
Please see additional Important Safety Information for ENTYVIO on page 2.

Important Safety Information 

•  Do not receive ENTYVIO® if you have had an allergic reaction to ENTYVIO or any of its ingredients.

•  ENTYVIO may cause serious side effects, including:

O Infusion-related and serious allergic 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 immediate medical help 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). 
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ENTYVIO is for adults with moderate to severe ulcerative colitis (UC) or Crohn’s disease when 
certain other medicines have not worked well enough or cannot be tolerated. 

ENTYVIO acts in the gut to help control damaging inflammation.

 
Whether you want to learn more about your treatment options, get to know ENTYVIO, 
or have already been prescribed ENTYVIO and want to find out what resources 
EntyvioConnect has to offer, we’ve got the information you need right here.

Individual results may vary.

YOU WEREN’T MADE FOR MODERATE TO SEVERE 
ULCERATIVE COLITIS OR CROHN’S DISEASE.  
BUT GUT-FOCUSED ENTYVIO IS. 

ENTYVIO Infusion Guide 

Register for  
EntyvioConnect

EntyvioConnect Support 
Resources

ENTYVIO Patient Brochure ENTYVIO for UC/Crohn’s  
en español

Note and Discuss Symptoms 
With Your Doctor

Always talk to your care team about the best treatment option for you. 



 

To learn more about ENTYVIO, call 1-844-ENTYVIO or go to ENTYVIO.com/SignUp and follow us on social media.

O Infections. ENTYVIO may increase your risk of getting a serious infection. Before receiving and during 
treatment with ENTYVIO, tell your healthcare provider if you think you have an infection or 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.

O Progressive Multifocal Leukoencephalopathy (PML). People with weakened immune systems can get 
progressive multifocal leukoencephalopathy (PML) (a rare, serious brain infection caused by a virus).  
Although unlikely while receiving ENTYVIO, a risk of PML cannot be ruled out. 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. 

O 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 
abdomen, dark urine, or yellowing of the skin and eyes (jaundice).

•  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, pain in extremities, and with injections under the skin: pain, swelling, itching, hives, bruising, 
rash, or redness at the injection site. These are not all the possible side effects of ENTYVIO. Call your 
healthcare provider for medical advice about side effects. 

•  Before receiving ENTYVIO, tell your healthcare provider about all of your medical conditions, including 
if you: have or think you may have an infection or have infections that keep coming back; have liver 
problems; have tuberculosis (TB) or have been in close contact with someone with TB; have recently 
received or are scheduled to receive a vaccine; or if you are pregnant, breastfeeding, plan to become 
pregnant, or plan to breastfeed.

•  Tell your healthcare provider about all the medicines you take, especially if you take or have recently 
taken Tysabri (natalizumab), Tyruko (natalizumab-sztn), a Tumor Necrosis Factor (TNF) blocker 
medicine, a medicine that weakens your immune system (immunosuppressant), or corticosteroid 
medicine.

Please see the full Prescribing Information, including the Medication Guide, for ENTYVIO and talk with 
your healthcare provider. 

  ENTYVIO is available for:  
   •  intravenous (IV) infusion: 300 mg vedolizumab.
    •  subcutaneous (SC) injection: 108 mg vedolizumab.

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.

 What is ENTYVIO (vedolizumab)?

  ENTYVIO is a prescription medicine used in adults for the treatment of: 

   •  moderately to severely active ulcerative colitis (UC). 

    •  moderately to severely active Crohn’s disease (CD). 

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

 Important Safety Information for ENTYVIO® (vedolizumab) (continued)
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MEDICATION GUIDE 
ENTYVIO® (en ti’ vee oh)  

(vedolizumab)  
for injection, for intravenous use 

ENTYVIO® (en ti’ vee oh)  
(vedolizumab)  

injection, for subcutaneous use 

ENTYVIO® (en ti’ vee oh) PEN 
(vedolizumab)  

injection, for subcutaneous use 
What is the most important information I should know about ENTYVIO? 
ENTYVIO may cause serious side effects, including:  
• Infusion-related 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).

• 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.

• Progressive Multifocal Leukoencephalopathy (PML). People with weakened immune systems can get
progressive multifocal leukoencephalopathy (PML) (a rare, serious brain infection caused by a virus). Although
unlikely while receiving ENTYVIO, a risk of PML cannot be ruled out. 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.

• 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 for the treatment of: 
• moderately to severely active ulcerative colitis (UC).
• moderately to severely active Crohn’s disease (CD).
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: 
• 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?”).
• have liver problems.
• have tuberculosis (TB) or have been in close contact with someone with TB.
• 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.
• 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.
• are breastfeeding or plan to breastfeed. ENTYVIO can pass into your breast milk. Talk to your healthcare provider

about the best way to feed your baby if you take ENTYVIO.
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), Tyruko 
(natalizumab-sztn), a Tumor Necrosis Factor (TNF) blocker medicine, a medicine that weakens your immune system 
(immunosuppressant), or corticosteroid medicine. 
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How should I use ENTYVIO? 
When given in a vein (intravenously): 
• You may receive ENTYVIO through a needle placed in a vein (intravenous infusion) in your arm.

o ENTYVIO is given to you over a period of about 30 minutes.
o 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.
When given under the skin (subcutaneously): 
• You may receive ENTYVIO as an injection under your skin (subcutaneous) every 2 weeks. You may receive your

first subcutaneous injection after at least 2 intravenous infusions in place of the next scheduled intravenous infusion.
o See the detailed Instructions for Use that comes with ENTYVIO about the right way to prepare and give

ENTYVIO.
o ENTYVIO is provided as single-dose prefilled syringe or single-dose prefilled pen (ENTYVIO PEN) for

subcutaneous use. Your healthcare provider will prescribe the type that is best for you.
o If your healthcare provider decides that you or your caregiver can give your injections of ENTYVIO at home, you

or your caregiver should be shown the right way to prepare and inject ENTYVIO.
o Do not inject ENTYVIO until you or your caregiver have been shown the right way by your healthcare provider.
o Always check the label of your prefilled syringe or prefilled pen to make sure you have the correct medicine

before each injection.
o Do not shake ENTYVIO.
o ENTYVIO is injected under your skin (subcutaneously) 1 time every 2 weeks.
o Inject ENTYVIO under the skin (subcutaneous injection) in your upper legs (thighs) or stomach area (abdomen).

The upper arms may also be used if a caregiver gives the injection.
o Use a different injection site each time you use ENTYVIO.
o Do not give an injection into moles, scars, bruises, or skin that is tender, hard, red, or damaged.
o If you are not able to inject ENTYVIO at your regular scheduled time or you miss a dose of ENTYVIO, inject the

dose as soon as possible. Then, inject your next dose every 2 weeks thereafter. If you are not sure when to inject
ENTYVIO, call your healthcare provider.

o If you take more ENTYVIO than you were told to take, call your healthcare provider.

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, pain in 
extremities, and with injections under the skin: pain, swelling, itching, hives, bruising, rash, or redness at the 
injection site. 
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. 
How should I store ENTYVIO? 
• Store ENTYVIO in a refrigerator between 36°F to 46°F (2°C to 8°C).
• If needed, the prefilled syringe or prefilled pen can be left out of the refrigerator in its box at room temperature up to

77°F (25°C) for up to 7 days (for example, when traveling). Do not use the prefilled syringe or prefilled pen if left out
of the refrigerator for more than 7 days or left in direct sunlight.

• Do not freeze ENTYVIO. Do not use ENTYVIO if it has been frozen.
• Keep ENTYVIO in the original package to protect from light until the time of use.
• ENTYVIO prefilled syringe or prefilled pen is not made with natural rubber latex.
Keep ENTYVIO and all medicines out of the reach of children.
General information about the safe and effective use of ENTYVIO. 
Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use ENTYVIO 
for a condition for which it was not prescribed. Do not give ENTYVIO to other people, even if they have the same 
symptoms that you have. It may harm them. You can ask your pharmacist or healthcare provider for information about 
ENTYVIO that is written for health professionals.  
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What are the ingredients in ENTYVIO? 
Active ingredient: vedolizumab 
Inactive ingredients in vial for intravenous infusion: arginine hydrochloride, histidine, histidine monohydrochloride, 
polysorbate 80 and sucrose 
Inactive ingredients in prefilled syringe or prefilled pen for subcutaneous injection: arginine hydrochloride, citric 
acid monohydrate, histidine, histidine monohydrochloride, polysorbate 80, sodium citrate dihydrate, and Sterile Water 
for Injection 

Manufactured by: Takeda Pharmaceuticals U.S.A., Inc.  
Lexington, MA 02421 
U.S. License No. 1898 
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used under license by Takeda Pharmaceuticals U.S.A., Inc. 
All other trademark names are the property of their respective owners. 
©2024 Takeda Pharmaceuticals U.S.A., Inc. 
For more information, go to www.ENTYVIO.com or call 1-877-TAKEDA7 (1-877-825-3327). 

This Medication Guide has been approved by the U.S. Food and Drug Administration VMB245 R10 Revised: 4/2024 



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 I, a statistically significantly higher percentage of patients treated with intravenous ENTYVIO 
achieved clinical remission (defined as CDAI ≤150) as compared to placebo at Week 6 (Table 7). The 
difference in the percentage of patients who demonstrated clinical response (defined as a ≥100-point 
decrease in CDAI score from baseline), was however, not statistically significant at Week 6. 
CD Trial II – Intravenous
Compared to CD Trial I, CD Trial II 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 II, 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 intravenous ENTYVIO did not 
result in statistically significant improvement over placebo (Table 7). Secondary endpoints including 
assessments at Week 10 were not tested because the primary endpoint was not statistically significant. 

Table 7. Proportion of Patients in Clinical Remission at Week 6 (CD Trials I and II)

Placebo ENTYVIO IV p-value

Treatment  
Difference

and
95% CI

CD Trial I:
Clinical Remission* at Week 6

7%
(10/148)

15%
(32/220) 0.041‡ 8%

(1%, 14%)

CD Trial II†:
Clinical Remission* at Week 6

12%
(19/157)

15%
(24/158) NS§ 3%

(-5%, 11%)

*Clinical Remission: CDAI ≤150
†  The primary analysis population for CD Trial II 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
§  NS: Not significant (Secondary endpoints including assessments at Week 10 were not tested because the 
CD Trial II primary endpoint was not statistically significant)

CD Trial III - Intravenous
In order to be randomized to treatment in CD Trial III, patients had to have received intravenous 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 I or from a group who received ENTYVIO open-label. 
In CD Trial III, 461 patients were randomized in a double-blind fashion (1:1:1) to one of the following regimens 
beginning at Week 6: intravenous ENTYVIO 300 mg every eight weeks, intravenous 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 U.S. but were not permitted beyond Week 6 
in the U.S. 
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 (≥70 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 III a greater percentage of patients in groups treated with intravenous 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 intravenous ENTYVIO as compared to placebo had a clinical response 
(defined as ≥100 decrease in CDAI score from baseline) at Week 52 (Table 8). In the subgroup of patients 
who were receiving corticosteroids at baseline and who were in clinical response at Week 6 (defined as ≥70 
decrease in CDAI score from baseline), a greater proportion of patients in groups treated with intravenous 
ENTYVIO as compared to placebo discontinued corticosteroids by Week 52 and were in clinical remission 
at Week 52 (Table 8).
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 (2.2)].

Table 8. Proportion of Patients Meeting Efficacy Endpoints at Week 52* (CD Trial III)

Placebo† 
N=153

ENTYVIO IV 
Every 8 Weeks 

N=154 p-value

Treatment  
Difference

and
95% CI

Clinical remission‡ at Week 52 22% 39% 0.001 17%
(7%, 28%)

Clinical response§ at Week 52 30% 44% 0.013 13%
(3%, 24%)

Corticosteroid-free clinical 
remission# 16%# 32%# 0.015 16%

(3%, 29%)

* This group includes patients that were not in clinical remission at Week 6. Patients must have achieved clinical 
response (defined as ≥70 decrease in CDAI from baseline) at Week 6 to continue into CD Trial III.

†  The 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: ≥100 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 ≥70 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.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
Intravenous Infusion
ENTYVIO® (vedolizumab) for injection for intravenous infusion is supplied in sterile single-dose glass 
vials, containing 300 mg of vedolizumab as a white to off-white lyophilized cake. 

 • ENTYVIO: 300 mg single-dose vial in individual carton: NDC 64764-300-20
Subcutaneous Injection
ENTYVIO (vedolizumab) injection for subcutaneous use is available in a prefilled syringe or a prefilled pen 
as a clear to moderately opalescent and colorless to slightly yellow solution.
The single-dose, disposable ENTYVIO prefilled syringe and single-dose, disposable ENTYVIO prefilled 
pen (ENTYVIO PEN) are comprised of a 1 mL long glass syringe with a fixed 27 gauge thin wall, ½ inch 
needle. The syringe has a rubber needle cover encased in a plastic shell and rubber stopper. Not made 
with natural rubber latex. 

 • ENTYVIO: 108 mg/0.68 single-dose prefilled syringe in an individual carton: NDC 64764-107-11
 • ENTYVIO PEN: 108 mg/0.68 single-dose prefilled pen in an individual carton: NDC 64764-108-21

Storage and Handling
 • Refrigerate ENTYVIO unopened vials, prefilled syringes, and prefilled pens at 2ºC to 8ºC (36º to 46ºF). 
 • If needed, the ENTYVIO prefilled syringe or ENTYVIO PEN can be left out of the refrigerator in 

the original package at room temperature up to 25°C (77ºF) for up to 7 days (for example, when 
traveling). Do not use ENTYVIO prefilled syringe or ENTYVIO PEN if left out of the refrigerator for 
more than 7 days.

 • Do not freeze ENTYVIO vial, prefilled syringe, or prefilled pen. Do not use ENTYVIO vial, prefilled 
syringe, or prefilled pen if it has been frozen.

 • Do not shake the ENTYVIO prefilled syringe, or ENTYVIO PEN. 
 • Retain in original package to protect from light until the time of use.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
Infusion-Related and 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)].

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 some integrin receptor antagonist and systemic immunosuppressant products. 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)].
Pregnancy
Inform patients that there is a pregnancy registry to monitor pregnancy outcomes of women who are 
pregnant or become pregnant while exposed to ENTYVIO [see Use in Specific Populations (8.1)].

Subcutaneous Dosing Technique
Provide guidance to patients and caregivers on proper subcutaneous administration technique, and how 
to use the ENTYVIO single-dose prefilled syringe, or ENTYVIO single-dose prefilled pen correctly [see 
Instructions for Use].

Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used under license by 
Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
VMB245 R8
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What is the most important information I should know about ENTYVIO?
ENTYVIO may cause serious side effects, including: 
 • Infusion-related 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).

 • 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.

 • Progressive Multifocal Leukoencephalopathy (PML). People with weakened 
immune systems can get progressive multifocal leukoencephalopathy (PML) 
(a rare, serious brain infection caused by a virus). Although unlikely while 
receiving ENTYVIO, a risk of PML cannot be ruled out. 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. 

 • 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 for the treatment of:
 • moderately to severely active ulcerative colitis (UC).
 • moderately to severely active Crohn’s disease (CD).

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:
 • 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?”).

 • have liver problems.
 • have tuberculosis (TB) or have been in close contact with someone with TB. 
 • 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.

 • 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.
 ° Pregnancy Registry: There is a pregnancy registry for women who use 

ENTYVIO during pregnancy. The purpose of this registry is to collect 
information about the health of you and your baby. Talk with your healthcare 
provider about how you can take part in this registry or you may contact the 
registry at 1-877-825-3327 to enroll.

 • are breastfeeding or plan to breastfeed. ENTYVIO can pass into your breast 
milk. Talk to your healthcare provider about the best way to feed your baby if 
you take ENTYVIO. 

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), Tyruko (natalizumab-sztn), a Tumor Necrosis Factor (TNF) blocker 
medicine, a medicine that weakens your immune system (immunosuppressant), 
or corticosteroid medicine.

How should I use ENTYVIO?
When given in a vein (intravenously):
 • You may receive ENTYVIO through a needle placed in a vein (intravenous 

infusion) in your arm.
 ° ENTYVIO is given to you over a period of about 30 minutes.
 ° 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.
When given under the skin (subcutaneously):
 • You may receive ENTYVIO as an injection under your skin (subcutaneous) 

every 2 weeks. You may receive your first subcutaneous injection after at least 
2 intravenous infusions in place of the next scheduled intravenous infusion.
 ° See the detailed Instructions for Use that comes with ENTYVIO about the 

right way to prepare and give ENTYVIO.
 ° ENTYVIO is provided as single-dose prefilled syringe or single-dose prefilled 

pen (ENTYVIO PEN) for subcutaneous use. Your healthcare provider will 
prescribe the type that is best for you.

 ° If your healthcare provider decides that you or your caregiver can give your 
injections of ENTYVIO at home, you or your caregiver should be shown the 
right way to prepare and inject ENTYVIO. 

 ° Do not inject ENTYVIO until you or your caregiver have been shown the right 
way by your healthcare provider.

 ° Always check the label of your prefilled syringe or prefilled pen to make sure 
you have the correct medicine before each injection.

 ° Do not shake ENTYVIO.
 ° ENTYVIO is injected under your skin (subcutaneously) 1 time every 2 weeks. 
 ° Inject ENTYVIO under the skin (subcutaneous injection) in your upper legs 

(thighs) or stomach area (abdomen). The upper arms may also be used if a 
caregiver gives the injection.

 ° Use a different injection site each time you use ENTYVIO.
 ° Do not give an injection into moles, scars, bruises, or skin that is tender, 

hard, red, or damaged. 
 ° If you are not able to inject ENTYVIO at your regular scheduled time or you 

miss a dose of ENTYVIO, inject the dose as soon as possible. Then, inject 
your next dose every 2 weeks thereafter. If you are not sure when to inject 
ENTYVIO, call your healthcare provider.

 ° If you take more ENTYVIO than you were told to take, call your healthcare 
provider.

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, pain in extremities, and 
with injections under the skin; pain, swelling, or redness at the injection site.
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.

How should I store ENTYVIO?
• Store ENTYVIO in a refrigerator between 36°F to 46°F (2°C to 8°C). 
•  If needed, the prefilled syringe or prefilled pen can be left out of the refrigerator 

in its box at room temperature up to 77°F (25°C) for up to 7 days (for example, 
when traveling). Do not use the prefilled syringe or prefilled pen if left out of 
the refrigerator for more than 7 days or left in direct sunlight.

• Do not freeze ENTYVIO. Do not use ENTYVIO if it has been frozen.
•  Keep ENTYVIO in the original package to protect from light until the time of use.
• ENTYVIO prefilled syringe or prefilled pen is not made with natural rubber latex.
Keep ENTYVIO and all medicines out of the reach of children.

General information about the safe and effective use of ENTYVIO.
Medicines are sometimes prescribed for purposes other than those listed in 
a Medication Guide. Do not use ENTYVIO for a condition for which it was not 
prescribed. Do not give ENTYVIO to other people, even if they have the same 
symptoms that you have. It may harm them. You can ask your pharmacist or 
healthcare provider for information about ENTYVIO that is written for health 
professionals.

What are the ingredients in ENTYVIO?
Active ingredient: vedolizumab
Inactive ingredients in vial for intravenous infusion: arginine hydrochloride, 
histidine, histidine monohydrochloride, polysorbate 80 and sucrose
Inactive ingredients in prefilled syringe or prefilled pen for subcutaneous 
injection: arginine hydrochloride, citric acid monohydrate, histidine, histidine 
monohydrochloride, polysorbate 80, sodium citrate dihydrate, and Sterile Water 
for Injection
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used 
under license by Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
For more information, go to www.ENTYVIO.com or call 1-877-TAKEDA7 
(1-877-825-3327).

This Medication Guide has been approved by the U.S. Food and Drug Administration
VMB245 R8 Revised:9/2023

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh) PEN

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled pen

This Instructions for Use contains information on how to inject ENTYVIO.

Your ENTYVIO single-dose prefilled pen 

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO PEN 

before you use it for the first time. 
 •  ENTYVIO PEN is for subcutaneous injection only (inject directly into fatty 

layer under the skin).
 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen until you are ready to inject.
 •  Do not put or press your thumb, fingers, or hand over the yellow needle 

shield. The yellow needle shield is visible when the purple cap is removed.
 • Do not use the prefilled pen if it is dropped or damaged. 

Storing ENTYVIO
 • Store your prefilled pen in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled pen can be left in its box at room temperature up to 77°F (25°C) 

for up to 7 days (for example, when traveling). Do not use the prefilled pen if 
it is left out of the refrigerator for more than 7 days.

 • Do not freeze the prefilled pen.
 • Do not leave the prefilled pen in direct sunlight.
 •  Throw away the prefilled pen in a FDA-cleared sharps disposal container if 

it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled pen.

 •  Always keep ENTYVIO PENs, the sharps disposal container, and all medicines 
out of the reach of children.

Getting Your Supplies Ready

Step 1. Remove the ENTYVIO PEN box from the refrigerator
Take 1 prefilled pen box from the refrigerator and check the  
expiration date on the box (see Figure A).

 •  Do not use the prefilled pen if any of the seals on the box  
are broken.

 •  Do not use the prefilled pen if the expiration date on the  
box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled pen come to room  
temperature (see Figure B). 

 • Do not warm the prefilled pen any other way. 
 • Do not let the prefilled pen sit in direct sunlight. 
 •  Do not take the prefilled pen out of its tray until you are  

ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that  
are not in the prefilled pen box (see Figure C).

 • Alcohol pad 
 • Cotton ball or gauze 
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled pen”)

Preparing to Inject ENTYVIO

Step 4. Wash hands
Wash your hands with soap and clean water  
(see Figure D). 

Step 5. Remove the prefilled pen from the tray
Peel off the paper on the tray and lift the prefilled pen  
straight out (see Figure E).

 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen  

until Step 9.

Step 6. Inspect the prefilled pen
Check the expiration date (EXP) printed on the  
prefilled pen and the medicine in the prefilled pen  
viewing window (see Figure F). The medicine should  
be colorless to pale yellow. It is normal to see air  
bubbles. Inspect the prefilled pen for any damage.

 •  Do not use the prefilled pen if the expiration date  
on the prefilled pen has passed.

 •  Do not use the prefilled pen if the medicine is  
cloudy or has particles floating in it.

 • Do not use the prefilled pen if any part of it is damaged.

Step 7. Choose injection site 
Choose an injection site on your bare skin  
from one of the following (see Figure G): 

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
 For caregivers only: back of the  
upper arms may also be used.
 •  Do not inject into the same spot you used for your last injection. 
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.

Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject. 

Continue to Step 9 è

Injecting ENTYVIO

Step 9. Remove the purple cap and throw it away
When you are ready to inject, pull the purple cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I).  

 •  The needle is inside the yellow needle shield  
(under purple cap).

 •  Do not put or press your thumb, fingers, or hand  
over the yellow needle shield. 

 •  Do not put the purple cap back on. This could accidentally start the injection.

Step 10. Place the prefilled pen on the injection site
 • Hold the prefilled pen so you can see the viewing window.
 •  Place the yellow end of the prefilled pen flat on your skin  

at 90 degrees to the injection site (see Figure J).
 • The needle is inside the yellow needle shield.
 •  Do not push down on the prefilled pen until you are ready  

to inject.

Step 11. Start injecting ENTYVIO
Push the prefilled pen straight down 
and hold for at least 10 seconds  
(see Figure K).

 •  You may hear a first click when 
the injection starts.

 •  You may hear a second click. This 
is not the end of the injection.

 •  Continue holding the prefilled 
pen with constant pressure and 
watch the window turn purple.

Step 12. Complete injecting ENTYVIO
Continue holding the prefilled pen with 
constant pressure until the viewing 
window has filled with purple to 
make sure you have received your 
full dose (see Figure L).

 •  You will see a small amount of 
gray in the viewing window. This 
is normal.

 •  If the viewing window did not fill 
with purple, you may not have 
received your full dose. Call your 
pharmacy or healthcare provider.

Step 13. Lift prefilled pen from skin
Lift the prefilled pen from the injection site (see Figure M).  
The yellow needle shield will drop down and lock over  
the needle.

 •  When you remove the prefilled pen, if the window has  
not turned purple, or it looks like the medicine is still  
coming out of the prefilled pen, this means you have  
not received a full dose. Call your pharmacy or  
healthcare provider right away.

 •  You may see a small amount of blood at the injection site. If you do, press 
on your skin with a cotton ball or gauze.

Step 14. Throw away (dispose of) the prefilled pen
Throw away (dispose of) the used prefilled pen in a FDA-cleared  
sharps disposal container right away after use (see Figure N).  
Do not recycle or throw away the prefilled pen in your  
household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is: 
- made of heavy-duty plastic, 
- can be closed with a tight-fitting, puncture-resistant lid, without sharps  
      being able to come out, 
- upright and stable during use, 
- leak-resistant, and 
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific information 
about sharps disposal in the state you live in, go to the FDA’s website at:  
http://www.fda.gov/safesharpsdisposal.

If you have questions or concerns about your ENTYVIO PEN, please call your 
healthcare provider. You can also call 877-825-3327 or visit www.ENTYVIO.com 
for more information.
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc., Lexington, MA 02421

U.S. License No. 1898 Approved: 9/2023
This Instructions for Use has been approved by the U.S. Food and Drug Administration. 

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh)

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled syringe 

This Instructions for Use contains information on how to inject ENTYVIO.
Your ENTYVIO single-dose prefilled syringe

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO prefilled 

syringe before you use it for the first time. 
 •  ENTYVIO prefilled syringe is for subcutaneous injection only (inject directly 

into fatty layer under the skin).
 • Do not shake the prefilled syringe.
 •  Do not remove the needle cap from the prefilled syringe until you are ready 

to inject.
 • Do not use the prefilled syringe if it is dropped or damaged.
 •  Each prefilled syringe has a needle guard. It will automatically cover the 

needle after the injection is completed to reduce the risk of accidental needle 
sticks.

Storing ENTYVIO
 •  Store your prefilled syringe in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled syringe can be left in its box at room temperature up to 77°F 

(25°C) for up to 7 days (for example, when traveling). Do not use the prefilled 
syringe if it is left out of the refrigerator for more than 7 days. 

 • Do not freeze the prefilled syringe.
 • Do not leave the prefilled syringe in direct sunlight.
 •  Throw away the prefilled syringe in a FDA-cleared sharps disposal container 

if it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled syringe.

 •  Always keep ENTYVIO prefilled syringes, the sharps disposal container, 
and all medicines out of the reach of children.

Getting Your Supplies Ready

Step 1.  Remove the ENTYVIO prefilled syringe box from  
the refrigerator

Take 1 prefilled syringe box from the refrigerator and check  
the expiration date on the box (see Figure A).

 •  Do not use the prefilled syringe if any of the seals on the  
box are broken.

 • Do not use the prefilled syringe if the expiration date on the box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled syringe come to room  
temperature (see Figure B).

 • Do not warm the prefilled syringe any other way.
 • Do not let the prefilled syringe sit in direct sunlight.
 •  Do not take the prefilled syringe out of its tray until you  

are ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that are  
not in the prefilled syringe box (see Figure C).

 • Alcohol pad
 • Cotton ball or gauze
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled syringe”)

Preparing to Inject ENTYVIO

Step 4. Wash hands 
Wash your hands with soap and clean water (see Figure D).

Step 5. Remove the prefilled syringe from the tray
Peel off the paper on the tray and lift the prefilled syringe  
straight out (see Figure E).

 • Do not lift from the purple plunger.
 • Do not shake the prefilled syringe.
 • Do not remove the needle cap from the prefilled syringe until Step 9.

Step 6. Inspect the prefilled syringe
Check the expiration date (EXP) printed on the prefilled  
syringe and the medicine in the prefilled syringe (see  
Figure F). The medicine should be colorless to pale  
yellow. It is normal to see air bubbles. Inspect the  
prefilled syringe for any damage. 

 •  Do not use the prefilled syringe if the expiration date  
on the prefilled syringe has passed.

 •  Do not use the prefilled syringe if the medicine is cloudy  
or has particles floating in it.

 • Do not use the prefilled syringe if any part of it is damaged.
 • Do not try to remove air bubbles from the prefilled syringe.

Step 7. Choose injection site
Choose an injection site on your bare skin  
from one of the following (see Figure G):

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
For caregivers only: back of the upper  
arms may also be used.

 • Do not inject into the same spot you used for your last injection.
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.
Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject.

Continue to Step 9 è
Injecting ENTYVIO
Step 9. Remove the needle cap and throw it away
When you are ready to inject, pull the needle cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I). You may see a drop of liquid at the end of  
the needle. This is normal.

 • Do not touch or pull back the purple plunger.
 • Do not touch or re-cap the needle.
 • Do not use a prefilled syringe with a bent or broken needle.

Step 10. Pinch the skin
With the needle cap off, hold the prefilled syringe with one  
hand and pinch the skin around the injection site with your  
other hand (see Figure J).

 • Hold the pinch until the injection is completed.

Step 11. Insert the prefilled syringe at 45-degree angle
Insert the needle at about a 45-degree angle all the way into  
the pinched skin (see Figure K).

 • Avoid touching the plunger until the needle is inserted.
 
Step 12. Push down on the plunger
Push the plunger all the way down until all the medicine is  
injected (see Figure L).

 •  Keep pressure on the plunger and take the needle out  
of the skin.

 •  If you are not able to start or cannot complete the  
injection by pushing the plunger all the way down, you may not have  
received your full dose. Call your pharmacy or healthcare provider. 

Step 13. Take your thumb off the plunger
Take your thumb off the plunger to allow the needle guard to  
cover the needle (see Figure M).

 •  You may see a small amount of blood at the injection site.  
If you do, press on your skin with a cotton ball or gauze. 

Step 14. Throw away (dispose of) the prefilled syringe
Throw away (dispose of) the used prefilled syringe in a  
FDA-cleared sharps disposal container right away after use  
(see Figure N). Do not recycle or throw away the prefilled  
syringe in your household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is:
- made of heavy-duty plastic,
-  can be closed with a tight-fitting, puncture-resistant lid, without sharps 

being able to come out,
- upright and stable during use,
- leak-resistant, and
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific  
information about sharps disposal in the state you live in, go to the FDA’s 
website at: http://www.fda.gov/safesharpsdisposal. 

If you have questions or concerns about your ENTYVIO prefilled syringe,  
please call your healthcare provider. You can also call 877-825-3327 or visit 
www.ENTYVIO.com for more information.
Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 

U.S. License No. 1898
This Instructions for Use has been approved by the U.S. Food and Drug Administration.
Approved: 9/2023  SPI-0458

Figure N

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 I, a statistically significantly higher percentage of patients treated with intravenous ENTYVIO 
achieved clinical remission (defined as CDAI ≤150) as compared to placebo at Week 6 (Table 7). The 
difference in the percentage of patients who demonstrated clinical response (defined as a ≥100-point 
decrease in CDAI score from baseline), was however, not statistically significant at Week 6. 
CD Trial II – Intravenous
Compared to CD Trial I, CD Trial II 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 II, 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 intravenous ENTYVIO did not 
result in statistically significant improvement over placebo (Table 7). Secondary endpoints including 
assessments at Week 10 were not tested because the primary endpoint was not statistically significant. 

Table 7. Proportion of Patients in Clinical Remission at Week 6 (CD Trials I and II)

Placebo ENTYVIO IV p-value

Treatment  
Difference

and
95% CI

CD Trial I:
Clinical Remission* at Week 6

7%
(10/148)

15%
(32/220) 0.041‡ 8%

(1%, 14%)

CD Trial II†:
Clinical Remission* at Week 6

12%
(19/157)

15%
(24/158) NS§ 3%

(-5%, 11%)

*Clinical Remission: CDAI ≤150
†  The primary analysis population for CD Trial II 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
§  NS: Not significant (Secondary endpoints including assessments at Week 10 were not tested because the 
CD Trial II primary endpoint was not statistically significant)

CD Trial III - Intravenous
In order to be randomized to treatment in CD Trial III, patients had to have received intravenous 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 I or from a group who received ENTYVIO open-label. 
In CD Trial III, 461 patients were randomized in a double-blind fashion (1:1:1) to one of the following regimens 
beginning at Week 6: intravenous ENTYVIO 300 mg every eight weeks, intravenous 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 U.S. but were not permitted beyond Week 6 
in the U.S. 
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 (≥70 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 III a greater percentage of patients in groups treated with intravenous 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 intravenous ENTYVIO as compared to placebo had a clinical response 
(defined as ≥100 decrease in CDAI score from baseline) at Week 52 (Table 8). In the subgroup of patients 
who were receiving corticosteroids at baseline and who were in clinical response at Week 6 (defined as ≥70 
decrease in CDAI score from baseline), a greater proportion of patients in groups treated with intravenous 
ENTYVIO as compared to placebo discontinued corticosteroids by Week 52 and were in clinical remission 
at Week 52 (Table 8).
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 (2.2)].

Table 8. Proportion of Patients Meeting Efficacy Endpoints at Week 52* (CD Trial III)

Placebo† 
N=153

ENTYVIO IV 
Every 8 Weeks 

N=154 p-value

Treatment  
Difference

and
95% CI

Clinical remission‡ at Week 52 22% 39% 0.001 17%
(7%, 28%)

Clinical response§ at Week 52 30% 44% 0.013 13%
(3%, 24%)

Corticosteroid-free clinical 
remission# 16%# 32%# 0.015 16%

(3%, 29%)

* This group includes patients that were not in clinical remission at Week 6. Patients must have achieved clinical 
response (defined as ≥70 decrease in CDAI from baseline) at Week 6 to continue into CD Trial III.

†  The 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: ≥100 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 ≥70 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.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
Intravenous Infusion
ENTYVIO® (vedolizumab) for injection for intravenous infusion is supplied in sterile single-dose glass 
vials, containing 300 mg of vedolizumab as a white to off-white lyophilized cake. 

 • ENTYVIO: 300 mg single-dose vial in individual carton: NDC 64764-300-20
Subcutaneous Injection
ENTYVIO (vedolizumab) injection for subcutaneous use is available in a prefilled syringe or a prefilled pen 
as a clear to moderately opalescent and colorless to slightly yellow solution.
The single-dose, disposable ENTYVIO prefilled syringe and single-dose, disposable ENTYVIO prefilled 
pen (ENTYVIO PEN) are comprised of a 1 mL long glass syringe with a fixed 27 gauge thin wall, ½ inch 
needle. The syringe has a rubber needle cover encased in a plastic shell and rubber stopper. Not made 
with natural rubber latex. 

 • ENTYVIO: 108 mg/0.68 single-dose prefilled syringe in an individual carton: NDC 64764-107-11
 • ENTYVIO PEN: 108 mg/0.68 single-dose prefilled pen in an individual carton: NDC 64764-108-21

Storage and Handling
 • Refrigerate ENTYVIO unopened vials, prefilled syringes, and prefilled pens at 2ºC to 8ºC (36º to 46ºF). 
 • If needed, the ENTYVIO prefilled syringe or ENTYVIO PEN can be left out of the refrigerator in 

the original package at room temperature up to 25°C (77ºF) for up to 7 days (for example, when 
traveling). Do not use ENTYVIO prefilled syringe or ENTYVIO PEN if left out of the refrigerator for 
more than 7 days.

 • Do not freeze ENTYVIO vial, prefilled syringe, or prefilled pen. Do not use ENTYVIO vial, prefilled 
syringe, or prefilled pen if it has been frozen.

 • Do not shake the ENTYVIO prefilled syringe, or ENTYVIO PEN. 
 • Retain in original package to protect from light until the time of use.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
Infusion-Related and 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)].

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 some integrin receptor antagonist and systemic immunosuppressant products. 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)].
Pregnancy
Inform patients that there is a pregnancy registry to monitor pregnancy outcomes of women who are 
pregnant or become pregnant while exposed to ENTYVIO [see Use in Specific Populations (8.1)].

Subcutaneous Dosing Technique
Provide guidance to patients and caregivers on proper subcutaneous administration technique, and how 
to use the ENTYVIO single-dose prefilled syringe, or ENTYVIO single-dose prefilled pen correctly [see 
Instructions for Use].

Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used under license by 
Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
VMB245 R8
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What is the most important information I should know about ENTYVIO?
ENTYVIO may cause serious side effects, including: 
 • Infusion-related 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).

 • 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.

 • Progressive Multifocal Leukoencephalopathy (PML). People with weakened 
immune systems can get progressive multifocal leukoencephalopathy (PML) 
(a rare, serious brain infection caused by a virus). Although unlikely while 
receiving ENTYVIO, a risk of PML cannot be ruled out. 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. 

 • 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 for the treatment of:
 • moderately to severely active ulcerative colitis (UC).
 • moderately to severely active Crohn’s disease (CD).

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:
 • 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?”).

 • have liver problems.
 • have tuberculosis (TB) or have been in close contact with someone with TB. 
 • 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.

 • 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.
 ° Pregnancy Registry: There is a pregnancy registry for women who use 

ENTYVIO during pregnancy. The purpose of this registry is to collect 
information about the health of you and your baby. Talk with your healthcare 
provider about how you can take part in this registry or you may contact the 
registry at 1-877-825-3327 to enroll.

 • are breastfeeding or plan to breastfeed. ENTYVIO can pass into your breast 
milk. Talk to your healthcare provider about the best way to feed your baby if 
you take ENTYVIO. 

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), Tyruko (natalizumab-sztn), a Tumor Necrosis Factor (TNF) blocker 
medicine, a medicine that weakens your immune system (immunosuppressant), 
or corticosteroid medicine.

How should I use ENTYVIO?
When given in a vein (intravenously):
 • You may receive ENTYVIO through a needle placed in a vein (intravenous 

infusion) in your arm.
 ° ENTYVIO is given to you over a period of about 30 minutes.
 ° 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.
When given under the skin (subcutaneously):
 • You may receive ENTYVIO as an injection under your skin (subcutaneous) 

every 2 weeks. You may receive your first subcutaneous injection after at least 
2 intravenous infusions in place of the next scheduled intravenous infusion.
 ° See the detailed Instructions for Use that comes with ENTYVIO about the 

right way to prepare and give ENTYVIO.
 ° ENTYVIO is provided as single-dose prefilled syringe or single-dose prefilled 

pen (ENTYVIO PEN) for subcutaneous use. Your healthcare provider will 
prescribe the type that is best for you.

 ° If your healthcare provider decides that you or your caregiver can give your 
injections of ENTYVIO at home, you or your caregiver should be shown the 
right way to prepare and inject ENTYVIO. 

 ° Do not inject ENTYVIO until you or your caregiver have been shown the right 
way by your healthcare provider.

 ° Always check the label of your prefilled syringe or prefilled pen to make sure 
you have the correct medicine before each injection.

 ° Do not shake ENTYVIO.
 ° ENTYVIO is injected under your skin (subcutaneously) 1 time every 2 weeks. 
 ° Inject ENTYVIO under the skin (subcutaneous injection) in your upper legs 

(thighs) or stomach area (abdomen). The upper arms may also be used if a 
caregiver gives the injection.

 ° Use a different injection site each time you use ENTYVIO.
 ° Do not give an injection into moles, scars, bruises, or skin that is tender, 

hard, red, or damaged. 
 ° If you are not able to inject ENTYVIO at your regular scheduled time or you 

miss a dose of ENTYVIO, inject the dose as soon as possible. Then, inject 
your next dose every 2 weeks thereafter. If you are not sure when to inject 
ENTYVIO, call your healthcare provider.

 ° If you take more ENTYVIO than you were told to take, call your healthcare 
provider.

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, pain in extremities, and 
with injections under the skin; pain, swelling, or redness at the injection site.
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.

How should I store ENTYVIO?
• Store ENTYVIO in a refrigerator between 36°F to 46°F (2°C to 8°C). 
•  If needed, the prefilled syringe or prefilled pen can be left out of the refrigerator 

in its box at room temperature up to 77°F (25°C) for up to 7 days (for example, 
when traveling). Do not use the prefilled syringe or prefilled pen if left out of 
the refrigerator for more than 7 days or left in direct sunlight.

• Do not freeze ENTYVIO. Do not use ENTYVIO if it has been frozen.
•  Keep ENTYVIO in the original package to protect from light until the time of use.
• ENTYVIO prefilled syringe or prefilled pen is not made with natural rubber latex.
Keep ENTYVIO and all medicines out of the reach of children.

General information about the safe and effective use of ENTYVIO.
Medicines are sometimes prescribed for purposes other than those listed in 
a Medication Guide. Do not use ENTYVIO for a condition for which it was not 
prescribed. Do not give ENTYVIO to other people, even if they have the same 
symptoms that you have. It may harm them. You can ask your pharmacist or 
healthcare provider for information about ENTYVIO that is written for health 
professionals.

What are the ingredients in ENTYVIO?
Active ingredient: vedolizumab
Inactive ingredients in vial for intravenous infusion: arginine hydrochloride, 
histidine, histidine monohydrochloride, polysorbate 80 and sucrose
Inactive ingredients in prefilled syringe or prefilled pen for subcutaneous 
injection: arginine hydrochloride, citric acid monohydrate, histidine, histidine 
monohydrochloride, polysorbate 80, sodium citrate dihydrate, and Sterile Water 
for Injection
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used 
under license by Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
For more information, go to www.ENTYVIO.com or call 1-877-TAKEDA7 
(1-877-825-3327).

This Medication Guide has been approved by the U.S. Food and Drug Administration
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INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh) PEN

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled pen

This Instructions for Use contains information on how to inject ENTYVIO.

Your ENTYVIO single-dose prefilled pen 

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO PEN 

before you use it for the first time. 
 •  ENTYVIO PEN is for subcutaneous injection only (inject directly into fatty 

layer under the skin).
 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen until you are ready to inject.
 •  Do not put or press your thumb, fingers, or hand over the yellow needle 

shield. The yellow needle shield is visible when the purple cap is removed.
 • Do not use the prefilled pen if it is dropped or damaged. 

Storing ENTYVIO
 • Store your prefilled pen in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled pen can be left in its box at room temperature up to 77°F (25°C) 

for up to 7 days (for example, when traveling). Do not use the prefilled pen if 
it is left out of the refrigerator for more than 7 days.

 • Do not freeze the prefilled pen.
 • Do not leave the prefilled pen in direct sunlight.
 •  Throw away the prefilled pen in a FDA-cleared sharps disposal container if 

it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled pen.

 •  Always keep ENTYVIO PENs, the sharps disposal container, and all medicines 
out of the reach of children.

Getting Your Supplies Ready

Step 1. Remove the ENTYVIO PEN box from the refrigerator
Take 1 prefilled pen box from the refrigerator and check the  
expiration date on the box (see Figure A).

 •  Do not use the prefilled pen if any of the seals on the box  
are broken.

 •  Do not use the prefilled pen if the expiration date on the  
box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled pen come to room  
temperature (see Figure B). 

 • Do not warm the prefilled pen any other way. 
 • Do not let the prefilled pen sit in direct sunlight. 
 •  Do not take the prefilled pen out of its tray until you are  

ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that  
are not in the prefilled pen box (see Figure C).

 • Alcohol pad 
 • Cotton ball or gauze 
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled pen”)

Preparing to Inject ENTYVIO

Step 4. Wash hands
Wash your hands with soap and clean water  
(see Figure D). 

Step 5. Remove the prefilled pen from the tray
Peel off the paper on the tray and lift the prefilled pen  
straight out (see Figure E).

 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen  

until Step 9.

Step 6. Inspect the prefilled pen
Check the expiration date (EXP) printed on the  
prefilled pen and the medicine in the prefilled pen  
viewing window (see Figure F). The medicine should  
be colorless to pale yellow. It is normal to see air  
bubbles. Inspect the prefilled pen for any damage.

 •  Do not use the prefilled pen if the expiration date  
on the prefilled pen has passed.

 •  Do not use the prefilled pen if the medicine is  
cloudy or has particles floating in it.

 • Do not use the prefilled pen if any part of it is damaged.

Step 7. Choose injection site 
Choose an injection site on your bare skin  
from one of the following (see Figure G): 

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
 For caregivers only: back of the  
upper arms may also be used.
 •  Do not inject into the same spot you used for your last injection. 
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.

Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject. 

Continue to Step 9 è

Injecting ENTYVIO

Step 9. Remove the purple cap and throw it away
When you are ready to inject, pull the purple cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I).  

 •  The needle is inside the yellow needle shield  
(under purple cap).

 •  Do not put or press your thumb, fingers, or hand  
over the yellow needle shield. 

 •  Do not put the purple cap back on. This could accidentally start the injection.

Step 10. Place the prefilled pen on the injection site
 • Hold the prefilled pen so you can see the viewing window.
 •  Place the yellow end of the prefilled pen flat on your skin  

at 90 degrees to the injection site (see Figure J).
 • The needle is inside the yellow needle shield.
 •  Do not push down on the prefilled pen until you are ready  

to inject.

Step 11. Start injecting ENTYVIO
Push the prefilled pen straight down 
and hold for at least 10 seconds  
(see Figure K).

 •  You may hear a first click when 
the injection starts.

 •  You may hear a second click. This 
is not the end of the injection.

 •  Continue holding the prefilled 
pen with constant pressure and 
watch the window turn purple.

Step 12. Complete injecting ENTYVIO
Continue holding the prefilled pen with 
constant pressure until the viewing 
window has filled with purple to 
make sure you have received your 
full dose (see Figure L).

 •  You will see a small amount of 
gray in the viewing window. This 
is normal.

 •  If the viewing window did not fill 
with purple, you may not have 
received your full dose. Call your 
pharmacy or healthcare provider.

Step 13. Lift prefilled pen from skin
Lift the prefilled pen from the injection site (see Figure M).  
The yellow needle shield will drop down and lock over  
the needle.

 •  When you remove the prefilled pen, if the window has  
not turned purple, or it looks like the medicine is still  
coming out of the prefilled pen, this means you have  
not received a full dose. Call your pharmacy or  
healthcare provider right away.

 •  You may see a small amount of blood at the injection site. If you do, press 
on your skin with a cotton ball or gauze.

Step 14. Throw away (dispose of) the prefilled pen
Throw away (dispose of) the used prefilled pen in a FDA-cleared  
sharps disposal container right away after use (see Figure N).  
Do not recycle or throw away the prefilled pen in your  
household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is: 
- made of heavy-duty plastic, 
- can be closed with a tight-fitting, puncture-resistant lid, without sharps  
      being able to come out, 
- upright and stable during use, 
- leak-resistant, and 
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific information 
about sharps disposal in the state you live in, go to the FDA’s website at:  
http://www.fda.gov/safesharpsdisposal.

If you have questions or concerns about your ENTYVIO PEN, please call your 
healthcare provider. You can also call 877-825-3327 or visit www.ENTYVIO.com 
for more information.
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc., Lexington, MA 02421

U.S. License No. 1898 Approved: 9/2023
This Instructions for Use has been approved by the U.S. Food and Drug Administration. 

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh)

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled syringe 

This Instructions for Use contains information on how to inject ENTYVIO.
Your ENTYVIO single-dose prefilled syringe

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO prefilled 

syringe before you use it for the first time. 
 •  ENTYVIO prefilled syringe is for subcutaneous injection only (inject directly 

into fatty layer under the skin).
 • Do not shake the prefilled syringe.
 •  Do not remove the needle cap from the prefilled syringe until you are ready 

to inject.
 • Do not use the prefilled syringe if it is dropped or damaged.
 •  Each prefilled syringe has a needle guard. It will automatically cover the 

needle after the injection is completed to reduce the risk of accidental needle 
sticks.

Storing ENTYVIO
 •  Store your prefilled syringe in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled syringe can be left in its box at room temperature up to 77°F 

(25°C) for up to 7 days (for example, when traveling). Do not use the prefilled 
syringe if it is left out of the refrigerator for more than 7 days. 

 • Do not freeze the prefilled syringe.
 • Do not leave the prefilled syringe in direct sunlight.
 •  Throw away the prefilled syringe in a FDA-cleared sharps disposal container 

if it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled syringe.

 •  Always keep ENTYVIO prefilled syringes, the sharps disposal container, 
and all medicines out of the reach of children.

Getting Your Supplies Ready

Step 1.  Remove the ENTYVIO prefilled syringe box from  
the refrigerator

Take 1 prefilled syringe box from the refrigerator and check  
the expiration date on the box (see Figure A).

 •  Do not use the prefilled syringe if any of the seals on the  
box are broken.

 • Do not use the prefilled syringe if the expiration date on the box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled syringe come to room  
temperature (see Figure B).

 • Do not warm the prefilled syringe any other way.
 • Do not let the prefilled syringe sit in direct sunlight.
 •  Do not take the prefilled syringe out of its tray until you  

are ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that are  
not in the prefilled syringe box (see Figure C).

 • Alcohol pad
 • Cotton ball or gauze
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled syringe”)

Preparing to Inject ENTYVIO

Step 4. Wash hands 
Wash your hands with soap and clean water (see Figure D).

Step 5. Remove the prefilled syringe from the tray
Peel off the paper on the tray and lift the prefilled syringe  
straight out (see Figure E).

 • Do not lift from the purple plunger.
 • Do not shake the prefilled syringe.
 • Do not remove the needle cap from the prefilled syringe until Step 9.

Step 6. Inspect the prefilled syringe
Check the expiration date (EXP) printed on the prefilled  
syringe and the medicine in the prefilled syringe (see  
Figure F). The medicine should be colorless to pale  
yellow. It is normal to see air bubbles. Inspect the  
prefilled syringe for any damage. 

 •  Do not use the prefilled syringe if the expiration date  
on the prefilled syringe has passed.

 •  Do not use the prefilled syringe if the medicine is cloudy  
or has particles floating in it.

 • Do not use the prefilled syringe if any part of it is damaged.
 • Do not try to remove air bubbles from the prefilled syringe.

Step 7. Choose injection site
Choose an injection site on your bare skin  
from one of the following (see Figure G):

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
For caregivers only: back of the upper  
arms may also be used.

 • Do not inject into the same spot you used for your last injection.
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.
Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject.

Continue to Step 9 è
Injecting ENTYVIO
Step 9. Remove the needle cap and throw it away
When you are ready to inject, pull the needle cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I). You may see a drop of liquid at the end of  
the needle. This is normal.

 • Do not touch or pull back the purple plunger.
 • Do not touch or re-cap the needle.
 • Do not use a prefilled syringe with a bent or broken needle.

Step 10. Pinch the skin
With the needle cap off, hold the prefilled syringe with one  
hand and pinch the skin around the injection site with your  
other hand (see Figure J).

 • Hold the pinch until the injection is completed.

Step 11. Insert the prefilled syringe at 45-degree angle
Insert the needle at about a 45-degree angle all the way into  
the pinched skin (see Figure K).

 • Avoid touching the plunger until the needle is inserted.
 
Step 12. Push down on the plunger
Push the plunger all the way down until all the medicine is  
injected (see Figure L).

 •  Keep pressure on the plunger and take the needle out  
of the skin.

 •  If you are not able to start or cannot complete the  
injection by pushing the plunger all the way down, you may not have  
received your full dose. Call your pharmacy or healthcare provider. 

Step 13. Take your thumb off the plunger
Take your thumb off the plunger to allow the needle guard to  
cover the needle (see Figure M).

 •  You may see a small amount of blood at the injection site.  
If you do, press on your skin with a cotton ball or gauze. 

Step 14. Throw away (dispose of) the prefilled syringe
Throw away (dispose of) the used prefilled syringe in a  
FDA-cleared sharps disposal container right away after use  
(see Figure N). Do not recycle or throw away the prefilled  
syringe in your household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is:
- made of heavy-duty plastic,
-  can be closed with a tight-fitting, puncture-resistant lid, without sharps 

being able to come out,
- upright and stable during use,
- leak-resistant, and
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific  
information about sharps disposal in the state you live in, go to the FDA’s 
website at: http://www.fda.gov/safesharpsdisposal. 

If you have questions or concerns about your ENTYVIO prefilled syringe,  
please call your healthcare provider. You can also call 877-825-3327 or visit 
www.ENTYVIO.com for more information.
Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 

U.S. License No. 1898
This Instructions for Use has been approved by the U.S. Food and Drug Administration.
Approved: 9/2023  SPI-0458

Figure N

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 I, a statistically significantly higher percentage of patients treated with intravenous ENTYVIO 
achieved clinical remission (defined as CDAI ≤150) as compared to placebo at Week 6 (Table 7). The 
difference in the percentage of patients who demonstrated clinical response (defined as a ≥100-point 
decrease in CDAI score from baseline), was however, not statistically significant at Week 6. 
CD Trial II – Intravenous
Compared to CD Trial I, CD Trial II 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 II, 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 intravenous ENTYVIO did not 
result in statistically significant improvement over placebo (Table 7). Secondary endpoints including 
assessments at Week 10 were not tested because the primary endpoint was not statistically significant. 

Table 7. Proportion of Patients in Clinical Remission at Week 6 (CD Trials I and II)

Placebo ENTYVIO IV p-value

Treatment  
Difference

and
95% CI

CD Trial I:
Clinical Remission* at Week 6

7%
(10/148)

15%
(32/220) 0.041‡ 8%

(1%, 14%)

CD Trial II†:
Clinical Remission* at Week 6

12%
(19/157)

15%
(24/158) NS§ 3%

(-5%, 11%)

*Clinical Remission: CDAI ≤150
†  The primary analysis population for CD Trial II 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
§  NS: Not significant (Secondary endpoints including assessments at Week 10 were not tested because the 
CD Trial II primary endpoint was not statistically significant)

CD Trial III - Intravenous
In order to be randomized to treatment in CD Trial III, patients had to have received intravenous 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 I or from a group who received ENTYVIO open-label. 
In CD Trial III, 461 patients were randomized in a double-blind fashion (1:1:1) to one of the following regimens 
beginning at Week 6: intravenous ENTYVIO 300 mg every eight weeks, intravenous 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 U.S. but were not permitted beyond Week 6 
in the U.S. 
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 (≥70 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 III a greater percentage of patients in groups treated with intravenous 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 intravenous ENTYVIO as compared to placebo had a clinical response 
(defined as ≥100 decrease in CDAI score from baseline) at Week 52 (Table 8). In the subgroup of patients 
who were receiving corticosteroids at baseline and who were in clinical response at Week 6 (defined as ≥70 
decrease in CDAI score from baseline), a greater proportion of patients in groups treated with intravenous 
ENTYVIO as compared to placebo discontinued corticosteroids by Week 52 and were in clinical remission 
at Week 52 (Table 8).
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 (2.2)].

Table 8. Proportion of Patients Meeting Efficacy Endpoints at Week 52* (CD Trial III)

Placebo† 
N=153

ENTYVIO IV 
Every 8 Weeks 

N=154 p-value

Treatment  
Difference

and
95% CI

Clinical remission‡ at Week 52 22% 39% 0.001 17%
(7%, 28%)

Clinical response§ at Week 52 30% 44% 0.013 13%
(3%, 24%)

Corticosteroid-free clinical 
remission# 16%# 32%# 0.015 16%

(3%, 29%)

* This group includes patients that were not in clinical remission at Week 6. Patients must have achieved clinical 
response (defined as ≥70 decrease in CDAI from baseline) at Week 6 to continue into CD Trial III.

†  The 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: ≥100 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 ≥70 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.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
Intravenous Infusion
ENTYVIO® (vedolizumab) for injection for intravenous infusion is supplied in sterile single-dose glass 
vials, containing 300 mg of vedolizumab as a white to off-white lyophilized cake. 

 • ENTYVIO: 300 mg single-dose vial in individual carton: NDC 64764-300-20
Subcutaneous Injection
ENTYVIO (vedolizumab) injection for subcutaneous use is available in a prefilled syringe or a prefilled pen 
as a clear to moderately opalescent and colorless to slightly yellow solution.
The single-dose, disposable ENTYVIO prefilled syringe and single-dose, disposable ENTYVIO prefilled 
pen (ENTYVIO PEN) are comprised of a 1 mL long glass syringe with a fixed 27 gauge thin wall, ½ inch 
needle. The syringe has a rubber needle cover encased in a plastic shell and rubber stopper. Not made 
with natural rubber latex. 

 • ENTYVIO: 108 mg/0.68 single-dose prefilled syringe in an individual carton: NDC 64764-107-11
 • ENTYVIO PEN: 108 mg/0.68 single-dose prefilled pen in an individual carton: NDC 64764-108-21

Storage and Handling
 • Refrigerate ENTYVIO unopened vials, prefilled syringes, and prefilled pens at 2ºC to 8ºC (36º to 46ºF). 
 • If needed, the ENTYVIO prefilled syringe or ENTYVIO PEN can be left out of the refrigerator in 

the original package at room temperature up to 25°C (77ºF) for up to 7 days (for example, when 
traveling). Do not use ENTYVIO prefilled syringe or ENTYVIO PEN if left out of the refrigerator for 
more than 7 days.

 • Do not freeze ENTYVIO vial, prefilled syringe, or prefilled pen. Do not use ENTYVIO vial, prefilled 
syringe, or prefilled pen if it has been frozen.

 • Do not shake the ENTYVIO prefilled syringe, or ENTYVIO PEN. 
 • Retain in original package to protect from light until the time of use.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
Infusion-Related and 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)].

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 some integrin receptor antagonist and systemic immunosuppressant products. 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)].
Pregnancy
Inform patients that there is a pregnancy registry to monitor pregnancy outcomes of women who are 
pregnant or become pregnant while exposed to ENTYVIO [see Use in Specific Populations (8.1)].

Subcutaneous Dosing Technique
Provide guidance to patients and caregivers on proper subcutaneous administration technique, and how 
to use the ENTYVIO single-dose prefilled syringe, or ENTYVIO single-dose prefilled pen correctly [see 
Instructions for Use].

Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used under license by 
Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
VMB245 R8
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What is the most important information I should know about ENTYVIO?
ENTYVIO may cause serious side effects, including: 
 • Infusion-related 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).

 • 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.

 • Progressive Multifocal Leukoencephalopathy (PML). People with weakened 
immune systems can get progressive multifocal leukoencephalopathy (PML) 
(a rare, serious brain infection caused by a virus). Although unlikely while 
receiving ENTYVIO, a risk of PML cannot be ruled out. 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. 

 • 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 for the treatment of:
 • moderately to severely active ulcerative colitis (UC).
 • moderately to severely active Crohn’s disease (CD).

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:
 • 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?”).

 • have liver problems.
 • have tuberculosis (TB) or have been in close contact with someone with TB. 
 • 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.

 • 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.
 ° Pregnancy Registry: There is a pregnancy registry for women who use 

ENTYVIO during pregnancy. The purpose of this registry is to collect 
information about the health of you and your baby. Talk with your healthcare 
provider about how you can take part in this registry or you may contact the 
registry at 1-877-825-3327 to enroll.

 • are breastfeeding or plan to breastfeed. ENTYVIO can pass into your breast 
milk. Talk to your healthcare provider about the best way to feed your baby if 
you take ENTYVIO. 

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), Tyruko (natalizumab-sztn), a Tumor Necrosis Factor (TNF) blocker 
medicine, a medicine that weakens your immune system (immunosuppressant), 
or corticosteroid medicine.

How should I use ENTYVIO?
When given in a vein (intravenously):
 • You may receive ENTYVIO through a needle placed in a vein (intravenous 

infusion) in your arm.
 ° ENTYVIO is given to you over a period of about 30 minutes.
 ° 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.
When given under the skin (subcutaneously):
 • You may receive ENTYVIO as an injection under your skin (subcutaneous) 

every 2 weeks. You may receive your first subcutaneous injection after at least 
2 intravenous infusions in place of the next scheduled intravenous infusion.
 ° See the detailed Instructions for Use that comes with ENTYVIO about the 

right way to prepare and give ENTYVIO.
 ° ENTYVIO is provided as single-dose prefilled syringe or single-dose prefilled 

pen (ENTYVIO PEN) for subcutaneous use. Your healthcare provider will 
prescribe the type that is best for you.

 ° If your healthcare provider decides that you or your caregiver can give your 
injections of ENTYVIO at home, you or your caregiver should be shown the 
right way to prepare and inject ENTYVIO. 

 ° Do not inject ENTYVIO until you or your caregiver have been shown the right 
way by your healthcare provider.

 ° Always check the label of your prefilled syringe or prefilled pen to make sure 
you have the correct medicine before each injection.

 ° Do not shake ENTYVIO.
 ° ENTYVIO is injected under your skin (subcutaneously) 1 time every 2 weeks. 
 ° Inject ENTYVIO under the skin (subcutaneous injection) in your upper legs 

(thighs) or stomach area (abdomen). The upper arms may also be used if a 
caregiver gives the injection.

 ° Use a different injection site each time you use ENTYVIO.
 ° Do not give an injection into moles, scars, bruises, or skin that is tender, 

hard, red, or damaged. 
 ° If you are not able to inject ENTYVIO at your regular scheduled time or you 

miss a dose of ENTYVIO, inject the dose as soon as possible. Then, inject 
your next dose every 2 weeks thereafter. If you are not sure when to inject 
ENTYVIO, call your healthcare provider.

 ° If you take more ENTYVIO than you were told to take, call your healthcare 
provider.

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, pain in extremities, and 
with injections under the skin; pain, swelling, or redness at the injection site.
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.

How should I store ENTYVIO?
• Store ENTYVIO in a refrigerator between 36°F to 46°F (2°C to 8°C). 
•  If needed, the prefilled syringe or prefilled pen can be left out of the refrigerator 

in its box at room temperature up to 77°F (25°C) for up to 7 days (for example, 
when traveling). Do not use the prefilled syringe or prefilled pen if left out of 
the refrigerator for more than 7 days or left in direct sunlight.

• Do not freeze ENTYVIO. Do not use ENTYVIO if it has been frozen.
•  Keep ENTYVIO in the original package to protect from light until the time of use.
• ENTYVIO prefilled syringe or prefilled pen is not made with natural rubber latex.
Keep ENTYVIO and all medicines out of the reach of children.

General information about the safe and effective use of ENTYVIO.
Medicines are sometimes prescribed for purposes other than those listed in 
a Medication Guide. Do not use ENTYVIO for a condition for which it was not 
prescribed. Do not give ENTYVIO to other people, even if they have the same 
symptoms that you have. It may harm them. You can ask your pharmacist or 
healthcare provider for information about ENTYVIO that is written for health 
professionals.

What are the ingredients in ENTYVIO?
Active ingredient: vedolizumab
Inactive ingredients in vial for intravenous infusion: arginine hydrochloride, 
histidine, histidine monohydrochloride, polysorbate 80 and sucrose
Inactive ingredients in prefilled syringe or prefilled pen for subcutaneous 
injection: arginine hydrochloride, citric acid monohydrate, histidine, histidine 
monohydrochloride, polysorbate 80, sodium citrate dihydrate, and Sterile Water 
for Injection
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used 
under license by Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
For more information, go to www.ENTYVIO.com or call 1-877-TAKEDA7 
(1-877-825-3327).

This Medication Guide has been approved by the U.S. Food and Drug Administration
VMB245 R8 Revised:9/2023

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh) PEN

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled pen

This Instructions for Use contains information on how to inject ENTYVIO.

Your ENTYVIO single-dose prefilled pen 

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO PEN 

before you use it for the first time. 
 •  ENTYVIO PEN is for subcutaneous injection only (inject directly into fatty 

layer under the skin).
 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen until you are ready to inject.
 •  Do not put or press your thumb, fingers, or hand over the yellow needle 

shield. The yellow needle shield is visible when the purple cap is removed.
 • Do not use the prefilled pen if it is dropped or damaged. 

Storing ENTYVIO
 • Store your prefilled pen in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled pen can be left in its box at room temperature up to 77°F (25°C) 

for up to 7 days (for example, when traveling). Do not use the prefilled pen if 
it is left out of the refrigerator for more than 7 days.

 • Do not freeze the prefilled pen.
 • Do not leave the prefilled pen in direct sunlight.
 •  Throw away the prefilled pen in a FDA-cleared sharps disposal container if 

it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled pen.

 •  Always keep ENTYVIO PENs, the sharps disposal container, and all medicines 
out of the reach of children.

Getting Your Supplies Ready

Step 1. Remove the ENTYVIO PEN box from the refrigerator
Take 1 prefilled pen box from the refrigerator and check the  
expiration date on the box (see Figure A).

 •  Do not use the prefilled pen if any of the seals on the box  
are broken.

 •  Do not use the prefilled pen if the expiration date on the  
box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled pen come to room  
temperature (see Figure B). 

 • Do not warm the prefilled pen any other way. 
 • Do not let the prefilled pen sit in direct sunlight. 
 •  Do not take the prefilled pen out of its tray until you are  

ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that  
are not in the prefilled pen box (see Figure C).

 • Alcohol pad 
 • Cotton ball or gauze 
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled pen”)

Preparing to Inject ENTYVIO

Step 4. Wash hands
Wash your hands with soap and clean water  
(see Figure D). 

Step 5. Remove the prefilled pen from the tray
Peel off the paper on the tray and lift the prefilled pen  
straight out (see Figure E).

 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen  

until Step 9.

Step 6. Inspect the prefilled pen
Check the expiration date (EXP) printed on the  
prefilled pen and the medicine in the prefilled pen  
viewing window (see Figure F). The medicine should  
be colorless to pale yellow. It is normal to see air  
bubbles. Inspect the prefilled pen for any damage.

 •  Do not use the prefilled pen if the expiration date  
on the prefilled pen has passed.

 •  Do not use the prefilled pen if the medicine is  
cloudy or has particles floating in it.

 • Do not use the prefilled pen if any part of it is damaged.

Step 7. Choose injection site 
Choose an injection site on your bare skin  
from one of the following (see Figure G): 

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
 For caregivers only: back of the  
upper arms may also be used.
 •  Do not inject into the same spot you used for your last injection. 
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.

Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject. 

Continue to Step 9 è

Injecting ENTYVIO

Step 9. Remove the purple cap and throw it away
When you are ready to inject, pull the purple cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I).  

 •  The needle is inside the yellow needle shield  
(under purple cap).

 •  Do not put or press your thumb, fingers, or hand  
over the yellow needle shield. 

 •  Do not put the purple cap back on. This could accidentally start the injection.

Step 10. Place the prefilled pen on the injection site
 • Hold the prefilled pen so you can see the viewing window.
 •  Place the yellow end of the prefilled pen flat on your skin  

at 90 degrees to the injection site (see Figure J).
 • The needle is inside the yellow needle shield.
 •  Do not push down on the prefilled pen until you are ready  

to inject.

Step 11. Start injecting ENTYVIO
Push the prefilled pen straight down 
and hold for at least 10 seconds  
(see Figure K).

 •  You may hear a first click when 
the injection starts.

 •  You may hear a second click. This 
is not the end of the injection.

 •  Continue holding the prefilled 
pen with constant pressure and 
watch the window turn purple.

Step 12. Complete injecting ENTYVIO
Continue holding the prefilled pen with 
constant pressure until the viewing 
window has filled with purple to 
make sure you have received your 
full dose (see Figure L).

 •  You will see a small amount of 
gray in the viewing window. This 
is normal.

 •  If the viewing window did not fill 
with purple, you may not have 
received your full dose. Call your 
pharmacy or healthcare provider.

Step 13. Lift prefilled pen from skin
Lift the prefilled pen from the injection site (see Figure M).  
The yellow needle shield will drop down and lock over  
the needle.

 •  When you remove the prefilled pen, if the window has  
not turned purple, or it looks like the medicine is still  
coming out of the prefilled pen, this means you have  
not received a full dose. Call your pharmacy or  
healthcare provider right away.

 •  You may see a small amount of blood at the injection site. If you do, press 
on your skin with a cotton ball or gauze.

Step 14. Throw away (dispose of) the prefilled pen
Throw away (dispose of) the used prefilled pen in a FDA-cleared  
sharps disposal container right away after use (see Figure N).  
Do not recycle or throw away the prefilled pen in your  
household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is: 
- made of heavy-duty plastic, 
- can be closed with a tight-fitting, puncture-resistant lid, without sharps  
      being able to come out, 
- upright and stable during use, 
- leak-resistant, and 
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific information 
about sharps disposal in the state you live in, go to the FDA’s website at:  
http://www.fda.gov/safesharpsdisposal.

If you have questions or concerns about your ENTYVIO PEN, please call your 
healthcare provider. You can also call 877-825-3327 or visit www.ENTYVIO.com 
for more information.
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc., Lexington, MA 02421

U.S. License No. 1898 Approved: 9/2023
This Instructions for Use has been approved by the U.S. Food and Drug Administration. 

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh)

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled syringe 

This Instructions for Use contains information on how to inject ENTYVIO.
Your ENTYVIO single-dose prefilled syringe

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO prefilled 

syringe before you use it for the first time. 
 •  ENTYVIO prefilled syringe is for subcutaneous injection only (inject directly 

into fatty layer under the skin).
 • Do not shake the prefilled syringe.
 •  Do not remove the needle cap from the prefilled syringe until you are ready 

to inject.
 • Do not use the prefilled syringe if it is dropped or damaged.
 •  Each prefilled syringe has a needle guard. It will automatically cover the 

needle after the injection is completed to reduce the risk of accidental needle 
sticks.

Storing ENTYVIO
 •  Store your prefilled syringe in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled syringe can be left in its box at room temperature up to 77°F 

(25°C) for up to 7 days (for example, when traveling). Do not use the prefilled 
syringe if it is left out of the refrigerator for more than 7 days. 

 • Do not freeze the prefilled syringe.
 • Do not leave the prefilled syringe in direct sunlight.
 •  Throw away the prefilled syringe in a FDA-cleared sharps disposal container 

if it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled syringe.

 •  Always keep ENTYVIO prefilled syringes, the sharps disposal container, 
and all medicines out of the reach of children.

Getting Your Supplies Ready

Step 1.  Remove the ENTYVIO prefilled syringe box from  
the refrigerator

Take 1 prefilled syringe box from the refrigerator and check  
the expiration date on the box (see Figure A).

 •  Do not use the prefilled syringe if any of the seals on the  
box are broken.

 • Do not use the prefilled syringe if the expiration date on the box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled syringe come to room  
temperature (see Figure B).

 • Do not warm the prefilled syringe any other way.
 • Do not let the prefilled syringe sit in direct sunlight.
 •  Do not take the prefilled syringe out of its tray until you  

are ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that are  
not in the prefilled syringe box (see Figure C).

 • Alcohol pad
 • Cotton ball or gauze
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled syringe”)

Preparing to Inject ENTYVIO

Step 4. Wash hands 
Wash your hands with soap and clean water (see Figure D).

Step 5. Remove the prefilled syringe from the tray
Peel off the paper on the tray and lift the prefilled syringe  
straight out (see Figure E).

 • Do not lift from the purple plunger.
 • Do not shake the prefilled syringe.
 • Do not remove the needle cap from the prefilled syringe until Step 9.

Step 6. Inspect the prefilled syringe
Check the expiration date (EXP) printed on the prefilled  
syringe and the medicine in the prefilled syringe (see  
Figure F). The medicine should be colorless to pale  
yellow. It is normal to see air bubbles. Inspect the  
prefilled syringe for any damage. 

 •  Do not use the prefilled syringe if the expiration date  
on the prefilled syringe has passed.

 •  Do not use the prefilled syringe if the medicine is cloudy  
or has particles floating in it.

 • Do not use the prefilled syringe if any part of it is damaged.
 • Do not try to remove air bubbles from the prefilled syringe.

Step 7. Choose injection site
Choose an injection site on your bare skin  
from one of the following (see Figure G):

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
For caregivers only: back of the upper  
arms may also be used.

 • Do not inject into the same spot you used for your last injection.
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.
Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject.

Continue to Step 9 è
Injecting ENTYVIO
Step 9. Remove the needle cap and throw it away
When you are ready to inject, pull the needle cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I). You may see a drop of liquid at the end of  
the needle. This is normal.

 • Do not touch or pull back the purple plunger.
 • Do not touch or re-cap the needle.
 • Do not use a prefilled syringe with a bent or broken needle.

Step 10. Pinch the skin
With the needle cap off, hold the prefilled syringe with one  
hand and pinch the skin around the injection site with your  
other hand (see Figure J).

 • Hold the pinch until the injection is completed.

Step 11. Insert the prefilled syringe at 45-degree angle
Insert the needle at about a 45-degree angle all the way into  
the pinched skin (see Figure K).

 • Avoid touching the plunger until the needle is inserted.
 
Step 12. Push down on the plunger
Push the plunger all the way down until all the medicine is  
injected (see Figure L).

 •  Keep pressure on the plunger and take the needle out  
of the skin.

 •  If you are not able to start or cannot complete the  
injection by pushing the plunger all the way down, you may not have  
received your full dose. Call your pharmacy or healthcare provider. 

Step 13. Take your thumb off the plunger
Take your thumb off the plunger to allow the needle guard to  
cover the needle (see Figure M).

 •  You may see a small amount of blood at the injection site.  
If you do, press on your skin with a cotton ball or gauze. 

Step 14. Throw away (dispose of) the prefilled syringe
Throw away (dispose of) the used prefilled syringe in a  
FDA-cleared sharps disposal container right away after use  
(see Figure N). Do not recycle or throw away the prefilled  
syringe in your household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is:
- made of heavy-duty plastic,
-  can be closed with a tight-fitting, puncture-resistant lid, without sharps 

being able to come out,
- upright and stable during use,
- leak-resistant, and
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific  
information about sharps disposal in the state you live in, go to the FDA’s 
website at: http://www.fda.gov/safesharpsdisposal. 

If you have questions or concerns about your ENTYVIO prefilled syringe,  
please call your healthcare provider. You can also call 877-825-3327 or visit 
www.ENTYVIO.com for more information.
Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 

U.S. License No. 1898
This Instructions for Use has been approved by the U.S. Food and Drug Administration.
Approved: 9/2023  SPI-0458

Figure N

Continue to Step 9



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 I, a statistically significantly higher percentage of patients treated with intravenous ENTYVIO 
achieved clinical remission (defined as CDAI ≤150) as compared to placebo at Week 6 (Table 7). The 
difference in the percentage of patients who demonstrated clinical response (defined as a ≥100-point 
decrease in CDAI score from baseline), was however, not statistically significant at Week 6. 
CD Trial II – Intravenous
Compared to CD Trial I, CD Trial II 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 II, 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 intravenous ENTYVIO did not 
result in statistically significant improvement over placebo (Table 7). Secondary endpoints including 
assessments at Week 10 were not tested because the primary endpoint was not statistically significant. 

Table 7. Proportion of Patients in Clinical Remission at Week 6 (CD Trials I and II)

Placebo ENTYVIO IV p-value

Treatment  
Difference

and
95% CI

CD Trial I:
Clinical Remission* at Week 6

7%
(10/148)

15%
(32/220) 0.041‡ 8%

(1%, 14%)

CD Trial II†:
Clinical Remission* at Week 6

12%
(19/157)

15%
(24/158) NS§ 3%

(-5%, 11%)

*Clinical Remission: CDAI ≤150
†  The primary analysis population for CD Trial II 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
§  NS: Not significant (Secondary endpoints including assessments at Week 10 were not tested because the 
CD Trial II primary endpoint was not statistically significant)

CD Trial III - Intravenous
In order to be randomized to treatment in CD Trial III, patients had to have received intravenous 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 I or from a group who received ENTYVIO open-label. 
In CD Trial III, 461 patients were randomized in a double-blind fashion (1:1:1) to one of the following regimens 
beginning at Week 6: intravenous ENTYVIO 300 mg every eight weeks, intravenous 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 U.S. but were not permitted beyond Week 6 
in the U.S. 
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 (≥70 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 III a greater percentage of patients in groups treated with intravenous 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 intravenous ENTYVIO as compared to placebo had a clinical response 
(defined as ≥100 decrease in CDAI score from baseline) at Week 52 (Table 8). In the subgroup of patients 
who were receiving corticosteroids at baseline and who were in clinical response at Week 6 (defined as ≥70 
decrease in CDAI score from baseline), a greater proportion of patients in groups treated with intravenous 
ENTYVIO as compared to placebo discontinued corticosteroids by Week 52 and were in clinical remission 
at Week 52 (Table 8).
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 (2.2)].

Table 8. Proportion of Patients Meeting Efficacy Endpoints at Week 52* (CD Trial III)

Placebo† 
N=153

ENTYVIO IV 
Every 8 Weeks 

N=154 p-value

Treatment  
Difference

and
95% CI

Clinical remission‡ at Week 52 22% 39% 0.001 17%
(7%, 28%)

Clinical response§ at Week 52 30% 44% 0.013 13%
(3%, 24%)

Corticosteroid-free clinical 
remission# 16%# 32%# 0.015 16%

(3%, 29%)

* This group includes patients that were not in clinical remission at Week 6. Patients must have achieved clinical 
response (defined as ≥70 decrease in CDAI from baseline) at Week 6 to continue into CD Trial III.

†  The 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: ≥100 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 ≥70 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.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
Intravenous Infusion
ENTYVIO® (vedolizumab) for injection for intravenous infusion is supplied in sterile single-dose glass 
vials, containing 300 mg of vedolizumab as a white to off-white lyophilized cake. 

 • ENTYVIO: 300 mg single-dose vial in individual carton: NDC 64764-300-20
Subcutaneous Injection
ENTYVIO (vedolizumab) injection for subcutaneous use is available in a prefilled syringe or a prefilled pen 
as a clear to moderately opalescent and colorless to slightly yellow solution.
The single-dose, disposable ENTYVIO prefilled syringe and single-dose, disposable ENTYVIO prefilled 
pen (ENTYVIO PEN) are comprised of a 1 mL long glass syringe with a fixed 27 gauge thin wall, ½ inch 
needle. The syringe has a rubber needle cover encased in a plastic shell and rubber stopper. Not made 
with natural rubber latex. 

 • ENTYVIO: 108 mg/0.68 single-dose prefilled syringe in an individual carton: NDC 64764-107-11
 • ENTYVIO PEN: 108 mg/0.68 single-dose prefilled pen in an individual carton: NDC 64764-108-21

Storage and Handling
 • Refrigerate ENTYVIO unopened vials, prefilled syringes, and prefilled pens at 2ºC to 8ºC (36º to 46ºF). 
 • If needed, the ENTYVIO prefilled syringe or ENTYVIO PEN can be left out of the refrigerator in 

the original package at room temperature up to 25°C (77ºF) for up to 7 days (for example, when 
traveling). Do not use ENTYVIO prefilled syringe or ENTYVIO PEN if left out of the refrigerator for 
more than 7 days.

 • Do not freeze ENTYVIO vial, prefilled syringe, or prefilled pen. Do not use ENTYVIO vial, prefilled 
syringe, or prefilled pen if it has been frozen.

 • Do not shake the ENTYVIO prefilled syringe, or ENTYVIO PEN. 
 • Retain in original package to protect from light until the time of use.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
Infusion-Related and 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)].

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 some integrin receptor antagonist and systemic immunosuppressant products. 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)].
Pregnancy
Inform patients that there is a pregnancy registry to monitor pregnancy outcomes of women who are 
pregnant or become pregnant while exposed to ENTYVIO [see Use in Specific Populations (8.1)].

Subcutaneous Dosing Technique
Provide guidance to patients and caregivers on proper subcutaneous administration technique, and how 
to use the ENTYVIO single-dose prefilled syringe, or ENTYVIO single-dose prefilled pen correctly [see 
Instructions for Use].

Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used under license by 
Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
VMB245 R8
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What is the most important information I should know about ENTYVIO?
ENTYVIO may cause serious side effects, including: 
 • Infusion-related 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).

 • 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.

 • Progressive Multifocal Leukoencephalopathy (PML). People with weakened 
immune systems can get progressive multifocal leukoencephalopathy (PML) 
(a rare, serious brain infection caused by a virus). Although unlikely while 
receiving ENTYVIO, a risk of PML cannot be ruled out. 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. 

 • 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 for the treatment of:
 • moderately to severely active ulcerative colitis (UC).
 • moderately to severely active Crohn’s disease (CD).

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:
 • 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?”).

 • have liver problems.
 • have tuberculosis (TB) or have been in close contact with someone with TB. 
 • 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.

 • 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.
 ° Pregnancy Registry: There is a pregnancy registry for women who use 

ENTYVIO during pregnancy. The purpose of this registry is to collect 
information about the health of you and your baby. Talk with your healthcare 
provider about how you can take part in this registry or you may contact the 
registry at 1-877-825-3327 to enroll.

 • are breastfeeding or plan to breastfeed. ENTYVIO can pass into your breast 
milk. Talk to your healthcare provider about the best way to feed your baby if 
you take ENTYVIO. 

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), Tyruko (natalizumab-sztn), a Tumor Necrosis Factor (TNF) blocker 
medicine, a medicine that weakens your immune system (immunosuppressant), 
or corticosteroid medicine.

How should I use ENTYVIO?
When given in a vein (intravenously):
 • You may receive ENTYVIO through a needle placed in a vein (intravenous 

infusion) in your arm.
 ° ENTYVIO is given to you over a period of about 30 minutes.
 ° 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.
When given under the skin (subcutaneously):
 • You may receive ENTYVIO as an injection under your skin (subcutaneous) 

every 2 weeks. You may receive your first subcutaneous injection after at least 
2 intravenous infusions in place of the next scheduled intravenous infusion.
 ° See the detailed Instructions for Use that comes with ENTYVIO about the 

right way to prepare and give ENTYVIO.
 ° ENTYVIO is provided as single-dose prefilled syringe or single-dose prefilled 

pen (ENTYVIO PEN) for subcutaneous use. Your healthcare provider will 
prescribe the type that is best for you.

 ° If your healthcare provider decides that you or your caregiver can give your 
injections of ENTYVIO at home, you or your caregiver should be shown the 
right way to prepare and inject ENTYVIO. 

 ° Do not inject ENTYVIO until you or your caregiver have been shown the right 
way by your healthcare provider.

 ° Always check the label of your prefilled syringe or prefilled pen to make sure 
you have the correct medicine before each injection.

 ° Do not shake ENTYVIO.
 ° ENTYVIO is injected under your skin (subcutaneously) 1 time every 2 weeks. 
 ° Inject ENTYVIO under the skin (subcutaneous injection) in your upper legs 

(thighs) or stomach area (abdomen). The upper arms may also be used if a 
caregiver gives the injection.

 ° Use a different injection site each time you use ENTYVIO.
 ° Do not give an injection into moles, scars, bruises, or skin that is tender, 

hard, red, or damaged. 
 ° If you are not able to inject ENTYVIO at your regular scheduled time or you 

miss a dose of ENTYVIO, inject the dose as soon as possible. Then, inject 
your next dose every 2 weeks thereafter. If you are not sure when to inject 
ENTYVIO, call your healthcare provider.

 ° If you take more ENTYVIO than you were told to take, call your healthcare 
provider.

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, pain in extremities, and 
with injections under the skin; pain, swelling, or redness at the injection site.
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.

How should I store ENTYVIO?
• Store ENTYVIO in a refrigerator between 36°F to 46°F (2°C to 8°C). 
•  If needed, the prefilled syringe or prefilled pen can be left out of the refrigerator 

in its box at room temperature up to 77°F (25°C) for up to 7 days (for example, 
when traveling). Do not use the prefilled syringe or prefilled pen if left out of 
the refrigerator for more than 7 days or left in direct sunlight.

• Do not freeze ENTYVIO. Do not use ENTYVIO if it has been frozen.
•  Keep ENTYVIO in the original package to protect from light until the time of use.
• ENTYVIO prefilled syringe or prefilled pen is not made with natural rubber latex.
Keep ENTYVIO and all medicines out of the reach of children.

General information about the safe and effective use of ENTYVIO.
Medicines are sometimes prescribed for purposes other than those listed in 
a Medication Guide. Do not use ENTYVIO for a condition for which it was not 
prescribed. Do not give ENTYVIO to other people, even if they have the same 
symptoms that you have. It may harm them. You can ask your pharmacist or 
healthcare provider for information about ENTYVIO that is written for health 
professionals.

What are the ingredients in ENTYVIO?
Active ingredient: vedolizumab
Inactive ingredients in vial for intravenous infusion: arginine hydrochloride, 
histidine, histidine monohydrochloride, polysorbate 80 and sucrose
Inactive ingredients in prefilled syringe or prefilled pen for subcutaneous 
injection: arginine hydrochloride, citric acid monohydrate, histidine, histidine 
monohydrochloride, polysorbate 80, sodium citrate dihydrate, and Sterile Water 
for Injection
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used 
under license by Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
For more information, go to www.ENTYVIO.com or call 1-877-TAKEDA7 
(1-877-825-3327).

This Medication Guide has been approved by the U.S. Food and Drug Administration
VMB245 R8 Revised:9/2023

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh) PEN

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled pen

This Instructions for Use contains information on how to inject ENTYVIO.

Your ENTYVIO single-dose prefilled pen 

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO PEN 

before you use it for the first time. 
 •  ENTYVIO PEN is for subcutaneous injection only (inject directly into fatty 

layer under the skin).
 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen until you are ready to inject.
 •  Do not put or press your thumb, fingers, or hand over the yellow needle 

shield. The yellow needle shield is visible when the purple cap is removed.
 • Do not use the prefilled pen if it is dropped or damaged. 

Storing ENTYVIO
 • Store your prefilled pen in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled pen can be left in its box at room temperature up to 77°F (25°C) 

for up to 7 days (for example, when traveling). Do not use the prefilled pen if 
it is left out of the refrigerator for more than 7 days.

 • Do not freeze the prefilled pen.
 • Do not leave the prefilled pen in direct sunlight.
 •  Throw away the prefilled pen in a FDA-cleared sharps disposal container if 

it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled pen.

 •  Always keep ENTYVIO PENs, the sharps disposal container, and all medicines 
out of the reach of children.

Getting Your Supplies Ready

Step 1. Remove the ENTYVIO PEN box from the refrigerator
Take 1 prefilled pen box from the refrigerator and check the  
expiration date on the box (see Figure A).

 •  Do not use the prefilled pen if any of the seals on the box  
are broken.

 •  Do not use the prefilled pen if the expiration date on the  
box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled pen come to room  
temperature (see Figure B). 

 • Do not warm the prefilled pen any other way. 
 • Do not let the prefilled pen sit in direct sunlight. 
 •  Do not take the prefilled pen out of its tray until you are  

ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that  
are not in the prefilled pen box (see Figure C).

 • Alcohol pad 
 • Cotton ball or gauze 
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled pen”)

Preparing to Inject ENTYVIO

Step 4. Wash hands
Wash your hands with soap and clean water  
(see Figure D). 

Step 5. Remove the prefilled pen from the tray
Peel off the paper on the tray and lift the prefilled pen  
straight out (see Figure E).

 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen  

until Step 9.

Step 6. Inspect the prefilled pen
Check the expiration date (EXP) printed on the  
prefilled pen and the medicine in the prefilled pen  
viewing window (see Figure F). The medicine should  
be colorless to pale yellow. It is normal to see air  
bubbles. Inspect the prefilled pen for any damage.

 •  Do not use the prefilled pen if the expiration date  
on the prefilled pen has passed.

 •  Do not use the prefilled pen if the medicine is  
cloudy or has particles floating in it.

 • Do not use the prefilled pen if any part of it is damaged.

Step 7. Choose injection site 
Choose an injection site on your bare skin  
from one of the following (see Figure G): 

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
 For caregivers only: back of the  
upper arms may also be used.
 •  Do not inject into the same spot you used for your last injection. 
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.

Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject. 

Continue to Step 9 è

Injecting ENTYVIO

Step 9. Remove the purple cap and throw it away
When you are ready to inject, pull the purple cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I).  

 •  The needle is inside the yellow needle shield  
(under purple cap).

 •  Do not put or press your thumb, fingers, or hand  
over the yellow needle shield. 

 •  Do not put the purple cap back on. This could accidentally start the injection.

Step 10. Place the prefilled pen on the injection site
 • Hold the prefilled pen so you can see the viewing window.
 •  Place the yellow end of the prefilled pen flat on your skin  

at 90 degrees to the injection site (see Figure J).
 • The needle is inside the yellow needle shield.
 •  Do not push down on the prefilled pen until you are ready  

to inject.

Step 11. Start injecting ENTYVIO
Push the prefilled pen straight down 
and hold for at least 10 seconds  
(see Figure K).

 •  You may hear a first click when 
the injection starts.

 •  You may hear a second click. This 
is not the end of the injection.

 •  Continue holding the prefilled 
pen with constant pressure and 
watch the window turn purple.

Step 12. Complete injecting ENTYVIO
Continue holding the prefilled pen with 
constant pressure until the viewing 
window has filled with purple to 
make sure you have received your 
full dose (see Figure L).

 •  You will see a small amount of 
gray in the viewing window. This 
is normal.

 •  If the viewing window did not fill 
with purple, you may not have 
received your full dose. Call your 
pharmacy or healthcare provider.

Step 13. Lift prefilled pen from skin
Lift the prefilled pen from the injection site (see Figure M).  
The yellow needle shield will drop down and lock over  
the needle.

 •  When you remove the prefilled pen, if the window has  
not turned purple, or it looks like the medicine is still  
coming out of the prefilled pen, this means you have  
not received a full dose. Call your pharmacy or  
healthcare provider right away.

 •  You may see a small amount of blood at the injection site. If you do, press 
on your skin with a cotton ball or gauze.

Step 14. Throw away (dispose of) the prefilled pen
Throw away (dispose of) the used prefilled pen in a FDA-cleared  
sharps disposal container right away after use (see Figure N).  
Do not recycle or throw away the prefilled pen in your  
household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is: 
- made of heavy-duty plastic, 
- can be closed with a tight-fitting, puncture-resistant lid, without sharps  
      being able to come out, 
- upright and stable during use, 
- leak-resistant, and 
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific information 
about sharps disposal in the state you live in, go to the FDA’s website at:  
http://www.fda.gov/safesharpsdisposal.

If you have questions or concerns about your ENTYVIO PEN, please call your 
healthcare provider. You can also call 877-825-3327 or visit www.ENTYVIO.com 
for more information.
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc., Lexington, MA 02421

U.S. License No. 1898 Approved: 9/2023
This Instructions for Use has been approved by the U.S. Food and Drug Administration. 

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh)

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled syringe 

This Instructions for Use contains information on how to inject ENTYVIO.
Your ENTYVIO single-dose prefilled syringe

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO prefilled 

syringe before you use it for the first time. 
 •  ENTYVIO prefilled syringe is for subcutaneous injection only (inject directly 

into fatty layer under the skin).
 • Do not shake the prefilled syringe.
 •  Do not remove the needle cap from the prefilled syringe until you are ready 

to inject.
 • Do not use the prefilled syringe if it is dropped or damaged.
 •  Each prefilled syringe has a needle guard. It will automatically cover the 

needle after the injection is completed to reduce the risk of accidental needle 
sticks.

Storing ENTYVIO
 •  Store your prefilled syringe in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled syringe can be left in its box at room temperature up to 77°F 

(25°C) for up to 7 days (for example, when traveling). Do not use the prefilled 
syringe if it is left out of the refrigerator for more than 7 days. 

 • Do not freeze the prefilled syringe.
 • Do not leave the prefilled syringe in direct sunlight.
 •  Throw away the prefilled syringe in a FDA-cleared sharps disposal container 

if it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled syringe.

 •  Always keep ENTYVIO prefilled syringes, the sharps disposal container, 
and all medicines out of the reach of children.

Getting Your Supplies Ready

Step 1.  Remove the ENTYVIO prefilled syringe box from  
the refrigerator

Take 1 prefilled syringe box from the refrigerator and check  
the expiration date on the box (see Figure A).

 •  Do not use the prefilled syringe if any of the seals on the  
box are broken.

 • Do not use the prefilled syringe if the expiration date on the box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled syringe come to room  
temperature (see Figure B).

 • Do not warm the prefilled syringe any other way.
 • Do not let the prefilled syringe sit in direct sunlight.
 •  Do not take the prefilled syringe out of its tray until you  

are ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that are  
not in the prefilled syringe box (see Figure C).

 • Alcohol pad
 • Cotton ball or gauze
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled syringe”)

Preparing to Inject ENTYVIO

Step 4. Wash hands 
Wash your hands with soap and clean water (see Figure D).

Step 5. Remove the prefilled syringe from the tray
Peel off the paper on the tray and lift the prefilled syringe  
straight out (see Figure E).

 • Do not lift from the purple plunger.
 • Do not shake the prefilled syringe.
 • Do not remove the needle cap from the prefilled syringe until Step 9.

Step 6. Inspect the prefilled syringe
Check the expiration date (EXP) printed on the prefilled  
syringe and the medicine in the prefilled syringe (see  
Figure F). The medicine should be colorless to pale  
yellow. It is normal to see air bubbles. Inspect the  
prefilled syringe for any damage. 

 •  Do not use the prefilled syringe if the expiration date  
on the prefilled syringe has passed.

 •  Do not use the prefilled syringe if the medicine is cloudy  
or has particles floating in it.

 • Do not use the prefilled syringe if any part of it is damaged.
 • Do not try to remove air bubbles from the prefilled syringe.

Step 7. Choose injection site
Choose an injection site on your bare skin  
from one of the following (see Figure G):

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
For caregivers only: back of the upper  
arms may also be used.

 • Do not inject into the same spot you used for your last injection.
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.
Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject.

Continue to Step 9 è
Injecting ENTYVIO
Step 9. Remove the needle cap and throw it away
When you are ready to inject, pull the needle cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I). You may see a drop of liquid at the end of  
the needle. This is normal.

 • Do not touch or pull back the purple plunger.
 • Do not touch or re-cap the needle.
 • Do not use a prefilled syringe with a bent or broken needle.

Step 10. Pinch the skin
With the needle cap off, hold the prefilled syringe with one  
hand and pinch the skin around the injection site with your  
other hand (see Figure J).

 • Hold the pinch until the injection is completed.

Step 11. Insert the prefilled syringe at 45-degree angle
Insert the needle at about a 45-degree angle all the way into  
the pinched skin (see Figure K).

 • Avoid touching the plunger until the needle is inserted.
 
Step 12. Push down on the plunger
Push the plunger all the way down until all the medicine is  
injected (see Figure L).

 •  Keep pressure on the plunger and take the needle out  
of the skin.

 •  If you are not able to start or cannot complete the  
injection by pushing the plunger all the way down, you may not have  
received your full dose. Call your pharmacy or healthcare provider. 

Step 13. Take your thumb off the plunger
Take your thumb off the plunger to allow the needle guard to  
cover the needle (see Figure M).

 •  You may see a small amount of blood at the injection site.  
If you do, press on your skin with a cotton ball or gauze. 

Step 14. Throw away (dispose of) the prefilled syringe
Throw away (dispose of) the used prefilled syringe in a  
FDA-cleared sharps disposal container right away after use  
(see Figure N). Do not recycle or throw away the prefilled  
syringe in your household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is:
- made of heavy-duty plastic,
-  can be closed with a tight-fitting, puncture-resistant lid, without sharps 

being able to come out,
- upright and stable during use,
- leak-resistant, and
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific  
information about sharps disposal in the state you live in, go to the FDA’s 
website at: http://www.fda.gov/safesharpsdisposal. 

If you have questions or concerns about your ENTYVIO prefilled syringe,  
please call your healthcare provider. You can also call 877-825-3327 or visit 
www.ENTYVIO.com for more information.
Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 

U.S. License No. 1898
This Instructions for Use has been approved by the U.S. Food and Drug Administration.
Approved: 9/2023  SPI-0458

Figure N

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 I, a statistically significantly higher percentage of patients treated with intravenous ENTYVIO 
achieved clinical remission (defined as CDAI ≤150) as compared to placebo at Week 6 (Table 7). The 
difference in the percentage of patients who demonstrated clinical response (defined as a ≥100-point 
decrease in CDAI score from baseline), was however, not statistically significant at Week 6. 
CD Trial II – Intravenous
Compared to CD Trial I, CD Trial II 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 II, 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 intravenous ENTYVIO did not 
result in statistically significant improvement over placebo (Table 7). Secondary endpoints including 
assessments at Week 10 were not tested because the primary endpoint was not statistically significant. 

Table 7. Proportion of Patients in Clinical Remission at Week 6 (CD Trials I and II)

Placebo ENTYVIO IV p-value

Treatment  
Difference

and
95% CI

CD Trial I:
Clinical Remission* at Week 6

7%
(10/148)

15%
(32/220) 0.041‡ 8%

(1%, 14%)

CD Trial II†:
Clinical Remission* at Week 6

12%
(19/157)

15%
(24/158) NS§ 3%

(-5%, 11%)

*Clinical Remission: CDAI ≤150
†  The primary analysis population for CD Trial II 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
§  NS: Not significant (Secondary endpoints including assessments at Week 10 were not tested because the 
CD Trial II primary endpoint was not statistically significant)

CD Trial III - Intravenous
In order to be randomized to treatment in CD Trial III, patients had to have received intravenous 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 I or from a group who received ENTYVIO open-label. 
In CD Trial III, 461 patients were randomized in a double-blind fashion (1:1:1) to one of the following regimens 
beginning at Week 6: intravenous ENTYVIO 300 mg every eight weeks, intravenous 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 U.S. but were not permitted beyond Week 6 
in the U.S. 
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 (≥70 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 III a greater percentage of patients in groups treated with intravenous 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 intravenous ENTYVIO as compared to placebo had a clinical response 
(defined as ≥100 decrease in CDAI score from baseline) at Week 52 (Table 8). In the subgroup of patients 
who were receiving corticosteroids at baseline and who were in clinical response at Week 6 (defined as ≥70 
decrease in CDAI score from baseline), a greater proportion of patients in groups treated with intravenous 
ENTYVIO as compared to placebo discontinued corticosteroids by Week 52 and were in clinical remission 
at Week 52 (Table 8).
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 (2.2)].

Table 8. Proportion of Patients Meeting Efficacy Endpoints at Week 52* (CD Trial III)

Placebo† 
N=153

ENTYVIO IV 
Every 8 Weeks 

N=154 p-value

Treatment  
Difference

and
95% CI

Clinical remission‡ at Week 52 22% 39% 0.001 17%
(7%, 28%)

Clinical response§ at Week 52 30% 44% 0.013 13%
(3%, 24%)

Corticosteroid-free clinical 
remission# 16%# 32%# 0.015 16%

(3%, 29%)

* This group includes patients that were not in clinical remission at Week 6. Patients must have achieved clinical 
response (defined as ≥70 decrease in CDAI from baseline) at Week 6 to continue into CD Trial III.

†  The 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: ≥100 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 ≥70 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.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
Intravenous Infusion
ENTYVIO® (vedolizumab) for injection for intravenous infusion is supplied in sterile single-dose glass 
vials, containing 300 mg of vedolizumab as a white to off-white lyophilized cake. 

 • ENTYVIO: 300 mg single-dose vial in individual carton: NDC 64764-300-20
Subcutaneous Injection
ENTYVIO (vedolizumab) injection for subcutaneous use is available in a prefilled syringe or a prefilled pen 
as a clear to moderately opalescent and colorless to slightly yellow solution.
The single-dose, disposable ENTYVIO prefilled syringe and single-dose, disposable ENTYVIO prefilled 
pen (ENTYVIO PEN) are comprised of a 1 mL long glass syringe with a fixed 27 gauge thin wall, ½ inch 
needle. The syringe has a rubber needle cover encased in a plastic shell and rubber stopper. Not made 
with natural rubber latex. 

 • ENTYVIO: 108 mg/0.68 single-dose prefilled syringe in an individual carton: NDC 64764-107-11
 • ENTYVIO PEN: 108 mg/0.68 single-dose prefilled pen in an individual carton: NDC 64764-108-21

Storage and Handling
 • Refrigerate ENTYVIO unopened vials, prefilled syringes, and prefilled pens at 2ºC to 8ºC (36º to 46ºF). 
 • If needed, the ENTYVIO prefilled syringe or ENTYVIO PEN can be left out of the refrigerator in 

the original package at room temperature up to 25°C (77ºF) for up to 7 days (for example, when 
traveling). Do not use ENTYVIO prefilled syringe or ENTYVIO PEN if left out of the refrigerator for 
more than 7 days.

 • Do not freeze ENTYVIO vial, prefilled syringe, or prefilled pen. Do not use ENTYVIO vial, prefilled 
syringe, or prefilled pen if it has been frozen.

 • Do not shake the ENTYVIO prefilled syringe, or ENTYVIO PEN. 
 • Retain in original package to protect from light until the time of use.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
Infusion-Related and 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)].

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 some integrin receptor antagonist and systemic immunosuppressant products. 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)].
Pregnancy
Inform patients that there is a pregnancy registry to monitor pregnancy outcomes of women who are 
pregnant or become pregnant while exposed to ENTYVIO [see Use in Specific Populations (8.1)].

Subcutaneous Dosing Technique
Provide guidance to patients and caregivers on proper subcutaneous administration technique, and how 
to use the ENTYVIO single-dose prefilled syringe, or ENTYVIO single-dose prefilled pen correctly [see 
Instructions for Use].

Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used under license by 
Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
VMB245 R8
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ENTYVIO® (en ti’ vee oh) 
(vedolizumab) 

for injection, for 
intravenous use

ENTYVIO® (en ti’ vee oh) 
(vedolizumab) 
injection, for 

subcutaneous use

ENTYVIO®  
(en ti’ vee oh) PEN

(vedolizumab) 
injection, for 

subcutaneous use

What is the most important information I should know about ENTYVIO?
ENTYVIO may cause serious side effects, including: 
 • Infusion-related 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).

 • 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.

 • Progressive Multifocal Leukoencephalopathy (PML). People with weakened 
immune systems can get progressive multifocal leukoencephalopathy (PML) 
(a rare, serious brain infection caused by a virus). Although unlikely while 
receiving ENTYVIO, a risk of PML cannot be ruled out. 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. 

 • 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 for the treatment of:
 • moderately to severely active ulcerative colitis (UC).
 • moderately to severely active Crohn’s disease (CD).

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:
 • 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?”).

 • have liver problems.
 • have tuberculosis (TB) or have been in close contact with someone with TB. 
 • 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.

 • 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.
 ° Pregnancy Registry: There is a pregnancy registry for women who use 

ENTYVIO during pregnancy. The purpose of this registry is to collect 
information about the health of you and your baby. Talk with your healthcare 
provider about how you can take part in this registry or you may contact the 
registry at 1-877-825-3327 to enroll.

 • are breastfeeding or plan to breastfeed. ENTYVIO can pass into your breast 
milk. Talk to your healthcare provider about the best way to feed your baby if 
you take ENTYVIO. 

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), Tyruko (natalizumab-sztn), a Tumor Necrosis Factor (TNF) blocker 
medicine, a medicine that weakens your immune system (immunosuppressant), 
or corticosteroid medicine.

How should I use ENTYVIO?
When given in a vein (intravenously):
 • You may receive ENTYVIO through a needle placed in a vein (intravenous 

infusion) in your arm.
 ° ENTYVIO is given to you over a period of about 30 minutes.
 ° 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.
When given under the skin (subcutaneously):
 • You may receive ENTYVIO as an injection under your skin (subcutaneous) 

every 2 weeks. You may receive your first subcutaneous injection after at least 
2 intravenous infusions in place of the next scheduled intravenous infusion.
 ° See the detailed Instructions for Use that comes with ENTYVIO about the 

right way to prepare and give ENTYVIO.
 ° ENTYVIO is provided as single-dose prefilled syringe or single-dose prefilled 

pen (ENTYVIO PEN) for subcutaneous use. Your healthcare provider will 
prescribe the type that is best for you.

 ° If your healthcare provider decides that you or your caregiver can give your 
injections of ENTYVIO at home, you or your caregiver should be shown the 
right way to prepare and inject ENTYVIO. 

 ° Do not inject ENTYVIO until you or your caregiver have been shown the right 
way by your healthcare provider.

 ° Always check the label of your prefilled syringe or prefilled pen to make sure 
you have the correct medicine before each injection.

 ° Do not shake ENTYVIO.
 ° ENTYVIO is injected under your skin (subcutaneously) 1 time every 2 weeks. 
 ° Inject ENTYVIO under the skin (subcutaneous injection) in your upper legs 

(thighs) or stomach area (abdomen). The upper arms may also be used if a 
caregiver gives the injection.

 ° Use a different injection site each time you use ENTYVIO.
 ° Do not give an injection into moles, scars, bruises, or skin that is tender, 

hard, red, or damaged. 
 ° If you are not able to inject ENTYVIO at your regular scheduled time or you 

miss a dose of ENTYVIO, inject the dose as soon as possible. Then, inject 
your next dose every 2 weeks thereafter. If you are not sure when to inject 
ENTYVIO, call your healthcare provider.

 ° If you take more ENTYVIO than you were told to take, call your healthcare 
provider.

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, pain in extremities, and 
with injections under the skin; pain, swelling, or redness at the injection site.
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.

How should I store ENTYVIO?
• Store ENTYVIO in a refrigerator between 36°F to 46°F (2°C to 8°C). 
•  If needed, the prefilled syringe or prefilled pen can be left out of the refrigerator 

in its box at room temperature up to 77°F (25°C) for up to 7 days (for example, 
when traveling). Do not use the prefilled syringe or prefilled pen if left out of 
the refrigerator for more than 7 days or left in direct sunlight.

• Do not freeze ENTYVIO. Do not use ENTYVIO if it has been frozen.
•  Keep ENTYVIO in the original package to protect from light until the time of use.
• ENTYVIO prefilled syringe or prefilled pen is not made with natural rubber latex.
Keep ENTYVIO and all medicines out of the reach of children.

General information about the safe and effective use of ENTYVIO.
Medicines are sometimes prescribed for purposes other than those listed in 
a Medication Guide. Do not use ENTYVIO for a condition for which it was not 
prescribed. Do not give ENTYVIO to other people, even if they have the same 
symptoms that you have. It may harm them. You can ask your pharmacist or 
healthcare provider for information about ENTYVIO that is written for health 
professionals.

What are the ingredients in ENTYVIO?
Active ingredient: vedolizumab
Inactive ingredients in vial for intravenous infusion: arginine hydrochloride, 
histidine, histidine monohydrochloride, polysorbate 80 and sucrose
Inactive ingredients in prefilled syringe or prefilled pen for subcutaneous 
injection: arginine hydrochloride, citric acid monohydrate, histidine, histidine 
monohydrochloride, polysorbate 80, sodium citrate dihydrate, and Sterile Water 
for Injection
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used 
under license by Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
For more information, go to www.ENTYVIO.com or call 1-877-TAKEDA7 
(1-877-825-3327).
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INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh) PEN

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled pen

This Instructions for Use contains information on how to inject ENTYVIO.

Your ENTYVIO single-dose prefilled pen 

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO PEN 

before you use it for the first time. 
 •  ENTYVIO PEN is for subcutaneous injection only (inject directly into fatty 

layer under the skin).
 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen until you are ready to inject.
 •  Do not put or press your thumb, fingers, or hand over the yellow needle 

shield. The yellow needle shield is visible when the purple cap is removed.
 • Do not use the prefilled pen if it is dropped or damaged. 

Storing ENTYVIO
 • Store your prefilled pen in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled pen can be left in its box at room temperature up to 77°F (25°C) 

for up to 7 days (for example, when traveling). Do not use the prefilled pen if 
it is left out of the refrigerator for more than 7 days.

 • Do not freeze the prefilled pen.
 • Do not leave the prefilled pen in direct sunlight.
 •  Throw away the prefilled pen in a FDA-cleared sharps disposal container if 

it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled pen.

 •  Always keep ENTYVIO PENs, the sharps disposal container, and all medicines 
out of the reach of children.

Getting Your Supplies Ready

Step 1. Remove the ENTYVIO PEN box from the refrigerator
Take 1 prefilled pen box from the refrigerator and check the  
expiration date on the box (see Figure A).

 •  Do not use the prefilled pen if any of the seals on the box  
are broken.

 •  Do not use the prefilled pen if the expiration date on the  
box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled pen come to room  
temperature (see Figure B). 

 • Do not warm the prefilled pen any other way. 
 • Do not let the prefilled pen sit in direct sunlight. 
 •  Do not take the prefilled pen out of its tray until you are  

ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that  
are not in the prefilled pen box (see Figure C).

 • Alcohol pad 
 • Cotton ball or gauze 
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled pen”)

Preparing to Inject ENTYVIO

Step 4. Wash hands
Wash your hands with soap and clean water  
(see Figure D). 

Step 5. Remove the prefilled pen from the tray
Peel off the paper on the tray and lift the prefilled pen  
straight out (see Figure E).

 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen  

until Step 9.

Step 6. Inspect the prefilled pen
Check the expiration date (EXP) printed on the  
prefilled pen and the medicine in the prefilled pen  
viewing window (see Figure F). The medicine should  
be colorless to pale yellow. It is normal to see air  
bubbles. Inspect the prefilled pen for any damage.

 •  Do not use the prefilled pen if the expiration date  
on the prefilled pen has passed.

 •  Do not use the prefilled pen if the medicine is  
cloudy or has particles floating in it.

 • Do not use the prefilled pen if any part of it is damaged.

Step 7. Choose injection site 
Choose an injection site on your bare skin  
from one of the following (see Figure G): 

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
 For caregivers only: back of the  
upper arms may also be used.
 •  Do not inject into the same spot you used for your last injection. 
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.

Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject. 

Continue to Step 9 è

Injecting ENTYVIO

Step 9. Remove the purple cap and throw it away
When you are ready to inject, pull the purple cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I).  

 •  The needle is inside the yellow needle shield  
(under purple cap).

 •  Do not put or press your thumb, fingers, or hand  
over the yellow needle shield. 

 •  Do not put the purple cap back on. This could accidentally start the injection.

Step 10. Place the prefilled pen on the injection site
 • Hold the prefilled pen so you can see the viewing window.
 •  Place the yellow end of the prefilled pen flat on your skin  

at 90 degrees to the injection site (see Figure J).
 • The needle is inside the yellow needle shield.
 •  Do not push down on the prefilled pen until you are ready  

to inject.

Step 11. Start injecting ENTYVIO
Push the prefilled pen straight down 
and hold for at least 10 seconds  
(see Figure K).

 •  You may hear a first click when 
the injection starts.

 •  You may hear a second click. This 
is not the end of the injection.

 •  Continue holding the prefilled 
pen with constant pressure and 
watch the window turn purple.

Step 12. Complete injecting ENTYVIO
Continue holding the prefilled pen with 
constant pressure until the viewing 
window has filled with purple to 
make sure you have received your 
full dose (see Figure L).

 •  You will see a small amount of 
gray in the viewing window. This 
is normal.

 •  If the viewing window did not fill 
with purple, you may not have 
received your full dose. Call your 
pharmacy or healthcare provider.

Step 13. Lift prefilled pen from skin
Lift the prefilled pen from the injection site (see Figure M).  
The yellow needle shield will drop down and lock over  
the needle.

 •  When you remove the prefilled pen, if the window has  
not turned purple, or it looks like the medicine is still  
coming out of the prefilled pen, this means you have  
not received a full dose. Call your pharmacy or  
healthcare provider right away.

 •  You may see a small amount of blood at the injection site. If you do, press 
on your skin with a cotton ball or gauze.

Step 14. Throw away (dispose of) the prefilled pen
Throw away (dispose of) the used prefilled pen in a FDA-cleared  
sharps disposal container right away after use (see Figure N).  
Do not recycle or throw away the prefilled pen in your  
household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is: 
- made of heavy-duty plastic, 
- can be closed with a tight-fitting, puncture-resistant lid, without sharps  
      being able to come out, 
- upright and stable during use, 
- leak-resistant, and 
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific information 
about sharps disposal in the state you live in, go to the FDA’s website at:  
http://www.fda.gov/safesharpsdisposal.

If you have questions or concerns about your ENTYVIO PEN, please call your 
healthcare provider. You can also call 877-825-3327 or visit www.ENTYVIO.com 
for more information.
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc., Lexington, MA 02421

U.S. License No. 1898 Approved: 9/2023
This Instructions for Use has been approved by the U.S. Food and Drug Administration. 

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh)

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled syringe 

This Instructions for Use contains information on how to inject ENTYVIO.
Your ENTYVIO single-dose prefilled syringe

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO prefilled 

syringe before you use it for the first time. 
 •  ENTYVIO prefilled syringe is for subcutaneous injection only (inject directly 

into fatty layer under the skin).
 • Do not shake the prefilled syringe.
 •  Do not remove the needle cap from the prefilled syringe until you are ready 

to inject.
 • Do not use the prefilled syringe if it is dropped or damaged.
 •  Each prefilled syringe has a needle guard. It will automatically cover the 

needle after the injection is completed to reduce the risk of accidental needle 
sticks.

Storing ENTYVIO
 •  Store your prefilled syringe in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled syringe can be left in its box at room temperature up to 77°F 

(25°C) for up to 7 days (for example, when traveling). Do not use the prefilled 
syringe if it is left out of the refrigerator for more than 7 days. 

 • Do not freeze the prefilled syringe.
 • Do not leave the prefilled syringe in direct sunlight.
 •  Throw away the prefilled syringe in a FDA-cleared sharps disposal container 

if it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled syringe.

 •  Always keep ENTYVIO prefilled syringes, the sharps disposal container, 
and all medicines out of the reach of children.

Getting Your Supplies Ready

Step 1.  Remove the ENTYVIO prefilled syringe box from  
the refrigerator

Take 1 prefilled syringe box from the refrigerator and check  
the expiration date on the box (see Figure A).

 •  Do not use the prefilled syringe if any of the seals on the  
box are broken.

 • Do not use the prefilled syringe if the expiration date on the box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled syringe come to room  
temperature (see Figure B).

 • Do not warm the prefilled syringe any other way.
 • Do not let the prefilled syringe sit in direct sunlight.
 •  Do not take the prefilled syringe out of its tray until you  

are ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that are  
not in the prefilled syringe box (see Figure C).

 • Alcohol pad
 • Cotton ball or gauze
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled syringe”)

Preparing to Inject ENTYVIO

Step 4. Wash hands 
Wash your hands with soap and clean water (see Figure D).

Step 5. Remove the prefilled syringe from the tray
Peel off the paper on the tray and lift the prefilled syringe  
straight out (see Figure E).

 • Do not lift from the purple plunger.
 • Do not shake the prefilled syringe.
 • Do not remove the needle cap from the prefilled syringe until Step 9.

Step 6. Inspect the prefilled syringe
Check the expiration date (EXP) printed on the prefilled  
syringe and the medicine in the prefilled syringe (see  
Figure F). The medicine should be colorless to pale  
yellow. It is normal to see air bubbles. Inspect the  
prefilled syringe for any damage. 

 •  Do not use the prefilled syringe if the expiration date  
on the prefilled syringe has passed.

 •  Do not use the prefilled syringe if the medicine is cloudy  
or has particles floating in it.

 • Do not use the prefilled syringe if any part of it is damaged.
 • Do not try to remove air bubbles from the prefilled syringe.

Step 7. Choose injection site
Choose an injection site on your bare skin  
from one of the following (see Figure G):

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
For caregivers only: back of the upper  
arms may also be used.

 • Do not inject into the same spot you used for your last injection.
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.
Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject.

Continue to Step 9 è
Injecting ENTYVIO
Step 9. Remove the needle cap and throw it away
When you are ready to inject, pull the needle cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I). You may see a drop of liquid at the end of  
the needle. This is normal.

 • Do not touch or pull back the purple plunger.
 • Do not touch or re-cap the needle.
 • Do not use a prefilled syringe with a bent or broken needle.

Step 10. Pinch the skin
With the needle cap off, hold the prefilled syringe with one  
hand and pinch the skin around the injection site with your  
other hand (see Figure J).

 • Hold the pinch until the injection is completed.

Step 11. Insert the prefilled syringe at 45-degree angle
Insert the needle at about a 45-degree angle all the way into  
the pinched skin (see Figure K).

 • Avoid touching the plunger until the needle is inserted.
 
Step 12. Push down on the plunger
Push the plunger all the way down until all the medicine is  
injected (see Figure L).

 •  Keep pressure on the plunger and take the needle out  
of the skin.

 •  If you are not able to start or cannot complete the  
injection by pushing the plunger all the way down, you may not have  
received your full dose. Call your pharmacy or healthcare provider. 

Step 13. Take your thumb off the plunger
Take your thumb off the plunger to allow the needle guard to  
cover the needle (see Figure M).

 •  You may see a small amount of blood at the injection site.  
If you do, press on your skin with a cotton ball or gauze. 

Step 14. Throw away (dispose of) the prefilled syringe
Throw away (dispose of) the used prefilled syringe in a  
FDA-cleared sharps disposal container right away after use  
(see Figure N). Do not recycle or throw away the prefilled  
syringe in your household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is:
- made of heavy-duty plastic,
-  can be closed with a tight-fitting, puncture-resistant lid, without sharps 

being able to come out,
- upright and stable during use,
- leak-resistant, and
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific  
information about sharps disposal in the state you live in, go to the FDA’s 
website at: http://www.fda.gov/safesharpsdisposal. 

If you have questions or concerns about your ENTYVIO prefilled syringe,  
please call your healthcare provider. You can also call 877-825-3327 or visit 
www.ENTYVIO.com for more information.
Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 

U.S. License No. 1898
This Instructions for Use has been approved by the U.S. Food and Drug Administration.
Approved: 9/2023  SPI-0458
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www.ENTYVIO.com



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 I, a statistically significantly higher percentage of patients treated with intravenous ENTYVIO 
achieved clinical remission (defined as CDAI ≤150) as compared to placebo at Week 6 (Table 7). The 
difference in the percentage of patients who demonstrated clinical response (defined as a ≥100-point 
decrease in CDAI score from baseline), was however, not statistically significant at Week 6. 
CD Trial II – Intravenous
Compared to CD Trial I, CD Trial II 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 II, 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 intravenous ENTYVIO did not 
result in statistically significant improvement over placebo (Table 7). Secondary endpoints including 
assessments at Week 10 were not tested because the primary endpoint was not statistically significant. 

Table 7. Proportion of Patients in Clinical Remission at Week 6 (CD Trials I and II)

Placebo ENTYVIO IV p-value

Treatment  
Difference

and
95% CI

CD Trial I:
Clinical Remission* at Week 6

7%
(10/148)

15%
(32/220) 0.041‡ 8%

(1%, 14%)

CD Trial II†:
Clinical Remission* at Week 6

12%
(19/157)

15%
(24/158) NS§ 3%

(-5%, 11%)

*Clinical Remission: CDAI ≤150
†  The primary analysis population for CD Trial II 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
§  NS: Not significant (Secondary endpoints including assessments at Week 10 were not tested because the 
CD Trial II primary endpoint was not statistically significant)

CD Trial III - Intravenous
In order to be randomized to treatment in CD Trial III, patients had to have received intravenous 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 I or from a group who received ENTYVIO open-label. 
In CD Trial III, 461 patients were randomized in a double-blind fashion (1:1:1) to one of the following regimens 
beginning at Week 6: intravenous ENTYVIO 300 mg every eight weeks, intravenous 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 U.S. but were not permitted beyond Week 6 
in the U.S. 
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 (≥70 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 III a greater percentage of patients in groups treated with intravenous 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 intravenous ENTYVIO as compared to placebo had a clinical response 
(defined as ≥100 decrease in CDAI score from baseline) at Week 52 (Table 8). In the subgroup of patients 
who were receiving corticosteroids at baseline and who were in clinical response at Week 6 (defined as ≥70 
decrease in CDAI score from baseline), a greater proportion of patients in groups treated with intravenous 
ENTYVIO as compared to placebo discontinued corticosteroids by Week 52 and were in clinical remission 
at Week 52 (Table 8).
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 (2.2)].

Table 8. Proportion of Patients Meeting Efficacy Endpoints at Week 52* (CD Trial III)

Placebo† 
N=153

ENTYVIO IV 
Every 8 Weeks 

N=154 p-value

Treatment  
Difference

and
95% CI

Clinical remission‡ at Week 52 22% 39% 0.001 17%
(7%, 28%)

Clinical response§ at Week 52 30% 44% 0.013 13%
(3%, 24%)

Corticosteroid-free clinical 
remission# 16%# 32%# 0.015 16%

(3%, 29%)

* This group includes patients that were not in clinical remission at Week 6. Patients must have achieved clinical 
response (defined as ≥70 decrease in CDAI from baseline) at Week 6 to continue into CD Trial III.

†  The 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: ≥100 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 ≥70 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.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
Intravenous Infusion
ENTYVIO® (vedolizumab) for injection for intravenous infusion is supplied in sterile single-dose glass 
vials, containing 300 mg of vedolizumab as a white to off-white lyophilized cake. 

 • ENTYVIO: 300 mg single-dose vial in individual carton: NDC 64764-300-20
Subcutaneous Injection
ENTYVIO (vedolizumab) injection for subcutaneous use is available in a prefilled syringe or a prefilled pen 
as a clear to moderately opalescent and colorless to slightly yellow solution.
The single-dose, disposable ENTYVIO prefilled syringe and single-dose, disposable ENTYVIO prefilled 
pen (ENTYVIO PEN) are comprised of a 1 mL long glass syringe with a fixed 27 gauge thin wall, ½ inch 
needle. The syringe has a rubber needle cover encased in a plastic shell and rubber stopper. Not made 
with natural rubber latex. 

 • ENTYVIO: 108 mg/0.68 single-dose prefilled syringe in an individual carton: NDC 64764-107-11
 • ENTYVIO PEN: 108 mg/0.68 single-dose prefilled pen in an individual carton: NDC 64764-108-21

Storage and Handling
 • Refrigerate ENTYVIO unopened vials, prefilled syringes, and prefilled pens at 2ºC to 8ºC (36º to 46ºF). 
 • If needed, the ENTYVIO prefilled syringe or ENTYVIO PEN can be left out of the refrigerator in 

the original package at room temperature up to 25°C (77ºF) for up to 7 days (for example, when 
traveling). Do not use ENTYVIO prefilled syringe or ENTYVIO PEN if left out of the refrigerator for 
more than 7 days.

 • Do not freeze ENTYVIO vial, prefilled syringe, or prefilled pen. Do not use ENTYVIO vial, prefilled 
syringe, or prefilled pen if it has been frozen.

 • Do not shake the ENTYVIO prefilled syringe, or ENTYVIO PEN. 
 • Retain in original package to protect from light until the time of use.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
Infusion-Related and 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)].

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 some integrin receptor antagonist and systemic immunosuppressant products. 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)].
Pregnancy
Inform patients that there is a pregnancy registry to monitor pregnancy outcomes of women who are 
pregnant or become pregnant while exposed to ENTYVIO [see Use in Specific Populations (8.1)].

Subcutaneous Dosing Technique
Provide guidance to patients and caregivers on proper subcutaneous administration technique, and how 
to use the ENTYVIO single-dose prefilled syringe, or ENTYVIO single-dose prefilled pen correctly [see 
Instructions for Use].

Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used under license by 
Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
VMB245 R8
 

MEDICATION GUIDE

ENTYVIO® (en ti’ vee oh) 
(vedolizumab) 

for injection, for 
intravenous use

ENTYVIO® (en ti’ vee oh) 
(vedolizumab) 
injection, for 

subcutaneous use

ENTYVIO®  
(en ti’ vee oh) PEN

(vedolizumab) 
injection, for 

subcutaneous use

What is the most important information I should know about ENTYVIO?
ENTYVIO may cause serious side effects, including: 
 • Infusion-related 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).

 • 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.

 • Progressive Multifocal Leukoencephalopathy (PML). People with weakened 
immune systems can get progressive multifocal leukoencephalopathy (PML) 
(a rare, serious brain infection caused by a virus). Although unlikely while 
receiving ENTYVIO, a risk of PML cannot be ruled out. 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. 

 • 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 for the treatment of:
 • moderately to severely active ulcerative colitis (UC).
 • moderately to severely active Crohn’s disease (CD).

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:
 • 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?”).

 • have liver problems.
 • have tuberculosis (TB) or have been in close contact with someone with TB. 
 • 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.

 • 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.
 ° Pregnancy Registry: There is a pregnancy registry for women who use 

ENTYVIO during pregnancy. The purpose of this registry is to collect 
information about the health of you and your baby. Talk with your healthcare 
provider about how you can take part in this registry or you may contact the 
registry at 1-877-825-3327 to enroll.

 • are breastfeeding or plan to breastfeed. ENTYVIO can pass into your breast 
milk. Talk to your healthcare provider about the best way to feed your baby if 
you take ENTYVIO. 

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), Tyruko (natalizumab-sztn), a Tumor Necrosis Factor (TNF) blocker 
medicine, a medicine that weakens your immune system (immunosuppressant), 
or corticosteroid medicine.

How should I use ENTYVIO?
When given in a vein (intravenously):
 • You may receive ENTYVIO through a needle placed in a vein (intravenous 

infusion) in your arm.
 ° ENTYVIO is given to you over a period of about 30 minutes.
 ° 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.
When given under the skin (subcutaneously):
 • You may receive ENTYVIO as an injection under your skin (subcutaneous) 

every 2 weeks. You may receive your first subcutaneous injection after at least 
2 intravenous infusions in place of the next scheduled intravenous infusion.
 ° See the detailed Instructions for Use that comes with ENTYVIO about the 

right way to prepare and give ENTYVIO.
 ° ENTYVIO is provided as single-dose prefilled syringe or single-dose prefilled 

pen (ENTYVIO PEN) for subcutaneous use. Your healthcare provider will 
prescribe the type that is best for you.

 ° If your healthcare provider decides that you or your caregiver can give your 
injections of ENTYVIO at home, you or your caregiver should be shown the 
right way to prepare and inject ENTYVIO. 

 ° Do not inject ENTYVIO until you or your caregiver have been shown the right 
way by your healthcare provider.

 ° Always check the label of your prefilled syringe or prefilled pen to make sure 
you have the correct medicine before each injection.

 ° Do not shake ENTYVIO.
 ° ENTYVIO is injected under your skin (subcutaneously) 1 time every 2 weeks. 
 ° Inject ENTYVIO under the skin (subcutaneous injection) in your upper legs 

(thighs) or stomach area (abdomen). The upper arms may also be used if a 
caregiver gives the injection.

 ° Use a different injection site each time you use ENTYVIO.
 ° Do not give an injection into moles, scars, bruises, or skin that is tender, 

hard, red, or damaged. 
 ° If you are not able to inject ENTYVIO at your regular scheduled time or you 

miss a dose of ENTYVIO, inject the dose as soon as possible. Then, inject 
your next dose every 2 weeks thereafter. If you are not sure when to inject 
ENTYVIO, call your healthcare provider.

 ° If you take more ENTYVIO than you were told to take, call your healthcare 
provider.

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, pain in extremities, and 
with injections under the skin; pain, swelling, or redness at the injection site.
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.

How should I store ENTYVIO?
• Store ENTYVIO in a refrigerator between 36°F to 46°F (2°C to 8°C). 
•  If needed, the prefilled syringe or prefilled pen can be left out of the refrigerator 

in its box at room temperature up to 77°F (25°C) for up to 7 days (for example, 
when traveling). Do not use the prefilled syringe or prefilled pen if left out of 
the refrigerator for more than 7 days or left in direct sunlight.

• Do not freeze ENTYVIO. Do not use ENTYVIO if it has been frozen.
•  Keep ENTYVIO in the original package to protect from light until the time of use.
• ENTYVIO prefilled syringe or prefilled pen is not made with natural rubber latex.
Keep ENTYVIO and all medicines out of the reach of children.

General information about the safe and effective use of ENTYVIO.
Medicines are sometimes prescribed for purposes other than those listed in 
a Medication Guide. Do not use ENTYVIO for a condition for which it was not 
prescribed. Do not give ENTYVIO to other people, even if they have the same 
symptoms that you have. It may harm them. You can ask your pharmacist or 
healthcare provider for information about ENTYVIO that is written for health 
professionals.

What are the ingredients in ENTYVIO?
Active ingredient: vedolizumab
Inactive ingredients in vial for intravenous infusion: arginine hydrochloride, 
histidine, histidine monohydrochloride, polysorbate 80 and sucrose
Inactive ingredients in prefilled syringe or prefilled pen for subcutaneous 
injection: arginine hydrochloride, citric acid monohydrate, histidine, histidine 
monohydrochloride, polysorbate 80, sodium citrate dihydrate, and Sterile Water 
for Injection
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used 
under license by Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
For more information, go to www.ENTYVIO.com or call 1-877-TAKEDA7 
(1-877-825-3327).

This Medication Guide has been approved by the U.S. Food and Drug Administration
VMB245 R8 Revised:9/2023

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh) PEN

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled pen

This Instructions for Use contains information on how to inject ENTYVIO.

Your ENTYVIO single-dose prefilled pen 

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO PEN 

before you use it for the first time. 
 •  ENTYVIO PEN is for subcutaneous injection only (inject directly into fatty 

layer under the skin).
 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen until you are ready to inject.
 •  Do not put or press your thumb, fingers, or hand over the yellow needle 

shield. The yellow needle shield is visible when the purple cap is removed.
 • Do not use the prefilled pen if it is dropped or damaged. 

Storing ENTYVIO
 • Store your prefilled pen in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled pen can be left in its box at room temperature up to 77°F (25°C) 

for up to 7 days (for example, when traveling). Do not use the prefilled pen if 
it is left out of the refrigerator for more than 7 days.

 • Do not freeze the prefilled pen.
 • Do not leave the prefilled pen in direct sunlight.
 •  Throw away the prefilled pen in a FDA-cleared sharps disposal container if 

it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled pen.

 •  Always keep ENTYVIO PENs, the sharps disposal container, and all medicines 
out of the reach of children.

Getting Your Supplies Ready

Step 1. Remove the ENTYVIO PEN box from the refrigerator
Take 1 prefilled pen box from the refrigerator and check the  
expiration date on the box (see Figure A).

 •  Do not use the prefilled pen if any of the seals on the box  
are broken.

 •  Do not use the prefilled pen if the expiration date on the  
box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled pen come to room  
temperature (see Figure B). 

 • Do not warm the prefilled pen any other way. 
 • Do not let the prefilled pen sit in direct sunlight. 
 •  Do not take the prefilled pen out of its tray until you are  

ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that  
are not in the prefilled pen box (see Figure C).

 • Alcohol pad 
 • Cotton ball or gauze 
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled pen”)

Preparing to Inject ENTYVIO

Step 4. Wash hands
Wash your hands with soap and clean water  
(see Figure D). 

Step 5. Remove the prefilled pen from the tray
Peel off the paper on the tray and lift the prefilled pen  
straight out (see Figure E).

 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen  

until Step 9.

Step 6. Inspect the prefilled pen
Check the expiration date (EXP) printed on the  
prefilled pen and the medicine in the prefilled pen  
viewing window (see Figure F). The medicine should  
be colorless to pale yellow. It is normal to see air  
bubbles. Inspect the prefilled pen for any damage.

 •  Do not use the prefilled pen if the expiration date  
on the prefilled pen has passed.

 •  Do not use the prefilled pen if the medicine is  
cloudy or has particles floating in it.

 • Do not use the prefilled pen if any part of it is damaged.

Step 7. Choose injection site 
Choose an injection site on your bare skin  
from one of the following (see Figure G): 

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
 For caregivers only: back of the  
upper arms may also be used.
 •  Do not inject into the same spot you used for your last injection. 
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.

Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject. 

Continue to Step 9 è

Injecting ENTYVIO

Step 9. Remove the purple cap and throw it away
When you are ready to inject, pull the purple cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I).  

 •  The needle is inside the yellow needle shield  
(under purple cap).

 •  Do not put or press your thumb, fingers, or hand  
over the yellow needle shield. 

 •  Do not put the purple cap back on. This could accidentally start the injection.

Step 10. Place the prefilled pen on the injection site
 • Hold the prefilled pen so you can see the viewing window.
 •  Place the yellow end of the prefilled pen flat on your skin  

at 90 degrees to the injection site (see Figure J).
 • The needle is inside the yellow needle shield.
 •  Do not push down on the prefilled pen until you are ready  

to inject.

Step 11. Start injecting ENTYVIO
Push the prefilled pen straight down 
and hold for at least 10 seconds  
(see Figure K).

 •  You may hear a first click when 
the injection starts.

 •  You may hear a second click. This 
is not the end of the injection.

 •  Continue holding the prefilled 
pen with constant pressure and 
watch the window turn purple.

Step 12. Complete injecting ENTYVIO
Continue holding the prefilled pen with 
constant pressure until the viewing 
window has filled with purple to 
make sure you have received your 
full dose (see Figure L).

 •  You will see a small amount of 
gray in the viewing window. This 
is normal.

 •  If the viewing window did not fill 
with purple, you may not have 
received your full dose. Call your 
pharmacy or healthcare provider.

Step 13. Lift prefilled pen from skin
Lift the prefilled pen from the injection site (see Figure M).  
The yellow needle shield will drop down and lock over  
the needle.

 •  When you remove the prefilled pen, if the window has  
not turned purple, or it looks like the medicine is still  
coming out of the prefilled pen, this means you have  
not received a full dose. Call your pharmacy or  
healthcare provider right away.

 •  You may see a small amount of blood at the injection site. If you do, press 
on your skin with a cotton ball or gauze.

Step 14. Throw away (dispose of) the prefilled pen
Throw away (dispose of) the used prefilled pen in a FDA-cleared  
sharps disposal container right away after use (see Figure N).  
Do not recycle or throw away the prefilled pen in your  
household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is: 
- made of heavy-duty plastic, 
- can be closed with a tight-fitting, puncture-resistant lid, without sharps  
      being able to come out, 
- upright and stable during use, 
- leak-resistant, and 
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific information 
about sharps disposal in the state you live in, go to the FDA’s website at:  
http://www.fda.gov/safesharpsdisposal.

If you have questions or concerns about your ENTYVIO PEN, please call your 
healthcare provider. You can also call 877-825-3327 or visit www.ENTYVIO.com 
for more information.
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc., Lexington, MA 02421

U.S. License No. 1898 Approved: 9/2023
This Instructions for Use has been approved by the U.S. Food and Drug Administration. 

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh)

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled syringe 

This Instructions for Use contains information on how to inject ENTYVIO.
Your ENTYVIO single-dose prefilled syringe

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO prefilled 

syringe before you use it for the first time. 
 •  ENTYVIO prefilled syringe is for subcutaneous injection only (inject directly 

into fatty layer under the skin).
 • Do not shake the prefilled syringe.
 •  Do not remove the needle cap from the prefilled syringe until you are ready 

to inject.
 • Do not use the prefilled syringe if it is dropped or damaged.
 •  Each prefilled syringe has a needle guard. It will automatically cover the 

needle after the injection is completed to reduce the risk of accidental needle 
sticks.

Storing ENTYVIO
 •  Store your prefilled syringe in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled syringe can be left in its box at room temperature up to 77°F 

(25°C) for up to 7 days (for example, when traveling). Do not use the prefilled 
syringe if it is left out of the refrigerator for more than 7 days. 

 • Do not freeze the prefilled syringe.
 • Do not leave the prefilled syringe in direct sunlight.
 •  Throw away the prefilled syringe in a FDA-cleared sharps disposal container 

if it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled syringe.

 •  Always keep ENTYVIO prefilled syringes, the sharps disposal container, 
and all medicines out of the reach of children.

Getting Your Supplies Ready

Step 1.  Remove the ENTYVIO prefilled syringe box from  
the refrigerator

Take 1 prefilled syringe box from the refrigerator and check  
the expiration date on the box (see Figure A).

 •  Do not use the prefilled syringe if any of the seals on the  
box are broken.

 • Do not use the prefilled syringe if the expiration date on the box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled syringe come to room  
temperature (see Figure B).

 • Do not warm the prefilled syringe any other way.
 • Do not let the prefilled syringe sit in direct sunlight.
 •  Do not take the prefilled syringe out of its tray until you  

are ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that are  
not in the prefilled syringe box (see Figure C).

 • Alcohol pad
 • Cotton ball or gauze
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled syringe”)

Preparing to Inject ENTYVIO

Step 4. Wash hands 
Wash your hands with soap and clean water (see Figure D).

Step 5. Remove the prefilled syringe from the tray
Peel off the paper on the tray and lift the prefilled syringe  
straight out (see Figure E).

 • Do not lift from the purple plunger.
 • Do not shake the prefilled syringe.
 • Do not remove the needle cap from the prefilled syringe until Step 9.

Step 6. Inspect the prefilled syringe
Check the expiration date (EXP) printed on the prefilled  
syringe and the medicine in the prefilled syringe (see  
Figure F). The medicine should be colorless to pale  
yellow. It is normal to see air bubbles. Inspect the  
prefilled syringe for any damage. 

 •  Do not use the prefilled syringe if the expiration date  
on the prefilled syringe has passed.

 •  Do not use the prefilled syringe if the medicine is cloudy  
or has particles floating in it.

 • Do not use the prefilled syringe if any part of it is damaged.
 • Do not try to remove air bubbles from the prefilled syringe.

Step 7. Choose injection site
Choose an injection site on your bare skin  
from one of the following (see Figure G):

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
For caregivers only: back of the upper  
arms may also be used.

 • Do not inject into the same spot you used for your last injection.
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.
Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject.

Continue to Step 9 è
Injecting ENTYVIO
Step 9. Remove the needle cap and throw it away
When you are ready to inject, pull the needle cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I). You may see a drop of liquid at the end of  
the needle. This is normal.

 • Do not touch or pull back the purple plunger.
 • Do not touch or re-cap the needle.
 • Do not use a prefilled syringe with a bent or broken needle.

Step 10. Pinch the skin
With the needle cap off, hold the prefilled syringe with one  
hand and pinch the skin around the injection site with your  
other hand (see Figure J).

 • Hold the pinch until the injection is completed.

Step 11. Insert the prefilled syringe at 45-degree angle
Insert the needle at about a 45-degree angle all the way into  
the pinched skin (see Figure K).

 • Avoid touching the plunger until the needle is inserted.
 
Step 12. Push down on the plunger
Push the plunger all the way down until all the medicine is  
injected (see Figure L).

 •  Keep pressure on the plunger and take the needle out  
of the skin.

 •  If you are not able to start or cannot complete the  
injection by pushing the plunger all the way down, you may not have  
received your full dose. Call your pharmacy or healthcare provider. 

Step 13. Take your thumb off the plunger
Take your thumb off the plunger to allow the needle guard to  
cover the needle (see Figure M).

 •  You may see a small amount of blood at the injection site.  
If you do, press on your skin with a cotton ball or gauze. 

Step 14. Throw away (dispose of) the prefilled syringe
Throw away (dispose of) the used prefilled syringe in a  
FDA-cleared sharps disposal container right away after use  
(see Figure N). Do not recycle or throw away the prefilled  
syringe in your household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is:
- made of heavy-duty plastic,
-  can be closed with a tight-fitting, puncture-resistant lid, without sharps 

being able to come out,
- upright and stable during use,
- leak-resistant, and
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific  
information about sharps disposal in the state you live in, go to the FDA’s 
website at: http://www.fda.gov/safesharpsdisposal. 

If you have questions or concerns about your ENTYVIO prefilled syringe,  
please call your healthcare provider. You can also call 877-825-3327 or visit 
www.ENTYVIO.com for more information.
Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 

U.S. License No. 1898
This Instructions for Use has been approved by the U.S. Food and Drug Administration.
Approved: 9/2023  SPI-0458

Figure N

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 I, a statistically significantly higher percentage of patients treated with intravenous ENTYVIO 
achieved clinical remission (defined as CDAI ≤150) as compared to placebo at Week 6 (Table 7). The 
difference in the percentage of patients who demonstrated clinical response (defined as a ≥100-point 
decrease in CDAI score from baseline), was however, not statistically significant at Week 6. 
CD Trial II – Intravenous
Compared to CD Trial I, CD Trial II 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 II, 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 intravenous ENTYVIO did not 
result in statistically significant improvement over placebo (Table 7). Secondary endpoints including 
assessments at Week 10 were not tested because the primary endpoint was not statistically significant. 

Table 7. Proportion of Patients in Clinical Remission at Week 6 (CD Trials I and II)

Placebo ENTYVIO IV p-value

Treatment  
Difference

and
95% CI

CD Trial I:
Clinical Remission* at Week 6

7%
(10/148)

15%
(32/220) 0.041‡ 8%

(1%, 14%)

CD Trial II†:
Clinical Remission* at Week 6

12%
(19/157)

15%
(24/158) NS§ 3%

(-5%, 11%)

*Clinical Remission: CDAI ≤150
†  The primary analysis population for CD Trial II 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
§  NS: Not significant (Secondary endpoints including assessments at Week 10 were not tested because the 
CD Trial II primary endpoint was not statistically significant)

CD Trial III - Intravenous
In order to be randomized to treatment in CD Trial III, patients had to have received intravenous 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 I or from a group who received ENTYVIO open-label. 
In CD Trial III, 461 patients were randomized in a double-blind fashion (1:1:1) to one of the following regimens 
beginning at Week 6: intravenous ENTYVIO 300 mg every eight weeks, intravenous 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 U.S. but were not permitted beyond Week 6 
in the U.S. 
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 (≥70 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 III a greater percentage of patients in groups treated with intravenous 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 intravenous ENTYVIO as compared to placebo had a clinical response 
(defined as ≥100 decrease in CDAI score from baseline) at Week 52 (Table 8). In the subgroup of patients 
who were receiving corticosteroids at baseline and who were in clinical response at Week 6 (defined as ≥70 
decrease in CDAI score from baseline), a greater proportion of patients in groups treated with intravenous 
ENTYVIO as compared to placebo discontinued corticosteroids by Week 52 and were in clinical remission 
at Week 52 (Table 8).
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 (2.2)].

Table 8. Proportion of Patients Meeting Efficacy Endpoints at Week 52* (CD Trial III)

Placebo† 
N=153

ENTYVIO IV 
Every 8 Weeks 

N=154 p-value

Treatment  
Difference

and
95% CI

Clinical remission‡ at Week 52 22% 39% 0.001 17%
(7%, 28%)

Clinical response§ at Week 52 30% 44% 0.013 13%
(3%, 24%)

Corticosteroid-free clinical 
remission# 16%# 32%# 0.015 16%

(3%, 29%)

* This group includes patients that were not in clinical remission at Week 6. Patients must have achieved clinical 
response (defined as ≥70 decrease in CDAI from baseline) at Week 6 to continue into CD Trial III.

†  The 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: ≥100 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 ≥70 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.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
Intravenous Infusion
ENTYVIO® (vedolizumab) for injection for intravenous infusion is supplied in sterile single-dose glass 
vials, containing 300 mg of vedolizumab as a white to off-white lyophilized cake. 

 • ENTYVIO: 300 mg single-dose vial in individual carton: NDC 64764-300-20
Subcutaneous Injection
ENTYVIO (vedolizumab) injection for subcutaneous use is available in a prefilled syringe or a prefilled pen 
as a clear to moderately opalescent and colorless to slightly yellow solution.
The single-dose, disposable ENTYVIO prefilled syringe and single-dose, disposable ENTYVIO prefilled 
pen (ENTYVIO PEN) are comprised of a 1 mL long glass syringe with a fixed 27 gauge thin wall, ½ inch 
needle. The syringe has a rubber needle cover encased in a plastic shell and rubber stopper. Not made 
with natural rubber latex. 

 • ENTYVIO: 108 mg/0.68 single-dose prefilled syringe in an individual carton: NDC 64764-107-11
 • ENTYVIO PEN: 108 mg/0.68 single-dose prefilled pen in an individual carton: NDC 64764-108-21

Storage and Handling
 • Refrigerate ENTYVIO unopened vials, prefilled syringes, and prefilled pens at 2ºC to 8ºC (36º to 46ºF). 
 • If needed, the ENTYVIO prefilled syringe or ENTYVIO PEN can be left out of the refrigerator in 

the original package at room temperature up to 25°C (77ºF) for up to 7 days (for example, when 
traveling). Do not use ENTYVIO prefilled syringe or ENTYVIO PEN if left out of the refrigerator for 
more than 7 days.

 • Do not freeze ENTYVIO vial, prefilled syringe, or prefilled pen. Do not use ENTYVIO vial, prefilled 
syringe, or prefilled pen if it has been frozen.

 • Do not shake the ENTYVIO prefilled syringe, or ENTYVIO PEN. 
 • Retain in original package to protect from light until the time of use.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
Infusion-Related and 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)].

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 some integrin receptor antagonist and systemic immunosuppressant products. 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)].
Pregnancy
Inform patients that there is a pregnancy registry to monitor pregnancy outcomes of women who are 
pregnant or become pregnant while exposed to ENTYVIO [see Use in Specific Populations (8.1)].

Subcutaneous Dosing Technique
Provide guidance to patients and caregivers on proper subcutaneous administration technique, and how 
to use the ENTYVIO single-dose prefilled syringe, or ENTYVIO single-dose prefilled pen correctly [see 
Instructions for Use].

Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used under license by 
Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
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What is the most important information I should know about ENTYVIO?
ENTYVIO may cause serious side effects, including: 
 • Infusion-related 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).

 • 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.

 • Progressive Multifocal Leukoencephalopathy (PML). People with weakened 
immune systems can get progressive multifocal leukoencephalopathy (PML) 
(a rare, serious brain infection caused by a virus). Although unlikely while 
receiving ENTYVIO, a risk of PML cannot be ruled out. 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. 

 • 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 for the treatment of:
 • moderately to severely active ulcerative colitis (UC).
 • moderately to severely active Crohn’s disease (CD).

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:
 • 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?”).

 • have liver problems.
 • have tuberculosis (TB) or have been in close contact with someone with TB. 
 • 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.

 • 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.
 ° Pregnancy Registry: There is a pregnancy registry for women who use 

ENTYVIO during pregnancy. The purpose of this registry is to collect 
information about the health of you and your baby. Talk with your healthcare 
provider about how you can take part in this registry or you may contact the 
registry at 1-877-825-3327 to enroll.

 • are breastfeeding or plan to breastfeed. ENTYVIO can pass into your breast 
milk. Talk to your healthcare provider about the best way to feed your baby if 
you take ENTYVIO. 

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), Tyruko (natalizumab-sztn), a Tumor Necrosis Factor (TNF) blocker 
medicine, a medicine that weakens your immune system (immunosuppressant), 
or corticosteroid medicine.

How should I use ENTYVIO?
When given in a vein (intravenously):
 • You may receive ENTYVIO through a needle placed in a vein (intravenous 

infusion) in your arm.
 ° ENTYVIO is given to you over a period of about 30 minutes.
 ° 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.
When given under the skin (subcutaneously):
 • You may receive ENTYVIO as an injection under your skin (subcutaneous) 

every 2 weeks. You may receive your first subcutaneous injection after at least 
2 intravenous infusions in place of the next scheduled intravenous infusion.
 ° See the detailed Instructions for Use that comes with ENTYVIO about the 

right way to prepare and give ENTYVIO.
 ° ENTYVIO is provided as single-dose prefilled syringe or single-dose prefilled 

pen (ENTYVIO PEN) for subcutaneous use. Your healthcare provider will 
prescribe the type that is best for you.

 ° If your healthcare provider decides that you or your caregiver can give your 
injections of ENTYVIO at home, you or your caregiver should be shown the 
right way to prepare and inject ENTYVIO. 

 ° Do not inject ENTYVIO until you or your caregiver have been shown the right 
way by your healthcare provider.

 ° Always check the label of your prefilled syringe or prefilled pen to make sure 
you have the correct medicine before each injection.

 ° Do not shake ENTYVIO.
 ° ENTYVIO is injected under your skin (subcutaneously) 1 time every 2 weeks. 
 ° Inject ENTYVIO under the skin (subcutaneous injection) in your upper legs 

(thighs) or stomach area (abdomen). The upper arms may also be used if a 
caregiver gives the injection.

 ° Use a different injection site each time you use ENTYVIO.
 ° Do not give an injection into moles, scars, bruises, or skin that is tender, 

hard, red, or damaged. 
 ° If you are not able to inject ENTYVIO at your regular scheduled time or you 

miss a dose of ENTYVIO, inject the dose as soon as possible. Then, inject 
your next dose every 2 weeks thereafter. If you are not sure when to inject 
ENTYVIO, call your healthcare provider.

 ° If you take more ENTYVIO than you were told to take, call your healthcare 
provider.

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, pain in extremities, and 
with injections under the skin; pain, swelling, or redness at the injection site.
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.

How should I store ENTYVIO?
• Store ENTYVIO in a refrigerator between 36°F to 46°F (2°C to 8°C). 
•  If needed, the prefilled syringe or prefilled pen can be left out of the refrigerator 

in its box at room temperature up to 77°F (25°C) for up to 7 days (for example, 
when traveling). Do not use the prefilled syringe or prefilled pen if left out of 
the refrigerator for more than 7 days or left in direct sunlight.

• Do not freeze ENTYVIO. Do not use ENTYVIO if it has been frozen.
•  Keep ENTYVIO in the original package to protect from light until the time of use.
• ENTYVIO prefilled syringe or prefilled pen is not made with natural rubber latex.
Keep ENTYVIO and all medicines out of the reach of children.

General information about the safe and effective use of ENTYVIO.
Medicines are sometimes prescribed for purposes other than those listed in 
a Medication Guide. Do not use ENTYVIO for a condition for which it was not 
prescribed. Do not give ENTYVIO to other people, even if they have the same 
symptoms that you have. It may harm them. You can ask your pharmacist or 
healthcare provider for information about ENTYVIO that is written for health 
professionals.

What are the ingredients in ENTYVIO?
Active ingredient: vedolizumab
Inactive ingredients in vial for intravenous infusion: arginine hydrochloride, 
histidine, histidine monohydrochloride, polysorbate 80 and sucrose
Inactive ingredients in prefilled syringe or prefilled pen for subcutaneous 
injection: arginine hydrochloride, citric acid monohydrate, histidine, histidine 
monohydrochloride, polysorbate 80, sodium citrate dihydrate, and Sterile Water 
for Injection
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used 
under license by Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
For more information, go to www.ENTYVIO.com or call 1-877-TAKEDA7 
(1-877-825-3327).

This Medication Guide has been approved by the U.S. Food and Drug Administration
VMB245 R8 Revised:9/2023

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh) PEN

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled pen

This Instructions for Use contains information on how to inject ENTYVIO.

Your ENTYVIO single-dose prefilled pen 

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO PEN 

before you use it for the first time. 
 •  ENTYVIO PEN is for subcutaneous injection only (inject directly into fatty 

layer under the skin).
 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen until you are ready to inject.
 •  Do not put or press your thumb, fingers, or hand over the yellow needle 

shield. The yellow needle shield is visible when the purple cap is removed.
 • Do not use the prefilled pen if it is dropped or damaged. 

Storing ENTYVIO
 • Store your prefilled pen in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled pen can be left in its box at room temperature up to 77°F (25°C) 

for up to 7 days (for example, when traveling). Do not use the prefilled pen if 
it is left out of the refrigerator for more than 7 days.

 • Do not freeze the prefilled pen.
 • Do not leave the prefilled pen in direct sunlight.
 •  Throw away the prefilled pen in a FDA-cleared sharps disposal container if 

it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled pen.

 •  Always keep ENTYVIO PENs, the sharps disposal container, and all medicines 
out of the reach of children.

Getting Your Supplies Ready

Step 1. Remove the ENTYVIO PEN box from the refrigerator
Take 1 prefilled pen box from the refrigerator and check the  
expiration date on the box (see Figure A).

 •  Do not use the prefilled pen if any of the seals on the box  
are broken.

 •  Do not use the prefilled pen if the expiration date on the  
box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled pen come to room  
temperature (see Figure B). 

 • Do not warm the prefilled pen any other way. 
 • Do not let the prefilled pen sit in direct sunlight. 
 •  Do not take the prefilled pen out of its tray until you are  

ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that  
are not in the prefilled pen box (see Figure C).

 • Alcohol pad 
 • Cotton ball or gauze 
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled pen”)

Preparing to Inject ENTYVIO

Step 4. Wash hands
Wash your hands with soap and clean water  
(see Figure D). 

Step 5. Remove the prefilled pen from the tray
Peel off the paper on the tray and lift the prefilled pen  
straight out (see Figure E).

 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen  

until Step 9.

Step 6. Inspect the prefilled pen
Check the expiration date (EXP) printed on the  
prefilled pen and the medicine in the prefilled pen  
viewing window (see Figure F). The medicine should  
be colorless to pale yellow. It is normal to see air  
bubbles. Inspect the prefilled pen for any damage.

 •  Do not use the prefilled pen if the expiration date  
on the prefilled pen has passed.

 •  Do not use the prefilled pen if the medicine is  
cloudy or has particles floating in it.

 • Do not use the prefilled pen if any part of it is damaged.

Step 7. Choose injection site 
Choose an injection site on your bare skin  
from one of the following (see Figure G): 

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
 For caregivers only: back of the  
upper arms may also be used.
 •  Do not inject into the same spot you used for your last injection. 
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.

Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject. 

Continue to Step 9 è

Injecting ENTYVIO

Step 9. Remove the purple cap and throw it away
When you are ready to inject, pull the purple cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I).  

 •  The needle is inside the yellow needle shield  
(under purple cap).

 •  Do not put or press your thumb, fingers, or hand  
over the yellow needle shield. 

 •  Do not put the purple cap back on. This could accidentally start the injection.

Step 10. Place the prefilled pen on the injection site
 • Hold the prefilled pen so you can see the viewing window.
 •  Place the yellow end of the prefilled pen flat on your skin  

at 90 degrees to the injection site (see Figure J).
 • The needle is inside the yellow needle shield.
 •  Do not push down on the prefilled pen until you are ready  

to inject.

Step 11. Start injecting ENTYVIO
Push the prefilled pen straight down 
and hold for at least 10 seconds  
(see Figure K).

 •  You may hear a first click when 
the injection starts.

 •  You may hear a second click. This 
is not the end of the injection.

 •  Continue holding the prefilled 
pen with constant pressure and 
watch the window turn purple.

Step 12. Complete injecting ENTYVIO
Continue holding the prefilled pen with 
constant pressure until the viewing 
window has filled with purple to 
make sure you have received your 
full dose (see Figure L).

 •  You will see a small amount of 
gray in the viewing window. This 
is normal.

 •  If the viewing window did not fill 
with purple, you may not have 
received your full dose. Call your 
pharmacy or healthcare provider.

Step 13. Lift prefilled pen from skin
Lift the prefilled pen from the injection site (see Figure M).  
The yellow needle shield will drop down and lock over  
the needle.

 •  When you remove the prefilled pen, if the window has  
not turned purple, or it looks like the medicine is still  
coming out of the prefilled pen, this means you have  
not received a full dose. Call your pharmacy or  
healthcare provider right away.

 •  You may see a small amount of blood at the injection site. If you do, press 
on your skin with a cotton ball or gauze.

Step 14. Throw away (dispose of) the prefilled pen
Throw away (dispose of) the used prefilled pen in a FDA-cleared  
sharps disposal container right away after use (see Figure N).  
Do not recycle or throw away the prefilled pen in your  
household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is: 
- made of heavy-duty plastic, 
- can be closed with a tight-fitting, puncture-resistant lid, without sharps  
      being able to come out, 
- upright and stable during use, 
- leak-resistant, and 
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific information 
about sharps disposal in the state you live in, go to the FDA’s website at:  
http://www.fda.gov/safesharpsdisposal.

If you have questions or concerns about your ENTYVIO PEN, please call your 
healthcare provider. You can also call 877-825-3327 or visit www.ENTYVIO.com 
for more information.
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc., Lexington, MA 02421

U.S. License No. 1898 Approved: 9/2023
This Instructions for Use has been approved by the U.S. Food and Drug Administration. 

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh)

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled syringe 

This Instructions for Use contains information on how to inject ENTYVIO.
Your ENTYVIO single-dose prefilled syringe

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO prefilled 

syringe before you use it for the first time. 
 •  ENTYVIO prefilled syringe is for subcutaneous injection only (inject directly 

into fatty layer under the skin).
 • Do not shake the prefilled syringe.
 •  Do not remove the needle cap from the prefilled syringe until you are ready 

to inject.
 • Do not use the prefilled syringe if it is dropped or damaged.
 •  Each prefilled syringe has a needle guard. It will automatically cover the 

needle after the injection is completed to reduce the risk of accidental needle 
sticks.

Storing ENTYVIO
 •  Store your prefilled syringe in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled syringe can be left in its box at room temperature up to 77°F 

(25°C) for up to 7 days (for example, when traveling). Do not use the prefilled 
syringe if it is left out of the refrigerator for more than 7 days. 

 • Do not freeze the prefilled syringe.
 • Do not leave the prefilled syringe in direct sunlight.
 •  Throw away the prefilled syringe in a FDA-cleared sharps disposal container 

if it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled syringe.

 •  Always keep ENTYVIO prefilled syringes, the sharps disposal container, 
and all medicines out of the reach of children.

Getting Your Supplies Ready

Step 1.  Remove the ENTYVIO prefilled syringe box from  
the refrigerator

Take 1 prefilled syringe box from the refrigerator and check  
the expiration date on the box (see Figure A).

 •  Do not use the prefilled syringe if any of the seals on the  
box are broken.

 • Do not use the prefilled syringe if the expiration date on the box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled syringe come to room  
temperature (see Figure B).

 • Do not warm the prefilled syringe any other way.
 • Do not let the prefilled syringe sit in direct sunlight.
 •  Do not take the prefilled syringe out of its tray until you  

are ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that are  
not in the prefilled syringe box (see Figure C).

 • Alcohol pad
 • Cotton ball or gauze
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled syringe”)

Preparing to Inject ENTYVIO

Step 4. Wash hands 
Wash your hands with soap and clean water (see Figure D).

Step 5. Remove the prefilled syringe from the tray
Peel off the paper on the tray and lift the prefilled syringe  
straight out (see Figure E).

 • Do not lift from the purple plunger.
 • Do not shake the prefilled syringe.
 • Do not remove the needle cap from the prefilled syringe until Step 9.

Step 6. Inspect the prefilled syringe
Check the expiration date (EXP) printed on the prefilled  
syringe and the medicine in the prefilled syringe (see  
Figure F). The medicine should be colorless to pale  
yellow. It is normal to see air bubbles. Inspect the  
prefilled syringe for any damage. 

 •  Do not use the prefilled syringe if the expiration date  
on the prefilled syringe has passed.

 •  Do not use the prefilled syringe if the medicine is cloudy  
or has particles floating in it.

 • Do not use the prefilled syringe if any part of it is damaged.
 • Do not try to remove air bubbles from the prefilled syringe.

Step 7. Choose injection site
Choose an injection site on your bare skin  
from one of the following (see Figure G):

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
For caregivers only: back of the upper  
arms may also be used.

 • Do not inject into the same spot you used for your last injection.
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.
Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject.

Continue to Step 9 è
Injecting ENTYVIO
Step 9. Remove the needle cap and throw it away
When you are ready to inject, pull the needle cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I). You may see a drop of liquid at the end of  
the needle. This is normal.

 • Do not touch or pull back the purple plunger.
 • Do not touch or re-cap the needle.
 • Do not use a prefilled syringe with a bent or broken needle.

Step 10. Pinch the skin
With the needle cap off, hold the prefilled syringe with one  
hand and pinch the skin around the injection site with your  
other hand (see Figure J).

 • Hold the pinch until the injection is completed.

Step 11. Insert the prefilled syringe at 45-degree angle
Insert the needle at about a 45-degree angle all the way into  
the pinched skin (see Figure K).

 • Avoid touching the plunger until the needle is inserted.
 
Step 12. Push down on the plunger
Push the plunger all the way down until all the medicine is  
injected (see Figure L).

 •  Keep pressure on the plunger and take the needle out  
of the skin.

 •  If you are not able to start or cannot complete the  
injection by pushing the plunger all the way down, you may not have  
received your full dose. Call your pharmacy or healthcare provider. 

Step 13. Take your thumb off the plunger
Take your thumb off the plunger to allow the needle guard to  
cover the needle (see Figure M).

 •  You may see a small amount of blood at the injection site.  
If you do, press on your skin with a cotton ball or gauze. 

Step 14. Throw away (dispose of) the prefilled syringe
Throw away (dispose of) the used prefilled syringe in a  
FDA-cleared sharps disposal container right away after use  
(see Figure N). Do not recycle or throw away the prefilled  
syringe in your household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is:
- made of heavy-duty plastic,
-  can be closed with a tight-fitting, puncture-resistant lid, without sharps 

being able to come out,
- upright and stable during use,
- leak-resistant, and
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific  
information about sharps disposal in the state you live in, go to the FDA’s 
website at: http://www.fda.gov/safesharpsdisposal. 

If you have questions or concerns about your ENTYVIO prefilled syringe,  
please call your healthcare provider. You can also call 877-825-3327 or visit 
www.ENTYVIO.com for more information.
Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 

U.S. License No. 1898
This Instructions for Use has been approved by the U.S. Food and Drug Administration.
Approved: 9/2023  SPI-0458

Figure N

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 I, a statistically significantly higher percentage of patients treated with intravenous ENTYVIO 
achieved clinical remission (defined as CDAI ≤150) as compared to placebo at Week 6 (Table 7). The 
difference in the percentage of patients who demonstrated clinical response (defined as a ≥100-point 
decrease in CDAI score from baseline), was however, not statistically significant at Week 6. 
CD Trial II – Intravenous
Compared to CD Trial I, CD Trial II 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 II, 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 intravenous ENTYVIO did not 
result in statistically significant improvement over placebo (Table 7). Secondary endpoints including 
assessments at Week 10 were not tested because the primary endpoint was not statistically significant. 

Table 7. Proportion of Patients in Clinical Remission at Week 6 (CD Trials I and II)

Placebo ENTYVIO IV p-value

Treatment  
Difference

and
95% CI

CD Trial I:
Clinical Remission* at Week 6

7%
(10/148)

15%
(32/220) 0.041‡ 8%

(1%, 14%)

CD Trial II†:
Clinical Remission* at Week 6

12%
(19/157)

15%
(24/158) NS§ 3%

(-5%, 11%)

*Clinical Remission: CDAI ≤150
†  The primary analysis population for CD Trial II 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
§  NS: Not significant (Secondary endpoints including assessments at Week 10 were not tested because the 
CD Trial II primary endpoint was not statistically significant)

CD Trial III - Intravenous
In order to be randomized to treatment in CD Trial III, patients had to have received intravenous 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 I or from a group who received ENTYVIO open-label. 
In CD Trial III, 461 patients were randomized in a double-blind fashion (1:1:1) to one of the following regimens 
beginning at Week 6: intravenous ENTYVIO 300 mg every eight weeks, intravenous 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 U.S. but were not permitted beyond Week 6 
in the U.S. 
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 (≥70 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 III a greater percentage of patients in groups treated with intravenous 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 intravenous ENTYVIO as compared to placebo had a clinical response 
(defined as ≥100 decrease in CDAI score from baseline) at Week 52 (Table 8). In the subgroup of patients 
who were receiving corticosteroids at baseline and who were in clinical response at Week 6 (defined as ≥70 
decrease in CDAI score from baseline), a greater proportion of patients in groups treated with intravenous 
ENTYVIO as compared to placebo discontinued corticosteroids by Week 52 and were in clinical remission 
at Week 52 (Table 8).
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 (2.2)].

Table 8. Proportion of Patients Meeting Efficacy Endpoints at Week 52* (CD Trial III)

Placebo† 
N=153

ENTYVIO IV 
Every 8 Weeks 

N=154 p-value

Treatment  
Difference

and
95% CI

Clinical remission‡ at Week 52 22% 39% 0.001 17%
(7%, 28%)

Clinical response§ at Week 52 30% 44% 0.013 13%
(3%, 24%)

Corticosteroid-free clinical 
remission# 16%# 32%# 0.015 16%

(3%, 29%)

* This group includes patients that were not in clinical remission at Week 6. Patients must have achieved clinical 
response (defined as ≥70 decrease in CDAI from baseline) at Week 6 to continue into CD Trial III.

†  The 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: ≥100 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 ≥70 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.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
Intravenous Infusion
ENTYVIO® (vedolizumab) for injection for intravenous infusion is supplied in sterile single-dose glass 
vials, containing 300 mg of vedolizumab as a white to off-white lyophilized cake. 

 • ENTYVIO: 300 mg single-dose vial in individual carton: NDC 64764-300-20
Subcutaneous Injection
ENTYVIO (vedolizumab) injection for subcutaneous use is available in a prefilled syringe or a prefilled pen 
as a clear to moderately opalescent and colorless to slightly yellow solution.
The single-dose, disposable ENTYVIO prefilled syringe and single-dose, disposable ENTYVIO prefilled 
pen (ENTYVIO PEN) are comprised of a 1 mL long glass syringe with a fixed 27 gauge thin wall, ½ inch 
needle. The syringe has a rubber needle cover encased in a plastic shell and rubber stopper. Not made 
with natural rubber latex. 

 • ENTYVIO: 108 mg/0.68 single-dose prefilled syringe in an individual carton: NDC 64764-107-11
 • ENTYVIO PEN: 108 mg/0.68 single-dose prefilled pen in an individual carton: NDC 64764-108-21

Storage and Handling
 • Refrigerate ENTYVIO unopened vials, prefilled syringes, and prefilled pens at 2ºC to 8ºC (36º to 46ºF). 
 • If needed, the ENTYVIO prefilled syringe or ENTYVIO PEN can be left out of the refrigerator in 

the original package at room temperature up to 25°C (77ºF) for up to 7 days (for example, when 
traveling). Do not use ENTYVIO prefilled syringe or ENTYVIO PEN if left out of the refrigerator for 
more than 7 days.

 • Do not freeze ENTYVIO vial, prefilled syringe, or prefilled pen. Do not use ENTYVIO vial, prefilled 
syringe, or prefilled pen if it has been frozen.

 • Do not shake the ENTYVIO prefilled syringe, or ENTYVIO PEN. 
 • Retain in original package to protect from light until the time of use.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
Infusion-Related and 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)].

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 some integrin receptor antagonist and systemic immunosuppressant products. 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)].
Pregnancy
Inform patients that there is a pregnancy registry to monitor pregnancy outcomes of women who are 
pregnant or become pregnant while exposed to ENTYVIO [see Use in Specific Populations (8.1)].

Subcutaneous Dosing Technique
Provide guidance to patients and caregivers on proper subcutaneous administration technique, and how 
to use the ENTYVIO single-dose prefilled syringe, or ENTYVIO single-dose prefilled pen correctly [see 
Instructions for Use].

Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used under license by 
Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
VMB245 R8
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What is the most important information I should know about ENTYVIO?
ENTYVIO may cause serious side effects, including: 
 • Infusion-related 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).

 • 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.

 • Progressive Multifocal Leukoencephalopathy (PML). People with weakened 
immune systems can get progressive multifocal leukoencephalopathy (PML) 
(a rare, serious brain infection caused by a virus). Although unlikely while 
receiving ENTYVIO, a risk of PML cannot be ruled out. 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. 

 • 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 for the treatment of:
 • moderately to severely active ulcerative colitis (UC).
 • moderately to severely active Crohn’s disease (CD).

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:
 • 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?”).

 • have liver problems.
 • have tuberculosis (TB) or have been in close contact with someone with TB. 
 • 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.

 • 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.
 ° Pregnancy Registry: There is a pregnancy registry for women who use 

ENTYVIO during pregnancy. The purpose of this registry is to collect 
information about the health of you and your baby. Talk with your healthcare 
provider about how you can take part in this registry or you may contact the 
registry at 1-877-825-3327 to enroll.

 • are breastfeeding or plan to breastfeed. ENTYVIO can pass into your breast 
milk. Talk to your healthcare provider about the best way to feed your baby if 
you take ENTYVIO. 

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), Tyruko (natalizumab-sztn), a Tumor Necrosis Factor (TNF) blocker 
medicine, a medicine that weakens your immune system (immunosuppressant), 
or corticosteroid medicine.

How should I use ENTYVIO?
When given in a vein (intravenously):
 • You may receive ENTYVIO through a needle placed in a vein (intravenous 

infusion) in your arm.
 ° ENTYVIO is given to you over a period of about 30 minutes.
 ° 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.
When given under the skin (subcutaneously):
 • You may receive ENTYVIO as an injection under your skin (subcutaneous) 

every 2 weeks. You may receive your first subcutaneous injection after at least 
2 intravenous infusions in place of the next scheduled intravenous infusion.
 ° See the detailed Instructions for Use that comes with ENTYVIO about the 

right way to prepare and give ENTYVIO.
 ° ENTYVIO is provided as single-dose prefilled syringe or single-dose prefilled 

pen (ENTYVIO PEN) for subcutaneous use. Your healthcare provider will 
prescribe the type that is best for you.

 ° If your healthcare provider decides that you or your caregiver can give your 
injections of ENTYVIO at home, you or your caregiver should be shown the 
right way to prepare and inject ENTYVIO. 

 ° Do not inject ENTYVIO until you or your caregiver have been shown the right 
way by your healthcare provider.

 ° Always check the label of your prefilled syringe or prefilled pen to make sure 
you have the correct medicine before each injection.

 ° Do not shake ENTYVIO.
 ° ENTYVIO is injected under your skin (subcutaneously) 1 time every 2 weeks. 
 ° Inject ENTYVIO under the skin (subcutaneous injection) in your upper legs 

(thighs) or stomach area (abdomen). The upper arms may also be used if a 
caregiver gives the injection.

 ° Use a different injection site each time you use ENTYVIO.
 ° Do not give an injection into moles, scars, bruises, or skin that is tender, 

hard, red, or damaged. 
 ° If you are not able to inject ENTYVIO at your regular scheduled time or you 

miss a dose of ENTYVIO, inject the dose as soon as possible. Then, inject 
your next dose every 2 weeks thereafter. If you are not sure when to inject 
ENTYVIO, call your healthcare provider.

 ° If you take more ENTYVIO than you were told to take, call your healthcare 
provider.

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, pain in extremities, and 
with injections under the skin; pain, swelling, or redness at the injection site.
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.

How should I store ENTYVIO?
• Store ENTYVIO in a refrigerator between 36°F to 46°F (2°C to 8°C). 
•  If needed, the prefilled syringe or prefilled pen can be left out of the refrigerator 

in its box at room temperature up to 77°F (25°C) for up to 7 days (for example, 
when traveling). Do not use the prefilled syringe or prefilled pen if left out of 
the refrigerator for more than 7 days or left in direct sunlight.

• Do not freeze ENTYVIO. Do not use ENTYVIO if it has been frozen.
•  Keep ENTYVIO in the original package to protect from light until the time of use.
• ENTYVIO prefilled syringe or prefilled pen is not made with natural rubber latex.
Keep ENTYVIO and all medicines out of the reach of children.

General information about the safe and effective use of ENTYVIO.
Medicines are sometimes prescribed for purposes other than those listed in 
a Medication Guide. Do not use ENTYVIO for a condition for which it was not 
prescribed. Do not give ENTYVIO to other people, even if they have the same 
symptoms that you have. It may harm them. You can ask your pharmacist or 
healthcare provider for information about ENTYVIO that is written for health 
professionals.

What are the ingredients in ENTYVIO?
Active ingredient: vedolizumab
Inactive ingredients in vial for intravenous infusion: arginine hydrochloride, 
histidine, histidine monohydrochloride, polysorbate 80 and sucrose
Inactive ingredients in prefilled syringe or prefilled pen for subcutaneous 
injection: arginine hydrochloride, citric acid monohydrate, histidine, histidine 
monohydrochloride, polysorbate 80, sodium citrate dihydrate, and Sterile Water 
for Injection
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 
U.S. License No. 1898
ENTYVIO is a registered trademark of Millennium Pharmaceuticals Inc. and is used 
under license by Takeda Pharmaceuticals U.S.A., Inc.
All other trademark names are the property of their respective owners.
©2023 Takeda Pharmaceuticals U.S.A., Inc.
For more information, go to www.ENTYVIO.com or call 1-877-TAKEDA7 
(1-877-825-3327).

This Medication Guide has been approved by the U.S. Food and Drug Administration
VMB245 R8 Revised:9/2023

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh) PEN

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled pen

This Instructions for Use contains information on how to inject ENTYVIO.

Your ENTYVIO single-dose prefilled pen 

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO PEN 

before you use it for the first time. 
 •  ENTYVIO PEN is for subcutaneous injection only (inject directly into fatty 

layer under the skin).
 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen until you are ready to inject.
 •  Do not put or press your thumb, fingers, or hand over the yellow needle 

shield. The yellow needle shield is visible when the purple cap is removed.
 • Do not use the prefilled pen if it is dropped or damaged. 

Storing ENTYVIO
 • Store your prefilled pen in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled pen can be left in its box at room temperature up to 77°F (25°C) 

for up to 7 days (for example, when traveling). Do not use the prefilled pen if 
it is left out of the refrigerator for more than 7 days.

 • Do not freeze the prefilled pen.
 • Do not leave the prefilled pen in direct sunlight.
 •  Throw away the prefilled pen in a FDA-cleared sharps disposal container if 

it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled pen.

 •  Always keep ENTYVIO PENs, the sharps disposal container, and all medicines 
out of the reach of children.

Getting Your Supplies Ready

Step 1. Remove the ENTYVIO PEN box from the refrigerator
Take 1 prefilled pen box from the refrigerator and check the  
expiration date on the box (see Figure A).

 •  Do not use the prefilled pen if any of the seals on the box  
are broken.

 •  Do not use the prefilled pen if the expiration date on the  
box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled pen come to room  
temperature (see Figure B). 

 • Do not warm the prefilled pen any other way. 
 • Do not let the prefilled pen sit in direct sunlight. 
 •  Do not take the prefilled pen out of its tray until you are  

ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that  
are not in the prefilled pen box (see Figure C).

 • Alcohol pad 
 • Cotton ball or gauze 
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled pen”)

Preparing to Inject ENTYVIO

Step 4. Wash hands
Wash your hands with soap and clean water  
(see Figure D). 

Step 5. Remove the prefilled pen from the tray
Peel off the paper on the tray and lift the prefilled pen  
straight out (see Figure E).

 • Do not shake the prefilled pen.
 •  Do not remove the purple cap from the prefilled pen  

until Step 9.

Step 6. Inspect the prefilled pen
Check the expiration date (EXP) printed on the  
prefilled pen and the medicine in the prefilled pen  
viewing window (see Figure F). The medicine should  
be colorless to pale yellow. It is normal to see air  
bubbles. Inspect the prefilled pen for any damage.

 •  Do not use the prefilled pen if the expiration date  
on the prefilled pen has passed.

 •  Do not use the prefilled pen if the medicine is  
cloudy or has particles floating in it.

 • Do not use the prefilled pen if any part of it is damaged.

Step 7. Choose injection site 
Choose an injection site on your bare skin  
from one of the following (see Figure G): 

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
 For caregivers only: back of the  
upper arms may also be used.
 •  Do not inject into the same spot you used for your last injection. 
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.

Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject. 

Continue to Step 9 è

Injecting ENTYVIO

Step 9. Remove the purple cap and throw it away
When you are ready to inject, pull the purple cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I).  

 •  The needle is inside the yellow needle shield  
(under purple cap).

 •  Do not put or press your thumb, fingers, or hand  
over the yellow needle shield. 

 •  Do not put the purple cap back on. This could accidentally start the injection.

Step 10. Place the prefilled pen on the injection site
 • Hold the prefilled pen so you can see the viewing window.
 •  Place the yellow end of the prefilled pen flat on your skin  

at 90 degrees to the injection site (see Figure J).
 • The needle is inside the yellow needle shield.
 •  Do not push down on the prefilled pen until you are ready  

to inject.

Step 11. Start injecting ENTYVIO
Push the prefilled pen straight down 
and hold for at least 10 seconds  
(see Figure K).

 •  You may hear a first click when 
the injection starts.

 •  You may hear a second click. This 
is not the end of the injection.

 •  Continue holding the prefilled 
pen with constant pressure and 
watch the window turn purple.

Step 12. Complete injecting ENTYVIO
Continue holding the prefilled pen with 
constant pressure until the viewing 
window has filled with purple to 
make sure you have received your 
full dose (see Figure L).

 •  You will see a small amount of 
gray in the viewing window. This 
is normal.

 •  If the viewing window did not fill 
with purple, you may not have 
received your full dose. Call your 
pharmacy or healthcare provider.

Step 13. Lift prefilled pen from skin
Lift the prefilled pen from the injection site (see Figure M).  
The yellow needle shield will drop down and lock over  
the needle.

 •  When you remove the prefilled pen, if the window has  
not turned purple, or it looks like the medicine is still  
coming out of the prefilled pen, this means you have  
not received a full dose. Call your pharmacy or  
healthcare provider right away.

 •  You may see a small amount of blood at the injection site. If you do, press 
on your skin with a cotton ball or gauze.

Step 14. Throw away (dispose of) the prefilled pen
Throw away (dispose of) the used prefilled pen in a FDA-cleared  
sharps disposal container right away after use (see Figure N).  
Do not recycle or throw away the prefilled pen in your  
household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is: 
- made of heavy-duty plastic, 
- can be closed with a tight-fitting, puncture-resistant lid, without sharps  
      being able to come out, 
- upright and stable during use, 
- leak-resistant, and 
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific information 
about sharps disposal in the state you live in, go to the FDA’s website at:  
http://www.fda.gov/safesharpsdisposal.

If you have questions or concerns about your ENTYVIO PEN, please call your 
healthcare provider. You can also call 877-825-3327 or visit www.ENTYVIO.com 
for more information.
Manufactured by: Takeda Pharmaceuticals U.S.A., Inc., Lexington, MA 02421

U.S. License No. 1898 Approved: 9/2023
This Instructions for Use has been approved by the U.S. Food and Drug Administration. 

INSTRUCTIONS FOR USE
ENTYVIO® (en ti’ vee oh)

(vedolizumab)
injection, for subcutaneous use

Single-dose prefilled syringe 

This Instructions for Use contains information on how to inject ENTYVIO.
Your ENTYVIO single-dose prefilled syringe

Important information you need to know before injecting ENTYVIO:
 • Read and follow this Instructions for Use before you inject ENTYVIO. 
 •  Your healthcare provider should show you how to use the ENTYVIO prefilled 

syringe before you use it for the first time. 
 •  ENTYVIO prefilled syringe is for subcutaneous injection only (inject directly 

into fatty layer under the skin).
 • Do not shake the prefilled syringe.
 •  Do not remove the needle cap from the prefilled syringe until you are ready 

to inject.
 • Do not use the prefilled syringe if it is dropped or damaged.
 •  Each prefilled syringe has a needle guard. It will automatically cover the 

needle after the injection is completed to reduce the risk of accidental needle 
sticks.

Storing ENTYVIO
 •  Store your prefilled syringe in the refrigerator between 36°F to 46°F (2°C to 8°C).
 •  Your prefilled syringe can be left in its box at room temperature up to 77°F 

(25°C) for up to 7 days (for example, when traveling). Do not use the prefilled 
syringe if it is left out of the refrigerator for more than 7 days. 

 • Do not freeze the prefilled syringe.
 • Do not leave the prefilled syringe in direct sunlight.
 •  Throw away the prefilled syringe in a FDA-cleared sharps disposal container 

if it has been left out of the refrigerator for more than 7 days, frozen, or left in 
direct sunlight. See Step 14 for instructions on how to throw away (dispose 
of) the prefilled syringe.

 •  Always keep ENTYVIO prefilled syringes, the sharps disposal container, 
and all medicines out of the reach of children.

Getting Your Supplies Ready

Step 1.  Remove the ENTYVIO prefilled syringe box from  
the refrigerator

Take 1 prefilled syringe box from the refrigerator and check  
the expiration date on the box (see Figure A).

 •  Do not use the prefilled syringe if any of the seals on the  
box are broken.

 • Do not use the prefilled syringe if the expiration date on the box has passed.

Step 2. Wait 30 minutes
Wait 30 minutes and let the prefilled syringe come to room  
temperature (see Figure B).

 • Do not warm the prefilled syringe any other way.
 • Do not let the prefilled syringe sit in direct sunlight.
 •  Do not take the prefilled syringe out of its tray until you  

are ready to inject.

Step 3. Gather supplies
Find a clean, flat surface like a table. Gather supplies that are  
not in the prefilled syringe box (see Figure C).

 • Alcohol pad
 • Cotton ball or gauze
 •  Sharps disposal container (see Step 14 “Throw away  

(dispose of) the prefilled syringe”)

Preparing to Inject ENTYVIO

Step 4. Wash hands 
Wash your hands with soap and clean water (see Figure D).

Step 5. Remove the prefilled syringe from the tray
Peel off the paper on the tray and lift the prefilled syringe  
straight out (see Figure E).

 • Do not lift from the purple plunger.
 • Do not shake the prefilled syringe.
 • Do not remove the needle cap from the prefilled syringe until Step 9.

Step 6. Inspect the prefilled syringe
Check the expiration date (EXP) printed on the prefilled  
syringe and the medicine in the prefilled syringe (see  
Figure F). The medicine should be colorless to pale  
yellow. It is normal to see air bubbles. Inspect the  
prefilled syringe for any damage. 

 •  Do not use the prefilled syringe if the expiration date  
on the prefilled syringe has passed.

 •  Do not use the prefilled syringe if the medicine is cloudy  
or has particles floating in it.

 • Do not use the prefilled syringe if any part of it is damaged.
 • Do not try to remove air bubbles from the prefilled syringe.

Step 7. Choose injection site
Choose an injection site on your bare skin  
from one of the following (see Figure G):

-   front of the thighs
-    stomach area (avoid the area  

2 inches around the belly button)
For caregivers only: back of the upper  
arms may also be used.

 • Do not inject into the same spot you used for your last injection.
 •  Do not inject into moles, scars, bruises, or skin that is tender, hard, red, or 

damaged.
Step 8. Clean the injection site
Clean the injection site with an alcohol pad (see Figure H).  
Let your skin dry. 

 •  Do not touch or blow on the cleaned injection site  
before you inject.

Continue to Step 9 è
Injecting ENTYVIO
Step 9. Remove the needle cap and throw it away
When you are ready to inject, pull the needle cap straight  
off and throw it right away in the sharps disposal container  
(see Figure I). You may see a drop of liquid at the end of  
the needle. This is normal.

 • Do not touch or pull back the purple plunger.
 • Do not touch or re-cap the needle.
 • Do not use a prefilled syringe with a bent or broken needle.

Step 10. Pinch the skin
With the needle cap off, hold the prefilled syringe with one  
hand and pinch the skin around the injection site with your  
other hand (see Figure J).

 • Hold the pinch until the injection is completed.

Step 11. Insert the prefilled syringe at 45-degree angle
Insert the needle at about a 45-degree angle all the way into  
the pinched skin (see Figure K).

 • Avoid touching the plunger until the needle is inserted.
 
Step 12. Push down on the plunger
Push the plunger all the way down until all the medicine is  
injected (see Figure L).

 •  Keep pressure on the plunger and take the needle out  
of the skin.

 •  If you are not able to start or cannot complete the  
injection by pushing the plunger all the way down, you may not have  
received your full dose. Call your pharmacy or healthcare provider. 

Step 13. Take your thumb off the plunger
Take your thumb off the plunger to allow the needle guard to  
cover the needle (see Figure M).

 •  You may see a small amount of blood at the injection site.  
If you do, press on your skin with a cotton ball or gauze. 

Step 14. Throw away (dispose of) the prefilled syringe
Throw away (dispose of) the used prefilled syringe in a  
FDA-cleared sharps disposal container right away after use  
(see Figure N). Do not recycle or throw away the prefilled  
syringe in your household trash.

 •  Throw away the remaining supplies in your household  
trash or sharps disposal container.

 •  If you do not have a FDA-cleared sharps disposal  
container, you may use a household container that is:
- made of heavy-duty plastic,
-  can be closed with a tight-fitting, puncture-resistant lid, without sharps 

being able to come out,
- upright and stable during use,
- leak-resistant, and
- properly labeled to warn of hazardous waste inside the container.

 •  When your sharps disposal container is almost full, you will need to follow 
your community guidelines for the right way to dispose of your sharps 
disposal container. There may be local or state laws about how you should 
throw away needles and syringes. 

 •  For more information about safe sharps disposal, and for specific  
information about sharps disposal in the state you live in, go to the FDA’s 
website at: http://www.fda.gov/safesharpsdisposal. 

If you have questions or concerns about your ENTYVIO prefilled syringe,  
please call your healthcare provider. You can also call 877-825-3327 or visit 
www.ENTYVIO.com for more information.
Manufactured by:
Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 
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