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March 28, 2018

Henry Delima

Information Specialist

1227 Providence Terrace Suite
L2

Mc Lean, VA 22101 USA

Dear Henry Delima:

We have received your request for information regarding Entyvio® (Vedolizumab). We
appreciate the opportunity to be of service to you.

As per your request, the Safety Data Sheet (SDS) for Entyvio (vedolizumab) has been enclosed.

Entyvio is an integrin receptor antagonist indicated for adult patients with moderately to

severely active ulcerative colitis (UC) or Crohn's disease (CD) who have had an inadequate
response with, lost response to, or were intolerant to a tumor necrosis factor (TNF) blocker or
immunomodulator; or had an inadequate response with, were intolerant to, or demonstrated
dependence on corticosteroids for inducing and maintaining clinical response and clinical
remission, improving endoscopic appearance of the mucosa, and achieving corticosteroid-free
remission in UC; and achieving clinical response, achieving clinical remission, and achieving
corticosteroid-free remission in CD. Please review the enclosed complete prescribing and safety
information as well as the medication guide for Entyvio.
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Prepared by Takeda Pharmaceuticals U.S.A., Inc. in response to your specific request.

We trust this information is responsive to your specific request. If you have any further
questions, please call us toll-free at 1-877-TAKEDA?.

Takeda Pharmaceuticals U.S.A., Inc. would appreciate a moment of your time to complete

a satisfaction survey. Your feedback will help us improve the quality of medical information
services. If you received this reply via conventional mail, please fill out and mail the postage
paid business reply card or visit http://www.surveymonkey.com/s/Z78CHHT to participate in the
online survey. If you received this response via fax or email, please visit the aforementioned
website address to complete the survey online.

Sincerely,

s @

Charles Vilcinskas

Takeda Pharmaceuticals U.S.A., Inc.
U.S. Medical Office

Enc.

Entyvio - Safety Data Sheet
Entyvio - Prescribing Information
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Vedolizumab for Injection

Revision Date | November 19, 2016

Takeda Pharmaceutical Company Limited

Safety Data Sheet

Section 1: Identification

Product identifier Vedolizumab for Injection
Synonyms: MLNO0002 Drug Product, MLN-02, LDP-02,
humanized anti-human 0437 monoclonal antibody,
ENTY VIO (brand name), Vedolizumab Drug Product

Recommended use of the chemical Pharmaceutical product

and restrictions on use

Manufacturer Takeda Pharmaceutical Company Limited
Address/phone Millennium Pharmaceuticals, Inc.

40 Landsdowne Street
Cambridge, MA 02139
1-617-679-7000

Takeda Pharmaceutical Company Limited (Japan)
4-1-1 Doshomachi, Chuo-ku

Osaka, 541-0045, Japan

81-6-6300-6416

Contact e-mail Takeda-SDS@takeda.com

Emergency phone number For Chemical Emergency
Spill, Leak, Fire, Exposure, or Accident Call CHEMTREC
Day or Night

Within USA and Canada: 1-800-424-9300
Outside USA and Canada: +1 703-527-3887 (collect calls

accepted)
Section 2: Hazards identification
Classification (OSHA/WHMIS Not Hazardous
GHS)
Label elements (GHS) No GHS Labeling Required
Other hazards Not applicable

Section 3: Composition/ information on ingredients

Mixture
Chemical name CAS number Content or range GHS classification
Vedolizumab drug substance 943609-66-3 1-20% Not classified as hazardous
Non-Hazardous Excipients Mixture Balance Not classified as hazardous

Section 4: First-aid measures

Instructions according to the exposure routes
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After inhalation
In case of skin contact

After eye contact

If swallowed

Other advice
First-aid responder
Effects of exposure

Indication of immediate medical
attention and special treatment, if
necessary

Vedolizumab for Injection

Revision Date | November 19, 2016

Move victim to fresh air. If victim not breathing, give
artificial respiration. Notify physician.

Wash exposed area with soap and water and remove
contaminated clothing. Notify physician.

Immediately flush eyes with a large quantity of water for at
least 15 minutes. If worn and easy to do, remove contact
lenses and continue washing.

Notify physician immediately. Rinse the mouth; do not
induce vomiting or give anything to drink unless directed by
medical personnel.

Use personal protective equipment (see Section 8).
Hazardous properties have not been thoroughly investigated.
Effects of exposure (inhalation, ingestion or skin contact) to
substance may be delayed.

Seek medical attention if allergic reaction occurs.

Section 5: Fire-fighting measures

Extinguishing media

Suitable for Small fire
Suitable for Large fire
Unsuitable media
Specific hazards arising from the chemical

Special protective actions for fire-fighters

(This product itself considered to be flame-retardant when in
solution.)

Dry chemical, CO, or water spray.

Dry chemical, CO,, foam or water spray.

Do not use straight streams of water.

Combustion will generate carbon oxides, nitrogen oxides

Cool containers with water spray. Move containers from
fire area if you can do it without risk.

Wear self-contained breathing apparatus and appropriate
protective clothing (with thermal and chemical protection).

Section 6: Accidental release measures

Personal precautions, protective equipment and emergency procedure

Environmental precautions

Wear suitable protective equipment (see Section 8) to
prevent any contamination of skin/eye and inhalation. Do
not touch the spilled material.

Keep unauthorized personnel away.

Discharge into the environment must be avoided. Prevent
entry into waterways or sewers.

Methods and materials for containment and cleaning up

If dry, carefully collect with a damp cloth or filtered
vacuum. If liquid, contain the spill and absorb with an inert
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Vedolizumab for Injection
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material. Place in a suitable, closed container for disposal.
Clean the spill area thoroughly. Dispose of as hazardous
waste.

Section 7: Handling and storage

7.1 Precautions for safe handling
Protective measures

Advice on general occupational
hygiene

Avoid contact with skin and eyes. Avoid inhalation of dust
when powder form. Avoid inhalation of vapor or mist.
Wash hands and face after use. Remove contaminated
clothing and protective equipment before entering eating
areas.

Conditions for safe storage, including any incompatibilities

— Refrigerate unopened vials at 2°C to 8°C. Retain in
original package to protect from light.

—  Once reconstituted, the solution should be used as soon
as possible. Do not freeze. Do not shake because
the drug substance is a protein and therefore subject to
denaturation upon shaking.

Section 8: Exposure controls/personal protection

Control parameters

Chemical Name

Exposure Limit/Source

Vedolizumab Drug Substance

None Established

Non-Hazardous Excipients

None Established

Engineering controls
Engineering measures

Personal protective equipment

Engineering controls should be used as the primary means to
control exposures. Use local exhaust ventilation, lab hoods
or other engineering controls to minimize exposures.

Respiratory protection: In case of insufficient ventilation,
especially in handling large amount, suitable respiratory
protective equipment can be effectively used. If needed, use
an approved respirator in accordance with OSHA 1910.134
and good industrial hygiene practice.

Hand protection: Wear chemical-resistant gloves.

Skin protection: Select and wear appropriate gloves, boots,
coat, suit, and the like, if necessary.

Eye/face protection: Wear safety glasses, goggles or face
shield as described by OSHA standard (29CFR1910.133).

Section 9: Physical and chemical properties

Appearance (physical state, colour
etc)

Odour
Odour threshold

White to off-white lyophilized cake or powder. After
reconstitution: clear or opalescent, colorless to light yellow
solution.
No data
No data
3/6
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pH

Melting point/freezing point
Initial boiling point and boiling
range

Flash point

Evaporation rate
Flammability (solid, gas)
Upper/lower flammability or
explosive limits

Vapour pressure

Vapour density

Relative density

Solubility (ies)

Partition coefficient :
n-octanol/water
Auto-ignition temperature
Decomposition temperature
Viscosity

Vedolizumab for Injection

Revision Date | November 19, 2016

Approximately 6.3 after reconstitution
No data
Boiling point approximately 100°C (aqueous solution)

No data
No data
No data
No data

No data
No data
No data
No data
No data

No data
No data
No data

Section 10: Stability and reactivity

Reactivity and chemical stability
Possibility of hazardous reactions

Condition to avoid
Incompatible materials

Hazardous decomposition products

Not reactive and stable at the controlled temperature.

It is considered to be stable under storage and handling
conditions in accordance with relevant regulations.

High temperatures and shaking

Strong oxidizing agent, strong acid or strong alkali may
cause the release of toxic or flammable gases.

No information available

Section 11: Toxicological information

Acute effects of occupational
exposure:
Inhalation:

Ingestion:

Skin contact:

Eye contact:

Chronic effects of occupational
exposure:

No adverse effects are expected. Allergic reactions are
possible following inhalation based on reactions observed in
IV administration. See known clinical effects below.

No adverse systemic effects would be expected. An allergic
reaction is possible.

No adverse effects are expected.
No adverse effects are expected. May cause mild discomfort.

Theoretical long-term side effects of treatment directed
towards Dblocking immune function include serious
infections and malignancy. There is a potential for the
development of human anti-human antibodies (HAHA) with
hypersensitivity reactions, including anaphylactic and
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Known clinical effects:

Acute toxicity

Skin corrosion/irritation

Serious eye damage/irritation
Respiratory or skin sensitization

Germ cell mutagenicity

Carcinogenicity

Reproductive toxicity

STOT-single exposure*

STOT-repeated exposure*

Aspiration hazard

Vedolizumab for Injection

Revision Date | November 19, 2016

anaphylactoid reactions.

The most common effects observed in clinical trials were
headache, nasopharyngitis, fatigue, abdominal pain, and
signs and symptoms of upper respiratory tract infections.
This product may cause allergic reactions including
apaphylaxis. Other possible risks include headache, runny
nose, sore throat, nausea, vomiting, diarrhea, abdominal
pain, back pain, joint pain, rash, anemia (decreased red
blood cell count), and fatigue. These are the effects that were
seen in previous clinical trials using similar formulation.

Cynomolgus monkey, single dose, IV, NOAEL = 100 mg/kg
No data

No data

Signs and symptoms of upper respiratory tract infections
(e.g., pharyngeal or laryngeal pain and nasal congestion)
were observed in human clinical study.

This product is an antibody, therefore mutagenicity studies
were not conducted.

Contains no ingredients classified in IARC, NTP, OSHA, or
EU (CMR). Conventional carcinogenicity studies are not
appropriate for antibodies. Vedolizumab did not affect
in-vitro cellular proliferation or cell death or other factors
that could affect oncogenesis in toxicology studies.

In a GLP-compliant Segment II/III study, the NOAEL for
prenatal and postnatal development in 6-month-old
cynomolgus monkeys was 100 mg/kg (calculated on the
vedolizumab drug substance basis; the same hereinafter)
intravenous doses, the highest dose evaluated. In New
Zealand white rabbits, the NOAEL for maternal or
embryofetal effects was 100 mg/kg (intravenous).

In a human clinical study in normal volunteers administered
single, 180 mg of intravenous and subcutaneous or
intramuscular doses, the most common adverse effects were
headache, and signs and symptoms of upper respiratory tract
infections (e.g., pharyngeal or laryngeal pain and nasal
congestion). Adverse effects were generally mild or
moderate in severity.

A toxicological study in a pharmacologically relevant
species at 10 mg/kg (intravenous) did not produce any
treatment related changes in any of the life parameters
evaluated. Theoretical risks of exposure include colorectal
cancer, lymphoma, other reactivation of tuberculosis, or
progressive multifocal leukoencephalopathy (PML).

No data
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(* STOT: specific target organ toxicity)

Vedolizumab for Injection

Revision Date | November 19, 2016

Section 12: Ecological information

Ecotoxicity

Persistence and degradability
Bioaccumulative potential
Mobility in soil

No data
No data
No data
No data

Section 13: Disposal Considerations

Disposal methods
Waste material

Unclean container

Dispose of wastes in accordance with local, national, or
other relevant regulations.

Dispose of or recycle the container according to the relevant
regulations after cleaning, or handle unclean container like

the product itself.
Section 14: Transport information
UN number Non regulated
UN proper shipping name Non regulated
Transport hazard classes Non regulated
Packing group, if applicable Non regulated
Environmental hazards (marine No data

pollutant)

Section 15: Regulatory information

Safety, health and environmental
regulations

CERCLA: This product is not subject to CERCLA
reporting. Many states have more stringent release reporting
requirements. Report releases in accordance with federal,
state and local regulations.

SARA Hazard Category (311/312): Not Hazardous
SARA 313: Not applicable

EPA TSCA Inventory: Drugs are not subject to TSCA.
Canadian CEPA:  Drugs are not subject to CEPA.

Section 16: Other information

Information on preparation and revision of the SDS

Date of revision
Changes in this version
Disclaimer

November 19, 2016
Revised format — changes in all sections

The information in this document is based on the present state of our knowledge but does not purport

to be all inclusive and does not guarantee of the properties of the product. When the product is used

under the conditions which we are unfamiliar with, the users must make their own determination of

the effects, properties and protections which pertain to their particular conditions.

End of SDS
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ENTYVIO safely and effectively. See full prescribing information
for ENTYVIO.

ENTYVIO (vedolizumab) for injection, for intravenous use
Initial U.S. Approval: 2014

RECENT MAJOR CHANGES

Dosage and Administration
Important Administration Instructions (2.1) 02/2018
Reconstitution and Dilution Instructions (2.4) 02/2018

INDICATIONS AND USAGE-------==ss=smmmmmmmamman
ENTYVIO is an integrin receptor antagonist indicated for:

Adult Ulcerative Colitis (UC) (1.1)

e  Adult patients with moderately to severely active UC who have
had an inadequate response with, lost response to, or were
intolerant to a tumor necrosis factor (TNF) blocker or
immunomodulator; or had an inadequate response with, were
intolerant to, or demonstrated dependence on corticosteroids:

e inducing and maintaining clinical response

¢ inducing and maintaining clinical remission

e improving endoscopic appearance of the mucosa
e achieving corticosteroid-free remission

Adult Crohn's Disease (CD) (1.2)

e Adult patients with moderately to severely active CD who have
had an inadequate response with, lost response to, or were
intolerant to a TNF blocker or immunomodulator; or had an
inadequate response with, were intolerant to, or demonstrated
dependence on corticosteroids:

e achieving clinical response
e achieving clinical remission
e achieving corticosteroid-free remission

. Recommended dosage in UC and CD: 300 mg infused
intravenously over approximately 30 minutes at zero, two and six
weeks, then every eight weeks thereafter. (2.3)

. Discontinue ENTYVIO in patients who do not show evidence of
therapeutic benefit by Week 14. (2.3)
. Reconstitute ENTYVIO lyophilized powder with Sterile Water for

Injection and dilute in 250 mL of sterile 0.9% Sodium Chloride
Injection or sterile Lactated Ringer’s Injection prior to

administration. See Full Prescribing Information for complete
reconstitution, dilution and storage instructions. (2.4)

. Bring patients up to date with all immunizations (according to
current immunization guidelines) before initiating treatment with
ENTYVIO. (2.2)

For injection: 300 mg vedolizumab in a single-dose vial. (3)

CONTRAINDICATIONS

Patients who have had a known serious or severe hypersensitivity
reaction to ENTYVIO or any of its excipients. (4)

. Hypersensitivity Reactions (including anaphylaxis): Discontinue
ENTYVIO if anaphylaxis or other serious allergic reactions occur.
(6.1)

. Infections: Treatment with ENTYVIO is not recommended in
patients with active, severe infections until the infections are
controlled. Consider withholding ENTYVIO in patients who
develop a severe infection while on treatment with ENTYVIO.
(5.2)

. Progressive Multifocal Leukoencephalopathy: Although no cases
have been observed in ENTYVIO clinical trials, JCV infection
resulting in progressive multifocal leukoencephalopathy (PML)
and death has occurred in patients treated with another integrin
receptor antagonist. A risk of PML cannot be ruled out. Monitor
patients for any new or worsening neurological signs or
symptoms. (5.3)

ADVERSE REACTIONS

Most common adverse reactions (incidence 23% and 21% higher than
placebo): nasopharyngitis, headache, arthralgia, nausea, pyrexia,
upper respiratory tract infection, fatigue, cough, bronchitis, influenza,
back pain, rash, pruritus, sinusitis, oropharyngeal pain, and pain in
extremities. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Takeda
Pharmaceuticals at 1-877-TAKEDA-7 (1-877-825-3327) or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide

Revised: 02/2018

FULL PRESCRIBING INFORMATION: CONTENTS*
1 INDICATIONS AND USAGE
1.1 Adult Ulcerative Colitis
1.2 Adult Crohn's Disease
2 DOSAGE AND ADMINISTRATION
2.1 Important Preparation and Administration Instructions
2.2 Prior to Administration of ENTYVIO
2.3 Dosage in Adults with Ulcerative Colitis or Crohn’s Disease
2.4 Reconstitution and Dilution Instructions
3 DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
5.1 Infusion-Related Reactions and Hypersensitivity Reactions
5.2 Infections
5.3 Progressive Multifocal Leukoencephalopathy
5.4 Liver Injury
5.5 Live and Oral Vaccines
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Immunogenicity
7 DRUG INTERACTIONS
7.1 Natalizumab

H

7.2 TNF Blockers
7.3 Live Vaccines
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
14.1 Clinical Studies in Ulcerative Colitis
14.2 Clinical Studies in Crohn’s Disease
15 REFERENCES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescribing information
are not listed.




FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Adult Ulcerative Colitis

ENTYVIO (vedolizumab) is indicated for:

e inducing and maintaining clinical response,

¢ inducing and maintaining clinical remission,

e improving the endoscopic appearance of the mucosa, and

e achieving corticosteroid-free remission
in adult patients with moderately to severely active ulcerative colitis who have had an
inadequate response with, lost response to, or were intolerant to a tumor necrosis factor (TNF)
blocker or immunomodulator; or had an inadequate response with, were intolerant to, or
demonstrated dependence on corticosteroids.

1.2 Adult Crohn's Disease

ENTYVIO (vedolizumab) is indicated for:

e achieving clinical response,

e achieving clinical remission, and

e achieving corticosteroid-free remission
in adult patients with moderately to severely active Crohn’s disease who have had an
inadequate response with, lost response to, or were intolerant to a tumor necrosis factor (TNF)
blocker or immunomodulator; or had an inadequate response with, were intolerant to, or
demonstrated dependence on corticosteroids.

2 DOSAGE AND ADMINISTRATION

2.1 Important Preparation and Administration Instructions

e Administer ENTYVIO as an intravenous infusion over 30 minutes. Do not administer as
an intravenous push or bolus.

¢ Reconstitute ENTYVIO lyophilized powder with Sterile Water for Injection and dilute in
250 mL of sterile 0.9% Sodium Chloride Injection or sterile Lactated Ringer’s Injection
prior to administration [see Dosage and Administration (2.4)].

o After the infusion is complete, flush with 30 mL of sterile 0.9% Sodium Chloride Injection
or sterile Lactated Ringer’s Injection.

e ENTYVIO should be administered by a healthcare professional prepared to manage
hypersensitivity reactions including anaphylaxis, if they occur [see Warnings and
Precautions (5.1)]. Appropriate monitoring and medical support measures should be
available for immediate use. Observe patients during infusion and until the infusion is
complete.

2.2 Prior to Administration of ENTYVIO

e Prior to initiating treatment with ENTYVIO, all patients should be brought up to date with
all immunizations according to current immunization guidelines.

2.3 Dosage in Adults with Ulcerative Colitis or Crohn’s Disease

The recommended dosage of ENTYVIO in adults with ulcerative colitis or Crohn's disease is
300 mg administered by intravenous infusion at zero, two and six weeks and then every eight
weeks thereafter.

Discontinue therapy in patients who show no evidence of therapeutic benefit by Week 14.
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Reconstitution and Dilution Instructions

Reconstitution Instructions

1.

Remove the flip-off cap from the single-dose vial and wipe with alcohol swab.
Reconstitute ENTYVIO vial containing lyophilized powder with 4.8 mL of Sterile Water for
injection at room temperature (20° to 25°C [68° to 77°F]), using a syringe with a 21- to
25- gauge needle.

Insert the syringe needle into the vial through the center of the stopper and direct the
stream of Sterile Water for Injection to the glass wall of the vial to avoid excessive
foaming.

Gently swirl the vial for at least 15 seconds to dissolve the lyophilized powder. Do not
vigorously shake or invert.

Allow the solution to sit for up to 20 minutes at room temperature to allow for
reconstitution and for any foam to settle; the vial can be swirled and inspected for
dissolution during this time. If not fully dissolved after 20 minutes, allow another

10 minutes for dissolution. Do not use the vial if the drug product is not dissolved within
30 minutes.

Visually inspect the reconstituted ENTYVIO solution for particulate matter and
discoloration prior to dilution. Solution should be clear or opalescent, colorless to light
brownish yellow and free of visible particulates. Do not administer reconstituted solution
showing uncharacteristic color or containing particulates.

Once dissolved, gently invert vial three times.

Immediately, withdraw 5 mL (300 mg) of reconstituted ENTYVIO solution using a syringe
with a 21- to 25- gauge needle. Discard any remaining portion of the reconstituted
solution in the vial.

Dilution Instructions

Add the 5 mL (300 mg) of reconstituted ENTYVIO solution to 250 mL of sterile 0.9% Sodium
Chloride Injection or Lactated Ringer’s Injection and gently mix the infusion bag. Do not add
other medicinal products to the prepared infusion solution or intravenous infusion set. Once

reconstituted and diluted, use the infusion solution as soon as possible.

Discard any unused portion of the infusion solution.

Storage
Specific storage conditions and timing for the reconstituted solution in vial and diluted solution

in the infusion bag are outlined in Table 1.

Do not freeze the reconstituted solution in the vial or the diluted solution in the infusion bag.
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Table 1: Storage Instructions

Storage Condition
Refrigeration Room temperature
(2° to 8°C [36° to 46°F]) (20° to 25°C [68° to 77°F])
Reconstituted Solution . .
(in Sterile Water for Use immediately after
8 hours o
Injection inside vial) reconstitution
Diluted Solution
(in 0.9% Sodium Chloride 24 hours*’T 12 hours*
Injection)
Diluted Solution . .
(in Lactated Ringer's 6 hours* Use 'mm,?d!ate'y after
Injection) dilution

*This time assumes the reconstituted solution is immediately diluted in the 0.9% Sodium
Chloride Injection or Lactated Ringer’s Injection and held in the infusion bag only. Any time
that the reconstituted solution was held in vial should be subtracted from the time the
solution may be held in the infusion bag.

TThis period may include up to 12 hours at room temperature (20° to 25°C [68° to 77°F]).

The combined storage time of reconstituted ENTYVIO solution in the vial and the diluted
solution in the infusion bag with 0.9% Sodium Chloride Injection is a total of 12 hours at room
temperature (20° to 25°C [68° to 77°F]) or 24 hours refrigerated (2° to 8°C [36° to 46°F]). This
combined storage time may include up to eight hours of the reconstituted solution in the vial at
2° to 8°C.

The combined storage time of reconstituted ENTYVIO solution in the vial and the diluted
solution in the infusion bag with Lactated Ringer’s Injection is a total of six hours refrigerated
(2° to 8°C [36° to 46°F])).

3 DOSAGE FORMS AND STRENGTHS

For injection: 300 mg of vedolizumab as a white to off-white lyophilized cake in a single-dose
vial for reconstitution.

4 CONTRAINDICATIONS

ENTYVIO is contraindicated in patients who have had a known serious or severe
hypersensitivity reaction to ENTYVIO or any of its excipients (such as dyspnea,
bronchospasm, urticaria, flushing, rash and increased heart rate) [see Warnings and
Precautions (5.1) and Adverse Reactions (6.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Infusion-Related Reactions and Hypersensitivity Reactions

In UC Trials | and Il and CD Trials | and Ill, hypersensitivity reactions occurred including a case
of anaphylaxis (one out of 1434 patients [0.07%]) [see Adverse Reactions (6.1)]. Allergic
reactions including dyspnea, bronchospasm, urticaria, flushing, rash, and increased blood
pressure and heart rate have also been observed. The majority were mild to moderate in
severity as assessed by the investigator. Experience with other biologic medications suggests
that hypersensitivity reactions and anaphylaxis to ENTYVIO may vary in their time of onset
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from during infusion or immediately post-infusion to occurring up to several hours post-
infusion.

If anaphylaxis or other serious allergic reactions occur, discontinue administration of ENTYVIO
immediately and initiate appropriate treatment (e.g., epinephrine and antihistamines).

5.2 Infections

Patients treated with ENTYVIO are at increased risk for developing infections [see Adverse
Reactions (6.1)]. The most commonly reported infections in clinical trials occurring at a rate
greater on ENTYVIO than placebo involved the upper respiratory and nasal mucosa (e.qg.,
nasopharyngitis, upper respiratory tract infection). Serious infections have also been reported
in patients treated with ENTYVIO, including anal abscess, sepsis (some fatal), tuberculosis,
salmonella sepsis, Listeria meningitis, giardiasis and cytomegaloviral colitis.

ENTYVIO is not recommended in patients with active, severe infections until the infections are
controlled. Consider withholding treatment in patients who develop a severe infection while on
treatment with ENTYVIO. Exercise caution when considering the use of ENTYVIO in patients
with a history of recurring severe infections. Consider screening for tuberculosis (TB)
according to the local practice. For progressive multifocal leukoencephalopathy (PML), see
Warnings and Precautions (5.3).

5.3 Progressive Multifocal Leukoencephalopathy

Another integrin receptor antagonist has been associated with progressive multifocal
leukoencephalopathy (PML), a rare and often fatal opportunistic infection of the central
nervous system (CNS). PML is caused by the John Cunningham (JC) virus and typically only
occurs in patients who are immunocompromised.

In ENTYVIO clinical trials, patients were actively monitored for PML with frequent and regular
screenings, and evaluations of any new, unexplained neurological symptoms, as necessary.
While zero cases of PML were identified among patients with at least 24 months of exposure,
a risk of PML cannot be ruled out. No claims of comparative safety to other integrin receptor
antagonists can be made based on this data.

Monitor patients on ENTYVIO for any new onset, or worsening, of neurological signs and
symptoms. Typical signs and symptoms associated with PML are diverse, progress over days
to weeks, and include progressive weakness on one side of the body or clumsiness of limbs,
disturbance of vision, and changes in thinking, memory, and orientation leading to confusion
and personality changes. The progression of deficits usually leads to death or severe disability
over weeks or months. If PML is suspected, withhold dosing with ENTYVIO and refer to a
neurologist; if confirmed, discontinue dosing permanently.

5.4 Liver Injury

There have been reports of elevations of transaminase and/or bilirubin in patients receiving
ENTYVIO. In general, the combination of transaminase elevations and elevated bilirubin
without evidence of obstruction is generally recognized as an important predictor of severe
liver injury that may lead to death or the need for a liver transplant in some patients. ENTYVIO
should be discontinued in patients with jaundice or other evidence of significant liver injury [see
Adverse Reactions (6.1)].

5.5 Live and Oral Vaccines

Prior to initiating treatment with ENTYVIO, all patients should be brought up to date with all
immunizations according to current immunization guidelines [see Dosage and Administration
(2.2)]. Patients receiving ENTYVIO may receive non-live vaccines (e.g., influenza vaccine
injection) and may receive live vaccines if the benefits outweigh the risks. There are no data on
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the secondary transmission of infection by live vaccines in patients receiving ENTYVIO [see
Adverse Reactions (6.1)].

6 ADVERSE REACTIONS
The following topics are also discussed in detail in the Warnings and Precautions section:

¢ Infusion-Related Reactions and Hypersensitivity Reactions [see Warnings and Precautions
(5.1)]

e Infections [see Warnings and Precautions (5.2)]
e Progressive Multifocal Leukoencephalopathy [see Warnings and Precautions (5.3)]
e Liver Injury [see Warnings and Precautions (5.4)]

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 below reflect exposure to ENTYVIO in 3,326 patients and healthy
volunteers in clinical trials, including 1,396 exposed for greater than one year, and 835
exposed for greater than two years.

The safety data described in Table 2 are derived from four controlled Phase 3 trials (UC Trials
| and I, and CD Trials | and Ill); data from patients receiving open-label ENTYVIO treatment at
Weeks 0 and 2 (prior to entry into UC Trial Il and CD Trial 1ll) and from Weeks 6 to 52 (non-
responders at Week 6 of UC Trial | and CD Trial ) are included [see Clinical Studies (14.1 and
14.2)].

In these trials, 1,434 patients received ENTYVIO 300 mg for up to 52 weeks, and 297 patients
received placebo for up to 52 weeks. Of these, 769 patients had ulcerative colitis and 962
patients had Crohn’s disease. Patients were exposed for a mean duration of 259 days (UC
Trials | and Il) and 247 days (CD Trials | and 1lI).

Adverse reactions were reported in 52% of patients treated with ENTYVIO and 45% of patients
treated with placebo (UC Trials | and II: 49% with ENTYVIO and 37% with placebo; CD Trials |
and lll: 55% with ENTYVIO and 47% with placebo). Serious adverse reactions were reported
in 7% of patients treated with ENTYVIO compared to 4% of patients treated with placebo (UC
Trials | and Il: 8% with ENTYVIO and 7% with placebo; CD Trials | and Ill: 12% with ENTYVIO
and 9%, with placebo).

The most common adverse reactions (reported by 23% of patients treated with ENTYVIO in
the UC Trials | and Il and CD Trials | and Ill combined group and =1% higher than in combined
placebo group) were nasopharyngitis, headache, arthralgia, nausea, pyrexia, upper respiratory
tract infection, fatigue, cough, bronchitis, influenza, back pain, rash, pruritus, sinusitis,
oropharyngeal pain and pain in extremities (Table 2).
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Table 2. Adverse Reactions in 23% of ENTYVIO-treated Patients and 21% Higher
than in Placebo (UC Trials | and II' and CD Trials | and III)

ENTYVIOT Placebo?
Adverse Reaction (N=1434) (N=297)
Nasopharyngitis 13% 7%
Headache 12% 11%
Arthralgia 12% 10%
Nausea 9% 8%
Pyrexia 9% 7%
Upper respiratory tract infection 7% 6%
Fatigue 6% 3%
Cough 5% 3%
Bronchitis 4% 3%
Influenza 4% 2%
Back pain 4% 3%
Rash 3% 2%
Pruritus 3% 1%
Sinusitis 3% 1%
Oropharyngeal pain 3% 1%
Pain in extremities 3% 1%

"Data from patients receiving open-label ENTYVIO treatment at Weeks 0 and 2 (prior to
entry into UC Trial Il and CD Trial lll) and from Weeks 6 to 52 (non-responders at
Week 6 of UC Trial I and CD Trial 1) are included.

TPatients who received ENTYVIO for up to 52 weeks.
*Patients who received placebo for up to 52 weeks.

Safety data for patients (n=279) in UC Trials | and Il and CD Trials | and Il who received
ENTYVIO at Weeks 0 and 2 and were then randomized to placebo at Week 6 for up to

52 weeks, and for patients (n=416) in CD Trial Il, a 10 week Crohn’s disease trial, are similar to
those listed in Table 2.

Infusion-Related Reactions and Hypersensitivity Reactions

Serious infusion-related reactions and hypersensitivity reactions including anaphylaxis have
been reported following ENTYVIO administration in clinical trials [see Warnings and
Precautions (5.1)]. In UC Trials | and Il and Crohn’s Trials | and Ill, one case of anaphylaxis
[one out of 1434 patients treated with ENTYVIO (0.07%)] was reported by a Crohn’s disease
patient during the second infusion (symptoms reported were dyspnea, bronchospasm,
urticaria, flushing, rash and increased blood pressure and heart rate) and was managed with
discontinuation of infusion and treatment with antihistamine and intravenous hydrocortisone.

In UC Trials | and Il and CD Trials | and Ill, 4% of patients treated with ENTYVIO and 3% of
patients treated with placebo experienced an infusion-related reaction (IRR). The most
frequently observed IRR in the patients treated with ENTYVIO (reported more than twice) were
nausea, headache, pruritus, dizziness, fatigue, infusion-related reaction, pyrexia, urticaria and
vomiting (each of these adverse reactions occurred in <1% in all patients treated with
ENTYVIO) and no individual adverse reaction reported occurred at a rate above 1%. These
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reactions generally occurred within the first two hours after the infusion and resolved with no
treatment or following antihistamine and/or IV hydrocortisone treatment. Less than 1% of
patients treated with ENTYVIO had IRRs assessed by the investigator as severe, and IRRs
requiring discontinuation of study treatment occurred in <1%.

In clinical trials, for patients with mild IRRs or hypersensitivity reactions, physicians were
allowed to pretreat with standard medical treatment (e.g., antihistamine, hydrocortisone and/or
acetaminophen) prior to next infusion.

Infections

In UC Trials | and Il and CD Trials | and Ill, the rate of infections was 0.85 per patient-year in
the patients treated with ENTYVIO and 0.7 per patient-year in the patients treated with placebo
[see Warnings and Precautions (5.2)]. The infections consisted primarily of nasopharyngitis,
upper respiratory tract infection, sinusitis, and urinary tract infection. Two percent of patients
discontinued ENTYVIO due to infections.

In UC Trials | and Il and CD Trials | and lll, the rate of serious infections was 0.07 per patient-
year in patients treated with ENTYVIO and 0.06 per patient-year in patients treated with
placebo. Serious infections were more common in Crohn’s disease patients than ulcerative
colitis patients, and anal abscesses were the most frequently reported serious adverse
reaction in Crohn’s disease patients. Over 48 months, there was no increase in the rate of
serious infections.

In controlled- and open-label long-term extension trials in adults treated with ENTYVIO,
serious infections have been reported, including anal abscess, sepsis (some fatal),
tuberculosis, salmonella sepsis, Listeria meningitis, giardiasis and cytomegaloviral colitis.

In UC Trials | and Il and CD Trials | and lll, sepsis, including bacterial sepsis and septic shock,
was reported in four of 1434 (0.3%) patients treated with ENTYVIO and in two of 297 patients
treated with placebo (0.7%). During these trials, two Crohn’s disease patients treated with
ENTYVIO died due to reported sepsis or septic shock; both of these patients had significant
comorbidities and a complicated hospital course that contributed to the deaths. In an open
label long-term extension trial, additional cases of sepsis (some fatal), including bacterial
sepsis and septic shock, were reported. The rate of sepsis in patients with ulcerative colitis or
Crohn’s disease receiving ENTYVIO was two per 1000 patient-years.

In clinical trials, all patients were screened for tuberculosis. One case of latent, pulmonary
tuberculosis was diagnosed during the controlled trials with ENTYVIO. Additional cases of
pulmonary tuberculosis were diagnosed during the open-label trial. All of these observed cases
occurred outside the United States, and none of the patients had extrapulmonary
manifestations.

Liver Injury

There have been reports of elevations of transaminase and/or bilirubin in patients receiving
ENTYVIO [see Warnings and Precautions (5.4)]. In UC Trials | and Il and CD Trials | and I,
three patients reported serious adverse reactions of hepatitis, manifested as elevated
transaminases with or without elevated bilirubin and symptoms consistent with hepatitis (e.g.,
malaise, nausea, vomiting, abdominal pain, anorexia). These adverse reactions occurred
following two to five ENTYVIO doses; however, based on case report information it is unclear if
the reactions indicated drug-induced or autoimmune etiology. All patients recovered following
discontinuation of therapy with some requiring corticosteroid treatment. In controlled trials, the
incidence of ALT and AST elevations 23 x ULN was <2% in patients treated with ENTYVIO
and in patients treated with placebo. In the open-label trial, one additional case of serious
hepatitis was observed.
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Malignancies

In UC Trials | and Il and CD Trials | and Ill, malignancies (excluding dysplasia and basal cell
carcinoma) were reported in six of 1434 (0.4%) patients treated with ENTYVIO, including colon
cancer (n=2), transitional cell carcinoma (n=1), breast cancer (n=1), carcinoid tumor of the
appendix (n=1) and squamous cell carcinoma (n=1). Malignancy was reported in one of 297
(0.3%) patients treated with placebo (squamous cell carcinoma).

Malignancies (excluding dysplasia and basal cell carcinoma) observed during the ongoing
open-label long-term extension trial included B-cell ymphoma, breast cancer, colon cancer,
malignant hepatic neoplasm, malignant lung neoplasm, malignant melanoma, lung cancer of
primary neuroendocrine carcinoma, renal cancer and squamous cell carcinoma. Overall, the
number of malignancies in the clinical trials was small; however, long-term exposure was
limited.

Live and Oral Vaccines

There are no data on the secondary transmission of infection by live vaccines in patients
receiving ENTYVIO.

In a placebo-controlled study of healthy volunteers, 61 subjects were given a single ENTYVIO
750 mg dose (2.5 times the recommended dose), and 62 subjects received placebo followed
by intramuscular vaccination with Hepatitis B surface antigen and oral cholera vaccine. After
intramuscular vaccination with three doses of recombinant Hepatitis B surface antigen, those
treated with ENTYVIO did not have lower rates of protective immunity to Hepatitis B virus.
However, those exposed to ENTYVIO did have lower seroconversion rates and anti-cholera
titers relative to placebo after receiving the two doses of a killed, oral cholera vaccine. The
impact on other oral vaccines and on nasal vaccines in patients is unknown.

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 vedolizumab in the studies described below with the incidence
of antibodies in other studies or to other products may be misleading.

In UC Trials | and Il and CD Trials | and lll, in patients who received ENTYVIO, the frequency
of antibodies detected in patients was 13% at 24 weeks after the last dose of study drug
(greater than five half-lives after last dose). During treatment, 56 of 1434 (4%) of patients
treated with ENTYVIO had detectable anti-vedolizumab antibody at any time during the 52
weeks of continuous treatment. Nine of 56 patients were persistently positive (at two or more
study visits) for anti-vedolizumab antibody and 33 of 56 patients developed neutralizing
antibodies to vedolizumab. Among eight of these nine subjects with persistently positive anti-
vedolizumab antibody and available vedolizumab concentration data, six had undetectable and
two had reduced vedolizumab concentrations [see Clinical Pharmacology (12.3)]. None of the
nine subjects with persistently positive anti-vedolizumab antibody achieved clinical remission
at Weeks 6 or 52 in the controlled trials.

7 DRUG INTERACTIONS

7.1 Natalizumab

Because of the potential for increased risk of PML and other infections, avoid the concomitant
use of ENTYVIO with natalizumab.
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7.2 TNF Blockers

Because of the potential for increased risk of infections, avoid the concomitant use of
ENTYVIO with TNF blockers.

7.3 Live Vaccines

Live vaccines may be administered concurrently with ENTYVIO only if the benefits outweigh
the risks [see Warnings and Precautions (5.5)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed
to ENTYVIO during pregnancy. Information about the registry can be obtained by calling 1-
877-TAKEDAY (1-877-825-3327).

Pregnancy Cateqory B:

Risk Summary

There are no studies with ENTYVIO in pregnant women. No fetal harm was observed in
animal reproduction studies with intravenous administration of vedolizumab to rabbits and
monkeys at dose levels 20 times the recommended human dosage. Because animal
reproduction studies are not always predictive of human response, this drug should be used
during pregnancy only if the benefits to the mother outweigh the risk to the unborn child.

Clinical Considerations

Any adverse pregnancy effect from ENTYVIO would likely be greater during the second and
third trimesters of pregnancy. Monoclonal antibodies are transported across the placenta in a
linear fashion as pregnancy progresses, with the largest amount transferred during the third
trimester.

Animal Data

A reproduction study has been performed in pregnant rabbits at single intravenous doses up to
100 mg/kg administered on gestation Day 7 (about 20 times the recommended human
dosage) and has revealed no evidence of impaired fertility or harm to the fetus due to
vedolizumab. A pre- and post-natal development study in monkeys showed no evidence of any
adverse effect on pre- and post-natal development at intravenous doses up to 100 mg/kg
(about 20 times the recommended human dosage).

8.3 Nursing Mothers

It is unknown whether vedolizumab is present in human milk. Vedolizumab was detected in the
milk of lactating monkeys. Exercise caution when administering vedolizumab to a nursing
woman.

8.4 Pediatric Use
Safety and effectiveness of ENTYVIO in pediatric patients have not been established.

8.5 Geriatric Use

Clinical trials of ENTYVIO did not include sufficient numbers of subjects aged 65 and over (46
Crohn’s and ulcerative colitis patients aged 65 and over were treated with ENTYVIO during
controlled Phase 3 trials) to determine whether they respond differently from younger subjects.
However, no overall differences in safety or effectiveness were observed between these
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patients and younger patients, and other reported clinical experience has not identified
differences in responses between the elderly and younger patients.

11 DESCRIPTION

Vedolizumab, an integrin receptor antagonist, is a humanized IgG1 monoclonal antibody
produced in Chinese hamster ovary cells that binds to the human o437 integrin. ENTYVIO has
an approximate molecular weight of 147 kilodaltons.

ENTYVIO (vedolizumab) for injection is supplied as a sterile, white to off-white, preservative-
free, lyophilized cake for intravenous infusion. After reconstitution with 4.8 mL Sterile Water for
Injection, USP, the final concentration is 60 mg/mL with a deliverable volume of 5 mL (300 mg)
and the resulting pH is approximately 6.3.

Each single-dose vial contains 300 mg vedolizumab, L-arginine hydrochloride (131.7 mg),
L-histidine (23 mg), L-histidine monohydrochloride (21.4 mg), polysorbate 80 (3 mg), and
sucrose (500 mg).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Vedolizumab is a humanized monoclonal antibody that specifically binds to the a47 integrin
and blocks the interaction of a437 integrin with mucosal addressin cell adhesion molecule-1
(MAdCAM-1) and inhibits the migration of memory T-lymphocytes across the endothelium into
inflamed gastrointestinal parenchymal tissue. Vedolizumab does not bind to or inhibit function
of the o431 and aER7 integrins and does not antagonize the interaction of a4 integrins with
vascular cell adhesion molecule-1 (VCAM-1).

The 0437 integrin is expressed on the surface of a discrete subset of memory T-lymphocytes
that preferentially migrate into the gastrointestinal tract. MAdJCAM-1 is mainly expressed on gut
endothelial cells and plays a critical role in the homing of T-lymphocytes to gut lymph tissue.
The interaction of the 047 integrin with MAdCAM-1 has been implicated as an important
contributor to the chronic inflammation that is a hallmark of ulcerative colitis and Crohn’s
disease.

12.2 Pharmacodynamics

In clinical trials with ENTYVIO at doses ranging from 0.2 to 10 mg/kg (which includes doses
outside of the recommended dose), saturation of a437 receptors on subsets of circulating
lymphocytes involved in gut-immune surveillance was observed.

In clinical trials with ENTYVIO at doses ranging from 0.2 to 10 mg/kg and 180 to 750 mg
(which include doses outside of the recommended dose) in healthy subjects and in patients
with ulcerative colitis or Crohn’s disease, vedolizumab did not elevate neutrophils, basophils,
eosinophils, B-helper and cytotoxic T-lymphocytes, total memory helper T-lymphocytes,
monocytes or natural killer cells.

A reduction in gastrointestinal inflammation was observed in rectal biopsy specimens from
Phase 2 ulcerative colitis patients exposed to ENTYVIO for four or six weeks compared to
placebo control as assessed by histopathology.

In a study of 14 healthy subjects, ENTYVIO did not affect the CD4+ lymphocyte cell counts,
CD8+ lymphocyte cell counts, or the CD4+:CD8+ ratios in the CSF [see Clinical Pharmacology
(12.3)].
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12.3 Pharmacokinetics

Similar pharmacokinetics were observed in ulcerative colitis and Crohn’s disease patients
administered 300 mg ENTYVIO as a 30 minute intravenous infusion on Weeks 0 and 2,
followed by 300 mg ENTYVIO every eight weeks starting from Week 6 (Table 3).

Table 3. Mean * SD Vedolizumab Concentrations in Patients* with Ulcerative Colitis and
Crohn’s Disease

Weeks 6 to 52

Weeks 0 to 6 ENTYVIO Every 8 Weeks

Patient Population Trough Serum

Concentration at Trough Serum Concentration

Week 6 (mcg/mL) at Week 46T (mcg/mL)
. ” 26.3+12.9 11.2+7.2
Ulcerative Colitis (N=210) (N=77)
s 274 +£19.2 13.0+ 91
Crohn’s Disease (N=198) (N=72)

*Data from patients in UC Trials | and Il and CD Trials | and Ill with pharmacokinetic data
available; data from patients with anti-vedolizumab antibody were excluded.

tSteady-state trough serum concentration.

The presence of persistent anti-vedolizumab antibody was observed to substantially reduce
serum concentrations of vedolizumab, either to undetectable or negligible levels at Weeks 6
and 52 (n=8).

Vedolizumab clearance depends on both linear and nonlinear pathways; the nonlinear
clearance decreases with increasing concentrations. Population pharmacokinetic analyses
indicated that the linear clearance was approximately 0.157 L/day, the serum half-life was
approximately 25 days at 300 mg dosage, and the distribution volume was approximately 5 L.

Vedolizumab was not detected in the cerebrospinal fluid (CSF) of 14 healthy subjects at five
weeks after a single intravenous administration of 450 mg ENTYVIO (1.5 times the
recommended dosage).

Special Populations

Population pharmacokinetic analysis showed that the severity of disease state, body weight,
prior treatment with TNF blocker therapy, age (18 to 78 years), serum albumin, co-
administered immunomodulators (including azathioprine, 6-mercaptopurine, methotrexate),
and co-administered aminosalicylates did not have a clinically meaningful effect on the
pharmacokinetics of ENTYVIO.

Pharmacokinetics of vedolizumab in patients with renal or hepatic insufficiency have not been
studied.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term studies in animals have not been performed to evaluate the carcinogenic potential
of vedolizumab. Studies to evaluate the possible impairment of fertility or mutagenic potential
of vedolizumab have not been performed.
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14 CLINICAL STUDIES

14.1 Clinical Studies in Ulcerative Colitis

The safety and efficacy of ENTYVIO were evaluated in two randomized, double-blind, placebo-
controlled trials (UC Trials | and I1) in adult patients with moderately to severely active
ulcerative colitis (UC) defined as Mayo score of six to 12 with endoscopy subscore of two or
three. The Mayo score ranges from zero to 12 and has four subscales that are each scored
from zero (normal) to three (most severe): stool frequency, rectal bleeding, findings on
endoscopy, and physician global assessment. An endoscopy subscore of two is defined by
marked erythema, lack of vascular pattern, friability, and erosions; an endoscopy subscore of
three is defined by spontaneous bleeding and ulceration.

Enrolled patients in the United States (US) had over the previous five-year period an
inadequate response or intolerance to immunomodulator therapy (i.e., azathioprine or 6-
mercaptopurine) and/or an inadequate response, loss of response, or intolerance to a TNF
blocker. Outside the US, prior treatment with corticosteroids was sufficient for entry if over the
previous five-year period the patients were corticosteroid dependent (i.e., unable to
successfully taper corticosteroids without a return of the symptoms of UC) or had an
inadequate response or intolerance to corticosteroids.

Patients that had received natalizumab ever in the past, and patients that had received a TNF
blocker in the past 60 days were excluded from enroliment. Concomitant use of natalizumab or
a TNF blocker was not allowed.

UC Trial |

In UC Trial I, 374 patients were randomized in a double-blind fashion (3:2) to receive
ENTYVIO 300 mg or placebo by intravenous infusion at Week 0 and Week 2. Efficacy
assessments were at Week 6. Concomitant stable dosages of aminosalicylates, corticosteroids
(prednisone dosage <30 mg/day or equivalent), and immunomodulators (azathioprine or
6-mercaptopurine) were permitted through Week 6.

At baseline, patients received corticosteroids (54%), immunomodulators (azathioprine or 6-
mercaptopurine) (30%), and/or aminosalicylates (74%). Thirty-nine percent of patients had an
inadequate response, loss of response, or intolerance to a TNF blocker therapy. Eighteen
percent of patients had an inadequate response, inability to taper or intolerance to prior
corticosteroid treatment only (i.e., had not received prior immunomodulators or TNF blockers).
The median baseline Mayo score was nine in the ENTYVIO group and eight in the placebo
group.

In UC Trial I, a greater percentage of patients treated with ENTYVIO compared to patients
treated with placebo achieved clinical response at Week 6 (defined in Table 4). A greater
percentage of patients treated with ENTYVIO compared to patients treated with placebo also
achieved clinical remission at Week 6 (defined in Table 4). In addition, a greater percentage of
patients treated with ENTYVIO had improvement of endoscopic appearance of the mucosa at
Week 6 (defined in Table 4).
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Table 4. Proportion of Patients Meeting Efficacy Endpoints at Week 6 (UC Trial I)

Treatment
Difference

Placebo | ENTYVIO | p-value and

Endpoint N=149 N=225 95% CI

Clinical response” at Week 6 26% 47% <0.001 22%
(12%, 32%)

Clinical remissiont at Week 6 5% 17% 0.001 12%
(5%, 18%)

H o
larggtrac;vrzrr?ceenf)? Iheen?nouscfgsrgg at Week 6 25% 41% 0.001 (6%16 2/25%)

"Clinical response: reduction in complete Mayo score of >3 points and >30% from baseline with an
accompanying decrease in rectal bleeding subscore of >1 point or absolute rectal bleeding
subscore of <1 point.

fClinical remission: complete Mayo score of <2 points and no individual subscore >1 point.

*Improvement of endoscopic appearance of the mucosa: Mayo endoscopy subscore of 0 (normal or
inactive disease) or 1 (erythema, decreased vascular pattern, mild friability).

UC Trial Il

In order to be randomized to treatment in UC Trial Il, patients had to have received ENTYVIO
and be in clinical response at Week 6. Patients could have come from either UC Trial | or from
a group who received ENTYVIO open-label.

In UC Trial Il, 373 patients were randomized in a double-blind fashion (1:1:1) to one of the
following regimens beginning at Week 6: ENTYVIO 300 mg every eight weeks, ENTYVIO
300 mg every four weeks or placebo every four weeks. Efficacy assessments were at Week
52. Concomitant aminosalicylates and corticosteroids were permitted through Week 52.
Concomitant immunomodulators (azathioprine or 6-mercaptopurine) were permitted outside
the US but were not permitted beyond Week 6 in the US.

At Week 6, patients were receiving corticosteroids (61%), immunomodulators (azathioprine or
6-mercaptopurine) (32%) and aminosalicylates (75%). Thirty-two percent of patients had an
inadequate response, loss of response or intolerance to a TNF blocker therapy. At Week 6, the
median Mayo score was eight in the ENTYVIO every eight week group, the ENTYVIO every
four week group, and the placebo group. Patients who had achieved clinical response at Week
6 and were receiving corticosteroids were required to begin a corticosteroid-tapering regimen
at Week 6.

In UC Trial Il, a greater percentage of patients in groups treated with ENTYVIO as compared
to placebo achieved clinical remission at Week 52, and maintained clinical response (clinical
response at both Weeks 6 and 52) (Table 5). In addition, a greater percentage of patients in
groups treated with ENTYVIO as compared to placebo were in clinical remission at both
Weeks 6 and 52, and had improvement of endoscopic appearance of the mucosa at Week 52
(Table 5). In the subgroup of patients who achieved clinical response at Week 6 and were
receiving corticosteroid medication at baseline, a greater proportion of patients in groups
treated with ENTYVIO as compared to placebo discontinued corticosteroids and were in
clinical remission at Week 52 (Table 5).

The ENTYVIO every four week dosing regimen did not demonstrate additional clinical benefit
over the every eight dosing week regimen. The every four week dosing regimen is not the
recommended dosing regimen [see Dosage and Administration (2.3)].
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Table 5. Proportion of Patients Meeting Efficacy Endpoints at Week 52" (UC Trial Il)

ENTYVIO Treatment
Endpoint Placebot Every 8 value Difference

P N=126 Weeks | P and

N=122 95% CI

Clinical remission at Week 52 16% 42% <0.001 26%
' (15%, 37%)

Clinical response at both Weeks 6 and 52 24% 57% <0.001 33%
(21%, 45%)

Improvement of endoscopic appearance 0 o 32%
of the mucosa¥ at Week 52 20% 52% <0.001 (20%, 44%)

12%

- . 0 o

Clinical remission at both Weeks 6 and 52 9% 21% 0.008 (3%, 21%)

Corticosteroid-free clinical remission$ 14%$ 31%$ 0.012 18%
(4%, 31%)

"Patients must have achieved clinical response at Week 6 to continue into UC Trial Il. This group
includes patients that were not in clinical remission at Week 6.

TThe placebo group includes those patients who received ENTYVIO at Week 0 and Week 2 and were
randomized to receive placebo from Week 6 through Week 52.

*Improvement of endoscopic appearance of the mucosa: Mayo endoscopy subscore of 0 (normal or
inactive disease) or 1 (erythema, decreased vascular pattern, mild friability) at Week 52.

SCorticosteroid-free clinical remission: Assessed in the subgroup of patients who were receiving
corticosteroids at baseline and who were in clinical response at Week 6 (n=72 for placebo and n=70
for ENTYVIO every eight weeks). Corticosteroid-free clinical remission was defined as the

proportion of patients in this subgroup that discontinued corticosteroids by Week 52 and were in
clinical remission at Week 52.

14.2 Clinical Studies in Crohn’s Disease

The safety and efficacy of ENTYVIO were evaluated in three randomized, double-blind,
placebo-controlled clinical trials (CD Trials I, Il, and Ill) in adult patients with moderately to
severely active Crohn’s disease (CD) (Crohn’s Disease Activity Index [CDAI] score of 220 to
450)."

Enrolled patients in the United States (US) had over the previous five-year period an
inadequate response or intolerance to immunomodulator therapy (i.e., azathioprine, 6-
mercaptopurine, or methotrexate) and/or an inadequate response, loss of response, or
intolerance to one or more TNF blockers. Outside the US, prior treatment with corticosteroids
was sufficient for entry if over the previous five-year period the patients were corticosteroid
dependent (i.e., unable to successfully taper corticosteroids without a return of the symptoms
of CD) or had an inadequate response or intolerance to corticosteroids.

Patients that had received natalizumab ever in the past, and patients that had received a TNF
blocker in the past 30 to 60 days were excluded from enrollment. Concomitant use of
natalizumab or a TNF blocker was not allowed.

CD Trial |

In CD Trial I, 368 patients were randomized in a double-blind fashion (3:2) to receive
ENTYVIO 300 mg or placebo by intravenous infusion at Week 0 and Week 2. Efficacy
assessments were at Week 6. Concomitant stable dosages of aminosalicylates, corticosteroids
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(prednisone dosage <30 mg/day or equivalent), and immunomodulators (azathioprine, 6-
mercaptopurine or methotrexate) were permitted through Week 6.

At baseline, patients were receiving corticosteroids (49%), immunomodulators (azathioprine, 6-
mercaptopurine, or methotrexate) (35%), and/or aminosalicylates (46%). Forty-eight percent of
the patients had an inadequate response, loss of response, or intolerance to a TNF blocker
therapy. Seventeen percent of patients had inadequate response, inability to taper, or
intolerance to prior corticosteroid treatment only (i.e., had not received prior
immunomodulators or TNF blockers). The median baseline CDAI score was 324 in the
ENTYVIO group and 319 in the placebo group.

In CD Trial |, a statistically significantly higher percentage of patients treated with ENTYVIO
achieved clinical remission (defined as CDAI <150) as compared to placebo at Week 6 (Table
6). The difference in the percentage of patients who demonstrated clinical response (defined
as a 2100-point decrease in CDAI score from baseline), was however, not statistically
significant at Week 6.

CD Trial Il

Compared to CD Trial I, CD Trial Il enrolled a higher number of patients who had over the
previous five-year period had an inadequate response, loss of response, or intolerance to one
or more TNF blockers (76%); this was the primary analysis population. In CD Trial Il, 416
patients were randomized in a double-blind fashion (1:1) to receive either ENTYVIO 300 mg or
placebo at Weeks 0, 2 and 6. Efficacy assessments were at Weeks 6 and 10. Concomitant
aminosalicylates, corticosteroids, and immunomodulators (azathioprine, 6-mercaptopurine, or
methotrexate) were permitted through Week 10.

At baseline, patients were receiving corticosteroids (54%), immunomodulators (azathioprine, 6-
mercaptopurine, or methotrexate) (34%), and aminosalicylates (31%). The median baseline
CDAI score was 317 in the ENTYVIO group and 301 in the placebo group.

For the primary endpoint (clinical remission at Week 6), treatment with ENTYVIO did not result
in statistically significant improvement over placebo (Table 6). Secondary endpoints including
assessments at Week 10 were not tested because the primary endpoint was not statistically
significant.

Table 6. Proportion of Patients in Clinical Remission at Week 6 (CD Trials | and Il)

Treatment
Difference
Placebo ENTYVIO p-value and
95% ClI
CD Trial I: % 15% 0.041¢ 8%
Clinical Remission” at Week 6 (10/148) (32/220) ' (1%, 14%)
CD Trial IIt: 12% 15% NSS 3%
Clinical Remission” at Week 6 (19/157) (24/158) (-5%, 11%)

*Clinical Remission: CDAI £150

TThe primary analysis population for CD Trial || was patients that had an inadequate response, loss of
response, or intolerance to one or more TNF blockers (76% of the overall population)

*Adjusted p-value for multiple comparisons of two primary endpoints

SNS: Not significant (Secondary endpoints including assessments at Week 10 were not tested because
the CD Trial Il primary endpoint was not statistically significant)
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CD Trial Ill

In order to be randomized to treatment in CD Trial lll, patients had to have received ENTYVIO
and be in clinical response (defined as a =70-point decrease in CDAI score from baseline) at
Week 6. Patients could have come from either CD Trial | or from a group who received
ENTYVIO open-label.

In CD Trial Ill, 461 patients were randomized in a double-blind fashion (1:1:1) to one of the
following regimens beginning at Week 6: ENTYVIO 300 mg every eight weeks, ENTYVIO 300
mg every four weeks or placebo every four weeks. Efficacy assessments were at Week 52.
Concomitant aminosalicylates and corticosteroids were permitted through Week 52.
Concomitant immunomodulators (azathioprine, 6-mercaptopurine, or methotrexate) were
permitted outside the US but were not permitted beyond Week 6 in the US.

At Week 6, patients were receiving corticosteroids (59%), immunomodulators (azathioprine, 6-
mercaptopurine, or methotrexate) (31%), and aminosalicylates (41%). Fifty-one percent of
patients had an inadequate response, loss of response, or intolerance to a TNF blocker
therapy. At Week 6, the median CDAI score was 322 in the ENTYVIO every eight week group,
316 in the ENTYVIO every four week group, and 315 in the placebo group. Patients who had
achieved clinical response (=270 decrease in CDAI score from baseline) at Week 6 and were
receiving corticosteroids were required to begin a corticosteroid-tapering regimen at Week 6.

In CD Trial Ill a greater percentage of patients in groups treated with ENTYVIO as compared
to placebo were in clinical remission (defined as CDAI score <150) at Week 52. A greater
percentage of patients in groups treated with ENTYVIO as compared to placebo had a clinical
response (defined as 2100 decrease in CDAI score from baseline) at Week 52 (Table 7). In the
subgroup of patients who were receiving corticosteroids at baseline and who were in clinical
response at Week 6 (defined as =270 decrease in CDAI score from baseline), a greater
proportion of patients in groups treated with ENTYVIO as compared to placebo discontinued
corticosteroids by Week 52 and were in clinical remission at Week 52 (Table 7).

The ENTYVIO every four week dosing regimen did not demonstrate additional clinical benefit
over the every eight dosing week regimen. The every four week dosing regimen is not the
recommended dosing regimen [see Dosage and Administration (2.3)].
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Table 7. Proportion of Patients Meeting Efficacy Endpoints at Week 52* (CD Trial Ill)

ENTYVIO Treatment
Every 8 Difference

Placebot Weeks and

N=153 N=154 p-value 95% ClI

Clinical remissiont at Week 52 0 0 17%
22% 39% 0.001 (7%, 28%)

Clinical responset at Week 52 0 0 13%
p 30% 44% 0.013 (3%, 24%)

Corticosteroid-free clinical 4 . 16%
remission” 16% 32% 0.015 (3%, 29%)

*This group includes patients that were not in clinical remission at Week 6. Patients must
have achieved clinical response (defined as 270 decrease in CDAI from baseline) at
Week 6 to continue into CD Trial III.

tThe placebo group includes those patients who received ENTYVIO at Week 0 and Week 2,
and were randomized to receive placebo from Week 6 through Week 52

*Clinical remission: CDAI <150
$Clinical response: 2100 decrease in CDAI from baseline

#Corticosteroid-free clinical remission: Assessed in the subgroup of patients who were
receiving corticosteroids at baseline and who were in clinical response (defined as 270
decrease in CDAI from baseline) at Week 6 (n=82 for placebo and n=82 for ENTYVIO
every eight weeks). Corticosteroid-free clinical remission was defined as the proportion of
patients in this subgroup that discontinued corticosteroids by Week 52 and were in clinical
remission at Week 52.
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16 HOW SUPPLIED/STORAGE AND HANDLING

ENTYVIO (vedolizumab) for injection is supplied in sterile 20 mL single-dose glass vials,
containing 300 mg of vedolizumab as a white to off-white lyophilized cake.

NDC 64764-300-20 300 mg single-dose vial in individual carton

Refrigerate unopened vials at 2° to 8°C (36° to 46°F). Retain in original package to protect from
light.

17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Medication Guide).

Hypersensitivity Reactions

Instruct patients to report immediately if they experience symptoms consistent with a
hypersensitivity reaction during or following an infusion of ENTYVIO [see Warnings and
Precautions (5.1)].
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Infections

Inform patients that they may be more likely to develop infections when taking ENTYVIO.
Instruct patients to tell their healthcare provider if they develop any signs or symptoms of an
infection [see Warnings and Precautions (5.2)].

Progressive Multifocal Leukoencephalopathy

Inform patients that progressive multifocal leukoencephalopathy (PML) has occurred in
patients who received a different integrin receptor antagonist product. Instruct patients to
report if they experience any new onset or worsening of neurological signs and symptoms
immediately, as these could be indicative of PML [see Warnings and Precautions (5.3)].

Liver Injury

Inform patients that elevated transaminase levels with or without elevated bilirubin has
occurred in patients who received ENTYVIO. Instruct patients to report promptly any
symptoms that may indicate liver injury, including fatigue, anorexia, right upper abdominal
discomfort, dark urine or jaundice [see Warnings and Precautions (5.4)].

Manufactured by:
Takeda Pharmaceuticals America, Inc.
Deerfield, IL 60015

U.S. License No. 1898
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Medication Guide

ENTYVIO (en ti’ vee oh)
(vedolizumab)

What is the most important information I should know about ENTYVIO?
ENTYVIO may cause serious side effects, including:

e Infusion and serious allergic reactions. These reactions can happen while you are
receiving ENTYVIO or several hours after treatment. You may need treatment if you
have an allergic reaction. Tell your healthcare provider or get medical help right away if
you get any of these symptoms during or after an infusion of ENTYVIO: rash, itching,
swelling of your lips, tongue throat or face, shortness of breath or trouble breathing,
wheezing, dizziness, feeling hot, or palpitations (feel like your heart is racing).

e Infections. ENTYVIO may increase your risk of getting a serious infection. Before
receiving ENTYVIO and during treatment with ENTYVIO, tell your healthcare provider if
you think you have an infection or have symptoms of an infection such as fever, chills,
muscle aches, cough, shortness of breath, runny nose, sore throat, red or painful skin or
sores on your body, tiredness, or pain during urination.

e Progressive Multifocal Leukoencephalopathy (PML). Although it has not been
reported with ENTYVIO, it may be possible for a person to get progressive multifocal
leukoencephalopathy (PML) (a rare, serious brain infection caused by a virus). People
with weakened immune systems can get PML. PML can result in death or severe
disability. There is no known treatment, prevention, or cure for PML. Tell your healthcare
provider right away if you have any of the following symptoms: confusion or problems
thinking, loss of balance, change in the way you walk or talk, decreased strength or
weakness on one side of the body, blurred vision, or loss of vision.

e Liver Problems. Liver problems can happen in people who receive ENTYVIO. Tell your
healthcare provider right away if you have any of the following symptoms: tiredness,
loss of appetite, pain on the right side of your stomach (abdomen), dark urine, or
yellowing of the skin and eyes (jaundice).

See “"What are the possible side effects of ENTYVIO?” for more information about
side effects.

What is ENTYVIO?
ENTYVIO is a prescription medicine used in adults:

¢ with moderate to severe active ulcerative colitis (UC) when certain other
UC medicines have not worked well enough or cannot be tolerated:

o to begin helping some of your symptoms

o in people who respond to ENTYVIO, to help get UC under control (induce
remission) and keep UC under control (maintain remission)

o for people who respond to ENTYVIO, you may be able to reduce or stop the
use of corticosteroid medicines

o to improve the way the lining of your large intestine looks to your healthcare
provider during colonoscopy
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¢ with moderate to severe active Crohn’s disease when certain other Crohn’s
disease medicines have not worked well enough or cannot be tolerated:

o to begin helping some of your symptoms

o in people who respond to ENTYVIO, to help get Crohn’s disease under control
(achieve remission)

o for people who respond to ENTYVIO, you may be able to reduce or stop the
use of corticosteroid medicines

It is not known if ENTYVIO is safe and effective in children under 18 years of age.

Who should not receive ENTYVIO?

Do not receive ENTYVIO if you have had an allergic reaction to ENTYVIO or any of the
ingredients in ENTYVIO. See the end of this Medication Guide for a complete list of
ingredients in ENTYVIO.

Before receiving ENTYVIO, tell your healthcare provider about all of your medical
conditions, including if you:

e have an infection, think you may have an infection or have infections that keep
coming back (see “What is the most important information I should know
about ENTYVIO?”).

e have liver problems

e have tuberculosis (TB) or have been in close contact with someone with TB.

e have recently received or are scheduled to receive a vaccine. Talk to your
healthcare provider about bringing your vaccines up-to-date before starting
treatment with ENTYVIO.

e are pregnant or plan to become pregnant. It is not known if ENTYVIO will harm
your unborn baby. Tell your healthcare provider right away if you become pregnant
while receiving ENTYVIO.

e are breastfeeding or plan to breastfeed. It is not known if ENTYVIO passes into your
breast milk.

Tell your healthcare provider about all the medicines you take, including
prescription and over-the-counter medicines, vitamins and herbal supplements. Especially
tell your healthcare provider if you take or have recently taken Tysabri (natalizumab), a
Tumor Necrosis Factor (TNF) blocker medicine, a medicine that weakens your immune
system (immunosuppressant), or corticosteroid medicine.

How will I receive ENTYVIO?

e ENTYVIO is given through a needle placed in a vein (intravenous infusion) in your
arm.

e ENTYVIO is given to you over a period of about 30 minutes.

e Your healthcare provider will monitor you during and after the ENTYVIO infusion for
side effects to see if you have a reaction to the treatment.

What are the possible side effects of ENTYVIO?

ENTYVIO may cause serious side effects, See "What is the most important
information I should know about ENTYVIO?”

The most common side effects of ENTYVIO include: common cold, headache, joint
pain, nausea, fever, infections of the nose and throat, tiredness, cough, bronchitis, flu,
back pain, rash, itching, sinus infection, throat pain, and pain in extremities.
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These are not all of the possible side effects of ENTYVIO.
Call your doctor for medical advice about side effects. You may report side effects to FDA
at 1-800-FDA-1088.

General information about ENTYVIO

Medicines are sometimes prescribed for purposes other than those listed in a Medication
Guide. You can ask your pharmacist or healthcare provider for information about ENTYVIO
that is written for health professionals. Do not use ENTYVIO for a condition for which it
was not prescribed.

What are the ingredients in ENTYVIO?

Active ingredient: vedolizumab

Inactive ingredients: L-arginine hydrochloride, L-histidine, L-histidine monohydrochloride,
polysorbate 80 and sucrose

Manufactured by:
Takeda Pharmaceuticals America, Inc.
Deerfield, IL 60015

U.S. License No. 1898

For more information, go to www.ENTYVIO.com or call 1-877-825-3327

This Medication Guide has been approved by the U.S. Food and Drug Administration.
Revised: February 2018

ENTYVIO is a trademark of Millennium Pharmaceuticals Inc. and is used under license by
Takeda Pharmaceuticals America, Inc.

All other trademark names are the property of their respective owners.

©2014 - 2018 Takeda Pharmaceuticals America, Inc.
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