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Adverse Reaction Checklist and Dosing & Administration Guide

This is not a patient resource. It is intended to be used prior to each infusion by the healthcare provider to facilitate discussions
with patients about certain adverse reactions that patients may experience during treatment with BAVENCIO® (avelumab).
This resource also includes information on the administration of BAVENCIO. Click here for the full Prescribing Information for
BAVENCIO, or visit BAVENCIO.com. You are encouraged to report negative side effects of prescription drugs to the FDA.
Visit www.FDA.gov/medwatch or call 1-800-FDA-1088.

Patients should be encouraged to contact their healthcare provider right away if they experience
any adverse reactions during treatment

PATIENT NAME: DATE:

INDICATION

First-line maintenance treatment of urothelial carcinoma
BAVENCIO® (avelumab) is indicated for the maintenance treatment of patients with locally advanced or metastatic urothelial
carcinoma (UC) that has not progressed with first-line platinum-containing chemotherapy.

SELECTED SAFETY INFORMATION

BAVENCIO can cause severe and fatal immune-mediated adverse reactions in any organ system or tissue and at any time after
starting treatment with a PD-1/PD-L1 blocking antibody, including after discontinuation of treatment.

Early identification and management of immune-mediated adverse reactions are essential to ensure safe use of PD-1/PD-L1
blocking antibodies. Monitor patients closely for symptoms and signs that may be clinical manifestations of underlying immune-
mediated adverse reactions. Evaluate liver enzymes, creatinine, and thyroid function at baseline and periodically during treatment.
In cases of suspected immune-mediated adverse reactions, initiate appropriate workup to exclude alternative etiologies, including
infection. Institute medical management promptly, including specialty consultation as appropriate.

No dose reduction for BAVENCIO is recommended. For immune-mediated adverse reactions, withhold or permanently
discontinue BAVENCIO depending on severity. In general, withhold BAVENCIO for severe (Grade 3) immune-mediated adverse
reactions. Permanently discontinue BAVENCIO for life-threatening (Grade 4) immune-mediated adverse reactions, recurrent severe
(Grade 3) immune-mediated reactions that require systemic immunosuppressive treatment, or an inability to reduce corticosteroid
dose to 10 mg or less of prednisone or equivalent per day within 12 weeks of initiating corticosteroids. In general, if BAVENCIO
requires interruption or discontinuation, administer systemic corticosteroid therapy (1 to 2 mg/kg/day prednisone or equivalent) until
improvement to Grade 1 or less. Upon improvement to Grade 1 or less, initiate corticosteroid taper and continue to taper over at least
T month. Consider administration of other systemic immunosuppressants in patients whose immune-mediated adverse reactions
are not controlled with corticosteroid therapy. Toxicity management guidelines for adverse reactions that do not necessarily require
systemic corticosteroids (eg, endocrinopathies and dermatologic reactions) are discussed in subsequent sections.

BAVENCIO can cause immune-mediated pneumonitis. Withhold BAVENCIO for Grade 2, and permanently discontinue for Grade 3 or
Grade 4 pneumonitis. Immune-mediated pneumonitis occurred in 1.2% (21/1738) of patients, including fatal (0.1%), Grade 4 (0.1%),
Grade 3 (0.3%), and Grade 2 (0.6%) adverse reactions. Systemic corticosteroids were required in all (21/21) patients with pneumonitis.

BAVENCIO can cause immune-mediated colitis. The primary component of immune-mediated colitis consisted of diarrhea.
Cytomegalovirus infection/reactivation has been reported in patients with corticosteroid-refractory immune-mediated colitis. In cases
of corticosteroid-refractory colitis, consider repeating infectious workup to exclude alternative etiologies. Withhold BAVENCIO for
Grade 2 or Grade 3, and permanently discontinue for Grade 4 colitis. Immune-mediated colitis occurred in 1.5% (26/1738) of
patients, including Grade 3 (0.4%) and Grade 2 (0.7%) adverse reactions. Systemic corticosteroids were required in all (26/26) patients
with colitis.

BAVENCIO can cause hepatotoxicity and immune-mediated hepatitis. Withhold or permanently discontinue BAVENCIO based on
tumor involvement of the liver and severity of aspartate aminotransferase (AST), alanine aminotransferase (ALT), or total bilirubin
elevation. Immune-mediated hepatitis occurred with BAVENCIO as a single agent in 0.9% (16/1738) of patients, including fatal (0.1%),
Grade 3 (0.6%), and Grade 2 (0.1%) adverse reactions. Systemic corticosteroids were required in all (16/16) patients with hepatitis.

Please see Selected Safety Information throughout. Click for the full Prescribing Information
for BAVENCIO, or visit BAVENCIO.com.


https://www.emdserono.com/us-en/pi/bavencio-pi.pdf
https://www.bavencio.com/en_US/hcp/uc-home.html

Adverse Reaction Checklist (To be completed by healthcare provider)

These are not all of the possible side effects.
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BAVENCIO®(avelumab)
severe adverse reactions

Lung problems.

0 cough

O shortness of breath
O chest pain

Intestinal problems.

O diarrhea (loose stools)
or more frequent bowel
movements than usual

O stools that are black, tarry,
sticky, or have blood
or mucus

[J severe stomach-area
(abdomen) pain
or tenderness

Liver problems.

O yellowing of your skin or
the whites of your eyes

O severe nausea or vomiting

O pain on the right side
of your stomach-area
(abdomen)

O dark urine (tea colored)

O bleeding or bruising more
easily than normal

Hormone gland problems.
0O headache that will
not go away or
unusual headaches
O eye sensitivity to light
O eye problems

O rapid heartbeat

O increased sweating

O extreme tiredness

O weight gain or weight loss
O feeling more hungry or
thirsty than usual
urinating more often

than usual

hair loss

feeling cold

constipation

your voice gets deeper
dizziness or fainting
changes in mood

or behavior, such as
decreased sex drive,
irritability, or forgetfulness

O

Ooooooo

Kidney problems.

O decrease in your amount
of urine

O blood in your urine

O swelling of your ankles

O loss of appetite

Skin problems.

O rash

O itching

O skin blistering or peeling

O painful sores or ulcers in
mouth or nose, throat, or
genital area

O fever or flu-like symptoms

O swollen lymph nodes

SELECTED SAFETY INFORMATION

BAVENCIO can cause primary or secondary immune-mediated adrenal insufficiency. For Grade 2 or higher adrenal insufficiency,
initiate symptomatic treatment, including hormone replacement, as clinically indicated. Withhold BAVENCIO for Grade 3 or Grade 4
endocrinopathies until clinically stable or permanently discontinue depending on severity. Immune-mediated adrenal insufficiency
occurred in 0.5% (8/1738) of patients, including Grade 3 (0.1%) and Grade 2 (0.3%) adverse reactions. Systemic corticosteroids were
required in all (8/8) patients with adrenal insufficiency.

Problems can also happen

in other organs and tissues.

These are not all of the signs

or symptoms of immune

system problems that can
happen with BAVENCIO.

Call or see your healthcare

provider right away for any

new or worsening signs

or symptoms, which may

include:

0 Chest pain, irregular
heartbeat, shortness of
breath or swelling of ankles

O Confusion, sleepiness,
memory problems,
changes in mood or
behavior, stiff neck, balance
problems, tingling or
numbness of the arms
or legs

0 Double vision, blurry vision,
sensitivity to light, eye pain,
changes in eye sight

O Persistent or severe muscle
pain or weakness,
muscle cramps

O Low red blood cells,
bruising

Infusion-related reactions
can sometimes be severe or
life-threatening. Signs and
symptoms of infusion-related
reactions may include:
O chills or shaking
O hives
O flushing
0O shortness of breath
or wheezing
O dizziness
O feel like passing out
0 fever
O back pain
0O stomach area
(abdomen) pain

Complications, including
graft-versus-host-disease
(GVHD), in people who have
received a bone marrow
(stem cell) transplant

that uses donor stem

cells (allogeneic). These
complications can be serious
and can lead to death.
These complications may
happen if you underwent
transplantation either before
or after being treated with
BAVENCIO. Your healthcare
provider will monitor you for
these complications.

BAVENCIO can cause immune-mediated hypophysitis. Hypophysitis can present with acute symptoms associated with
mass effect such as headache, photophobia, or visual field defects. Hypophysitis can cause hypopituitarism. Initiate hormone
replacement, as clinically indicated. Withhold BAVENCIO for Grade 3 or Grade 4 endocrinopathies until clinically stable or
permanently discontinue depending on severity. Immune-mediated pituitary disorders occurred in 0.1% (1/1738) of patients,
which was a Grade 2 (0.1%) adverse reaction.

BAVENCIO can cause immune-mediated thyroid disorders. Thyroiditis can present with or without endocrinopathy. Hypothyroidism
can follow hyperthyroidism. Initiate hormone replacement for hypothyroidism or institute medical management of hyperthyroidism,
as clinically indicated. Withhold BAVENCIO for Grade 3 or Grade 4 endocrinopathies until clinically stable or permanently
discontinue depending on severity. Thyroiditis occurred in 0.2% (4/1738) of patients, including Grade 2 (0.1%) adverse reactions.
Hyperthyroidism occurred in 0.4% (7/1738) of patients, including Grade 2 (0.3%) adverse reactions. Systemic corticosteroids were
required in 29% (2/7) of patients with hyperthyroidism. Hypothyroidism occurred in 5% (90/1738) of patients, including Grade 3
(0.2%) and Grade 2 (3.7%) adverse reactions. Systemic corticosteroids were required in 7% (6/90) of patients with hypothyroidism.

BAVENCIO can cause immune-mediated type | diabetes mellitus, which can present with diabetic ketoacidosis. Monitor patients
for hyperglycemia or other signs and symptoms of diabetes. Initiate treatment with insulin as clinically indicated. Withhold
BAVENCIO for Grade 3 or Grade 4 endocrinopathies until clinically stable or permanently discontinue depending on severity.
Immune-mediated type | diabetes mellitus occurred in 0.1% (2/1738) of patients, including Grade 3 (0.1%) adverse reactions.

Please see Selected Safety Information throughout. Click for the full Prescribing Information
for BAVENCIO, or visit BAVENCIO.com.


https://www.emdserono.com/us-en/pi/bavencio-pi.pdf
https://www.bavencio.com/en_US/hcp/uc-home.html
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Recommended dosage

800 mg IV infusion over 60 minutes every 2 weeks

vy
~ 60 - * BAVENCIO is administered as an intravenous infusion
= = over 60 minutes every 2 weeks until disease progression
or unacceptable toxicity

-

- minutes ~

/ | \ every 2 weeks

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

Preparation

* Visually inspect 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

* 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, avoid foaming or excessive shearing
* Inspect the solution to ensure it is clear, colorless, and free of visible particles
¢ Discard any partially used or empty vials

NDC 44087-3535-1

BAVENCIO' e Storage of diluted solution

(avelumal Siowisim

il i Protect from light.

e . - Store diluted BAVENCIO solution

Single-dose vial

e i . = | —At room temperature up to 77°F (25°C) for no more than 4 hours from the time

m:%:gﬁonéﬁ?ﬁfﬂm Eﬁfu — of dilution, or

10 By ;;3; MD: — —Under refrigeration at 36°F to 46°F (2°C to 8°C) for no more than 24 hours from the
= | BENGO time of dilution. If refrigerated, allow the diluted solution to come to room temperature

e @ o prior to administration

(20 mg/mL) o .
w g:-w;;ml,;fg Do not freeze or shake the diluted solution.
N Storage: 36" 10 46°F(2' 055
gy

Injection: 200 mg/10 mL
(20 mg/mL) solution for

infusion in a single-dose vial. « Administer the diluted solution over 60 minutes through an intravenous line containing
a sterile, nonpyrogenic, low protein binding in-line filter (pore size of 0.2 micron)

* Do not coadminister other drugs through the same intravenous line

Administration

SELECTED SAFETY INFORMATION

BAVENCIO can cause immune-mediated nephritis with renal dysfunction. Withhold BAVENCIO for Grade 2 or Grade 3, and
permanently discontinue for Grade 4 increased blood creatinine. Immune-mediated nephritis with renal dysfunction occurred in
0.1% (1/1738) of patients, which was a Grade 2 (0.1%) adverse reaction. Systemic corticosteroids were required in this patient.

Please see Selected Safety Information throughout. Click for the full Prescribing Information
for BAVENCIO, or visit BAVENCIO.com.


https://www.emdserono.com/us-en/pi/bavencio-pi.pdf
https://www.bavencio.com/en_US/hcp/uc-home.html

€2 BAVENCIO

Injection

8V€|Umab 20 mg/mL

CoverOne® provides patient access and reimbursement support to help eligible
patients gain appropriate access to BAVENCIO*

Please contact us at 844-8COVER1 if you have any questions.
*Eligibility requirements and restrictions may apply.

SELECTED SAFETY INFORMATION

BAVENCIQ® (avelumab) can cause immune-mediated dermatologic adverse reactions, including rash or dermatitis. Exfoliative
dermatitis including Stevens Johnson Syndrome (SJS), drug rash with eosinophilia and systemic symptoms (DRESS), and toxic
epidermal necrolysis (TEN), has occurred with PD-1/PD-L1 blocking antibodies. Topical emollients and/or topical corticosteroids may
be adequate to treat mild to moderate non-exfoliative rashes. Withhold BAVENCIO for suspected and permanently discontinue for
confirmed SJS, TEN, or DRESS. Immune-mediated dermatologic adverse reactions occurred in 5% (90/1738) of patients, including
Grade 3 (0.1%) and Grade 2 (2.0%) adverse reactions. Systemic corticosteroids were required in 29% (26/90) of patients with
dermatologic adverse reactions.

BAVENCIO can result in other immune-mediated adverse reactions. Other clinically significant immune-mediated adverse
reactions occurred at an incidence of <1% in patients who received BAVENCIO or were reported with the use of other PD-1/PD-L1
blocking antibodies. For myocarditis, permanently discontinue BAVENCIO for Grade 2, Grade 3, or Grade 4. For neurological
toxicities, withhold BAVENCIO for Grade 2 and permanently discontinue for Grade 3 or Grade 4.

BAVENCIO can cause severe or life-threatening infusion-related reactions. Premedicate patients with an antihistamine and
acetaminophen prior to the first 4 infusions and for subsequent infusions based upon clinical judgment and presence/severity of
prior infusion reactions. 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 Grade 1 or Grade 2
infusion-related reactions. Permanently discontinue BAVENCIO for Grade 3 or Grade 4 infusion-related reactions. Infusion-related
reactions occurred in 25% of patients, including three (0.2%) Grade 4 and nine (0.5%) Grade 3 infusion-related reactions. Eleven
(92%) of the 12 patients with Grade >3 reactions were treated with intravenous corticosteroids.

Fatal and other serious complications of allogeneic hematopoietic stem cell transplantation (HSCT) can occur in patients who
receive HSCT before or after being treated with a PD-1/PD-L1 blocking antibody. Follow patients closely for evidence of transplant-
related complications and intervene promptly. Consider the benefit versus risks of treatment with a PD-1/PD-L1 blocking antibody
prior to or after an allogeneic HSCT.

BAVENCIO can cause fetal harm when administered to a pregnant woman. Advise patients of the potential risk to a fetus including
the risk of fetal death. Advise females of childbearing potential to use effective contraception during treatment with BAVENCIO
and for at least T month after the last dose of BAVENCIO. It is not known whether BAVENCIO is excreted in human milk. Advise a
lactating woman not to breastfeed during treatment and for at least 1 month after the last dose of BAVENCIO due to the potential
for serious adverse reactions in breastfed infants.

A fatal adverse reaction (sepsis) occurred in one (0.3%) patient with locally advanced or metastatic urothelial carcinoma (UC)
receiving BAVENCIO + best supportive care (BSC) as first-line maintenance treatment. In patients with previously treated locally
advanced or metastatic UC, 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.

The most common adverse reactions (all grades, >20%) in patients with locally advanced or metastatic UC receiving BAVENCIO
+BSC (vs BSC alone) as first-line maintenance treatment were fatigue (35% vs 13%), musculoskeletal pain (24% vs 15%), urinary
tract infection (20% vs 11%), and rash (20% vs 2.3%). In patients with previously treated locally advanced or metastatic UC receiving
BAVENCIQ, the most common adverse reactions (all grades, >20%) were fatigue, infusion-related reaction, musculoskeletal pain,
nausea, decreased appetite, and urinary tract infection.

Selected laboratory abnormalities (all grades, 220%) in patients with locally advanced or metastatic UC receiving BAVENCIO +
BSC (vs BSC alone) as first-line maintenance treatment were blood triglycerides increased (34% vs 28%), alkaline phosphatase
increased (30% vs 20%), blood sodium decreased (28% vs 20%), lipase increased (25% vs 16%), aspartate aminotransferase (AST)
increased (24% vs 12%), blood potassium increased (24% vs 16%), alanine aminotransferase (ALT) increased (24% vs 12%), blood
cholesterol increased (22% vs 16%), serum amylase increased (21% vs 12%), hemoglobin decreased (28% vs 18%), and white blood
cell decreased (20% vs 10%).

Please see Selected Safety Information throughout. Click for the full Prescribing Information
for BAVENCIO, or visit BAVENCIO.com.
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