amount of Bavencio you will receive will be based on your body weight. The recommended dose
is 10 mg of avelumab per kilogram of your body weight.

Depending on your dose, the appropriate amount of Bavencio will be added to an infusion bag
containing a sodium chloride solution before use. More than one vial of Bavencio may be necessary to
obtain the required dose.

How you will receive Bavencio
You will receive Bavencio as an infusion (a drip) into a vein (intravenously) over a period of 1 hour,
every 2 weeks. Your doctor will decide how many treatments you need.

Before you receive Bavencio

For at least the first 4 treatments, you will receive paracetamol and an antihistamine before being
given Bavencio, to help to prevent possible side effects related to the infusion. Depending on how
your body responds to treatment, your doctor may decide to continue giving you these medicines
before all of your Bavencio treatments.

If you miss a dose of Bavencio
It is very important for you to keep all your appointments to receive Bavencio. If you miss an
appointment, ask your doctor when to schedule your next dose.

If you stop receiving Bavencio
Do not stop treatment with Bavencio unless you have discussed this with your doctor. Stopping your

treatment may stop the effect of the medicine.

If you have any further questions on the use of this medicine, ask your doctor.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. Some side
effects may happen weeks or months after your last dose.

Bavencio acts on your immune system and may cause inflammation in parts of your body (see
section 2). Inflammation may cause serious damage to your body and some inflammatory conditions
may lead to death and need treatment or withdrawal of Bavencio.

Seek urgent medical attention if you experience inflammation in any part of your body or if you
have any of the following signs or symptoms, or if they get worse.

o Signs of infusion-related reactions such as shortness of breath or wheezing, chills or shaking,
bumpy rash or skin wheals, flushing, low blood pressure (dizziness, fatigue, nausea) fever,
back pain, and abdominal pain. This is very common.

o Signs of inflammation of the lungs (pneumonitis) may be breathing difficulties or cough. This

1S common.
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Signs of inflammation of the liver (hepatitis) may include yellowing of your skin (jaundice) or
the whites of your eyes, severe nausea or vomiting, pain on the right side of your stomach
area (abdomen), drowsiness, dark urine (tea coloured), bleeding or bruising more easily
than normal, feeling less hungry than usual, tiredness or abnormal liver function tests.
This is uncommon.

Signs of inflammation of the intestines (colitis) may include diarrhoea (loose stools) or more
bowel movements than usual, blood in your stools or dark, tarry, sticky stools, or severe
stomach (abdomen) pain or tenderness. This is uncommon.

Signs of inflammation of the hormone producing glands (the thyroid, adrenal and pituitary
glands) may include extreme tiredness, rapid heart beat, increased sweating, changes in
mood or behaviour, such as irritability or forgetfulness, feeling cold, very low blood pressure
(fainting, dizziness, fatigue, nausea), weight change or headache. This is uncommon.

Signs of type 1 diabetes may include feeling more hungry or thirsty than usual, needing to
urinate more often, weight loss, and feeling tired. This is uncommon.

Signs of inflammation of the kidney may include abnormal kidney function tests, urinating
less than usual, blood in your urine, or swelling in your ankles. This is uncommon.

Signs of inflammation of the muscles (myositis) may include muscle pain or weakness. This is
uncommon.

Signs of inflammation of the heart (myocarditis) may include trouble breathing, dizziness or
fainting, fever, chest pain and chest tightness or flu like symptoms. This is rare.

Do not try to treat yourself with other medicines.

Other side effects
The following side effects have been reported in clinical trials with avelumab:

Very common (may affect more than 1 in 10 people)

Decrease in the number of red blood cells
Nausea, loose stools, constipation, vomiting
Belly pain, back pain, joint pain

Feeling tired or weak

Fever

Swelling in the arms, feet or legs

Weight loss, feeling less hungry

Some side effects may not have symptoms and may only be discovered through blood tests.

Common (may affect up to 1 in 10 people)

Decrease in the number of white blood cells
Underactive thyroid gland

Increases or decreases in blood pressure
Feeling cold

Dryness in the mouth

Skin rash, itching
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Uncommon (may affect up to 1 in 100 people)

Decrease in the number of platelets in the blood

Overactive thyroid gland

Redness in the skin

Abdominal pain

Red, itchy, scaly patches on the skin

Sepsis

Decreased secretion of hormones produced by adrenal glands
Underactive pituitary gland

Inflammation of the eye

Increased liver enzymes in the blood

Type 1 diabetes

Guillain-Barré Syndrome (an immune system disorder that causes nerve inflammation and can
result in pain, numbness, muscle weakness and difficulty walking)

Reporting of side effects

If you get any side effects, talk to your doctor. This includes any possible side effects not listed in this
leaflet. You can also report side effects directly via the national reporting system listed in Appendix V.
By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store Bavencio

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the vial label and carton after EXP.
The expiry date refers to the last day of that month.

Store in a refrigerator (2°C to 8°C).

Do not freeze.

Store in the original package in order to protect from light.

Do not store any unused portion of the concentrate or of the diluted infusion solution for reuse.

Any unused medicine or waste material should be disposed of in accordance with local requirements.

6. Contents of the pack and other information
What Bavencio contains
The active substance is avelumab.

One vial of 10 mL contains 200 mg of avelumab. Each mL of concentrate contains 20 mg of
avelumab.

The other ingredients are mannitol, glacial acetic acid, polysorbate 20, sodium hydroxide, water for
injections (see section 2 “Bavencio has a low sodium content”).

What Bavencio looks like and contents of the pack
Bavencio is a clear, colourless to slightly yellow concentrate for solution for infusion (sterile

concentrate).

The pack size is 1 glass vial per carton.
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Marketing Authorisation Holder
Merck Europe B.V.

Gustav Mahlerplein 102

1082 MA Amsterdam

The Netherlands

Manufacturer

Merck Serono S.p.A.

Via Delle Magnolie 15 (loc. frazione Zona Industriale)
70026 - Modugno (BA)

Italy

This leaflet was last revised in

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.

The following information is intended for healthcare professionals only:
Handling instructions

Preparation and administration
An aseptic technique for the preparation of the solution for infusion should be used.

o The vial should be visually inspected for particulate matter and discoloration. Bavencio is a
clear, colourless to slightly yellow solution. If the solution is cloudy, discoloured, or contains
particulate matters, the vial should be discarded.

o An infusion bag of appropriate size (preferably 250 mL) containing either sodium chloride
9 mg/mL (0.9%) solution for injection or with sodium chloride 4.5 mg/mL (0.45%) solution for
injection should be used. The required volume of Bavencio should be withdrawn from the
vial(s) and be transferred to the infusion bag. Any partially used or empty vials have to be

discarded.

o The diluted solution should be mixed by gently inverting the bag in order to avoid foaming or
excessive shearing of the solution.

. The solution should be inspected to ensure it is clear, colourless, and free of visible particles.
The diluted solution should be used immediately once prepared.

o Do not co-administer other medicinal products through the same intravenous line. Administer
the infusion using a sterile, non-pyrogenic, low-protein binding 0.2 micrometre in-line or add-
on filter.

After administration of Bavencio, the line should be flushed with either sodium chloride 9 mg/mL
(0.9%) solution for injection or with sodium chloride 4.5 mg/mL (0.45%) solution for injection.

Do not freeze or shake the diluted solution. If refrigerated, allow the diluted solution in the intravenous
bags to come to room temperature prior to use.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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3{%% . g;;‘ﬁmo_m
(DIn vitroDFERIZ BT, AANZEIZCYP3A4IZ & > TN-L=F )L
RICRH S N-BloF vk b EICCYP3A4IZ L W R s s &
EATRIEEN TV D, HAR AL S B 1A H125 mg e O
50 mg#x RAE G- L7z & &, N-LF WV EDAUCo ufiild A =F =
T DA85% Tdr - 720
(2)5 [ Ao B R A T3 1% 6 6112 [MCI- Rk A = F = 7’50 mg % Hi[al#E [
L7z &0 514210 B F TIXHRGHETRED61 % 33 H, 16%
DIRAICHE S 7z, F 7o, Mg, RECEPIZA=F =T R
N-Ji= F OVIRAS B o5 & LTt Sz,
4. EYHEEERA
(M rarvy—-iv BIEATF—%)2
TR N B E266112, AAT0mg% 7 b3+ — v GEsl KOS
FULENAAR) (400mg. 1 H 1|7 HE#ES) &S L
ol &, WG X R, A2 F = 7 DChaxt FAUC) 3 10
FIN59% M O T4% BTN L 7255, N-Jil = F )V Kix & 2129% e O
12%P L7z A=F =T EN-LZF IVEDTH % A1 72 Conax
KO AUC) ld Z 1 Z149% F U511 % 30 L 726
2U77>EDLY
FA A OF ] AR I B 256112 A HI50 mg % ) 7 7 v B2
(600mg. 1 H 1E17HM#ES) LOA#ES Lize & B 5R
LI, R =T = T DO Cmaxc i FAUCo- o D3F ILE 156 % 2 V78 % 1
T L7225 N-LTFVRKIEZ I 2N137% R 027% LA L7ze A=
F =7 EN-BL L F VRO H % A 72 Crack FAUCo- o ld Z N2
123% S 46 % T L 72,
5 4FTRERICH T B YHEE
(RS2 T3 HRECS I 2EYHE AEAT-2)V
RHI50 mg % R K O AR (Child-PughZ#HA K OB) O FFHnk
Bk A A L WEE (%86 ICHERS L&, A=F =T K
ON-i = F MR D Cnax X NAUCo-wo b fEBEBEERE (7 61) &1T1F
[t CdH o720 FEE (Child-Pugh$8C) DITHRERI S % A3 58
B ARG & L7 BRBERIZ SN L T Ze v,
2)BHEEREE 2 E T 2WBREICH T 2EYEIEY
ARHI50 mg % BB E (VLT F =027 5 A<30mL/
min) & % WIEIMENT % 29 2 KB R efdbicg (WHEA% 8 )
IZHAPE S L7z & &, EEERRER SRS Cld. A=F =7 R
N-Fi = F AR D Conax & FAUCo &, EHEREERE (861, 2 LT F
=27 1) 77 A>80mL/min) &IZIZFEETH o720 KIAEARS
WhRE TIlE. MEEMIC L ) A= F =T RON-il = F VK0S b 2
ENDHTLIRITEAE L7205, BEWEE LR, A=F=T
D Crax . FAUCo- oo ld Z IZ138% M UM47 %K. N-Fii = F V1R 1L
ZNZEN30% K UB1%ET L7z,

R2EBEFBRERVEREREEH T 5WRE ICKHS0 mgz Bim
BEL - EEDEDEENT X — 2 (THELFERE)

A=F=T N-BL =7 W
et Cox  AUCre  tmad® | Cax  AUCro  fmad®
(ng/mL) (ng-h/mL) (h) (ng/mL) (ng-h/mL) (h)
RRERE (801) | 26165 1917+ 535 7 (6,12) | 57+13  770+106 6 (6,12)
TS (8) | 246597 1815+1093 8 (6,12) | 4717 629262 6 (4,12)
FHEAS (8F1) | 16131 1012+ 288 7 (6,12) | 4112  535%117 6 (4,36)

WLl (P
6.QTHEHRBICH T 2HE NBEAT—42)W

HEAT AR B3 245 O FHIT ] 5B % M RICQTHIBIE R OMET 217 -
720 SR MATHIEEE DB O Y 6. QTR TFHON—=AF A ¥
5 O RZEALIZ. 96 msec (90% (S HEIX B 1-BR15.1 msec) Tdh -7z
W) MAE PR EEDSIHIRIROK 2 5 DW A, QTR N—2 5 4
U5 O KZALIE, 154 msec (0% S X M @ L PR22.4 msec) TH -
Too BtERIEE LCHRALZEXF > 70% %2 2 (400 mg) OQTcF
FEEDNR— AT A 295 DI K56 msec TH o7z, 7L —F
2 (CTCAE version 30) % #2z 2QTcHIBOILRIZFES HNY, K
FEIRASFRD SN BEF T o7,



[EEPRRIE]

1. ENERFRRER
HILEREES"
ARHFERE COENE 1 /IHRBRICBVNT, AV VEBAF =T
DG E AT 5 HCEEEEEEE G0f) Zxr%Re LT, KA
50 mg/ H % 4 ARG 2 BERIEA 7 ¥ 2= (4227 D 2 —
V) TG L7zAE R 4 61 (13.3%) 25ER52%h. 8 9 (26.7%) 754 2 —
A (22:8) PLEFGRT 2WIREEILTH Y. Chrkfbeizr) =7
JVNRART Ay FERIZA00% TH - 720

P hak 50mg (30f1)
ZEREIED 133% (4 1)
(95% 13 HEIX ) (38-30.7)
TV ZHIANRRT Ay NERIE) 400% (12f1)
(95% 12 HEIX ) (22.7-59.4)
547 %) (CR) 0%
Wz (PR) 133% (4 %1)
WIREEIL (SD) =4 a— 2 (22:8) 26.7% (8 fl)

71 : RECISTIZ & 5 CR+ PROJEGIOD 560 % 4l &
72 RECISTIZ & 5CR+PR+ 4 71— 2 (2238) Ll 465 5SDOIE
Bl 2 EE

EimarE
HEIARBRIZB VT BMlgkEs CREREHTD0. BHEE
#2606 AR E LT, RKHIS0mg/HE24/2A 7 ¥ 2 — L CTH G
L7k R, RIGREFHEOZONII26] (480%). BLiBHEHTED
ZR)BNE120] (462%) Td o720 MRS E T IZ RN 2396.1%
(49/51) TH -7z,

ERGY ey [ERED 3 e apis
(2541) (2611)
e 480% (12f1) 46.2% (12f1)
(95% 15 #EIX 1) (27.8-68.7) (26.6-66.6)
524245 (CR) 40% ( 1f1) 0%
% (PR) 440% (11%1) 462% (12f31)

{E ¢ RECISTIZ & ACR+PROFEGI O 53 54
RS REES
KRS E CORENS THRERICBW T, IEYRARER 1T RS -
TR LR B I HE B (1261) & x5 & LT ARHI375 mg/
H &S HE G Lk de. 5060 (417%) 25Ebsr&sh. 461 (333%) 7%
24P ERERE T Z2IRIREEALTH ). ThEGbEis ) = h %
T4 MRIIT50% T o720

P 375mg (125)
i) 417% (5%))
(95% 2 HEIX [H]) (15.2-72.3)
ZZH VAR T 4y b EE2) 75.0% (9 51)
(95% 15X ) (42.8-94.5)
5E4%%) (CR) 0%
%% (PR) 41.7% (5 f)
Wik ElL (SD) =243 333% (4 f1)

71 : RECISTIZ & 2 CR+PROFEBIOD 4 % 5
£2 : RECISTIZ & % CR + PR+ 2438 _EF5i 9 % SDOAERFI O (5 &> % 1

e
2 S EREREER
HbEEEEE
(DA VIVERA < F = 7 OEBAIPUE NSRRI O WAL I B E S
BEIIBIT A5 1T/ THRER
ARHN50 mg/ H % 4/2 A7 ¥ 2 — )b THeAG- & 725560 5 61 (91%)
DERTER. 2861 (509%) H322E UL FFERE T ARG EILTH D |
ZYZHNRET A v FEIZE00% TH o7,
AR R ] g 123408 (959% EHEIXH] - 22.0-460) TH -7,
(2) A D IVEEA % F = 7 OEFNIRGUE NI A Z 5 O AL 1 NE 5
BEIIB 2 B IMAHEEAL T EER T 7 1 R R
KHIS0 mg/HA4/2A 7 ¥ 2 — W THE L7-fE 5, SRR (2
= F = THE2076, 7T L AREEL0561) (2B B HEdE R Uil
AZF = TBET23H, 7T KB T6ARTH - 720 BRI,
ZNEN68% (14/207) (95%EHEX M : 37-11.1). 0 % (0/105)
TdH o720 (20054 1 H 10D i ] AT S )

A=FZTH | TTRRR .
— i) V=
(20761) osppy | P | AR
SEREI R gL () 273 64 <0001 0.329
(95% T 1) (160-321) | (44100) : (0.233-0466)

WO rT Y IMGE

100
g 90 TTP (chskff) =27.33 vs 6.4
- 804 NH— R 0329, 95%Cl : 0.233~0.466
2 p<0.001 (fll, FEEHOY > 7#R5E)
3 70
LN AZZFZTREH BT 5 EREEH
a
= 504
2
2 404
2
3 %07
5 201
£
% 10
w
0]
0 10 20 30 40 50 60
B5REEM (B)
UZ7%# (at risk#)
AZFZTHE 178 95 50 18 3 0
TIuREE 93 28 2 0 0 0

1 BMIMEHEHBOFMCEDCEHEHB TTP) O
Kaplan-Meiergfi#g

%mﬂﬁﬁlt%zr/

(DB RE (BEAREETE) (2B 28 THRE (235
B IARERIC BT, Bl Ea (10661%, 6361) Zxtg s L
Ty AKH50 mg/H%4/2A% ¥ 2 — VTG L7z H, BHRITZ
nEh, 255% (27/106). 365% (23/63) T h, MEHEHM
TflkEn e, 34008 (95%EHEXH : 24.1-36.0). 37.7:8 (95%
fEHEX I : 24.0-464) TH o720 MEGECTIXRITIELGZ 12
N915% (97/106). 87.3% (55/63) Td -7z,
TE 20054 1 B 0D v TR

(2B E CRIABREBER) 2NRIA vy =720y TIVT7-
2a% RPIRSE & L 72 55 AR A b i st
HIAREIC BT, A# G0mg/H. 4227 Y2 —)v) LI
Avy—7xz0y TIV77-2a (6% 1¥ A7 LELTHS3
[ F %5 1A H 3MU. 2:8H 6 MU, 338 H LI 9 MU)
R Lo B B R 35 0T B e T A A 40 R o il
A=F = THTATIHE (5% EHEXM - 426-507). 1 v ¥ —7 =
Oy 77 7 -2aBET2200 (95%EMEXMH : 164-240) TH - 720
FEREIIZNEN275% (103/375) JUB3% (20/375) TH o720
FLAR A IR A RE 28 2 2 89.1% (334/375) Je 1N90.4%
(339/375) Tdr-> 720 (2005411 H 1 55,00 v [ FFATT At )

| AYI =T z0Y
X~(3“7f5;u?g(= TNT 720k | p-fliE) | NF— R
(375031)
R AR i () 473 220 <0001 0415
(95% fEHIX ) (42.6-50.7) (164-240) ’ (0.320-0539)

Wnrg v IRBE
PFS (Fhaff) =47.33 vs 22,03

1004 NH—FKH 10415, 95%Cl : 0.320~0.539
% P<0.001 (@, FE@HIOT Z > V1RE)
9 AZZFTHRER
~ 80+ @1 4—7OY 77 7-2a
c
S
g 70
T 60+
S 50
5
2 40
@8
o 304
T
> -
é 20
@ 104
04
T T T T T T T
0 10 20 30 40 50 60
BE%ZEHE G8)
YR7£4 (at risk#)
R=F=T#E 375 274 173 84 31 3 0
IFN-a#% 5 375 207 84 38 16 0 0

2 MIAMHBHEREOTMICE S EBELFLHBE (PFS)
MDKaplan-Meierifi#g

BEZER S RES

MRIGYIBRARE 2 HEAT PRS- 48 i o (L R A P 3 WA R 5 ER L 2 B U

L MAHEEAL - EEHR 7T £ R ER I B W T, AR#FI375 mg/

HA#HG L7z, Ak (R=F = 788661, 77 L REESLH) 14,
FEET T S A7 P RIS EE e 4 XY M UCEES B HTNC R

kS, REBRT IR B0 B SR EAE I P I A = F = T

Tl147 H (5% EHXME - 74-198). 7F L R#ET557 H (95%1E

FEIXH 0 36-74), N — FH130418 (95%EHEIX [ : 0.263-0.662) T

Holze



100 4 PR A=F =7 Y IBRIBREO~ WOl RTH L, T
PFS (shskf#) =114 B vs555 8
NF—KEH : 0418, 95%CI : 0.263~0.662 AFNVANAF Y FIZRREFRLT L NN-T AT VRV
s % ) o AT 3 FIZRRBETIZC L KRIEA S 7 = VTHEITIZC
o ol W=7 =7RER A7TeRER <L IE = (995) D T < v
s 0.1mol/LEERRELIIZ 1 % o
3 w0 SHARH (log D) @ 27 (pHT4, 1-4 27 % 7 — v /%K)
e
* & %]
o4 [ A—F v N FEN125mg 145 SRV x 4 ¥ — 1+ (PTP)
0 5 10 15 20 25
R . BE%ZEEE (B)
f:;%:;";!s'(?é 39 19 4 0 0 [js E I m*]
T5ukEs 85 2 7 2 1 0 DGR - I8 - JRIES8 A 12 B3 % alBR [L20080218001]
3 REREE (44B) EMOFHMEICE D EMELEFHRE (PFS) KRS BEtOME (5 1) [L20080218002]
(DKaplan-Meiergiig 3) KL ERL BRI [L20080218003]
o e 12 DAL 6 5 HAAJEHERER (< 7 2) [120100521002]
ESVESE) Iy B)RLIAERL 2 RIS AJRHERER (5 5 1) [L20110614040]
1. REBHR 6)AENEEEL © EERBNIZ 331) 2 FEEIRE (I #%5)  [L20080218004]
b MESRAAE, <Y ARREIE, b7 AV 2=y 7YY A, TREIEORL NS T/ THIBER (LA I RESS)  [L20080218005)
T UM 560 4545 o BN E 7L 1 50 CIRSHR L, M0 &) FLPIRERE © P4 THIEAER (AR SMEs)  [L20120217025]
BIEOMAREIR LTz OVKEPIRERL © EHELA IS 51T % SEMNBNRE (A %) [L20080218006]
2. MEHEEEDR 10) FEP R © (R O [L.20080218007]
In vitrol\Z B\ T, VEGFIZ & 2 I8 P B Al o> 585 J ONP Bz Al 12 1) AEPEF R A BT BB ke [L.20080218009]
L HIMERFZHE L. T2, & MESBRERBHE X — K< AR 12 F PR - 7 b 2 — L & DA AR [L20080218010]
b MR ER & A L 72SCID= 7 A2 BT, BAEMIZ B 5 13RI © TR RERE S5 12 B30 2 S B RE [L20080218011]
MR & il L7z 14)Khosravan, R. et al. : J Clin Pharmacol 50(4) : 472, 2010
3.1ER#E [L20090930096]
In vitro® BRI B\ C MR G T2 %k (PDGFR-a % 15) KPR« BRASA 1T 3315 5 QTR k3 2 B2
U'PDGFR-B). I8 M B 590 A F = 454k (VEGFR-1, VEGFR-2% [L20080218013]
U'VEGFR-3). ##MllIeHF2 44 (KIT). fmsthF o > &4 —+3 16) AR © A4S T AR SR CE ) [L20080218014]
(FLT3). a0=— M- 1244 (CSF-1R) KUY T HilLR 17) AR ERE - AMEIS T/ TARSABR (W CASHIEESS) (120080218015
MHERAEN 24 (RET) OREKFEY v FF—CiitkiHEL 18)FLPI R + Vel 85 LA Rk (L8 i RO 55 ) [L20080218016]
720 F720 in vivoDNEH;IZ B VT HPDGFR-B. VEGFR-2, KIT O 19)AEPIER © SMEIES T HISEER (B [L20080218017]
FLT3D) » EAb & BHE L7z, 20) #EPERE © HLEISS TARRUER (B ) [L20080218018]
4. HMOEEER 201) KPR AL TR BBR CRR ) [L20080218019]
In vitro® BRI BTy MR ML R 2 B 5 VEGFR-2, 22)Raymond, E. et al. : New Engl ] Med 364(6) : 501, 2011
PDGFR-A & O°KIT® ) ~ FRALIZ/F 3 2 A F) L S EEALH# (N- [L20110221093]
il = v AR) OKifii LIXICsofi 12 2 24 3 ~13 nmol/L K% U 2 ~ 23) PR SO SR [L20080218020]
20 nmol/L. VEGFR-2, PDGFR-a X \3PDGFR-§ % 558l L 7= fifa o
fiﬁ;;jfT 5ICsofiti 1d Z 124 4 ~69 nmol/L 2 1°20~100 nmol/LC [Iﬁf%:%;k;ﬁ]
[EFECHE IR OMNERHIOE F LT FRRICTHR 3w,
. 77 AR a BEERES5 —
[(BRISICR T B REF R T151-8580 SRR AL 4 K3-22-7
—fgn  A=F =7 » I (Sunitinib Malate) SEMHER S A TV 0120-664-467
124 © N-[2-(Diethylamino) ethyl]-5-[ (2) - (5-fluoro-2-oxo-1,2- FAX 03-3379-3053
dihydro-3H-indol-3-ylidene) methyl]-2,4-dimethyl-14-pyrrole-
3-carboxamide monol (2S)-2-hydroxysuccinate]
433 0 CoeHorFN4O2 - C4HeOs
T 53256
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B o 228 CRE TECENTRIQ x % JAEEN | 201948 3
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RBRICERT 32 & PTVUIRYT (BIcFHEER) E EIBAEE | 201645 1
o
CRochey Oz HI—7
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1$ﬂu\¥%ﬁh+ﬁﬁufééE$ﬁ FICHEWVT, B
ALZEERICT RS - BREFOEMDH ET. K
BOFER»EY EHH SN BEFICOVTOAHEET S
C&o T, RERRICEKILSE. BEXIEZOREICHE
SHERVEREEZTSHBL. AZRE2ETHLHERETS
Z&s

HEMRHERE,rHOSHh, ETICES>HERDHHRESNT
W2 DT, ¥EAAER (FRIRESE, K. HRHEF) OEDRR
UHEXRREDERRE. BEOREEZTICHETSC
E, BEPROSNEBAICEFRFDESEHIEL, Bl
BRERIVECHOBREZEOEY ANEEZITH>_E ([1E
BRG] [EELERWEE]. [EXLEERA]IDESE),

BI(ROBECEBERELEVWI L]
AHN DI Zx L BBOE DR D & % B

(%8R - 1K]
W % % 7t v M 7 SiEEREL1200mg
o - W% &= 20. OmL
& % = BRNG | 7T AR T GEIA TR )™ 1200mg
(U700 s 1 9 L-t AF T 62 . 0mg. JKFEREE16. Smg. 453 HHE
821.6mg, A1 V)L X— 120 8. Omg
#l ® WIS A 7 v)
éa N BEH~FLELE 25 2 0~ B E OO
pH 5.5~6.1
7 E E I 0. 45~0. 80
HE)AHNE, Fr A =—ANAAY —PREMEEZ BV THEESND,
* % [3hEE - THE]

OYIBRARER ST - P 0 I/ ML
ORI N

| <shEE - HBICEHET HEALOTE>
IR AT - PRSI/ MR |
1L ALSRERBROR T LSO BE B 2 AHOE R |
MOV AR LT v,

2 RHOMEARIIEE B B AR O LT |
A r QAN :
D3 ERRRERICHLA AN S N2 BE ORIRRES ICOWT, |
BRI OEONEE R L RAOEIER O |
A TAICERL BT, EISERE OER % ‘
AN

D ERRBICHAAN S N BB OEREE OEES IZONT, |
IR O ONE A IE L. AHOEER RSN E |
CFICHEEL 2 BT, B ORIRET) S L, |

S >

1792 &,

#£1) PD-L1 : Programmed Death-Ligand 1
12) W - ERSONTEI L) HERT S &

*

%

R - AR

EZEEREGEODRFLEEZR VBRTRELEIT - BROIE
MR EE OGS

ANETTF 2, X7 7 FENJFINNY X7 7 GERIEFHH
Z)EDHFRIZB VT, @, AT 7V X% 7 GlRIEF
M z) & LC 1 |1200mg% 60537 T 3 38 [ A C A 5
o B WIS OBEMEABIFTHIUE, 2 [ HUKEOH
HEERE3050 0 £ THEMET X B

1EZEABAEDUIBRTEE L ET - BREOIE/ARMEEED

BE

WE. A7 TV ) A7 (Efm A z) L LT LR

1200mg % 60531 F C 3 B G CHEEE T 5. B, #NHE

B oXAEMPRIFCHIVE., 2 HHLEORSFRIZ305 M £

THEMTE b,

R/ MARMERE OGS

7'7»%“75%‘/&0“1%1““/ FEofHIzBW T, @, A
iTT/UX77CLE?ﬁ@KJELTIEM%M%%\#

0)‘“( S EIE CREIEEHES 50 2B, WREGOEFEENE

HChiux, 2 mHDEOEGFEIX3055H F CHEMETE %,

| <Hk- BRCEEET 3HEALOEE>
* 1%%%&%@%®@%T%&Lﬁ EECTOE VN )i AN
BT, MoTERESH & OfIcoVw T, AMERY |

FAMEIHEL LTV 22\ §
SERRUNIBREICBY T, AVRTSF U RO FARY
I & DB B LT (R i) OO, B e |
¥ % PUELERESEFI O Bk - R & o (B L 72 R
I -y §
|3 PG AHI20NL A T TR E Y . H R A |

#250mLICTRIN L. EEEHET 2. ‘
AFE AT &) B ASSIL L 728
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| HZ\Z, REOREFEEZZEEST L2 k
FIEH HEJE L1
Grade 1LLFICEfE9 5% T,
KRN E WIS 2,
B ME g | Grade 20856 128 % Bz 2KR¥EHD
HREE DRI Grade 1LLTFFCTRIFEL Z2w
AR BEd. RElEPIET 4,
Grade 3V IZF3
HOHE Kl ZHIET 5,
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Grade 2(ASTE L < Grade 1U;Tk1£¢% EEN
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D3~ 51T C | KIS B, Grade 2055 12@ﬁ?§?¢?@%f%
DY AR | 1230 % B % B IR b AR Grade 101 £ CRIfLL AL
Mo1.5~ 345 OH | Grade 1T ECTHELAL: B FATHET 5
A5 &M ATHE| Br&id, RHIEHIES 2. Grade SULOHE | A% HIET %o
IEikfeREE | S B A £Graden ¥ » - )
Grade 3LLE(AST# NV IR T A
LR o
L< LiALT? 1([: BAERT T 4:Grade A& IET 5,
LBR® 5 58 x A% RS IE
SRR ’ Grade 1ML T[T 2 £ .
LBRo 35 Iz m) KHN & IRFES D,
DY r— Grade 3D¥& 12 =z 5 IKE %D
Grade 1L\ T ICIABT 2 % C, R Grade 1T FCEMEL W
RHN % IREET 5, Wiad. RElE T 5,
KWy %/ F | Grade 2X 3304 |12 % 8 2 2 K% D Grade 4054 AFE bt 2,
¥ Grade 1DLFECTHIEL W Grade 1M FIZIEE+ 2 3 <.
i%%cj:\ A%U%EFJJ:#-Z)O 2’_(%”%1*%@‘60
Grade 4%t | AAIEHIET 2. . |Gradezoms  |12BME B KER
Grade 35 Loy < | CFade LIFIHIET 5 2T Ho Grade 1MLFFCHAEL &L
- Grade N e bAod e
ey e z@ﬂ%{yksz?o N Bad, AFEFIET 2,
L 12:M %82 2 K3EHZ D Grade 3PL L6 | AFZFIET S
i sdals Grade 1LF#CHEL %\ .
(S , 13mpg | Orade L= Grade 1LV FICIAIBL3 5 T,
Grade 2 X3D S
Wiad, AAl kT 4, PRI =
G;'ide ASTTZEED A% 1S B Grade 23Uid30¥4 |12:8M % B 2 % %;% #%b
I g% W% Grade 1T ECHIEL 2\
MAEE R ZE T 5 F T, Waid, & dikd 5,
Grade 3UL 1 00 2 ik bi 11_+72er’¢ E EN » i AF kg
A& RES 2o Grade 30T5 I AR 2
- E i oD HIR IR A Grade 4054 -
HEIR T E Grade 1L FIZIAIME S % F T,
« RE BT 0 FEUIR IR AR kN kIS SREE
RETUIESE . U | R ORISR 5 £ C. .. |Grade 208t 1238 1 % 8 % % PR 3E 5 b
RIEHIBR L E > | A A RS 5, Bk Grade 1T FCHAELZW
f50. 1mU/ LA i & WAt AFIEIRET %,
%ff&g@ AR Grade 3V L% | AH &2 TS %,
PRETELE Grade 1 F V=14 % % C.
Grade 1LLFICH{ET % % C, K% REET 2,
_ | AR RIS D, A ' 7 5 Sz 70
Grade 20 |- OB o > o - Grade 20354 128 %8Bz 5 HKREHED
PSR | 1238 ?E& % 17ffj‘fe{z’a b e Grade 1LVFZCHEL 2\
fridi lLlTi’C“ll?:TEL&V‘ Yierd, AFzilT 5,
maids 1 o
i ‘Ufﬁ,fbﬁzgf Grade 3V L0 e | ARE IS 5.
- Grade 23iF30F ;;;;12 4 *ﬂ:‘f““" : Jie 5K FE % 50% |2 T B o
RS 23 ;}Z 7107@ (s i 4 B B L 7213040 R
- Grade 2030 F | 0T o Grade 10¥4 BEEL, BRELAVES
) - Grade 1DNTECRIEL 2\ RN e -
TERPEREIR T E o WG HE L IR T 2
tﬁ/ﬁ\cj:\ Ziﬁﬂ%qjﬂ:@"%o Infusion tf)““(%%
. h Li T .
gf;g;ﬁ%@ reaction B AL, PR
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BEEITH &L BT, FERPNEST 2 F TCEEORELX +5
2B 5 2 & ([ERRRIER OESH) .,
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1. MARE
(NEEZS (AERANICE T DR Y
H AN OMEAT B 3 619721 AHI1031320mg/ kg™ % 90
S (£ 15%0) MAGHHE L 72 & Eomigh 7 7 V') A= 7
BIZDTOLEBY) Tho7z, MAEHOEE7 ) 7 7 ¥ AXF
MEOMEER L. SAEFRGITITMEEAR I L7,
T16) AR S M7 - R 1 1200mg % 3 3E BT FE T6055 2213 T
SRHE
HLEF SR O ML iR EHERS (K I EN=3 . “PI9MH = fRiE (R )

600

o 10mg/kg
A 20mg/ke

500

400

300

200

100

MiEH 7 7 1) A~ 7% (e/mL)

T
0 1 3 7 14 21

LS IQEN)

H G- O S BYRE ST A — & (FHEN= 3, T £ B E)
Heha | Cow® AUCi Vs CL tuz
(mg/kg) | (ug/mL) | (ug - day/nL) L (L/day) (day)

10 1220£21.9| 2290+101 |3.72%1.14|0.236=0. 0572 | 11. 7%0. 969
20 |536%+49.4 | 6630668 |3.82+0.718 | 0.213+0.0609 | 13.0+1.32

*Conax + M EIHZ5-KE (Cyclel Dayl) O#c5-#305 ORI

2)RE®RS (AERANICH T BHH) Y
H AN OMEAT IR 3 6197212 A#10 013 20mg/ kg™ % 3
A HE R T0%5 (£1557 MAHRG\2 B 2 ZAMD MR S
7S 2 I H PARE3043 (= 1053) W2 BAE I hig) M sl L 72

LEOMENT 7V ) AR TREWREBIIUTOLBY) ThH o7,

HERARB O], 256~3. 06 CTH - 72
116) KRR S 72 L - A 0 1200mg % 3 B EIHFE T6055 A2 C
ST
BLASH 516 o I35 T i L HE RS
(FHEN=1~ 3, FHH = HERS)

o 10mg/kg
A 20mg/kg

i 7 7 X% 7 (jeg/mL)

0 21 42 63 84 126 168 210 252 294 336 378
[SiEISED)

(BREHRS (BAANCHT HHE)?
/N il B 61361 (H AR N E56/1) % % 512 45#11200mg
% 3 IR C60%) (£ 1547 WEl: 512 BT 2 AR
SN7a. 2 B LIR30 (£ 1043) W A5AE 1T RE) [ mi i #E
Lzt EOHARANCBITAMERT 7)) X~ TEREIRDTO
LBYThHol,

REHGEOAARNIBT BIE R 7 7)) A~ 73E CFigfl =
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2 PRI I HEEE (ug/mL)
Cyclel Dayl $£5:3055 % 452+ 107 (N=56)
Cycle2 Dayl P 4580 98. 2+ 32. 4(N=46)
Cycle3 Dayl 51 162 =40. 8(N=40)
Cycle4 Dayl 580 188+ 55. 6(N=35)
Cycle8 Dayl P47 224+99.1(N=18)
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< EIBETBE R EST - BROIE/EFafHRE >
1. EREEE 5 I AAER AR A 5R (OAKEER) ¥
75 F FEH % G AR O & 2 YRR EE 7 AT - TS
D IE/NHREAE B 122500 CRFITF6136]. Nt & F L )L HE61261)
ERHRIC. AKE FEy FvuEOEMEROLEMEE KT 5
A ERER % 9206 L 720 ARHI1200mg X1 K+ % ¥ £ )V 75mg/m*%
3 I BT C S L 7ze AT v & A& 7285061 (H A
N646 % & de) DEBHEEFIIB T, BAFHET RS FLIVEE
LIS L CEEFMEEE Th 2 SEFMM O E R IEREF RO
5O — FH[95% FHEIX ] 2 0.73[0.62,0.87]. P=0.0003
[Fg5log-rank#sE]) . Hyefii [95% 15 HEIX BT ] 1ZAHI #EC13. 8
[11.8,15. 717 H. Kt % Ft )L TI.6[8.6,11.2] W HTH - 720
17) EGFRE (G T2 Bl S AL KRV & (5 T B o B8 Tl
77 F FEH E EOALEREISN A . ENENEGFRILEE
FSUIALKIECER % 4 3 2 PUBEMEIES S X 2 i08ESDH
L BEHMAANS NIz,

OAK AR D 4/ 47 I O Kaplan-Meier i (458542 H1)

pfiti (& 5llog-rank#7E) 0.0003
LA (9595 HEIX )

Fey¥4L 9.64H(8.6,11.2)
TFAYT 13.84(11.8,1

.7)

HArE
(=]
o

0.24— Fts¥tv
0.1 TTNAIT
1= 35U

o 3 6 9 12 15 18 21 24
AKFIBE 425 363 305 248 218 188 157 74 28
pesvent 425 33 263 19 151 123 98 51 16

2. BB HFISE I HRER AR :B& (IMpower1505858&%) ¥
ALEFREE O 70 W R LR & B BV RE 2 AT - TR
O IR/ NH I 2 120260 (H AR N 9361 % & ) & xb R A2, AH
1200mg & M OFUEMELH] (I VKT T F » +82 ) 7 FLV[A
B, 40260]. LEH VKT SF o+ 37 ) FF L)+ "NY X7
7 GEART-H0R 2 ) [BEE. 40061]1) o BF %5 OB % HE R O 4t
. BEEALSEEE (DVKRTTF o+ 87 )y R+ NNY X
~ 7 GEIETHIE 2 ) [CHE. 40061]) & ik § 2 45 TAH A BR % S i
L7z, 20184 1 H22H O BIFNT O R, EGFRME(GE TR
o T AL KRG 5 T H o B % Br < 104561 (H AR A6761 %
G) OITT-WTHENZ BT, ARHABEHEE (BH3596)) ©xf B
(CHE337H) & i L C HZEFFMT H Th 2 LAY OH = 4
MR AR 5 (N — FH[95%EHEIX #110.780[0.636.,0.956]
P=0.0164[FE Mlog-rankfsE]. A EAMEMMO.0184), yLfl
[95% 15 #EIX M 1 & AFHIHF I BEBAEC19.2[17.0,23.81 4 B, xFHa#
CHET14.7[13.3.16.91 7 HTdh o 720 b, AHIGEHEE (ARE349
B A IR BECH: & I L CafE Mo B CHERIERIZFR
DONLDoTze Too HRANEEIZBTAITT-WTEM O 44k
IR o LB [95% S X B 1 1%, AHIBEFBE (BEE3261) T19.8
[14.1,24.217 A *THEH: (CTE146)) THEEARE[13. 2, HEEARE]
Td o7z — FH[95%EHEAX]11.311[0.498,3.446])
1£8) EGFRMAE T2 B AL KB A 5 T Bt o B Tl

ZNZNEGFRIFEVEH IS ALK ENEH % 45 2 Prs Mg
BN X D EHREN D 2 BEHEIHAANS NIz,

119) A#)1200mg, # VAR 75 F > AUC 6. 7827 1) # F £ )1200mg/m*
NNY X7 GEIE TR 2) 15mg/kg % 3 FEIBIFET 4 L1 6
FA NGB, ARRONNY X7 GEBIETHRZ) % 3
SRR TS L7z

IMpowerl50585 0 44 f7 i O Kaplan-Meier B (ITT-WT4EH])

1.0 Dl (& Blllog-rankise) 0.0164
0.9+ A (95% 15 T 1)
0.8 BCP 14.7%/1(13.3,16.9)
@ 0.7 e . TFNAYT+BCP 19.245(17.0,23.8)
& 0.6 -,,\Li;ilﬁt:%%fémlzm 0.780(0.636,0.956)

f 0.54 BNV AwT
0.44 CAVETITF >
0.34 Pyt

s O

0.24— BCP
014 77 /1) A7 +BCP
00l 1 1590

0 3 6 9 12 15 18 2
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3. EFEFISE I / I AAERFREUBR (IMpower1335E&) °
(LSRR LR O 7 W HE SR TN T i AR 1040361 (H A A 4261 %
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20200) & BT A4 1 /MM T >~ 7 2L Br % 06 L 22010, o B RAT O 4%
B, EEEENICBYT, AAECTT I AR LMK L CEEFMEL
THHLEEGFHMOEERIEED D LN (O — FIL[95% EFX ] :
0.701[0.541,0.909]. P=0. 0069 [# Hllog-ranktiE]. A EAHER 0. 0193) .
FP i [95% B IX I 11 A#KI#E¢12.3[10.8,15.9] 7 H. 77 R#T10.3
[9.3.11.3] 7 HChH o7,

TE10) #E R D 35 1 X Veterans Administration Lung Study Group (VALG)
staging system for SCLCIZESWCTHIMF S h7z, 72, BRIEE/N
JieL i 6 V2 %t 5 2 AR 9 AL g & (CRT) % T L, A DO EED
bR, R SUICRT 25 6 4 LR L 22 e e il
ANHIAERTE & Bl S - B b fAaAN S I,

FELD AH1200mg (LE 7 I R) KU H VKT S5 F Y AUC 5% %04 2L
D1HHBEIC, = FRY F100mg/m*2 & A 27001, 2, 3HHIZS
AR T 494 72 V5% RBH1200mg LI 77 £ R) % 3 AR M
& cHG- L7z,

IMpowerl335tEg o 4xA4: f73 ] O Kaplan-Meier B (4x 3 £ H)

R Piis (B3 log-rankHE) 0.0069

0.94 TR st (95%f7 X )

0.8 774K +CE 103#H (9.3, 11.3)

0.74 TTVIART + CE 12371 (108, 15.9)

MNF=FIE (95%E X H) 0.701(0.541, 0.909)

5,
CHVRTFF >~

A
(=]

03] ExbRUF
0.9 ===n 75 4+CE
0.1] ==== #FICE
. Y
ool v PP
0 3 6 9 12 15 18 21 241
A#+CERE 201 182 159 121 74 33 5 1
FUA+CERE 202 186 160 114 59 21 3 2
(ZEshgeag] "

TTV) AT, v FPD-LUCKH T MELE/ 70 —F VKR TH D |
PD-L1& 2DZHEETHLPD-1L OFEGEHET 2 2 LHI2L D PAHUE
FREI) 2 TR DML FE I 2 3R L JEEFORGHZ M2 L E R 5N b,

(B2 CREd 2EB(EZRAER]

—fg% 7TV AT GEETHIR R )
(Atezolizumab (Genetical Recombination) ) (JAN)

BWER 7 I VERZUWEOLS 2 R E 7 3 RS OHE 2 K57 % 5 2%
78

F ¢ HEH (Coro1Ha62Nss0OsesS15)
Liﬁ (Cl()32H1593N273033’156)

SFE 144, 610. 56

* [E&ED&A]

[REESL ) A 7 G A SED b, MY ERT D2 L,

<ALEEEBLAEOUIBRTEE KT - BROIE/ b kEE >
[E[N T OEEFEFI DR O TR SN T WA 2 &b, BERFEHR., —EHD
FEBNCARD T — 7 DNERE SN D T TORIE, EHER] % kf R R A
ET LI EICL) . KEFHEEOEREHREILIET L L 512, K
KO EMMEICE T 57— 7 2 SN L. AH @ 1E 12
VLS ERYHE L L,

(@ ]

7t MU 7 RGEFHEI200mg 1 20mL X 1 2NA T
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T OV I A ) 25 TAH R IR (ONO-4538-16/CA 20921473 5k) ok H
MHEFL ZNDS ORI, BIEHE. WA C oS 1
AHHEL7Z,

5. BREANDES
— A E R T AP AME T L T3 o T BEDIR
MR TSR L S EEICHRST5Z L,

6. iR, ER. BILBEAOKRE

(1) RFNDOITARAF OFEGI T 2 L& L T v T,
TR SAITIR L T WA RO H A I A IZ RS Lawnwa &
ZFAIE T 505 RO RS T 25513ER Lof i
PEDSfE et %2 B2 &M SN A YA DARGT 5T &,
F7o, RS RO B A AIE, HE) AR v
LEHIgHET LI L, UFIRY IV & W7 AR e S AR 72
DL T BRI B W T, 10mg/kg® #2008 & 5-
(AUCILHR CERRBZ RO 65 ICHI M3 5) 12X D IEgRK
BT B8 - BT HD B WIZHERIE TR OB InAE2
DOHNTH, HELEERDO N Lol T2 HERD
WK OIS BIIRO SN ol B, RENIHA
BoliEHTRO SN TS,

2) A OFEE T AR L T iRvwo T, B
RS $ eI zhbsesr 2, (KHloe
PRI ANOBITIMET SR TV waAs, b b IgGidslit
HFIZBAITT 20T RAIL BTS2 W HRELRD 5. )

7. NREADOKE
R EIE, B, FUIR. IR/ H§ 5 %4
PRI, LTy (BT D Z2v) o
8. BALEDIEE
(1) ARy
DS TIVIFRER S, BULIHELZVWS &
2) ARFNZ H S A P AR L35% 7 K B SHE AR L,
MR 6OmMLUL EZ HE T4, B, AT 244, 1
[0] 240mg % 5- I @ #2 i & 13 4R FH30kg UL b o B H 121X
150mL LR, A 30kg Rii DB H 121 100mL UL F &3 5,
) TIMBITFIRA L. 2R IRE T 5 2 &,
D AFRBEOFIERL IS A2 8, T2, MK LRIE
X, MREHEROBENDEHLOTHHA LW &,
5) AR O T A 2 0.35mg/mL A Tl AH] o s i
hOEEMPHER I N TV RV,
6) fliF) & DIRFEIZ L BT &,
(2) P
PFEIRNIES- & Ly T, BAMICIEERS Len &,
(3) $&h-Ih¢
AANI RO A L L, STV &,

9. TOMDEE

(D BN B TARAN T 2 HURDEAD G SN T 5,

(2) FIVITAA 50me/ kg 2 8 1 [, 436 B B G- L 7285 4
R E~D ) > SERR T E M R A5 S 7z & D
HEDH 5o

(3) HEAMEERFRERIZ B\ T AFNC X B 1555 22 [l Rl i il
Na R REASIENE S 7B T, I A AR S 1 L 55 0%
R A5 DRAEDTRESO S 7z, 29

(EYHE)

1. MeigE

(1) Bm$e5
F A R JE 55 BB AR A 1~20mg/kg % 1IRERE 2L E A0
THIAEIR P F et G- L7z & & OILGE rhis BEHERs 2 O3
BT A=Y EDTIORT, &2V 77 A (CL) I
BH R CTHMARMBOMEEZ R L, 54K (Vss) 3RH
H72h oMAERE F50mL/kg) [ZHEWEER Lz, ¥

CEI M+ R 25, 1mg/kg :n=3. 3mg/kg:n=5. 10mg/kg:n=6.
20mg/kg : n=3)

(ug/mL)

Tmg/k
1000 mefk8 o

3mgkg e
10mgkg A
20mg/kg A

RRGENL < = Sk 1B

1+ T T T T

T
0 72 144 216 288 360 432 504

T 1

R (hr)
5 1mg/kg 3mg/kg 10mg/kg 20mg/kg
e (n=3) (n=5) (n=6) (n=3)

Cmax(ug/mL)| 24.4+45 | 68.8+109 192+ 36 214+ 68

Tmax(hr) | 3.0(1.09.0) | 1.0(1.03.0) | 3.0(1.09.0) | 9.0(3.025)
AUCo501 4950580 | 12300 %4500 | 43900 %7200 |67400 % 15500
(ug+hr/mL)
Ti2(hr) 360 £ 10 320170 | 520£270 | 410+230

CL(mL/hr/kg) | 0.127+0.020 | 0.210£0.152 | 0.126 £0.027 | 0.206+0.143

Vss(mL/kg) 64.6%6.7 69.7+10.2 | 83.6%x27.4 | 96.8+12.1

P + BEERAE, Tmax @ igefE (#EPH)

(2) S
H A BN B K 2mg/kg 2 33 RIS 1] SR
FHIRNFRBER G- L 72 & & OG- TR O M P R O b
7 7 IREDHERS & LU IR o B3 TR O ML iR EE
O b7 735 18 MU A —E ICHER L, 518
MEZITEFIRBIZE L 720 Y
(pg/mL) CP3ff + PR )

80

o BFRMIEREIA SR TROMETRE
04 o NTTIRE

T T T T T T T T T T T T

T T T T T T
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
5 GB)

() AR OARRS NI Him L 3855, (HEE- ] OB

F 720 HAR NI e I A AR A 240mg % 2 98 812
1 AR e 5 Lz & &, #5828, 48K 018
HO MG b7 7 REOFHE + iR EIL ThEth
20.5%6.02ug/mL. 38.4+12.5ug/mL} 1¥60.9%27.2ug
/mLT®H -7,

(FR PR B #8)

1. EMEGE

(1) EMBEEEREEWREL-ERNEIHEHRER (ONO-4538-
02 :4E&) °
FHNINY P X DAL 2 A A ARBYBRA G2 T
W/ VI 3 P58 o BE VR B0 i R 3 3500 2 xF SIS, AR A
2mg/kg % 338 [ b C AR L 7. EEEHNIEE TH 5
5 (RECIST# 4 N5 4 ¥ 1IKUCHEED { drgek) g 12 X
% CRXIEZPR) 1222.9% (90%A5HEIX M © 13.4~36.2%*1)
ThHolze B, FWIHEELZBIMHIZ12.5%TH > 72,



B (%) FHy M A7) Thotzo =B, FHNIREMHROBMITHE
5E4:44%) (CR) 1 (2.9 LTWhdhole b)) D20 FEFMIEH TH 5 AL
#5%%) (PR) 7 (20.0) (P fE[95% 5 X 1) 1Ic2 W TI82Fd 4 X b (BELD)
d = (SD) | 15 (42.9) BUS TN 217 o 7285 . AFBET15.47[12.39~NE*
# 47 (PD) | 11 (3L.4) S B ALFHEERET13.67[11.50~NE*S]» H Td b, AHl
. T 29 EFFEN LR EIICH A ER 2 R S Lotz (0

H— F10.93[95% 15 X [ : 0.68~1.26]. p=0.6299 [J&@ 5l
1 Wilson® A 2 7 % iV 728 Wk X 0 sk - E X . —7. logrank M52 ], 20144E11H12HF =% Ay M+ 7).
IO ORERFTFC D IR X 1 kD 72 90% 15 X R

1311.9~37.5% T 72 % (%)
i E&%%) (CR) 4 (3.3)
(2 BMBaEREEMRELZENEIHEKHE (ONO-4538- waZem (PR) | 34 (28.3)
08?—5&5%). i ; ; % € (SD) 28 (23.3)
(bR G ORIV AR 7 ]/ IV DL 5 o & D) | 2 30
Ph L R R 24 B0 2 F RIS, AH 3mg/kg % 2R IR T ;;ﬁﬁ i 500
RUMEHE L 720 BEIMIEH TH 2 %%)%F (RECIST 7 TR ‘
A FIA4 LIS HES SRl Elc & 5 CRIEPR) i * 3 1 NEGEEARE
29.2% (0% 5 FIX M : 16.7~45.9%) TH - 720 % B. E S = g - = ~ _
FENC R E L2BIHIZ6.0% TH - 72, (5) ﬁﬂﬁ;&% FERREL-ERNE I#HEHER (ONO-4538
BB (%) L2 HR B R TG R O BTG V) B AN BE 22 TUHT / IV 391 LI 75
5245%8%) (CR) 0 0.0) PEREOIERE0F RIS, KR LA ) AT (nafz:
#5%%) (PR) 7 (29.2) TR R) ZPEAS- L% FEFHTEE Th 5 3%
% 5 (SD) 9 (37.5) (RECIST #'4 F 94 » LIMIZHD Yk EI12 £ 5 CR
¥ 47 (PD) 7 (29.2) X ZPR) 1£33.3% (95% 15 ¥ X | © 17.3~52.8%) T
SR TE 1 4.2 Holze BB, FHNIHELBHIZ23.8%TH o 72,
BIE (%)
3 %‘I’i%%ﬂi%%éﬁ'%t U755 MHEE (CA209066 s= g9 (CR) 1 (3.3)
ER) 7 Wa%H (PR | 9 (30.0)
BRAF V600 % 52 O 72 WAL 2 PR G HE O MIG U BR AN BE 72 g 52 (SD) 12 (40.0)
MUY/ V I3 A3 1 5 0 kR A R 418 ) CA AU 210 % 5 D) | 7 @3
Bl FANNY CRE208H)) ERRIT, FANNY V2R Ery . 33
& L CTAHI3mg/kg % 28 B M CRiiiE L7 & '
AT R O R L & G L7z RRAHIEH Td % 222 A7 6) BMEGERELHRE LB BIHERR (CA209067
BIR (b il [95% 5 BRIX 1) oo vl TR AT 65 813, AHH) HER) 1
BECNE®2 [NE~NE] 2 B\ #7082 28T 10.84 [9.33 LSRR AR ORAYIRAAE 72 T/ IV 0] 00 B P A6 i
~12.09] 7 ATH Y, AFNIT I NN T VIR LEERTHEN BHEYMBH ([ ¥V A= T GEEFHEIRZ) P (N+IPE
CHBEBERZRLZZ OV — F10.42 [99.79% 15 HIX FI) *ARE314 60, ARFIHATE3166], 1 €Y A< T (lifz
fi] 1 0.25~0.73]. p<0.0001 [Ji& 5l log-rank ¥ 5&]. 2014 4F T z) Bl (THOED BE3I5H)) Zutglc. IHphiys
6H24H7 =55 M4 7). AR E L CN+LGET 5 & ARH BB 5 0 A % OF
1.0 P TEWEME Lz, ZEFMIHE Tdh 2 B0 (hi
0.9 —A— AHE i [95%E X 1) (&, N+IfHH#ETNE*® [NE~NE] »
08 O BT H. R #1 ¥4k B CNE*5 [29.08~NE] » H. T4k # ©
074 19.98 [17.08~24.61] » 3 TH . N+LBEH#E G J A FH
06 0. B G- 3 THAME G0 LR IS B ERZ R L
;OSA e 72 (NHTPEHIHE S © /4 — 10,55 [98% (5 I © 0.42
Y ~0.72]+ p<0.0001 [J& Bl log-rank M 5] AH W7 % 5-
044 weog INHE— 1 H0.63 [98% 12 X 1#] 1 0.48~0.81]. p<0.0001
037 ¢ Ukl log-rank #eiE ], 20164F8 H1H 7= 5 4 b+ 7).
0.2 ‘%0
1.0 B
0.11 0.94 —A— AHIRIRE
0.0 T T T T T T 054 sk AEULT TR
0 3 6 9 12 15 18 ’ @ AEULT T BIREE
at risk# 4774 (B) 0.7 e
AFB 210 185 150 105 45 8 0 e 067 e g T
SHIVINIUBE 208 177 123 82 22 3 0 7‘ 0.5 R
%2 NE s g 044 O
(4) BMEEEREENRE L ABASIARBR (CA209037 031 o
HER) 80 027
A A7 GEIAFHERZ) JUIBRAFBEH 2 & 6L 011
PRI 2 A3 S AR YIERAN e 2 I/ IV SLE e o0 A 1 0.0 e
il 8 H 40551 (RFRE27200, AL (AN ANT 0 3 6 9 1215 18 21 24 27 30 33 36 39
BHNKTSF 27 5 F LN D) BE13361) 2kt at risk# EFHRE(R)
G2, ALFEFEE A 3R & U CAKI 3me/kg % 2308 [ 8B C 4 AHIBEIREF 316 202 265 244 230 213 201 191 181 175 157 55 3 0
TR L 72 & SO R O R BEt U7 ze S EE TEULYTHFRE 314 292 265 247 226 221 209 200 198 192 170 49 7 0
HTH A% (RECISTHA K54 > 1.1 Bz 3E ] TEULSTEIREE 315 285 254 228 205 182 164 149 136 129 104 34 4 0
12& % CRIUEPR) IZDWTHRFDEG STz D 120 F 7z, BESEAHLARIC B\ CPD-L1% 588 L 72 BRI 2515 50
B2 AT R & U CHRIRNT 2 47 o Zof R AHIRET %G (LUF. [PD-LIZEIE]) ICBT 25 s
31.7% (95% 15 WX I : 23.5~40.8%. 20144E3 10 H 7 — —WOBEDOT—F I E, PDLUBBIRINIHENIC



fEMT 247 5 720 PD-LIFEBIRR (1%FKi K 1% ) o 1.0 .
I H] W > R, 0.94
A OMER % LIRS o ,,,,@A,,,, P —
PD-L1 53 1% '
104 - 0.7
0.9 —A— KB 3 06
084 k- AEU LT AR % 05-
’ O AEULTTEIREE 5
0.7 53 0.4
| 0.3
® 0.6 .
1F 0.5+ :
* 044 B 017
0.3 0'01"{"!"x"x"x"x"x"x"
0 3 6 9 12 15 18 21 24 27
0-27 at risk# EBIRAETIINE (A)
017 AFIB 453 399 353 332 311 201 249 71 5 0
oot 1EVLYTEE 453 364 314 269 252 225 184 56 2 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at riska H7EHRRE (B) *6: A AT T (BETHIER) 13 RSBV CTEERAEICNT 2

AKIB A 117 103 86 76 73 65 62 59 57 55 50 16 2 O
AEULTT R 123 113 102 91 82 82 79 74 74 72 66 18 4 0
IEULTTEMREF 113 96 87 79 71 61 57 50 44 43 32 10 1 0

=

PD-L1 33 = 196k

WA RBIFLEORRE - AR TIIRE SN TR,
% 7 NEIHEEARE

2. YIBRAEE & ETT - BROIE/ | HRRAE
(RELEE

1.0 f2 (1) FE/dRRmEREE MR E L -ERNS I+ 5 (ONO-4538-
0.94 —A— AHIE 05588&) ¥
08- jjfgjj jg{j’;;;gigi 7 F F WA % AL & A5 B YR AR 7 B I
074 /W UL T3 58 © R ~F Bz IR /N M B il o B (ECOG
064 o * Performance Status 0}z O81) 3561 % xF 4t 12, A #)3mg
?i_ 05 /kg % 250 B R R C S EHE L2z, EEFMEE T°h 5%
£ gy %% (RECIST #'4 F9 4 ¥ 1LIBUCHED { deh £ 1 &
047 % %CRIIEPR) 1325.7% (95% 15 WX ] © 14.2~42.1%)
031 oo ThHo720 BB, FENCREE LHEIX9.0%TH - 720
0.2
014 IR (%)
004 524%% CR) | 0 (0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 #%H) (PR) 9 (25.7)
at risk# HE7FHAR (B) 7 % (SD) 10 (28.6)
ANKIBIREE 171 165 158 148 139 131 122 117 112109 98 36 1 0 # 47 (PD) 16 (45.7)
IEULYTHHEREE 155 144 132 127 116 112 105 102 101 99 85 27 3 0 FHIASfE 0 (0.0)
ML TBESEE 164 155 138 126 115 102 89 83 77 74 64 21 2 0
POLLY wnm | mim O B e - 2) z;;gﬁﬂ?nﬁﬁ%%%ﬁ%t U755+ B AEEER (CA209017
FEPLER [95%fZ X ] (» H) *° | [95% 5 #HIX ] e ) . ”N s -
1 N+ PR RE | 123 NE [26.45~NE] 0.59 777‘?‘%%‘]’2;& iﬂlﬁ%fﬁﬁf@%ﬁ?‘%@]]‘?$ﬁb&ﬂlB%ﬁ
0t | 113 ] 18.56 [13.67~23.20] [0.42~0.83] /I S 5 58 D T P L Rz I /N e it :J?E BE (EpOG
NeLPOnEE | 15 NE [NE~NE] oot Performance Status 0% U°1) ‘2721§|J (KA #1356, My
=1 T wmm | 16a | 2211 [17.08~20.67] | [0.39~0.74] FLVRFI3TH) ZRRIC, ey SV e e LCTAH
NeLhnEE | 123 NE (26.45—NE] 07 3mg/kg % Zi’ﬁlaﬂﬁ‘ﬁﬁ Fr‘i‘?“(“).’i‘(%%?‘ﬂ‘i L7z &R R4
<1% SAIBAEE | 117 | 23.46 [13.01~NE] [0.52~1.06] 'Fi’i:*ﬁﬁtf:o FEFMIEH CTH 5 B0 (hdefii[o5
— - : % 15 WX M) o R AT A% R 3, A AIHRET9.23[7.33~
1o, [NCLOVAER| 155 | NE [NE~NE) 1.03 13,2717 A, F& % %2 8ET6.01(5.13~7.33] 5 HTH Y.
AHIBHE | 171 | NB [NE~NE] 07271481 ARHNE K5 %2R LA B R 2R L7

k40 AKH1I 1mg/kg (BKE) &4 ¥ A~ 7 (GEIEFH#HHZ) 3mg/ke
(PR ) 7 [a] HAC 338 [ B B C 4 [l n i i 0 L 72 #%. AR 1101 3mg/kg
(PREE) % 2 08 ] I B C s L7z BRI S-S BV Cld, AR %
RN Ly A8 A~ T GBIZTHIER) ZARFOEGHT 25
30 LL Lo E BTS2 B L 72,

% 5 NEIZHEEAHE

(7) EMERERELAWNRE L AERERETIERE (ONO-
4538-21/CA2092385%5) 12)
e YRRt O Mb/c M1 /1V ] oo T B 40 i 8 5 906 61 (H AR
N 28 % &, AHIFEASIHI, A €V 2= T (GE{ETH
Haz) BEASIHI) ZwBIC, A ¥V A~ T GEIETF-RIRZ) *6
2R E U CAH 3mg/kg % 2 B M HFECHEEHEL 2L X
DAY e SR AM 2 WS Lo TG E Th 5 M
SEAEAFII (el [95% 2 FEIX 1) o v SR ATT 5 F 1
AKFH|EETNE* [NE~NE]» H, A €V A~ 7 Glfs7-HlE
2) BECTNE* [16.56~NE]# HTH VY, AFZA ) 2=
7 GRAZ T Z) 1S LREH#CHEE R ER 2R L7
(V= F10.65[97.56% 15 X : 0.51~0.83]. p<0.0001
U Bl log-rank #e5E]s 20174E6 H12H 7 =%y b+ 7).

(N — F1£0.59[96.85% 15 X [ © 0.43~0.81]. p=0.0002
[@hlllog-rank Mg ], 20144E12H 15HT =% Ay b4 7)o

1.0
094 —A— KEIE
O KERE IV

0.8
0.7
0.6-
7 051
" 0.4
0.3
0.2
0.1
oo .
o 3 6 9 12 15 18 21 24

at risk# 4778 (B)
AHBE 135 113 86 69 52 31 15 7 0
Kus%tLB 137 103 68 45 30 14 7 2 0




(IEmF LR

(D) Fe ARt EEE MR E L -ERSE T#H:85 (ONO-4538-
06EER) ¥

75 F F A E LR AT S YA B Y
/I LT 58 o IR 7 b Bz /N H I i A B (ECOG
Performance Status 0 &% OF1) 7661 % xF 4t 12, A #)3mg
/kg % 2B BRI C A HHE Lz, EEFMEE °h 5%
E (RECIST 74 K54 ¥ LIMIZHD e g1z X
%5 CRXIZPR) 1219.7% (95%fZHHIX 1 : 12.3~30.0%)
THo7ze B, FENIHRELZHMEIZ.0%Th - 72,

B (%)
SE42%%h (CR) 2 (2.6)
wHZ%E (PR 13 (17.1)
% & (SD) 21 (27.6)
# 47 (PD) 38 (50.0)
FHImASTE 1 (1.3)
e B2 2 L 1 (1.3)

(2) é’F'J‘ﬁ'tﬂiﬂ?ﬂﬁﬁfﬁ%’&ﬁ%t U 7-B45 £ M4E5ER (CA209057
HER) 10

7T FF8E & E DAL A AT 2 U R MBI
/I O 558 @ JE I ¥ L Bz JE /N B i o iR (ECOG
Performance Status 0} UN1) 58261 (4 #| #£202%41, F &
7R IVHE20000) RIS, Py Felzafie LT
AFH3mg/kg % 2 E B R CRERE L2 L SOFMER
Otk Z et Lize REFHMEEE T 5 &AL AFHE (h
Pl [95% 5 FEIX [B]) o v B ST S SR 1k ARFIBECT12.19
[9.66~14.98]1 % H. Ft ¥ F I #:T9.36(8.05~10.68] »
AThY., KFNI Py Fenioa UK EmIcF SR T
EZR L7 O — F10.73[95.92% 15 #H X ] : 0.59~
0.89], p=0.0015[J& 3llog-rank# 2], 20154E3 H18H 7 —
77 ]\ j‘ 7)0

—A— AHIR
@ INOYLZEE

0 3 6 9 12 15 18 21

at risk HE77HAR (B)
AEIB 410 389 359 337 305 275 213 139 73 29 3 0
INOYLZEE 411 366 324 287 265 241 187 115 61 20 2 0

F720 HRNHER 636 (RFIFE37H, =X 4 A%
2661) OLALN (YLl [95%EEIX 1) O RN+
Hid, AHIBET27.37[23.62~NE*8] » H, =0 L AHET
NE*8 [NE~NE]# A TdHh o7 ONF— FH1.50[95%EHHIX
[ :0.49~4.54], 20154E6 HISHTF—%h v b+ 7).
1.0 A
0.9 ‘

T T T T
24 27 30 33

0.8 Flipgn - cow-omo0
0.7
& 0.6 —A— AHIE
%= 05 Do INOYLREE
= 0.4
0.3
0.2
0.1

0.04_,

——

1.0
0.91
0.81

—A— KB
O RS LB

0.7
0.6
7z 051
= 0.4
0.3
0.2
0.1

O'OAx"x"x"x'
0 3 6 9

12 '1T5' '1Ts' 21 24 27
at risk#t E7FHRE (B)
AHIEF 292 232 194 169 146 123 62 32 9 0
Re#¥%t/L8 290 244 194 150 111 88 34 10 5 0

3. RIBYIRATEE 3B EHaE

(1) BifREEE s MR E U ERERSEMHEHER (ONO-4538-
03/CA2090255%8%)
M AEREEH 243 2 UERESR (TFyF=7,
AZF =T, VI T =T, INIUNZTE) EifbykE
IR % A $ 2 AT USRI 0 i W 200 B B g i
82161 (AARNEHZ63IB % &tee AFF4106], =T 4
A BEALIB)) EBRGIC, T ROY AR FERIEE L TARA
3mg/kg% 2 I g CRIMFHE L 72 & E O/ R O%
EVEERE LU e EEFMGEE T 5 (thyuE
[95% 15 FA X [1]) o v [ i Br &6 3% 12, AR ##F T25.00
[21.75~NE*8] » H, = X1 Y A Z # T19.55[17.64~
23.06] # HTH Y, KANTZ AT Y L 2K LEERHAIC
BRIEEZR Lz O — F100.73 [98.52% 12 BHIX 4]
0.57~0.93]. p=0.0018 [Jig Blllog-rank# %], 20154E6H 18
HF—%#hv bE+7), 1D

'15' '1Y5' '1Y8' '21' '24' '27' '30
at riskF 77ERRE (R)

AHIBF 37 37 36 35 35 34 24 16 8 4 0

INAYLREE 26 26 24 24 24 24 20 15 9 3 0

% 8 | NEIIHEEARE

0 3 6

Q BMlREEEENRE L AEBRHREIHEREER (ONO-

4538-16/CA2092145488) ®
(b2 R I D MEAT VL ARk D 8 W A0 200 o e
HBHE1,006060 (HARANBE 2B &, A1 ¥ AT (GEln
TR Z) R (NHLBED) *9BES50 ), A =F = 7B 546
Bl) x5S, A=nF =T BE LT N+HIOHHBEEO AR
P Ve e Bt Uze REEHIIEH T3 4 IMDC*10 1)
A 7 43 ¥ intermediate Jz Fpoor V) A 7 ¥ (N+Iff H 7
42501, A=F =T 4225) OEAEFHR (Yl [95%
EHEIX ) & N+LBEH#ECTNE*! [28.16~NE]» H. A
—F =TT 25.95[22.08~NE*!1] » ATH D, N+IPFHE
G A= F =TI LFFH NI BERIEREZ /R L7 (O
H— N 1£0.63[99.8% 15 #H X [ : 0.44~0.89]. p<0.0001
UBl log-rank g ], 20174E8 H7THF—%h v b4+ 7).
1.0 Poan,
0.9
0.8
0.7 1
0.6 1
17 0.5
: 0.4
0.3
0.2
0.1+

0.01 T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33

—A— (EYLTTHAR

at risk#t

4778 (R)

AEVLTTHARE 425 399 372 348 332 318 300 241 119 44 2
X=F=JF 422 387 352 315 288 253 225 179 89 34 3

0
0



*9 0 AFI1M3mg/kg (RHE) LA ) A<T GHEIZFHIRZ) 10
Img/kg (PRFE) % [ H 12 338 [ 1 B C 4 ] m i g L 72 14, A
#I1Ie3mg/kg (ARTE) % 2308 [ 8] I C RO T L 72 PRS-
FEIZBWTIE, A2 b L. A ¥) A= T (GBI T-HER
Z) EARHKI OB 5T 953055 L EO IR E BV TG Bk
L7z

* 10 ! International Metastatic RCC Database Consortium

% 11 © NEEe A b

4. BENIEEMOTRIAD X2 2 /NE
(1) H8p AT X2 U D NEREEXRE L ERE THEHR

(ONO-4538-155 ) 19
HREMBHEBEL T L v F <7 REF Y G
fafHld 2) (P U O P58 AT HEGME O
WA F ) w8 EERZ (ECOG Performance Status 0
MO8 1782 5542, ARHKI3mg/kg % 230 [ [ e C 25
WHEL 72, REFHEEEH TH 5 E%F (LETIWG criteria
(2007) 128D hde €12 X 5 CRXIZPR) 1375.0%
(5% E X 47.6~92.7%) TdH o720 B, FHAjIC
e L7-BfE1X20.0%THh - 726

BI% (%)
sea % (CR) 4 (25.0)
ok (PR) 8 (50.0)

% s (SD) 2 (12.5)
Biid 17 (PD) 1 (6.3)
BREN 1 (6.3)

ARV 52 16 81 O SRERBLRT % 71”8 L 720

2) HEMFT XU NEBREERNRE L LBHAETHERR

(CA2092055:(E%) 20

HBRE MGG TRZICTL Y v~ T RFF U
GEfaT#IL Z2) 12X 20# 2 20 2858 03 E#REOW
W HRTF ) v ERE (38— FB, ECOG Performance
Status 0 )2 O°1) 8061 % *f %12, AHK|3mg/kg % 24 [ A
b TR ERE L 7ze R E TH B BRI (LES
IWG criteria (2007) 1232 Ut E 12 X A CR X X
PR) 1366.3% (95%1EHEIX M : 54.8~76.4%) TH > 720
LB, FETICHE L72BHIE20.0%TH - 72,

BB (%)

st ¥ (CR) 7 (8.8)
ko saf (PR) 46 (57.5)
% E (SD) 18 (22.5)
#& 47 (PD) 6 (7.5)
AP AN ] 3 (3.8

. BRULEREGE4E T 2EESNE
SRESEEE 2 NRE L A-ERERSENHEER (ONO-
4538-11/CA209141515) 2V

75 FF BH % G ALFHRE ST B 56 » H LINICH
PIEAT XTI AR S 7z, WA H O ) T o @ s
&SI/ IV O BESHFR R - 9 * 336141 (H
RNBEZ2TH % & To ARAIBE240060, % RREE1216]) & x4
12, RBH YRR ASRIN L 7206 (AP ML S =, Kt
XN LTy FI~7) 2 E L CARAIBmg /kga 2
SRR C A EHNTE L2 & SO K N2 ME L
720 EEFHIEH T A& HN (bl [95%E FHIX
Mi1) o rf R fE AT S J 1. ARFIHECT7.49[5.49~9.10] » H.
XFHEHET5.06 [4.04~6.05] » HTH ). RANIIGERTH Y L il
HREIRL 226 LR EMICE BRI EZ R L (N
H— F10.70 [97.73% A5 FEHIX 4] © 0.51~0.96]. p=0.0101 [J&
Mlog- rank#isE]. 20154E12HI8HF — 4 H v b+ 7).

—A— FEIE
O 3R

at risk3k E7FHAR (B)
AEIFE 240 167 109 52 24 7 0
JEREE 121 87 42 17 5 1 0

* 12 1 AR B I SUIM R O LA R & & o
* 13 0 MG E SNEEIBALIE, T - TIREEE R OWEBHS

6. PALFEERICHEEUABYBRTRELETT - BROBE

BEEREZNREL-ERHERFEIHEGE (ONO-4538-12
E‘I’tﬁ) 22)
20 D E LA LR % A S B A HE E R SN AN
BRI AT - IR0 BRI AE YA EE (F
BOHROLPEEEHEAE LY LT 5em PPN ALE 5 i
W) BE 49361 (HARNEBEE 2260 % &te. AHIHE 330 61,
T REE1636) 2RI, 7T RERIEE LCAH]
3mg/kg & 238 [ B fE C R EoE L2 & 2 oA R O%
EWERE L. FEFHMIEE T 2 24N (hdefl
[95% 5 HEX 1) 1%, AHKIET5.26[4.60~6.37]» H, 7
St REET4.14(3.42~4.86]1 7 ATH Y. AFEZ 75 K
WX LRI B R IER 2R L7 OV — F10.63
[95% 1 #HIX I : 0.51~0.78]. p<0.0001 [J& 5l log-rank #
E]. 20164E8H13HTF—% Ay M+ 7)),
1.0-@,
0.9 "
0.8
0.7
a4 067
17 0.5
‘ 0.4+
0.3
0.2
0.1
0.0 : : : : : ; ; ; ]
0 2 4 6 8 10 12 14 16 18 20 22
at risk# E1FER (A)

AHEIF¥ 330 275 192 141 94 56 38 19 10 5 3 0
TItwAEE 163 121 82 53 32 16 10 4 3 3 1 0

—A— FEIF
O TR

. PALCEEERICHEEL LUBRTRLET - BROTM

e & o iz i
EMpMEREEREEENREL-ERNEIHKER (ONO-
4538-415%88) 2

T FFHH LR DL FE NS )T AR E OB
PEGATARI SNE AT O AT AL HRAE M D ZEA: g st v Rz Jii 2
# (ECOG Performance Status 0 % U°1) 3451 % ®} S 12,
AHK) 240mg % 2 # ] BB C M e L7z, REEHMGEE T
B 5 %R F (Modified RECIST criteria (2004) 122 <
rr g 5212 X B CRXIZPR) 1329.4% (95% 13 HHIX [
16.8~46.2%) TH o720 B, FHETIZikE L 72 1x
5.0%Tdh - 72,

BI% (%)
5547%8%) (CR) 0 (0.0
7Ry (PR) 10 (29.4)
% E (SD) 13 (38.2)
(i 17 (PD) 9 (26.5)
A AN RE 2 (5.9




(3 zh 1)
1ERRRF
ZHRNV= 7, & FPD-LICH T AHUATHY, PD-1E 2D
V4V FTHDHPDLIKLUPDL2E DFEAZHEL, DA
PURHR LR 72 TN O BE5E, 365 Ab e OSRNG0 1 o 14
REICE Y, ESMM IS AL EZ ONL, W

(B2 ISR T 2 (b2 R)

—i% =RV T GRIETHE2)
Nivolumab (Genetical Recombination)

¥ K 145,000

A E v bPDLICHT A2#EME L e PgG4E ) 71—
FNPRTH Y, B 221FHO T I 7 BEFRIEHA Pro
WCHEBEINTWD, FX¥ 4 =—ZANA AT —PI4HIT
WCEDEASND 40O T I BEIRIED S 7 H HEH
2ARK 214D 7 3 7 BRI DS % B2 AR THE
WEINLHEY N7 ETHbD,

(7% 58 & f4)
BRI ) 2 7 EHE I 2 RED by EYNIEMET S 2 Lo

ARGV EE L BMERGIE

EINTOBRBREFAPBO TIROENT WD Z &2 b, %J_Eﬁ)h
%, —EROERRLE T = PEHREINDL T TOMIZ &
HED) & o0 GUS M BGREIA Z JE i 2 2 12k D, AFIEH
BEOWREMEICIRT 5 & & b2, KHoR4se TEEU‘H%}U
TS 57— 2 BREICIUE L, ﬂiﬁlJ@ﬁEﬁﬁﬁ BT
HEZH L L,

CENRRARE L ETT - BREOIE/ iR
ENTOBRBREMNSHO TRONTWD 2 e h b, Bkl
B, —EROREHNRL T - BERIND T TOMIE, &
FED] & o0 GUS MG 2 9405 2 2 12k b, AHIFER
BHEOTREMEILRT 2 L & H I KAOREE R OHR)
TS 27— % 2 IR L. 21K§*J0)31‘5E1®ﬂ LB
HEZHLL T Lo

RBYIBAEEX (d 551 OB gk >
EINTOBRBIEF MO TR ON TS Z s, Mikioe
By —EBHOREIRDL T = PERMINE T TORIZ. &
RE B % 0 G AT R AR 2 M 5 S L2k . AHIEH
HBEOWEERZILIET L L L 12, RBOREM K THFR)
I T 57— 2 RINCIE L. RFO@EIEEHICLE R
BEZH LD L,

CEREXZHEHAMOEEAD XU D I/NE
ENTOBRBIEF PO CTRONTWD Z &b, BT
B, —EBOIEGNARDL T - PEBENL T TOMIZ. 4
JEB Z 5 RG22 EMT 5 2 12X . KA
BHOWEFERZIORT L E 010, AHOREN R UER
PRI 27— % & RN IUE L., $%@ﬁ£&m BT
BEZHECLZ &,

(BREXIEEEEE T 2EESRE

E N TOEBIEBAHBDTROENT VWL I L2 b, %Lﬂ)ﬁ;u
B, —EHOREBNIRDL T =y BERENL T TORIIE, &
SEB % R G RBHE Z EZ T 5 2 X . RHEEH
BEOEREMEPIIRT 2 & & 510, KHNOLEEROER)
WIZBT A7 —% 2 B WNCIUE L., ﬁﬁ]@ﬁﬁﬁﬁﬁ B
EEEZHLDLZ L,

(a8 #®)
F 7T —KEBEET20mg  2mL 1854 Tv
* 7T —REEH#E100mg  10mL : 184 7V
* 7T —REEE#E240mg  24mL ;154 TV

(E E X #k)

1) F 7Y — REEE SRR A GESEEE)

2) /NIPIEGLT3E L HEANEE T (CA209039) FkBRAKHE
FEERD

3) /NI T3E HEAME T (CA209205) kB
(FENEEL

4) Yamamoto N. et al. : Invest. New Drugs, 35 : 207, 2017
(ONO-4538-01 7k k%)

5) /NEPEESLTE C EINES IAH (ONO-4538-02) llRpkfk
FENEEL

6) /NEFEEG T D ENSE T (ONO-4538-08) FkBRILAL
(FENEEL

7) Robert C. et al. : N. Engl. J. Med,, 372 : 320, 2015
(CA209066 7#5x)

8) Weber J. S. et al. : Lancet Oncol,, 16 : 375, 2015
(CA209037 #5x)

9) /NIPIEL T3 DA TIAH (CA209037) FRBR IR

(FLPEEL
10) /NEPSESLTSE ¢ EINEE A (ONO-4538-17) alBR Ak fk
GEPERD

11) /NEPSENE 3K AME TTAH (CA209067) IRk fk
(FENEEL

12) Weber J. et al. : N. Engl. J. Med., 377 : 1824, 2017
(ONO-4538-21/CA209238 #kk#)

13) /NEPEENLTE | EINES TAH (ONO-4538-05) sl
FENEEL

14) Brahmer J. et al. : N. Engl. J. Med., 373 : 123, 2015
(CA209017 7#)

15) /NEFIESL T3 C ENAE A (ONO-4538-06) alBRHL#HT
FENEEL

16) Borghaei H. et al. : N. Engl. J. Med,, 373 : 1627, 2015
(CA209057 k%)

17) Motzer R. J. et al. : N. Engl. J. Med,, 373 : 1803, 2015
(ON0-4538-03/CA209025 7k #)

18) Motzer R. J. et al. : N. Engl. J. Med,, 378 : 1277, 2018
(ON0-4538-16/CA209214 7 Ek)

19) /NEPSESLT3E C EINAS TAH (ONO-4538-15) FRERHUHE
(FENEEL

20) Younes A. et al. : Lancet Oncol, 17 : 1283, 2016
(CA209205 75#%)

21) Ferris R. L. et al. : N. Engl. J. Med., 375 : 1856, 2016
(ONO0-4538-11/CA209141 X ER)

22) Kang Y-K. et al. : Lancet, 390 : 2461, 2017
(ONO-4538-12 %)

23) /NEPEEAL T D EINAE TAH (ONO-4538-41) FkBRIAR
FENEEL

24) Wang C. et al. : Cancer Immunol. Res., 2 : 846, 2014

(CEkEAEKE)
FECHRIC RO AN E RO E L TH FRRICTH KT S,

NP IR G TSRS <9 D HIERE

T 541-8564 K i Ie X AKESHT 1 TH 8 7% 2 &
W 0120-080-340 (X 7Y —K/Y—KAHH & A ¥ )

(% & Bk 5¢)

onoRAESTNE S SRSy

(7OE—2 = > 124)
%XA T VAHLNANA 2047 Miakt

RREPHEXEHTE6-5-1

OPD-uC



T L 7B

RATDOIRMNLEESRO Z &

1.8.1 I (%)

20XX 4 XX A 1ERR (G X Al

B o S AR, 2~
8°C TIRAT
fEFAHAR : 24 » A

REMEES t FEHKE SPD-L1E/ZO0—F GG
FRILI T (BIEFHEERZ) 2
AR R B, AL SR R T

INR U FA®HiEE:E 200mg

A AEEERS dh Sy
874291
KRS | 22900AMX00990000
M5 BA A 2017 4F 11 A

BAVENCIO® intravenous infusion

) EE-EMFEOLLGZEICLVEMNTD L

1. BE

T1LEHFE, RRHITTORNIETELIERBHRICEW
T, BNARFERICTHEMNE - BREFOEMD D
ET. AEIOERINEY) & HIBT SN BEFIZDLNTD
HrETHI &, Tz, AERRKICKILS., BEXIE
ZTORKICENERVEREZT2HAL. AEER
ThbiRETSHI &,

12.MBEMEMEREAH oL, RTITESEH L HE
ENTLBHDT, MHER (BRUn., FFIRELH, &t
%) OHRRUEN X RREOEESE. BEE+7IC
152 &, T EENROONHRICIEEF DK
E#duib L, BIERERILEVEDERESZEDEY L
BEITO>2 &, [8.2, 9.1.2, 11.1.1 58]

2. BE (ROBEICEBEELENIE)
AFN DR LIRBUE DBEEED & 5

10 mg/kg (KE) % 2 MMM T 1 BRERELLE2NT CRliie
T 5,

GRAYIRTEER (TR BHiaE)

T F=TEoHICBWT, BE,. FAIKIET L
~7 (EfafHHiz) LT 1\10 mg/kg ((KE) % 2
TR T 1 BRRRLL BT Tl ET 5,

7. BZRUAEICEET 338

CGIRAYVIRRTREL A L4 JLHRMRE)

7.1 MOFUEMHIEEA L OOFHIZOWT, AMELR O
¢ AV PGV

(RhRESEE)

72 AR OGRS 5 Z £35S infusion reaction
BB SE D0, AFIBRGHNCH e A% I VAL fEEL
PRAISEO®REE2ITH> 2L, [8.9, 11.1.13 BH]

T3 XK G X RITER D RBL L 7288121, LT oRHE
EHRIC, REOKREEEZEETHZ &,

3. #ARR -t FIVE A 8 BUE oD ] R i B e
3.1 #ERK Bil1E A TR L
N 1 314 T Grade 1 LLFiZ[AI{E
5 (10 mL) thosyi Grade 2 DE T 5 F TR
. TN =7 (G TR VR E A £ %,
CE L2 = 200 mg Grade 3. 4 XUATIE | AA O 5 & P Ik
Dw = bl 510 D Grade 2 ORH +%,
- e AST # U< 1% ALT 253 | Grade 1 LI FICEIE
HY Y R_— | 20 5 mg Y ERRD 3~50%, X | 3 % £ TR E T
Il - IR E Y L E R | B,
IR R 6 mg il ERRO 1. 5~3 5124
A mU5E
VI 3 b
KRS P 9 _ e PHSIERS ST B LB AT A E | ARMOREETE
KENEF ¥ A =— A DA X —JRHEANNN 2 o CliliE s h WA LR 5 B8, X | 5,
2 IR Y LB S Mg
3.2 HEIDOMRK B LRRO 3 fH@I 1N
aw | wm o7 LEhE
” Grade 2 X33 DA | Grade 1 LA FICEE
LN 0~ A Y O 5 E THRES
K% - T %,
P 5.0~5.6 Grade 4 XUIM¥EMED | AA O &G % T I
RIBIEI | #01 CERRMIIC KT 5 ) Grade 3 & I 5.
FORBREERENR | Grade 3 U4 OBH Grade 1 L FICEIE
FE, R RAR T 5 F TR
4. MEXETHR BihE FLAEAE 5.
OAYIBRTEER A LT LR RE I B g R
ORAYVIRTRER (TR 14 D B HIEE &, EimpE
% B AR L7 0 | RSO Ik
5. RERIIBRICEET TR e, BEARBAER UL | T,
(BRI TRER (385581 ) BHfasE) sk DR OR
A R V| 5 oy N i
5.1T it:\%fu?\mfﬁﬁﬁb%zﬂ B % HAMER 0% A 13 L p T oEE o T
TVVE, 5 & CHRES
%,
6 MERUME Grade 4 OBIE AL P B
(HRAYIRTERL A L4 )L $IRATE) T
. RAZIZT LT (B FMiz) LT, 1
infusion Grade 1 DA EEC i S e
CONFIDENTIAL

Page |



T YL~ 7 R s
1.8.1 I (%)

reaction BT 5.
Grade 2 DA BhH %2Rl 5,
BHEOWRENLZE
L7254 (Grade 1
PLF) Wi, i
e D 255 o £
BTG & BT
%
Grade 3 XX 4 OHH KA OB ik
T %,
Grade 2 X% 3 D& Grade 1 LA FIZ[AI{E
T 5 F CTIHRET
%
- Grade 4 XIIFFEEME | KA OFE G5 %2 Ik
D Grade 3 DAL T2,
- BIVEH OMLE L LT
= = DEI'E R EARNVE
i;guﬂ@éﬂ HEFL F=vay
HET 10 mg/ A RS
DTS T 12 LA
AIZBEETE RV
/EI\
- 12 JA[E A x D IREE
%t Grade | DL £
THEE L 2WiGE

*: Grade 1% NCI-CTCAE (Common Terminology Criteria for
Adverse Events) v4.0ZHEL 5,

8. EELERMIERE

8.1 FHID T MAIEMALIERIC X 0 | 8 D5 SO A
T2EEZAONLHA RFEIERDH LD D Z LR
o, BBEZTHIATV, RENBD LN HAITIE,
i DGR ST KD RIWER OB 2B E L, 728
DM 21T 5 2 &, WEDOREIGIT L 2EIEH A EED
NEHAEIIE, BIBRERNVE CRIORGS52EET 5
Tl Fh, ARG TRICEELRBER?H b
LIENHLDOT, KABREGKTHROBEET75ITTD
Z&,

8.2 MEMIREN B DD ZLRH DD T, FHlOES
T T, PR (BUTHu, PRUL IR, Ikss)
DHER K OWHR X SRt O LM%, BRz2 +214T5 2 &,
FE7o, BTG CTHES CT, MG~ —h —% DAz 3

Wid+AHZ L, [1.2, 9.1.2, 11.1. 1 BR]
8.3 A4, S, HRBHOLDLNDLZ ENHHDT,

EWICFRERAE LTV, BEOWREL HrIclgT
5z e, [11.1.3 ]

8.4 FURIptEREmE . RIT RS X O T RIS H
LONDEIENHHDOT, EWMICHLWHERERA (TSH,
WEHE T3, WEHE T4, ACTH, =V — VEORIE) %
7928, £, BEIDS U TESBRAS DL S E K
AL, [11.1.5, 11.1.6, 11.1.7 &MR]

8.5 1AMEIRIFENH ONDZ ENHHOT, O, i,
N 25 D AR D FE B MEE D LA+ EETHZ &,
[11. 1.8 W]

8.6 LHRNBHHONDZ ENHDHDT, Mjw. CK EH. O
ERBEHEOBELE AT 2 &, [11.1.9 2]

8.7 . FERURIMRIEN S oD Z ENHDH DT, B
KT, W, K E&H, P RORFIA 7 ey 5
LOBRE ST 2k, [11.1.12 3]

8.8 MIEENH LMD Z LNHDHDT, EHRICEHERER
EEITV, BEOREZ+ICBIETLH 2L, [1L 1L 1L
]

8.9 infusion reaction NHHHLND I ENHDHD T, AHK

DO GIIEHE D infusion reaction (Zff 2 TEEAMHC 4
BRHRIEDTE B EITo T ETHMGT D Z &, F72.
2 [ B LA DO AHK B H-BFZ infusion reaction 233 &4
L5250 T, BEOREEZFFICBET L L,
(7.2, 11.1.13 ]

8.10 FIEMHMIPENR D LD EBHDHD T, HHKT.

L. [11.1. 14 B8]

9. BEDERZETHELEICEHT IR

9.1 &HHE - MERZEOHLESE

9.1.1 BEERARKBROAHXITIEMEMNE L XEREDED
REREOREROHLEE
S B O BIVE A S SUIMES 2 B2’ d 5,

QI 2MHEMMEEDHIBBEXIIZTOHREROHHESE
MR MMRE BN I ET 28T H D, [1.2,
8.2, 11.1.1 &K]

Q4 kTEREEE T HE
TR 2 FTREME D & B I IT, AFIR G J O k4%
G —E IR, AR A VD KD IciRE T S
Z &, [9.52R]

9.5 §¥13
I S ATEEIR L CW A ATHEME D & 5 KX, RR B
AN ERMEE R 2 &R SN 5505
5k, RAERWZARSARBERBRII IS Tn
72w, B b IgG IR EBEB T ENMLNTED .,
ARFNIREDDIRIRA~BAT T RN H 5, AH%
B2 &, BIRICxT 208 MANEE S L, ERY
IZSEPERNHNNT DB ZNNH D, [9.4 5]

9.6 I23LIE
TR EOB MR ORI BO AL BE L, #HL0
e ST Ik 2 BEd 5 2 L, AAloe PRI A~OB
AT 27 —X1X720 3, B b 1g6 i3 MELHFICHE
HEWD Z EnmbnTng,

9.7 /IMNRZH
NS AR E U BRI S L Tz,

9.8 B E
BEOREZ FSICBE LN bHEAICRGTHZ L,
R A FREREAME T LTV B,

11. Bl¥ER
WORWERN S SN DZ ENHDHDT, BEE DI
T, BRESEO NG A TG EZPIT 57 O
YR ALE 21T 5 Z &,
1.1 EXGEIMEA
11.1.1 & HM&EE (L.3%)
[1.2, 8.2, 9.1.2 BJ]
1112 X (0.4%)
1113 BF2 FHERY) | FHEEEET (17.6%) . AFs
(0. 5%)

JFAR4A, AST. ALT. y-GTP, B U LB V2D FHEMES
JFRSREREE ., TR HODOND Z ERH B, [8.3 5]
1114 KBE% (1.6%) . EEOTH (4.0%)

Fiid 2 T, I8, MAEZORERMARD b= Ga1c
WG 2RI IET S 2,
11.1.5 RIS RERES

FORBREEAEIR TAE (20.0%) . HUIRARMSAETLHERE (4.5%) |
FORARZE (1.8%) S0 HURIRMSREREE N H bbb Z &
BHsd, [8.45H]
11.1.6 BIBHEERES

RIEHRER 2 (1.6%) SORITHEERENL LIS Z
Enb b, [8.4ZMH]
11.1.7 TEAHEEREE

MRAE T2, WPu IR, W FRE S ORI 2 40T 5 o

T (0.4%) . TEEBERTE GEERH) %o

TEEBEEREESHSDND Z LA H D, [8.4 BH]
11.1.8 1 BUERSE (0.5%)

PERIPES R 7 v R—=Y RCEDBENRH D, 1 TR

RBEEDNIZ L AICIE, KOG ZHIELTA XY

VHRIE AR G DS OMY LB EITH Z b, [8.5 B ]
11.1.9:0 % (0.4% [8.6 ZH]
11.1.10 HREE

K= 2 —nmXF— (3.4%) . 7> « N —JERER

GREERI) S OMERERHHDNS = & Rib D,
M1 BEE

CONFIDENTIAL
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T L~ 7 B

1.8.1 I (%)

AMEEEE (0.9%) . RMEREEEL (0.2%) HEoOF Fabmty
BERHLDNWSZ N5, [8.8 5] s
11112858 GHERD) | BEERRE (LR LD - 1 TN e LI . S
— [8.7 1] KOS A | T I VT F U | . HEiREE
G AR AR FS— | W, L,
11.1.13 infusion reaction (24. 7%) WL U | o E A
TrT 47k~ A WW!%#ﬁ%Ebh W P L | R R
LDTENDD, 1nfuslon reaction 23FRD H ALY 7 F =
AEN OB %2 IET 2%0OBEU R AEEZITH & & fb . I, e,
JERMNEE T D E TEREOREZ BT &, iR e
[7.2. 8.9 BIR] KA - wn | ORRLRGE. U | R E | SRR
11.1.14 EFEFH/NE (0. 2%) FORRE | L
ohee PN RN LN N
FIERHENIEN £ % 2 U —F O b I R R A 3 prrrraml ESASMR
G5 L DbBDT. WRRED B S ERT 5 T | rome
Z L, [8.10 BIR] AETRER
1.2 ZDMDEIER B OR EIR B S
HEE . v vt MEE el %
mm o~ WL | VR ) IR VR | BABE | LT,
LW K OF TR, | U ki s R O | _(211%) | i
SRCE L, GFRER | D, hreEkiE HEIRbETE | IO R, 1%
b B i WS i
Dol E BRI R | M R U B B O | B RIERE | BRIRBIREL | SLBEMERS
BIE. BB | LRI T B FMLEE | REERAHE | B % 0tk | WE. Saik
¥ BB 7 Nt s Rt BB e | gos. BUE
757 Ak Q6.1%) . | fE. SEEE | % BB
e ZOFEE, % | . STBE. | B ISR
AR b RN ] %, BT | Ak, K EANIE24RTN
. R S e M. BEIRE | BRI, E
siEL TR, B HiEB, | AR
B T,
HigkEE | R THLRE. | . 5 S
(44.6%) . | B, kMg | & AL MRS | ELfE /191 DEEN N
ams% E\Eﬁﬁﬁ A, FhgHs (39.2%)
(22.3%) TR T AR Z Ot A5, EENE
Tl ﬁ% HﬁnM\Hé SE R PR, T
(21.2%) . LI
A AL %F 0
fii, A B, #A 14. BALOIE
i, 10 14.1 ZFIRRBHOER
RIE 1411 BHIC L DHEREITV, M EORE 2B 7-4
BEEE | RS HAGPETENE, | AR, A B N
(33.6%) Sy onry | fEE AL &,
wae. ppo | s m | 14.1.2 i & Lfﬁﬁiﬁﬁi’ﬁ%&%ﬁﬁﬁ’s“é L,
IR TR iy W
K. mA . (BT, 14.1.3 KFNOVBEEZ T HE CHRE Y . @H 250 mL O H
I, JEEL FEN ARSI L THRT 22 &,
[ 0LrF AP HE | B 1414 JaSr7=72 0 X 90T, BANCEEENRR L, B L < ik
B m LNz L,
YL Ty 14.1.5 AFNIRIFA 2 G £ 72020, FfRE., #3000 ﬁ‘i
%, EOR, Bt 5oL, ARG CICHBEPRET 258,
;/;@; 25°CLLFC 4 B XU 2~8°C T 24 uﬂrﬁwm &Ef%yﬂ
YA TR —m a“za Lo AW A WA L2358 10T, AR
P e ETS Eﬁ;&oitxn47w¢&0%ﬁ%@ﬁﬂ1§
n ikl ﬁ?‘é L,
LGN 14.1.6 AIRHKTHFE S ERNZ &,
VE 142 EFIHBREHOEE
ik 14.2.1 i & DIRIFEIZ LAV &,
2
Ra B O | RAOE | AU —Cl | @7 U v om Mééfﬁj 0.2 um DA T4 7 4 VF—2BLTE
SaEmEE | _(167%) . | SR (KD U | SE. fhaEn °
R ME, ghY | &y
J V) R | Y s 15. TOWOER
SE. BT T 15.1 BREREFIZE D &R
— e, K E WA ORI N T, KA T 2RO EAN
S PN HwEINLTWS
ME, ol
AT 11—/
&) Io xoum
v LS. B L
LT, EIR B A AT [ EB A 3~20 mg/kg & 1 BEREIRI
R, Fii B LD O REER LK 112, £, EE)
T e
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T YL~ 7 R s
1.8.1 I (%)

ERT A—=F %R 1ITIRT, Coax XUT AUC

e L CHIM L2 Y,

G RICITE

S5g
=, e
5 a o
3 B 3
™ o 0
¥ ]
= O :3esk
-I? 1 =} 0 regd b
o 20 g
A ;- M -T 'L 1 B2 26 280 M W 1E3
KBl thr
1 HARANETEBBEEEICT SV~ T 2 & 58 3~20
mg/kg TATMERNE L7-HD o (i o B
(R =R R ) | 3 mg/kg : n=5, 10 mg/kg :
n=6, 20 mg/kg : n=6)
F 1 EEBBEICT L~ T 258 3~20 mg/kg T 1 K
BRI EHE L7 OB HE T A — 4
e, 3 mg/kg 10 mg/kg 20 mg/kg
(n=5) (n=6) (n=6)
Crax_(n1g/mlL) 64.0 (22.2) 179 (19.6) 459 (13.6)
AUCh-eo 6060 (32.0) 21510 53700
(pg + h/nL) * (45.4) * (24.3)
ti2 (hr) 94.0 (31.7) 122 (33.1) 112 (11.6)
toax (hT) 1.68 (0.97- 1.53 (1.00- | 1.683 (1.00-
2.07) 3.08) 4.92)
CL 0. 496 0. 471 0.373
(mL/hr/kg) (32.0) * (44.1) * (24. 2)
Vz (mL/kg) 61.0 <X25 3) 73.8 <X17 2) 60.6 (21.7)

HEPEIME GRAT CV) L toas -

*in=4

16.1.2 REHRE
A ARNIELTIE T B H I AHA] 3~20 mg/kg 2z 2 M 1 1]
S MR B G- L 7= 05 B4 1 I o i 17 v e B HE RS

kT 7REOHER &K 3R T, REFIRN

B35 P OO 3 T R O TR O R TR

w2102,

-

I

(=]

=

O :de
&
o

hgufiE (EDH)

Tholz "V,

£

o

0 ke

0 L hE

) T

2 EHRGRFORGH T

R AE)

3 mg/kg : n=5 (Day 1)
3 (Day 85)
10 mg/kg : n=6 (Day 1~43) .

a
T (da

. n=1 (Day 127 } X 169)

DM FREHER T
. n=4 (Day 15~43) | n=

n=3 (Day 85~

. n=1 (Day

169)

20 mg/kg : n=6 (Day 1 %X 15) . n=5 (Day
29) . n=4 (Day 43) . n=2 (Day 85)
127~169)

- = BN i
i 10 il bl
ooy o (=] g
= %7 o
.-: o
S o o
i o &
T Tt 4
= &
i | ¥
800 o o -
B R Cddas
3 ARG T T IREHER (BT AR )

3 mg/kg : n=4 (Day 15~43) . n=3 (Day 85) . n=
1 (Day 127 KUK 169)
10 mg/kg : n=6 (Day 15~43) . n=3 (Day 85~
169)
20 mg/kg : n=6 (Day 15) ., n=5 (Day 29) . n=4
(Day 43) . n=2 (Day 85) . n=1 (Day 127 &\
169)

) AFNOEGB SN IHEROHEIT, 1 10mg/kg (&)
% 2 MR T 1R L2 TR ETH 5,

17. ERERAELIE
171 BYHERUVURESMICET HHER
<IBAYIRTAREL A L4 LERBATE >

17.1.1 EEHEESE DTHEEER (EMR100070-003 5R5k)
R 2 A T A RIGEIBRARRE 22 A V7 Vil e B O
95, 28—k A TIHLHREROH 5 BE 88 il (AAAN
BEIHEET) . 73— B TIHLAIERE DRV BHE 29
Bz xtg s LT, AH1 10 mg/kg % 2 1R C A ik
Lz, 78— b A OFEHMIEE CTH D8R 13 31.8%
(95. 9% HEX M ¢ 21.9~43. 1%, 2016 4E3 H 3 HF—4& H
v hAT7) Thote, 7ok, FRICRE LT-FREZEDE
X 209 CH o7, 78— K B ORIKGHIE B T 5 Fh
O I RIBRRTHE SR 1% 62. 5% (95%EHEXE : 35. 4~84. 8%.
2016 4E 12 A 30 HF —4 B v b4 7) Tholm?,
#1 :RECISTH A RTA v LIRS HS SHSTHEIC X 5
CR X% PR,
KO HIWERRNT R RER O 5 b, KA 5BMA% 13
DL EBlZR S 7= 16 B s 5,

/3— kA /3— B
Bl (%) B (%)
ECRE N
R 8 (9.1) 3 (18.8)
L |
@R 20 (22.7) 7 (43.8)
ZE (SD) 9 (10.2) 2 (12.5)
11T (PD) 32 (36.4) 3 (18.8)
AR RE 19 (21.6) 1 (6.3)

AR S 117 ) ( BARAN 3 filz&Te)  H 85 fil
(72.6%) IZEMWERANRO BN, EREMWERIX. 355 29
% (24.8%) . infusion reaction 17 f (14.5%) . T
L1 (9.4%) | M0 10 i (8.5%) . F&% 8 5l (6.8%) .
METJRE L OV D FEIES 761 (6.0%) | BEIREBIREEE KO
AR 6 61 (5.1%) ThH o7,

<IRAUBRT R TEB D Bz >

17.1.2 EFEHEFEETEGER (89991003 #5k)
(L RIERR O 7o\ ARIEEIBR AR 5B X8 1t o 15 B i e
TR AR R 886 f] (HARARFT 67 Bila &) ZxiR
L LT AR (10 mg/kg & 2 WEIHIE CHARNES) &
TXVF=T7 (BHHEAEESLTCIES mg% 1 H2EERD
BY) offf&EEsEEA=F=7 (50 mg 1 A 1A% 4K
BO&E L, 2 WEKRIE) oFEROEZEMEE TS
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T YL~ 7 R
1.8.1 I (%)

TEEHEME Lic, JEERMEE L0 B S (A 5 I AH 38
B9 U7z, FEEEANIE H % PD-L1 BRSBTS D
HyEE A AE IR (PFS) M OVRAEAEWIR (08) Th Y . FlK
FMEEH & LT PD-LI ORBREMbARVEEREIIBITS
PFS J¢Or 0S ¥ L7=, FAMC A L 7= PREfET (2018
H£6H 20 HF—Fhv A7) IZBWVWT, FAIET X
F =7 OG- 1E PD-L1 BMEEEIZ 31T 5 PFS KT PD-
Ll OFAEZMbARWVWEBEIZE TS PFS DWLFHiZoW
THA=F =7t L THREEIC

BRERE R LY,

¥ JEEAARRIC IS T B e HIE o> PD-L1 FEE=R 1%L

PFS & T} 0S DfER

Pisilnn
TXF=7

A=F =T
(N=290)

PD-L1 [t LBF LM
+

4]
TR F=T

A=F =T
(N=444)

(N=270)

(N=442)

138
) (1L1.NE)

7.2

(5.7.9.7)

138
(11.1,NE)

0.82
(053,128

.78

(0.55,1.08

0.1911

0.0679

NE : HEEARRE,

X1 s Bl Ic RS < $¥62 1 ECOG performance

status (0. 1) ROMHER CKE., hF¥ Pid—n v 5, ZOMOHEER)
2 & 2 JE R Cox efil W — R E 7 /L UVE R log-rank &

— TR T TR LT =T

e il —_— AmF =T

48 .
b3 !
: W,
£ . -
T
=

- BTN (H)

At risk £

TN T T EYF=T 270 227 205 154 120 76 53 32
290 210 174 119 85 49 35 16

R=F=7

23 13
13 5

3 1 0
0

PD-L1 BRI R 4ERHIZ 331 B PFS @ Kaplan-Meier Hhift

HHireREE R

i

M

w_

"

— TR T TR T =T

— A=F=T

ps
™
R

AR TR F=TOUAEE %51 7243461 (HARA33
BlEETe) T 414 B (95.4%) ICEWERAARD LNz, £
ZeEIMEA X, T 235 i (54.1%) . EIfmJE 208 i
(47.9%) . ¥¢97 156 il (35.9%) . FH - BIEFFRMELR
ASEWERE 144 6] (33.2%) | FEFEEETE 116 6 (26.7%)  HE
D107 1] (24. 7%) . HUIRARBEREAR TUE 105 61 (24.2%) |
FANR 96 5] (22.1%) . AEKJEGE 86 il (19.8%) Tho
7o

18. FEhFEH
18.1 {EP#R
7L< 70, b b PD-LLICHT A HUATH Y, PD-LL &
ZOZEKRTHD PD-1 L OFEGEE L, EEHURER
B72 AN OMEEE 285 Z L Sc X v, EE
ORI D L EZ NS L,

19. ARG IZET HEEFHAR

—W s T~ T (GRGTHER)

Avelumab (Genetical Recombination)

#9147, 000

Co374Hag08N 1694020105 14

HEHH CoroaHsa10N5780670516

HREH CooHisasNaso033556

t b PD-LLIZxf DR F#A#L 2 & | 1g6,E /
7 u—FNAHURTHY T A =—ANLRAY—
PRI L 0 PEA SN D 450 DT 2/ ERFEH:
PHRDESE 2 KK 216 HOT I/ BRI D
TR LG 2 KT SN D WY RV B Th D,

S

R

K H:

21. EB&H
211 EHRML ) 27 FHEFEAZRED L, MUNCEET D2
L,

21.2 ENTOIBRBRIEFISRD TR TWD Z Enn, il
WIRGER ., —EHROERIARD T — 2 NERMEND T
ORIE, BRERE RS ABERAEZ L5 Z LI
X, RAFERBFOEREREZTET S L HIT, K
FIOLBVER OCE T 27 — % 2 BHICE L,
AANO EE LB BT DZ &,

22, A%
10mL : 1 XA T (HT AL TI)

23. FEXH

1) thNEER: ENE 1 HERR CRpEhE)
27 AR, CTD2.7.2.2)

2) FENERL : ERRILREIG AR (EMR100070-003 5A5R)
(2017 49 A 27 HAFR, CTD2.7.6.2)

3) PSR EESH S AR ERER  (B9991003 5XER)
412 H XX H7&kZ8, CTD2.7.3.3, 2.7.6.1)

4) FENEEEE : TEFMT (2017 49 H 27 B,
CTD2. 6. 2. 2)

(201749 A

(2019

24, XHERERUVEVEDEL
AT N F T 7 —~ RS
AF YT o LT A= g
(AT HAEH BXTHE 1-8-1
(TEL) 0120-870-088

TNarY—

77 A PR et Rt 2 —
T151-8589  HURUATEA KAR & R 3-22-7
ZAFER A A L 0120-664-467

T " % N b % o FAX  03-3379-3053
ERBAEHN (F)
At risk $%
Tt TR F=7 442 364 321 250 193 127 94 57 42 24 8 1 0
A=F=F 444 329 271 192 144 90 64 29 20 8 2 0
AERFEFMICET S PFS @ Kaplan-Meier ghfi
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T YL~ 7 R s
1.8.1 I (%)

26. WBIRGTEES

26.1 HyERSETT
AT RA F T 7 —~ RSt
HEWMEBREXTFTER 181 T/aXyUu—

26.2 BR5EIRE
7 7 A4 YA St
AT EA AR & K 3-22-7
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T L T B
1.8 IsficE (R)
1.82 Zhig-2hik () , HE-HE (8) KOZORERIL

TABLE OF CONTENTS

1 ZhEE - R () KONV DFRTERRML ..ot
L1 ZIEE © 23 (Z2) oot
1.2. ZHHE « B (Z2) DBRIERRML ..o
L2 1. T ZIE ot

12,20 Z2ZEME s

2. FE - HE () KOZTDFETEARIL ....oooivieeeee e
2.0, FHTE L (B2) oo
22, FE « FE () DFRTEMRML ..o
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T L= TR e
1.8 WwfE (%)
1.82 g2 (%2 , His-HE (B) RUZEOFRTERIL

1. %088 - R (B) RUZOHRERIL
1.1. 3h8E - R (R)
(T HRRERE R &)

ORIGYIBRARE 72 A V7 /LA fE
OARTE YR A RE UL SRS O B s

IR AR KOV REIC RS E, 7 v~T7 0% « R () ZRE LT

1.2. ZhEE - R () OFERUM
1.2.1. H%hik

RIGOAIRCIRARE F 71T OB MIE 26 T 58 (LU, aRCC BH) Zxfg s LT
TN T TR T 2T OURHERE L A=TF =T OHAR S 2 b4 5 ERRILE 3 R
(B9991003 5&BR) DFERMD, TUL~T LT F =7 DR EGIIRIBHED aRCC BE 1
RLTHEDTHS Z EA/RSLZ, PD-L1 B bW aBEERIIBWT, 7T~ 7 10
mg/kg 232118 (Q2W) EARNEEE & 7% F =7 5mg1 A 2[a] (BID) KO &E5DOHH&
Hix, A=F =7 HAIEE L g U CREHICA B A (PFS)  (BICR &) 4t
FEL7Z [NP— R 0.69 (95%EHEXM : 0.563, 0.840 ; A AR 7 F > 7 K& p=0.0001) ,
PFS Ffi : 13.8 » H vs 84 » A .

PD-L1 [EMEBHEEMA OIS EMMBITICE N TH, A=F =T HARG LR TT L~ T L7 %
UF =T OG- TR PFS OFERNRBD SN2 s, 2EREENICBIT A AN RS
DX T 4 MEPD-L1 BtERBFEFOFREROALITERT 2 H DO TIH LW LRI, £
t,ﬁ&%&@%%*’ﬁw(%BmR%EkH%@m@m&éﬁTéMto_%*a%®%
SEFAMENT CUE, SFRNCHE L2 T X TOE4ER] (Heng 38 K ONMSKCC Y 2 7 53FiZE&ETe) |
BTG IZA=F =T HAIK S L e U C B A7 PFS DIER 2/~ L7z,

BEINEDHFE (ORR) IZOWTHA=F =T REL i U CHFHBE CRA RN RSN, 24
FHEMICBWTHHEED ORRIZA=F =T HD 25 Th o7~ (51.4% vs 25.7%) o fx BAEhS
(BOR) T5&47%) (CR) (BICR |7E) Z#mk L 7= BE OESIIPFARECTI 0 E < (3.4% vs 1.8%)
AT FR O N BE OFIGIIOFHE T L VK2 572 (11.5% vs 18.7%) &

PFHBECIIA=F =T iR L C R 0 RN =R o e, 2REFEEMICB T 2B E T
DOHIE (TTR) OFRAEIIHABETEI D E -7 Q6 3 Hvs32 5 H)

SERFEFONT OGS FHHIE (DR) OFRAEIIRZETH 72, 12 5 AR OREE
GERIT, PEFEED 0.642 (95%(EHEXE : 0.548, 0.722) Tho71-DIZX LT, A=F =7 TIZ
0.608 (95%fEHEIX ] : 0.417, 0.753) THV, PHHBETL Y BAHREANED b7,

FPRENTIE SRV T, A ERICR T 2 2/EFHH (0S) o REE, LI OR=F
ZTHOWTN O RETH 12N, A=F =T HEL i U COFHEECRAFZ2BM AR b7
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T L= TR e
1.8 WwfE (%)
1.82 g2 (%2 , His-HE (B) RUZEOFRTERIL

[NHF— R 0.78 (95%(EFE XM - 0.554, 1.084) ; FAlfERIw 7 Z 7 KE p=0.0679] . PD-L1
e BE LTIV T [RIEROE M2 FE 0 i,

WIRIR O BERGEAAAIR] (PFS2) 13A=F =T R L ik L TOFARF TR, ki E LTOK
OFE G “IRIGIRONRIERE L RS20 2 LR ST,

AARNEFICEBNTH R & FROR RS bz, PD-L1 BE 4 b2 WAL
WTC, PFHBECIZA=F =7 BE L el U CRAF72 PFS (BICR HIE) DIEE D3 b%m[ﬂﬁ—
REE 0.66 (95%(EHHX [ @ 0.296, 1.464) , PFS HHE : 16.6 » H vs 112 % A1 , [RIEROMET R
PD-L1 G BFEFICB W THERO BN, BARANCEBIT H0FHEED ORR IZRLFTH Y, 2E
FEMZBWTHHABED ORR [FA=F =T KE < ERl->72 (60.6% vs 17.6%) . £7-, HH
fEMTIRE S T, A ARANORBFEMONTNOBRGEIZHB W TS 0OS OHFREIIRETH > 7273,
A=F =7 R L i U COFHBEC RAF 2B FE O iz [ — R 0.42 (95%(E#E X [# 1 0.102,
1.729) 1 . OSIZHOWT, [[EEDMHH M) PD-L1 BB EEMICB VT HERD iz,

PIEXY, 7= T7 L7 F =T O 5L, PD-L1 OFILRILE [T, RIGHE D aRCC
BEICHLTAYDTHD Z LR ENT,
1.2.2. &4tk

M2SSTEICFEEH D LBV, BIKE LT, —RBFELE L TT U~ T LT X F =7 20 HES L
72 aRCC BBE DL 2T a7 7 A VX, B OBHARETH Y, KIH 2 HAE S L= OB
HMOEREMNETa 7 7 4V e —E L TV,

TN T ET X F =T O MRS T, FEATRICMOEN TV LZETn 7 7 A V&M
PIL TRV, £RAEMT LU PD-L1 BIEEEEMICHRRAIC RO 5 5 213580 b o 7z,

REARRE AARANBEOLREMN T 07 7 A VT REXRET R - T,
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o0

T YL~ T
1.8 WwfE (%)
1.82 g2 (%2 , His-HE (B) RUZEOFRTERIL

o

E

2. A - HE (B) RUZORERIL
2.1. i - AR ()
(T HRRERE R &)

GRIBYIBRARBE 72 A VA7 VRIS

WH, RAZET~v~7 B z) & LT, 1B10mgke (RE) % 2i8MRHIE CLEE
LA 2T THEEET 5,

RIEYIBRASBE AT HR R4 0 B Al e )

TXIF =T LOMRHIZBWT, EmE, AT LT GEETFHRZ) 2 LT 1FHI10
mg/kg (KHE) Z2ARIREIME TR BT CRlEERE T 2.

22. itk - HE () ORERIL

KIBED aRCC BE A RIRICT L~ T & 7 X F =7 OFREEG 2 et 2 EELES 1b 48
B (B9991002 #kBR) 3 OVB9991003 SR O RICESE, Tv~T7OHE - AHE () %
BRIE LT,

SEAIE M2.7.3.4.1 THA B,
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T AL 7R e
1.8 IRAFCE (R)
183 A EoEE () RUOZEORTEMRIL

LEHA EOER () BRERL

EH EOVEE () 1%, 29 426 A 8 HfIHEASE 0608 5 | SIEA S5 @A 3K - TG AR
Foaman NEE R A SRS O A SCEE O GLEEFEIZ W CHTHER L, AFIO KRB, 771
P —ttDeEFET —4% 2 — b (CCDS : Company Core Data Sheet) , K[EUSfT CE I K OVAIFE[F
BhIRDUA LEEBEITRE LT,

CRARED « JBRLERT, B I LA HIBREFT)

i EokE () A EIRAL

1. && BiTo B0,

L1ARANL, BERCHoxE TE 2 EHF I8V T, Ak
EIENC Ay 7R - B A FEOERT O b & T ARFIOREH
DAY &I S A TEFNC DWW T OREET B L, F7-,
TRIRBAIBICSENT b | BB T F OF R HIWE K a2
+oHH L, REEHRTHrLEETDHI L,

1.2.BVEMERIRE R B b, FETICE - TER b il S Tn
HO7C, FIMEER (B80iv, FEULIREE, ) OB LD
s X AR A D S, Bl A+ 7o 2 &, £2, R
RO LNTIGAITIIAF OF 542 ik LU, BB RE RV
EUHOBEEOREY)LAEEZITH 2 &, [820 9.1.2,
11.1.1 0]

2. BB (ROBHEIZIIRE LR N L) BT LB,
AFND A3 UIBBUE DBERERE O & 25 B

5. ZhRESUIZNRICBEE S S ER i miBhRis & L TARIEDH b
ARIEYIERARE SUTHR I D B Mg Z Rt L7 BRRRBR T 2 W 2

5.1 AR OWRMENMIRIEZ BT 2 AR VL EMEITHESL L [ HA B LT,
NQAYAAN

7. HEROCHERICEET IER

GRIBUIBRABE /2 AV o VAR

7.1 DO FUENEREEA] & OO DUV T AR O e e
SEL TR,

(GhREIL®)

7.2 KFNOT GBI B Z &2 &H 5 infusion reaction % B
LD, KK ERNCHE A% I UK, fREGERE K 0
BhHEZ1TH 2L, [8.9, 11.1.13 &[]

7.3 ARFNIFEHIC L0 BWER A REL L 72581213, LN 0 XA B (7.3 B9991003 7+ L UF CCDS

I, REIOKRIEELZEZBRTHZ L, WCHEC 7= RRdc AR LT,
BIVE R B o F B En L YE
EIEH T L
Grade 1 LA Ficlf
Grade 2 D54 j‘rz ;T{;l?gfﬁ
AR i £ —
Grade 3. 4X 3/ FMD | KAlOHG % Hik5
Grade 2 D& 5,
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T AL 7R e
1.8 IRAFCE (R)
183 A EoEE () RUOZEORTEMRIL

i EoEE (%)

A EARPL

FFHEHED

an}
[y
0¥
TH

ASTH# L < [ZALT2

Grade 1 AT icH{E

M ERRD3~5(5. ik | 35 F CiRET 3,
e Ve v 2L HEfE

FIRD1.5~3f5 1B

L7854

AST# L < IZALTAE | KFlo# G % dik3
il ERoSEE. XiT | %,

N ) N PR/ - 1 Y |
EIRO3EIcHEmL 7=
Bt

Grade 2X 133D 4

Grade 1 AT icH{E

U T3 £ CIRET 5,
Grade 4 X 13 FMED KAl DG % ik
Grade 3D 5& %,

FURIGMEEEIR | Grade 3X 14D H5E Grade 1 DATiCEIE

THE. HRER ERCENCLHS SEpr-

PRBETTHEAE |

il E P REA

Sl

TN /S W7 i SBL L 7208, | IR G k&
FRARMEME L DER | %,
IC X 20K DEE
b Grade 2X 133054 Grade 1 LAFic[mlfg
ERCERSS R
Grade 4D & KAl oG % hik5
3
Grade 1 D55 PG % o0 1k
I 5,
Grade 2 D& BGEHHid 5. &
FHOWRENLE L T2
infusion % (Grade 1 BAT)
reaction ik, R gy
DG HE TR G %
B %,
Grade 3 X345 KAl DG % ik
Do
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T AL 7R e
1.8 IRAFCE (R)
183 A EoEE () RUOZEORTEMRIL

i EoEE (%)

A EARPL

Grade 2X 133D 5E& Grade 1 AT icH{E
32 % CIRET 5,

- Grade 4 X I3FFRMED | KR0S %2 hikd
Grade 3D35E& 5,
‘EIFRHOME LS LT
BB R A ' Al
L F=vua vk
10 mg/ HAHY &
LUF £ 128/ LA
ICRETE RS
- 12iE[H % 8 2 5 REET%
HGradel AT E T

kRSt ol
fEH

BIE L 2 WE

¢ : Grade | NCI-CTCAE (Common Terminology Criteria for
Adverse Events) v4.0 (ZHEL %,

8. EELREARNEER

8.1 AHKID T HIBIEPEALMERIC XV . WO RS HER
HEEBZONDERA REESRENRHLDOND Z ERH D,
B2 T 5IAT BE DR DA, EE OfE
B KX D EWEH ORBLZE[E L @ 28R 2k 2175 =
& W DORIE T X DEIWER B SEDbN A EA I, BIFE
RERNVERIORGEZEBETDHZ L, 0, KA G
TRICEEZRBERNG LD Z ERNH 50T, KRS
KTHROLBIEEH2IATH 2 L,

82 MVEMMIEEN D b D Z ENH DD T, AFDZR5IZH
Too L, PIER (BOliv, MRURIARIEE, W) ORERE
O X SR D FMSE, B4 +mI2dT7H5 2 8k, Fiz,
MBS U THWES CT, G~ — 0 —45 D& Z I T 5 Z
Lo 120 912, 11.1.1 ]

83 AR, HHERERESE, HRNOLDONDZ ENHDHD T, EM
B ITFRERER A 21T\, BEOREL I EigZ+5 2 &,
[11.1.3 ]

8.4 HURIRHERERE . RIEFEREMREE X O T BIAHREREE N H & b
HTERDHDHOT, EMINCHOWHEREMRTA (TSH, #£8E T3,
WEEfE T4, ACTH, Ifif o F Y —VEDlE) 24752 &, £
7oy MBS U CHRBRELEOFEm L EZETHZ &, [11.1.5,
11.1.6. 11.1.7 2]

85 1 HPERIZ N D SN D Z ENHDHOT, OV, El, MM
DIER ORI D LRI+ oEET DL, (11185
]

8.4 T HEAHEEEREE 7Y B9991003
FRERF L O'EMR100070-001 (235
WTHREESNTWDZ &, 2
EEEAGESE I AN a1
INTWAZ EMBBREL, &
T MAE S OO A B LT,
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T AL 7R e
1.8 IRAFCE (R)
183 A EoEE () RUOZEORTEMRIL

fEH EoEE (8

A EARPL

8oL RMNBHLDONDZ ENHDHDOT, Mjw, CK EH, LEK
HBEEOBEL AT 28, [11.1.95H]
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(AAR%) Tv=7 (BB T Z)
(&  4) Avelumab (Genetical Recombination)

2. INN

AL 1-INN & L C WHO Drug Information, Vol. 30, No. 1, 2016 (List 75), P.100-101 [ZUX# & 41T
Do

r-INN : avelumab

{b%4, : immunoglobulin G1-lambdal, anti-[Homo sapiens CD274 (programmed death ligand 1, PDL1,
PD-L1, B7 homolog 1, B7H1)], Homo sapiens monoclonal antibody; gammal heavy chain
(1-450) [Homo sapiens VH (IGHV3- 23*01 (90.80%) -(IGHD)-IGHJ4*01) [8.8.13] (1-120) -
IGHG1*01, Gm17,1 (CH1 (121-218), hinge (219-233), CH2 (234-343), CH3 (344-448), CHS
(449-450) (121-450)], (223-215")-disulfide with lambdal light chain (1'-216") [Homo sapiens
V-LAMBDA (IGLV2-14*01 (99.00%) - IGLJ1*01) [9.3.10] (1'-110") -IGLC1*02 (111'-216")];
dimer (229-229":232-232")-bisdisulfide

CONFIDENTIAL
Page 1



T YL 7B g

1.10.1 738 PR O ERAR RO L Lo

(F47)

b4 - B4

— 4 T UL~ 7 (G TRRZ)

(JAN)

ARG 7L~ TE, B b Ta ST ALY H 2 R 1 (PD-L1) ([ZxfT 5 s
FHAZ B N IgGl £/ 7 n—F AR TH D, TNV TE, FrA
S ANAAF IR LV EAIND, TV 7L, 450 @O

TR BERENDI D HEH (y1 ) 2 KK O16 HO T 2 RN D

705 L (MH) 2 KR CHERR SN DMEY 78 (& : K 147,000)

Th D,

3=V
Li¥

QSALTQFPASV
YDVSNRESGV
FGTGTEVIVL
AWEADGSEVE

HEGSTVEEKTV

H:H

EVQLLESGGE
I¥PSGGITEY
LETVITVDYW

DYFPEPVTVS

SGESPEOSITI

SNRFSGSESE

GQEFFANFTVT

AGVETTEPSK

APTECS

LWVQPGGSLEL

ADTVEGEFTI

GAQGTLVIVSS

WHSGALTSGV

TE S ERF|RIR AT o FESE

SCTETSSDVG
L

GYNEVSWIQQ

NTRASLTISGL
LEFPPSSEELQ

QSHNEYARSS

SFAASGFTFS

1
QAFDEADYYC
ANEATLVCLI

YLSLTPEQWE

SYIMMIWVROA

HPGEAPFIMI

S5YTS555TRV

SDEYPGAVIV

SHRSYSCOVT

PGRGLEWVSS

SEDNSENTLY
ASTRGEPSVEFE

HTFEAVLQSS

LOMNSLEAED
LAPSSKESTSG

GLYSLS5SVVT

1
TAVYICARIE

GTAATLGCLVE
[—

WVESS5LGTQT

YIéNVNHKPS
EKDTLMISRTPE
STYRVVSVLT
VITLPPSRDE

LDSDGSEFLY

Gal , -

NTEVDFEVEFE

EVTCVVVDVS

FSCDETHTCE

HEDPEVEFNW

-~ GlcNAc — Man \

Co3rsHososMisosOuwnSss (F 22537 HHE 47,
H# CuwHNsu0smSis
L ConsHisssNasw033556

VLHQDWLNGE EYERCEVSNEA
LTENQVSLIC LVEGEFYPSDI
I—l

SELTVIDESREW QQGNVESCSV

EAEHOREERS -

- GleMNAc — Man /

PCEAFELLGG
YVDGEVEVHNA
LEAFPIEETIS
AVEWESNGQFP

MHEATHNHYT

Fue

Man — GlecMAe — GleMAs

4 )

BSVFLEFEFFKFE

ETEFREEQYN

EARGQFREFPQ

ENNYETTEEV

QFSLSLSPGE

LEQL: fimfr e ¥4 I -8 ; HEE N300 : B#is ; K450 : a7 nta oy
LEC215—HS 223, HSC220—HEEC229, HECI32—HEC232 : VAT 4 FiIFE

CONFIDENTIAL

Page 1




T L 7 RS
1.10.1 FHI BEHEEDREEFEEGROE LD

ZhRE - 0 HIGUIBRABE 72 A L7 VA
Mk - & WE, BAET v~ T (B rHEz) & LT, 1E 10 mgke ((KHE) % 2
M RIRE T 1 BRI L2 TR 5,
BIEEEORE | UK BIEE
BUA . AL, BISE, AR,
iR K WRFE4 « /N F A R ERE 200mg
RSy « i | ARGy 1 A T AT )~ 7 (B z) &L T200mg &HT 5
=k
Ak
R | BRI P e b WS 0D £ 5F B
(mg/kg) (mg/kg)
% FRARA aq, ? 20, 60, 140 >140
(HE 2R O
fER A IR
ik tin
BfE | B HRRE | e b MR | PR
¢ 55 H1 R (mg/kg) (mg/kg)
P GAERE
v FARAN g, @ |20, 60, 140 | 140 Fraod & Z&fb
4 3R ] L
138 1 [9]
FRARA g, @ |20, 60, 140 | 140 T AN [
13 ¥ [ 2L
1381 [A]
IE EIBS I [ 55 11 FHEABR Part A 33 XL O Part B (Part A 1% 2016 4F 6 H £ ToO4EE,
Part B 1% 2016 4F 12 H & TO4EEN)
BIE R BLR 85117 Fi R o A i T R B 20,117
=72.6% =17.1%
BIIVE R o FEE R Fifh PR o A i 5 DR R
I 57 29 {4 TANRTX BT b |5t
T AT =T —BHIN
infusion reaction 17 1t TI=T I RNTUA 5 4
7 = 7 —E I
T 11 4 M7 V7 FoRmARY | 44
F—-F N
A 10 4 Y o—BHEN 3 {4
w5 8 1 M7 NH ) RAT 7 2 4
& —EHIIN
I ) E 7 1 IR E kD 21 %
Z ) FEIE 7 %
Eagan ANTNAF T 7 —< XSt WA A
CONFIDENTIAL

Page 2




T L 7 RS
1.10.1 FE3E- B35

DIFEFRABHOE LD

GEAM)
b4 - Bl
g iE
e - Zh 3 FRIBYIRAREE 72 A L7 VA B
RIGUIBRASBE USRI M O B A
(AR A 1B
M- & <ARIRUIBRANRE 22 A L A7 VA R geE >
W RANZIET v~ T (B H#z) & LT, 1R 10 mgkg ((KHE) % 2
TR T 1 B B2 CHEREEET 5,
<IRIBYIBRABE XU EE R o B Ml g >
THTF =T OBV, EE. RASIET L~ T B z) &
LT, 1A 10 mgkg ((KE) % 2 WG T 1 FRERILL BT CREFET 5,
(CFARER 2 180)
BRSO E
(i 46)
HENESy - i
=
il 7EH
BITER D RBR
[EIRS A [ 3 FEERER  (B9991003 3ABR) : 95.4% (414/434)
B9991003 B
BIER B %
T 235/434 54.1
1 I 208/434 479
5 156/434 35.9
T« R RIS ERE 144/434 33.2
R 116/434 26.7
LD 107/434 24.7
FROR IR R TE 105/434 242
RIES 96/434 22.1
BAEGR 86/434 19.8
MARREERE ORBE

B9991003 FRERIZEB T, X—RA T A VMEIZE DL LT RGBT/ L —
K1 2Lk (CTCAE v4.03) DKL OELENTED LBk, o
TR % GoH

B9991003 3Bk
WS R AR A BilE %
iR SES) S
2 250/428 58.4
U L RERE I 200/428 46.7
TP BRI 49/428 11.4
N 132/428 30.8
CONFIDENTIAL

Page 3




T~ YL~ T

=
n i)

b

1.10.1 %3 BIRFORTEHEEEHOE LD

MEA L F iR
TI=UT ) NI UARAT =T —BHEN
TANRGRUBT I ) N T AT 2T — BN
M e UL e L HEn
7 L7 ok AR — BN
7 LT F = BN
15 I
U o—B N
7 T—EEn

241/428
223/428
94/428
81/417
401/428
191/428
173/419
163/413

56.3
52.1
22.0
19.4
93.7
44.6
41.3
39.5

A

as

ANI A FT7 7 —<HAStE WA @A

CONFIDENTIAL
Page 4




T L~ TR

112 AR5

s e
W R HEEES sarn #% BRI RRZIET Ay | wey MBS ETE
BIW  RRCETIIHE
3.2.8 g
I [ aF 72 L [~ = = = = = =
32 M|
[ k7 L I I I I I I I
32.R AHEODBEREE
I [ aF 72 L [~ = = = = = =
BaE  FHARBREEE
4.2 B
4.2.1 IR ER
4.2.1.1 kS RRYTN
[ k7 L I I I I I I I
4.2.1.2 EIVNE S Y
BT = = = = = = =
4.2.13 i SE
[ [ 2T L = = = = [= [= [=
4.2.14 R 2R IRAAE LR R
| | | | | | |
422 KB RERER
4.2.2.1 OHER AR F— a v BEE
I [ aF 72 L [~ = = = = = =
4222 T
[ B FR: L [ [ [ [ [ [
4.2.2.3 kil
I [&E T 7 L = = = = = = —
4224 R
[ AR [ [ [ [ [ [ [
4.2.2.5 P
I R ek 72 L = = = = = = =
4.2.2.6 SR BREER SR B AR GERRIR)
[ [T L = = = = [= [= [=
4.22.7 Z DD S B ER R
[criz [ [ [ [ [ [ [
423 LR
4.2.3.1 H |4 5 AR R
[ [ 2T L = = = = [= [= [=
4232 R B 5 kR
[l ek L [ [ [ [ [ [ [
4.2.33 TR TR
4.2.3.3.1 In Vitro 3%
[ B FR: L [ [ [ [ [ [ [
4.2.3.3.2 In Vivo i
[ aF 72 L [~ = = = = = =
4234 73 A JRIE R
4.2.3.4.1 R A SRR
I = = = = = [
4.2.3.4.2 S ST S A SRR
BT = = = = = = =
4.2.3.4.3 Z DD HER
[Esiseii L = = = = = [
4.2.3.5 ARG A AR AR
4.2.3.5.1 ZNare M O IR & TORMIIRREA B 2 38R
[ AR [ [ [ [ [ [ [
42352 R - BBV I B % B
[ [ 2Rl L = = = = [= [= [=
42353 HAE BT S DN A1 O 38 A2 3 DN RER OB REIC B 3~ 2 3R I I I I I I I
42354 BN & VKB

CONFIDENTIAL
Page 1




T L~ TR

WiFOME l/BE | BTT—
WS HERES F4 b *E RBRSEHEAI RBRE R @R E) #ER oRl | 7 oRH
MR L — — — — — — —
4.23.6 SRR R
[ vietic L = = = = = = —
4.23.7 Z DO BRI
4.23.7.1 BRI
4.23.7.2 SRR
BT [ [ [ [ [ [ [
4.23.7.3 HEEFEBLOBF I BT % R
[k 2kt 7e L I I I I [ [ [
42374 AP
BT [ [ [ [ [ [ [
4.23.7.5 R OHEERBR
4.23.7.6 R D HE kR
[k ekt 7e L I I I I [ [ [
42377 Z DAt
[ [Zhzr 7 L [ [ [ [ [ [ [
4.3 2% 30k
[ AT = = = = = = =
HSHD  ERARBRS &
5.2 BRI R
52 [ [ % [Fray—it = = = = = =
53 RBHEEE I
5.3.1  AEWEEAIE B
5311 NAATSAFEYT 4 (BA) B
BT = = = = = = =
53.1.2 WEBARBREROVEY MRS (BE) MBRHSE
[ AT = = = = = = [
5.3.1.3 In Vitro - In Vivo® B -t U 7o ik Bl i 3
BT C C C C C E—
5.3.1.4 W) B OB Sy BT ik i i it
N Validation Report ID 218-1407 (Addendum 1), “Validation of a Gyrolab Assay for e . 2 e _
33141 59999001 Addendum 1 Hcasurmg MSB0010718C in Human Serum™ Merck Serono Validation No. 15- GR023-V0. 2017414 *E #e HE -
N Validation Report ID 218-1407 (Addendum 2), “Validation of a Gyrolab Assay for e . 725 4l P _
59999001 Addendum 2 Hcasurmg MSB0010718C in Human Serum™ Merck Serono Validation No. 15- GR023-V0. 20174104 *E #e HAER -
N Validation Report ID 218-1407 (Addendum 3), “Validation of a Gyrolab Assay for " . 25 4 e _
59999001 Addendum 3 Fcasurmg MSB0010718C in Human Serum™ Merck Serono Validation No. 15- GR023-V0. 2018414 *E #e HAER z
N Validation Report 218-1503 (Amendment 2), “The Validation of an ECL Assay for the e . 725 4l P _
33142 B9997001 Amendment 2 !clccuon of Anti-Drug Antibodies against MSB0010718C (Anti-PD-L1) in Human Serum” 20174104 *E #e HAER -
Validation Report 142091, “The Validation of an LC-MS/MS Assay ; - . e _
33143 A4069004 ethod for the Determination of AG-013736 in Human K3-EDTA Plasma”™ _ 201142473 _ AFS A AR -
N Validation Report 142091 (Amendment 1), “The Validation of an LC-, » . 25 4 e _
A4009004 Amendment | Wssay cthod for the Determination of AG-013736 in Human K3-EDTA Plasm.” 2012479 A ATL HAER z
Validation Report 140046 (Addendum 1), “The Validation of a LC- » . 5 e _
A4069004 Addendum 1 / cthod for the Determination of Axitinib in K3-EDTA Human Plasma (Addendum 1)” 20184573 AFS A BB -

CONFIDENTIAL
Page 2



T 7 A

112 AR5

RO l/BE | BTT—
WS HEEES F4 b E-21 RBRSEHEAI RBRE R @R E) #ER oRl | 7 oRH
Validation Report 20004105/ 142318, “The Cross Validation of an
53.1.4.4 A4069005 cthod for the Determination of Axitinib (AG-013736) in Human K3-EDTA — 20114E71 — BFH | FEPNERE b —
532 b MAEFEREEZAV W B RE B O B
5.3.2.1 (MR EKERBREHEE
I = = = = = E—
5.3.22 HFARHER OSEPIAR B 1R SR
[ [ [ [ [ [ [
5323 i MEEREZ R RS
[ [ 2T L = = = = [= [= [=
533 ERARRPEE (PK) MBREmE#H
5.33.1 (EHEHEERE (B 1) 5 PR O B A Mg i 3
[ [ Z R L = = = = [= [= [=
5332 BEITH DPKEUHIM DA B & &
[ [FS BR 72 L [ [ [ [ [ [ [
5.33.3 WRPEERE T L 7 PKERBH S
[ AT = = = = [= [= [=
5334 SHAVESER & A L7 PRERERE S
5335 AbE = lL—va VPRl #
Modeling and Simulation Pop Population pharmacokinetic evaluation of clinical trials EMR100070-001, EMR100070-002 and
53.3.5.1 PK Analysis Report, version 1.0 [EMR100070-003 (revised) Merck KGaA 201743 /1 NA HhE i B Fs
March 2017
534 BRI (PD) MBRESGE
5.3.4.1 BERERBRE (25 1) 5 PDAR K U'PK/PDRRER 1 5 if
[z gern L [ [ [ [ [
5342 BEITHIT D PDRER K UPK/PDAER L
PMAR-EQDD-B999¢-DP4-888 |Population Pharmacokinetic and Population Phar kinetic-Phar d ic Analysis of
53421 Safety Endpoints for Avelumab in Combination with Axitinib in Renal Cell Carcinoma sBLA Pfizer, Inc. 2018411 NA ShE PR i
PMAR-EQDD-B999¢-DP4-889 |Population Pharmacokinetic-Phar d Analysis of P -Free Survival for
53.422 Avelumab (MSB0010718C) in Combination with Axitinib in Renal Cell Carcinoma Pfizer, Inc. 20184114 NA S E HNBE S g
535 H % B %
5.3.5.1 HEE D IE IS B Y 5 bk BGRERE S &
A Phase 3, Multinational, Randomized, Open-Label, Parallel-Arm Study of Avelumab
(MSB0010718C) in Combination with Axitinib (Inlyta®) versus Sunitinib (Sutent®) A& KE. BA,
Monotherapy in the First-Line Treatment of Patients with Advanced Renal Cell Carcinoma —ALIVT, =a
N RN .
201643 ~20184F6 1 ( |mv 7, A¥v=a, fRATx)L L L rm
53.5.1.1 B9991003 Pfizer, Inc. S ahy bt ) ARy, el o |HEEN, SHE PR
yv—J, TTVA FAY,
ALZNT | ATH AL
. B
5352 FEXTHEREREEE
A Phase 1b, Open-Label, Dose-Finding Study to Evaluate Safety, Pharmacokinetics and 20156E10 7 ~20184F4 1 (
53.52.1 B9991002 Pharmacodynamics of Avelumab (MSB0010718C) in Combination With Axitinib (AG-013736) |Pfizer, Inc. T = KE, BA, $E [EN, ShE R Fi3
. . N . T =Ly AT H)
in Patients With Previously Untreated Advanced Renal Cell Cancer
A Phase I, open-label, multiple-ascending dose trial to investigate the safety, tolerability, N - — | [ LA e
53522 EMR100070-001 pharmacokinetics, biological and clinical activity of avelumab (MSB0010718C) in subjects with | ¢k KGaA, EMD Z!EIH ~ :!ﬁl AT K, 772, SAE= A7 g PR P i
. . N R Serono —ZaIIAT W, F=a, B
metastatic or locally advanced solid tumors and expansion to selected indications
5.3.5.3 FEORBAT A O TIRIT Lo
5.3.53.1 L AEBNARTX % TrAY—tt — — SHIE PR A Ei3
53532 BN NEES A —tk — — "N R il i

CONFIDENTIAL
Page 3




T b T K

112 iR

WiFOME l/BE | BTT—
g v
WAHREES BEEES rZaY w5 BRI RRLHRT ERam | e ™ | ¥ o
53.53.3 Avelumab SAEs Other Pfizer and EMD Sponsored Clinical Trials Ty AP —ih — — SR FPy R e b3
53.53.4 L AEPEIBIMARAT B Rt At — — SHE HPEeE E
5354 Z O OB S
|RR=T AV TS TAHYT
201046  ~201227H (7 |, 57), i[E, 42K, L —1 7 A
53.54.1 A4061051 AG-013736 (Axitinib) for the Treatment of Metastatic Renal Cell Cancer Pfizer, Inc. —SAYIATH) 20146F] |Fa, T4V L—w=7, v |SHE A 5 &=
2R (F—pa AT R) |7 T TIN B 7T K
[l
5.3.6 MR OHHRERICE T2 HE &
Quarterly Periodic Adverse Drug Experience Report (PADER) avelumab (Bavencio), 23 Mar 201743 423 H ~20174F6 — e
5.3.6.1 2017 to 22 Jun 2017 Merck KGaA A28 S A
5362 Quarterly Periodic Adverse Drug Experience Report (PADER) avelumab (Bavencio), 23 Jun 2017 Merck KGaA 201746 423 H ~201749 S KNGEE 1
t0 22 Sep 2017 H22R
Quarterly Periodic Adverse Drug Experience Report (PADER) avelumab (Bavencio), 23 Sep 201749 H23 H ~20174F12 - "
5363 2017 10 22 Dec 2017 Merck KGaA A220 o FLPEEE
Quarterly Periodic Adverse Drug Experience Report (PADER) avelumab (Bavencio), 23 Dec 20174F12H23 H ~201843 - "
5364 2017 t0 22 Mar 2018 Merck KGaA A22H s HIER
5365 Periodic Benefit Risk Evaluation Report (PBRER) avelumab (Bavencio), 23 Sep 2017 to 22 Mar Merck KGaA 2017479 423 H ~201843 EN, S KNGEE 1
2018 H22R
5366 Periodic Safety Update Report 9 for Axitinib, 27 Jan 2017 to 26 Jan 2018 By — %0;’;:1 H27H~2018%1 M, ShE AR m
537 BET—H R L OYEHRLE
B9991002 e . _ _ » _ e
53.7.1 B9991003 I — Bk Pfizer, Inc. En, SHE [fENE
B9991002 .
4 - fiz _ _ 233 _ e
53.72 B9991003 AEFZ—HR Pfizer, Inc. [, ShE FEP R
B9991002 . . -
53.7.3 HEAHERE—EE Pfizer, Inc. — — R, SHE [fENEER — &
B9991003
B9991002 A e B A o . - :
53.74 59991003 i A A S S B 1) — T Pfizer, Inc. — — [P, ShE PR — e
54 BHEI
Epidemiologic and ic burden of ic renal cell carcinoma (mRCC): a literature [Gupta K, Miller JD, Li JZ. Cancer Treat Rev
541 - ) v © ¢ : ure. |bupta B, Miller 40, L1521 - SME 200834 (3):193- | — -
review. etal.
205.
. - . . . . Znaor A, Lortet-Ticulent J,| _ Eur Urol _
542 International variations and trends in renal cell carcinoma incidence and mortality. Laversanne M, et al. SR 2015:67(3):519-30.
CA Cancer J Clin
543 _ Global cancer statistics 2018: GLOBOCAN estimates of incidence and mortality worldwide for ~ Bray F, Ferlay J, _ _ S 2018;Sep _ _
o 36 cancers in 185 countries. Soerjomataram I, et al. 12:doi:10.3322/caac
.21492.
. World J Urol
544 — Epidemiology and screening for renal cancer. ROS_Sl SH, Klatte T, Usher-| _ - SR 2018;36(9):1341-  [— —
Smith J, et al. 53
[ESTARFEBR S8 R N ERLOS AR e 2o 2 — DS A e e 22— 3 A — e R
545 - SRHDSAHE - - - =i - - -
(https://ganjoho.jp/reg_stat/statistics/stat/index.html)
Phase IT and biomarker study of the dual MET/VEGFR?2 inhibitor foretinib in patients with Ch9UClrl T, J Clin Oncol
5.4.6 — X . Vaishampayan U, — — SR -
papillary renal cell carcinoma. 2013;31:181-6.
Rosenberg JE, et al.

CONFIDENTIAL
Page 4




7 A

112 iR

WiFOME l/BE | BTT—
g v
WAHREES BEEES rZaY #% BRI RRLHRT A AR ™ | ¥ o
. . . . Finley DS, Pantuck AJ, Oncologist
£ — —
5.4.7 Tumor biology and prognostic factors in renal cell carcinoma. Belldegrun AS. SR 2011:16:4.
. . . . N Engl J Med
- ' = —
548 Systemic therapy for metastatic renal-cell carcinoma. Choueiri TK, Motzer RJ. SR 2017:376:354-66.
Clin Adv Hematol
549 Cabozantinib approved for first-line of ad d renal cell - SR Oncol — —
2018;16(2):96.
. . N Engl J Med
5.4.10 Nivolumab plus ipilimumab versus sunitinib in advanced renal-cell carcinoma. Motzer R, Tannir NM, SR 2018;378(14):1277-|— —
McDermott DF, et al. 90,
5.4.11 NCCN Clinical Practice Guidelines in Oncology: Kidney Cancer. version 2. 2019. — SR - - -
5412 Bevacizumab plus interferon alfa-2a for of ic renal cell carci a Escudier B, Pluzanska A, S Lancet _ _
o randomised, double-blind phase III trial. Koralewski P, et al. 2007;370:2103-11.
- N Engl J Med
5.4.13 Sunitinib versus interferon alfa in metastatic renal-cell carcinoma. Motzer R, Hutson TE, SR 2007;356(2):115-  [— —
Tomczak P, et al. 4
- . . Hudes G, Carducci M, N Engl J] Med
- = _ —
5.4.14 Temsirolimus, interferon alfa, or both for advanced renal-cell carcinoma. Tomezak P, et al. ShE 2007:356:2271-81.
b d d ic rer . {omized e j i c
5415 Pazop in locally or renal cell results of a phase 11T Slcml.)crg CN, Davis ID, S J Clin Oncol _ _
trial. Mardiak J, et al. 2010;28(6):1061-8.
Cabozantinib versus sunitinib as initial therapy for metastatic renal cell carcinoma of intermediate - N
5.4.16 or poor risk (Alliance A031203 CABOSUN randomised trial): progression-free survival by Choueiri TK, Hessel C, SME Eur J Cancer. - -
X . . Halabi S, et al. 2018;94:115-25.
independent review and overall survival update.
5417 FHRELIEAARTAL 20 T4ERT A AULIR 327 2 - [HA - - -
i i Cancer Chemother
5.4.18 Targeted therapies for treatment of renal cell carcinoma: recent advances and future perspectives. :[::Ii;l:lej'csljn ::ltha}l(H' SR Pharmacol — —
ge CP, 8 2015;76(2):219-33.
o . . Powles T, Chowdhury S, BrJ Cancer
£ — —
5.4.19 Sunitinib and other targeted therapies for renal cell carcinoma. Jones R, et al. SR 2011;104(5):741-5.
. . . Rodriguez-Vida A, Hutson ESMO Open
— £ — —
5.4.20 New treatment options for metastatic renal cell carcinoma. TE, Bellmunt J, et al. SR 2017:2(2):¢000185.
AJR Am J
. . . . . Ng CS, Wood CG, Roentgenol
. £ — —
5.4.21 Renal cell carcinoma: diagnosis, staging, and surveillance. Silverman PM, et al. SR 2008:191(4):1220-
32.
5420 Prognostic factors for overall survival in patients with metastatic renal cell carcinoma treated with (Heng D, Xie W, Regan M, [ S J Clin Oncol 2009; | _
o vascular endothelial growth factor-targeted agents: results from a large, multicenter study. ctal. 27:5794-9.
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