
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

761133Orig1s000 
 

PRODUCT QUALITY REVIEW(S) 
 





--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

KELLY D RICHARDS
09/29/2023 01:18:55 PM

Signature Page 1 of 1

Reference ID: 5253485



 
 

Center for Drug Evaluation and Research 
Office of Pharmaceutical Quality 
Office of Biotechnology Products 

 

Page 1 of 31 

LABELS AND LABELING ASSESSMENT 
 
 

Date of Assessment: September 26, 2023 

Assessor: Scott Dallas, RPh  
Labeling Assessor 
Office of Biotechnology Products (OBP) 

Through: Yun Wu, PhD  
Product Quality Assessor 
OBP/Division of Biotechnology Review and Research 1 

Application: BLA 761133 

Applicant: Takeda Pharmaceuticals, U.S.A., Inc. 

Submission Dates: March 27, 2023 (resubmission) 

Product: Entyvio (vedolizumab) 

Dosage form(s): Approved: For Injection 
Proposed: Injection 

Strength and 
Container-Closure: 

Approved: 300 mg per vial 
Proposed: 108 mg/0.68 mL prefilled syringe and prefilled pen  

Purpose of 
assessment: 

The Applicant submitted a biologics license application seeking 
approval of the injection dosage formulation via the subcutaneous 
route of administration for the maintenance treatment of adult 
patients with moderately to severely active ulcerative colitis. 

Recommendations: The prescribing information, medication guide, instructions for use, 
container labels, and carton labeling are acceptable from an OBP 
labeling perspective. 
 

 
 

Materials Considered for this Label and Labeling Assessment 

Materials Assessed Appendix Section 

Proposed Labels and Labeling A 

Evaluation Tables B 

Acceptable Labels and Labeling C 

Bar Code Staff exemption memo D 

n/a = not applicable for this assessment 
 
DISCUSSION 
We assessed the proposed labels and labeling for compliance with applicable requirements in 
the Code of Federal Regulations. Also, we assessed the proposed labels and labeling for 
consistency with recommended labeling practices. (see Appendix B) 
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Route of 
Administration

Subcutaneous injection

Primary Container 
Closure System

Pre-filled Syringe (PFS)

Device Information Needle-safety device (NSD)
Autoinjector (AI)

Co-packaged 
Product Information

None

Discipline Primary Secondary

Drug substance

Drug product

Immunogenicity 
Assay 

Yun Wu Willie Wilson

Facility Zhong Li

Microbiology

Lindsey Brown

Maxwell Van 
Tassell

RBPM Andrew Shiber

OPQ Review Team

ATL Willie Wilson

OPQ Issued Consults CDRH – ICCR #00908327

2. Recommendation and Conclusion on Approvability
Recommendation: Approval

The Office of Pharmaceutical Quality, CDER, recommends approval of BLA 
761133 for Entyvio manufactured by Takeda Pharmaceutical U.S.A., Inc.  The 
data submitted in this application are adequate to support the conclusion that 
the manufacture of Entyvio is well-controlled and leads to a product that is pure 
and potent. It is recommended that this product be approved for human use 
under conditions specified in the package insert.

3. CMC Information for Action Letter
a. Manufacturing Location:
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 Drug Substance: 

 Drug Product:  
o PFS Manufacture:  

o PFS+NSD and PFS+AI Assembly/Labeling/Packaging:  
Takeda Austria GmbH, 4020 Linz, Austria; FEI: 3001157285

b. Fill size and dosage form: Entyvio is supplied as a 108 mg/0.68 mL 
solution in single-dose pre-filled syringe (PFS) assembled with needle safety 
device (PFS+NSD) and autoinjector (PFS+AI)

c. Dating Period: 
 Drug Product (PFS+NSD; PFS+AI):  18 months (from the date of  

PFS manufacture) at 5oC ± 3oC, protected from light 
 Drug Substance:
 Stability Option: 

o For stability protocols:
 We have approved the stability protocol(s) in your license 

application for the purpose of extending the expiration 
dating of your drug product under 21 CFR 601.12.

d. Exempt from lot release:
  Yes
 Rationale, if exempted: Entyvio is exempted from lot release per FR 

95-29960.
e. Draft Phase 4 (Post-Marketing) Commitments, Requirements, 

Agreements, and/or Risk Management Steps, if applicable
1. Perform a supplemental low endotoxin recovery (LER) study to 

examine the effects of  at °C on endotoxin recovery in 
the drug product spiked with RSE or CSE and stored up to days at 

°C.

4. Basis for Recommendation
a. Summary:

Vedolizumab is a recombinant humanized immunoglobulin G1 (IgG1) 
monoclonal antibody produced in CHO cells and is directed against human 
47 integrin, which is expressed on T and B lymphocytes. The ligand for 
47 integrin, mucosal addressin cell adhesion molecule 1 (MAdCAM1), is 
preferentially expressed in the mucosal tissue of the intestine. The binding of 
vedolizumab to pathogenic gut-homing lymphocytes inhibits adhesion of 

Reference ID: 5231229

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



BLA 761133 Resubmission – OPQ Executive Summary (Round #2)
Page 4 of 8

Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

these lymphocytes to MAdCAM1. The vedolizumab antibody was engineered 
to eliminate binding to Fc receptors (FcR) by introducing two mutations, 
L239A and G241A, in the FcR binding region of the human IgG heavy chain 
constant region. Therefore, vedolizumab is not anticipated to induce Fc-
mediated effector functions including antibody-directed cell cytotoxicity 
(ADCC) and complement-mediated cytotoxicity (CDC) activities.

Vedolizumab drug product (DP) is currently supplied as a sterile, lyophilized 
formulation for intravenous (IV) infusion under BLA 125476 for the treatment 
of moderately to severely active ulcerative colitis and Crohn’s disease. The 
subcutaneous vedolizumab DP formulation under BLA 761133 is a 108 
mg/0.68 mL liquid solution supplied in a single-use prefilled syringe (PFS) 
assembled with a Needle Safety Device (NSD) or an autoinjector pen for long-
term maintenance therapy for adult patients with moderate to severely active 
ulcerative colitis only. The subcutaneous and intravenous formulations of 
vedolizumab DP will be referred to in this memo as vedolizumab SC and 
vedolizumab IV, respectively.

Vedolizumab SC biological activity is measured using the same two cell-based 
bioassays (i.e., binding assay and adhesion assay) as used for vedolizumab 
IV.  

 The binding assay is a flow cytometry-based assay that measures the 
binding activity of vedolizumab to 47-expressing HuT78 human 
lymphoma cells. A fluorescent anti-human secondary antibody that will 
bind to vedolizumab provides a read-out for the assay. In this assay, 
binding of vedolizumab to HuT78 cells results in a dose dependent 
increase in fluorescence compared to an isotype control.

 The adhesion assay assesses the ability of vedolizumab to block the 
interaction between 47-expressing RPMI-8866 cells and MAdCAM-1 
that has been coated onto a 96-well plate. Increasing concentrations 
of vedolizumab added to the wells leads to less cellular adhesion, as 
indicated by lower levels of fluorescence in response to the addition of 
alamarBlue and conversion of alamarBlue to a fluorescent compound 
by the adherent cells.
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BLA 761133 was not approved during the original review cycle due to the 
following unresolved device-related issues identified by the CDRH review 
team: vedolizumab SC PFS needle clogging , corrective 
and preventative action procedures, purchasing controls, and PFS cap 
removal force.  As part of the response to the Complete Response Letter, 
Takeda replaced the previous PFS tip cap

with a new tip cap. In 
addition, the previous facilities used to assemble the PFS+NSD
and PFS+AI were both replaced with 
TAU.  The CDRH review team determined that the previous unresolved 
device-related issues were adequately addressed during the BLA resubmission 
review cycle. From an OPQ-perspective, adequate information and data were 
provided to demonstrate that the CMC changes implemented to address the 
Complete Response deficiencies will not adversely impact vedolizumab SC 
product quality attributes upon release, during long-term storage through the 
18-month expiry (including toxicological safety profile), during commercial 
shipment, and upon exposure to in-use storage conditions (i.e., 25oC up to 7 
days). 

Adequate information and data were also provided during the BLA 
resubmission review cycle to address the following product quality-related 
Additional Comments in the Complete Response Letter:  tightened 
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b. Subdiscipline Recommendation:    
   Drug Substance     - Adequate
   Drug Product - Adequate
   Immunogenicity Assay - Adequate   
   Facilities - Adequate
   Microbiology - Adequate with PMCs/PMRs

                   
c. Environmental Assessment (EA):  

Categorical exclusion is claimed by the applicant and deemed acceptable.

d. Potency Assessment for Labeling:
As an initial matter, we determined that no U.S. standard of potency has 
been prescribed for vedolizumab (i.e., there is no specific test method 
described in regulation for vedolizumab that establishes an official standard of 
potency).  We next considered whether potency is a factor for vedolizumab 
within the meaning of 21 CFR 610.61(r), which requires a statement about 
potency on the package (carton) label if “potency is a factor” and “no U.S. 
standard of potency has been prescribed.”  We have determined that potency 
is not a factor for Entyvio for purposes of § 610.61(r) because lot variability is 
not a concern for Entyvio as Entyvio’s manufacturing process is appropriately 
controlled to ensure the consistency and quality of the final product.  
 

5. Life-Cycle Considerations 
a. Established Conditions based on ICH Q12 principles:  No

b. Drug Substance:
i. Protocols approved:

1.

2.

3. Protocol for the preparation and qualification of future 
Primary Reference Standards and Working Reference 
Standards

4. Protocol for the stability monitoring of current and future 
Primary Reference Standards and Working Reference 
Standards

5. Post-approval stability protocol (no shelf-life extension) and 
stability commitments  

ii. Residual risk: None
iii. Future inspection points to consider:  None
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