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Dosage Form Injection

Administration Route Subcutaneous

Indication For maintenance treatment of adult patients with moderately to
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Application Type 351 (a)
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Secondary Reviewer Zhong L1
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Recommendation for Approvability:
e This BLA was reviewed from a sterility assurance perspective and is recommended for
Approval with the following post-marketing commitment(s):

o Perform a supplemental low endotoxin recovery (LER) study to examine the
effects of @@ at @@oC on endotoxin recovery in the drug product spiked
with RSE or CSE and stored up to mdays at. @@ec.

¢ Manufacturing Facility Assessment Recommendation: Approval
e Product quality aspects not related to microbial control and facilities should be reviewed

by OBP.

Drug Product CQA Process Risk Identification and Lifecycle Knowledge Management:
CQA (type) Risk Origin Control Strategy Other
Sterility Safety. Purity, and Manufacturing B
(Contaminant) Efficacy process, failure of the

container closure
integrity
Endotoxin Safety, Purity Raw materials,
(Contaminant) manufacturing process
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Center for Drug Evaluation and Research
Office of Pharmaceutical Quality
Office of Biotechnology Products

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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The prescribing information, medication guide, prefilled pen instructions for use, and prefilled
syringe instructions for use submitted on September 14, 2023, container labels, and carton
labeling submitted on September 20, 2023 were assessed and found to be acceptable (see
Appendix C) from an OBP labeling perspective.

APPENDICES
Appendix A: Proposed Labeling

e Prescribing Information (submitted on March 27, 2023)
\\CDSESUB1\EVSPROD\bla761133\0051\m1\us\entyvio-vmb245-rx-uspi-clean-

26dec2022.doc

e Medication Guide (submitted on March 27, 2023)

\\CDSESUB1\EVSPROD\bla761133\0051\m1\us\entyvio-vmb245-rx-medguide-clean-
26dec2022.doc

e Instructions for Use — Prefilled Syringe (submitted on March 27, 2023)

\\CDSESUB1\EVSPROD\bla761133\0051\m1\us\entyvio-syringe-us-ifu-clean-
260ct2022.doc

e Instructions for Use — Prefilled Pen (submitted on March 27, 2023)
\\CDSESUB1\EVSPROD\bla761133\0051\m1\us\entyvio-pen-us-ifu-clean-28oct2022.doc

e Container Labels (submitted on March 27, 2023)

Syringe
®) @)
Pen
(b) (@)
Page 2 of 31
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Appendix B: Evaluation Tables
Evaluation Tables: Label? and Labeling® Standards

Container* Label Evaluation
Proper Name (container label Acceptable
Regulations: 21 CFR 610.60(a)(1), 21 CFR 201.10(g)(2), 21 CFR 610.62(a), 21 | v Yes
CFR 610.62(b), 21 CFR 610.62(c), 21 CFR 610.60(c), 21 CFR 201.50(b), 21 O No

CFR 201.10(a), 21 CFR 201.10(h)(2)(i)(1)(i) O N/A

Recommended labeling practices (placement of dosage form outside of v Yes

parenthesis and/or below the proper name) O No
O N/A

| Comment/Recommendation: |

Manufacturer name, address, and license number (container label) Acceptable
Regulations: 21 CFR 610.60(a)(2), 21 CFR 201.1(a), 21 CFR 610.60(c), 21 CFR | v Yes
201.10(h)(2)(i)(1)(iv), 21 CFR 201.100(e) 0 No

O N/A
Recommended labeling practices (using the qualifying phrase “"Manufactured v Yes
by:”) O No

O N/A
Recommended labeling practices (U.S license number for container bearing a v Yes
partial labeF) O No

O N/A

Comment/Recommendation: The label is small and could be considered a partial label.
Thus, the qualifying phrase “Manufactured by” and the U.S. license number are not required.

Lot number or other lot identification (container label) Acceptable
Regulations: 21 CFR 610.60(a)(3), 21 CFR 610.60(c), 21 CFR 201.18, 21 CFR v Yes
201.100(b)(6), 21 CFR 201.10(h)(2)(i)(1)(iii) O No

O N/A

1 Per 21 CFR 1.3(b) Label means any display of written, printed, or graphic matter on the immediate container of
any article, or any such matter affixed to any consumer commodity or affixed to or appearing upon a package
containing any consumer commodity.

2 Per CFR 600.3(dd) Label means any written, printed, or graphic matter on the container or package or any such
matter clearly visible through the immediate carton, receptacle, or wrapper.

3 Per 21 CFR 1.3(a) Labeling includes all written, printed, or graphic matter accompanying an article at any time
while such article is in interstate commerce or held for sale after shipment or delivery in interstate commerce.

4 Per 21 CFR 600.3(bb) Container (referred to also as “final container”) is the immediate unit, bottle, vial, ampule,
tube, or other receptacle containing the product as distributed for sale, barter, or exchange.

> Per 21 CFR 610.60(c) Partial Label. If the container is capable of bearing only a partial label, the container shall
show as a minimum the name (expressed either as the proper or common name), the lot number or other lot
identification and the name of the manufacturer; in addition, for multiple dose containers, the recommended
individual dose. Containers bearing partial labels shall be placed in a package which bears all the items required for
a package label.”
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| Comment/Recommendation:

Expiration date (container label) Acceptable
Regulations: 21 CFR 610.60(a)(4), 21 CFR 201.17 v Yes
O No
O N/A
Recommended labeling practices references: USP General Chapters <7> v Yes
Labeling, Draft Guidance Safety Considerations for Container Labels and O No
Carton Labeling Design to Minimize Medication Errors, April 2013 lines 178- O N/A
184, which, when finalized, will represent FDA’s current thinking on topic
| Comment/Recommendation: |
Beyond Use Date (Multiple-dose containers) (container label) Acceptable
Recommended labeling practices: USP General Chapters: <659> Packaging O Yes
and Storage Requirements and <7> Labeling O No
X N/A
| Comment/Recommendation: |
Product Strength (container label) Acceptable
Regulations: 21 CFR 201.10(d)(1), 21 CFR 201.100(b)(4) v Yes
O No
O N/A
Recommended labeling practices (expression of strength for injectable drugs) | v Yes
references: Draft Guidance Safety Considerations for Container Labels and O No
Carton Labeling Design to Minimize Medication Errors, April 2013 line 176, O N/A
which, when finalized, will represent FDA's current thinking on topic
USP General Chapters: <7> Labeling
| Comment/Recommendation: |
Multiple-dose containers (container label) Acceptable
Regulations: 21 CFR 610.60(a)(5), 21 CFR 201.55 O Yes
(recommended individual dose) O No
X N/A

| Comment/Recommendation:
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Statement: "Rx only” (container label) Acceptable
Regulations: 21 CFR 610.60(a)(6), 21 CFR 201.100(b)(1) v Yes

O No

O N/A
Recommended labeling practices (prominence of Rx Only statement) v Yes
reference: Draft Guidance Safety Considerations for Container Labels and O No
Carton Labeling Design to Minimize Medication Errors, April 2013 line 147, 0 N/A
which, when finalized, will represent FDA's current thinking on topic

Comment/Recommendation: The syringe label is small and could be considered a partial
label. Thus, a "Rx only” statement is not required. There is no "Rx only” statement on the
syringe label, which is acceptable. There is a "Rx only” statement on the pen label.

Medication Guide (container label) Acceptable
Regulations: 21 CFR 610.60(a)(7), 21 CFR 208.24(d) v Yes

O No

O N/A

Comment/Recommendation: The label is small and would be considered a partial label.
Thus, a Medication Guide statement is not required.

No Package for container Acceptable
Regulation: 21 CFR 610.60(b) O Yes

O No

X N/A

Comment/Recommendation:
The container is enclosed in a package.

No container label (container label) Acceptable
Regulation: 21 CFR 610.60(d) O Yes

O No

X N/A

Comment/Recommendation:
The product contains a container label.

Ferrule and cap overseal (for vials only) Acceptable
Recommended labeling practices references. United States Pharmacopeia O Yes
(USP) General Chapters: <7> Labeling (Ferrules and Cap Overseals) O No

X N/A

| Comment/Recommendation: The product is a prefilled syringe and a prefilled pen. |
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Visual inspection

Acceptable

Regulation: 21 CFR 610.60(e)

v Yes
O No
O N/A

the container.

Comment/Recommendation: There is sufficient area of the prefilled syringe and of the
prefilled pen that remains uncovered to allow for visual inspection when the label is affixed to

Route of administration (container label) Acceptable
Regulations: 21 CFR 201.5(f), 21 CFR 201.100(b)(3), 21 CFR 201.100(d)(1) v Yes
O No
O N/A
Recommended labeling practices (route of administration statement to appear | v Yes
after the strength statement on the principal display panel) O No
O N/A
| Comment/Recommendation: |
NDC numbers (container label) Acceptable
Regulations: 21 CFR 201.2, 21 CFR 207.35 v Yes
O No
O N/A
| Comment/Recommendation: |
Preparation instructions (container label) Acceptable
Regulation: 21 CFR 201.5(g) O Yes
O No
X N/A
Recommended labeling practices: Draft Guidance Safety Considerations for O Yes
Container Labels and Carton Labeling Design to Minimize Medication Errors, ] No
April 2013 (lines 426-430), which, when finalized, will represent FDA's current | [ N/A
thinking on topic
| Comment/Recommendation: |
Package term (container label Acceptable
Recommended labeling practices.: Guidance for Industry: Selection of the v Yes
Appropriate Package Type Terms and Recommendations for Labeling O No
Injectable Medical Products Packaged in Multiple-Dose, Single-Dose, and O N/A
Single-Patient-Use Containers for Human Use (October 2018)
USP chapter <659> Packaging and Storage Requirements

| Comment/Recommendation:
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Misleading statements (container label) Acceptable
Regulation: 21 CFR 201.6 O Yes

O No

X N/A

| Comment/Recommendation: |

Prominence of required label statements (container label Acceptable
Regulation: 21 CFR 201.15 v Yes

O No

O N/A

| Comment/Recommendation: |

Spanish-language (Drugs) (container label) Acceptable
Regulation: 21 CFR 201.16 O Yes

O No

X N/A

| Comment/Recommendation: |

FD&C Yellow No. 5 and/or FD&C Yellow No. 6 (container label) Acceptable
Regulation: 21 CFR 201.20 O Yes

O No

X N/A

| Comment/Recommendation: |

Regulations: 21 CFR 201.25, 21 CFR 610.67 v Yes
O No
O N/A

Recommended labeling practices references. Guidance for Industry: Bar Code | v Yes

Label Requirements Questions and Answers, August 2011 O No

Draft Guidance for Industry: Safety Considerations for Container Labels and O N/A
Carton Labeling Design to Minimize Medication Errors, April 2013 (lines 511-
512, lines 780-786), which, when finalized, will represent FDA's current
thinking on topic

Comment/Recommendation:

To applicant: Please confirm the syringe and pen display a bar code that complies with 21
CFR 201.25 and 21 CFR 610.67.
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Applicant’s Response: The applicant indicated the bar code could not be placed on the
syringe label due to the container label size and position of the container label
underneath the needle safety device. However, the applicant indicated the pen displays a
bar code that complies with 21 CFR 201.25 and 21 CFR 610.67.

OBP Labeling: The applicant’s revision is acceptable for the pen container label, but not the
syringe container label. Thus, the applicant will be requested to ask for an exemption.

To applicant: We acknowledge your comment that a bar code cannot be added due to the
small size of the container label and position of the container label underneath the needle
safety device. Thus, per 21 CFR 201.25(d), an exemption request for a bar code requirement
can be submitted. The exemption request must document why:(i) compliance with the bar
code requirement would adversely affect the safety, effectiveness, purity or potency of the
drug or not be technologically feasible, and the concerns underlying the request could not
reasonably be addressed by measures such as package redesign or use of overwraps; or (ii)
an alternative regulatory program or method of product use renders the bar code
unnecessary for patient safety.

Additionally, the request should include supporting documentation and statements to support
the request such as:

. Images of the drug container and dimensions

. Images of the carton label that contains the drug

. How the drug is supplied and packaged

. Whether the drug used only at the time of use

. Whether there are distinctive characteristics of the drug that would aid in verification
of the drug before administration

. Whether other barcodes exist on the immediate container and other levels of
packaging (e.g., 2D DataMatrix barcode to satisfy DSCSA product identifier requirements)

The request can be sent CDER Barcode Questions CDERBarcodeQuestions@fda.hhs.gov

On September 18, 2023, the CDER Bar Code Staff granted an exemption to the linear bar
code requirement on the Entyvio 108mg/0.68mL Pre-filled Syringe.

OBP Labeling: The prefilled syringe labeling is acceptable, based upon FDA’s (CDER Bar Code
Staff) agreement to grant an exemption to the bar code requirement. A copy of the memo
is included as an attachment to the end of the labeling assessment. See APPENDIX D.

Strategic National Stockpile (exceptions or alternatives to labelin Acceptable
requirements for human drug products) (container label
Regulations: 21 CFR 610.68, 21 CFR 201.26 O Yes

O No

X N/A

| Comment/Recommendation:
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Net quantity (container label Acceptable
Regulation: 21 CFR 201.51 v Yes

O No

O N/A
Recommended labeling practices references: Draft Guidance for Industry: v Yes
Safety Considerations for Container Labels and Carton Labeling Design to O No
Minimize Medication Errors (line 461- 463) which, when finalized, will represent | O N/A
FDA’s current thinking on topic
Allowable Excess Volume and Labeled Vial Fill Size in Injectable Drug and
Biological Products Guidance for Industry, June 2015 (line 68, 93-99)
USP General Chapters <1151> Pharmaceutical Dosage Forms (Excess volume
in injections).

| Comment/Recommendation: |

Statement of Dosage (container label) Acceptable
Regulations: 21 CFR 610.60(a)(5), 21 CFR 610.60(c), 21 CFR 201.55, 21 CFR | v Yes
201.100(b)(2) O No

O N/A

Thus, a dosage statement is not required.

Comment/Recommendation: The label is small and could be considered a partial label.

Inactive ingredients (container label) Acceptable
Regulation: 21 CFR 201.100 v Yes

O No

O N/A
Recommended labeling practices reference: USP General Chapters <1091> v Yes
Labeling of Inactive Ingredients and USP General Chapters <7> Labeling O No

O N/A

Thus, an inactive ingredient statement is not required.

Comment/Recommendation: The label is small and could be considered a partial label.

Storage requirements (container label) Acceptable
Recommended labeling practices references: USP General Chapters <7> v Yes
Labeling, USP General Chapters <659> Packaging and Storage Requirements | O No

O N/A

information, which is acceptable due to the size of the label.

Comment/Recommendation: The label is small and could be considered a partial label.
Thus, a storage statement is not required. The prefilled syringe does not contain storage

(b) (4)

Page 12 of 31

Reference ID: 5253485




Dispensing container (container label) Acceptable
Regulation: 21 CFR 201.100(b)(7) O Yes

O No

X N/A

| Comment/Recommendation: |

Package® Labeling Evaluation
(Tray Lid and Carton Labeling)

Proper name (package labeling) Acceptable
Regulations: 21 CFR 610.61(a), 21 CFR 201.50(b), 21 CFR 201.10(g)(2) v Yes

O No

O N/A
Recommended labeling practices (placement of dosage form outside of v Yes
parenthesis and/or below the proper name) O No

O N/A

| Comment/Recommendation: |

Manufacturer name, address, and license humber (package labeling) | Acceptable
Regulations: 21 CFR 610.61(b), 21 CFR 201.1(a), 21 CFR 201.1(i), 21 CFR v Yes
201.100(e) 0 No

O N/A
Recommended labeling practices (using the qualifying phrase “"Manufactured v Yes
by:”) O No

O N/A
Recommended labeling practices (U.S license number for container bearing a v Yes
partial label) O No

O N/A

| Comment/Recommendation: |

Lot number or other lot identification (package labeling) Acceptable
Regulation: 21 CFR 610.61(c), 21 CFR 201.18 v Yes

6 Per 21 CFR 600.3(cc) Package means the immediate carton, receptacle, or wrapper, including all labeling matter
therein and thereon, and the contents of the one or more enclosed containers. If no package, as defined in the
preceding sentence, is used, the container shall be deemed to be the package. Thus, this includes the carton,
prescribing information, and patient labeling.

7 Per 21 CFR 610.60(c) Partial Label. If the container is capable of bearing only a partial label, the container shall
show as a minimum the name (expressed either as the proper or common name), the lot number or other lot
identification and the name of the manufacturer; in addition, for multiple dose containers, the recommended
individual dose. Containers bearing partial labels shall be placed in a package which bears all the items required for
a package label.”
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O No

O N/A
| Comment/Recommendation: |
Expiration date (package labeling) Acceptable
Regulations: 21 CFR 610.61(d), 21 CFR 201.17 v Yes
O No
O N/A
| Comment/Recommendation: |
Beyond Use Date (Multiple-dose containers) (package labeling) Acceptable
Recommended labeling practices: USP General Chapters: <659> Packaging and | [ Yes
Storage Requirements and <7> Labeling O No
X N/A
| Comment/Recommendation: |
Preservative (package labeling) Acceptable
Regulation: 21 CFR 610.61(e) v Yes
O No
O N/A
| Comment/Recommendation: Displays a “no preservative” statement. |
Number of containers (package labeling) Acceptable
Regulation: 21 CFR 610.61(f) v Yes
O No
O N/A
| Comment/Recommendation: |
Product Strength (package labeling) Acceptable
Regulations: 21 CFR 610.61(g), 21 CFR 201.10(d)(1), 21 CFR 201.100(b)(4) v Yes
O No
O N/A
Recommended labeling practices references: Draft Guidance Safety v Yes
Considerations for Container Labels and Carton Labeling Design to Minimize O No
Medlication Errors, April 2013 (line 176), which, when finalized, will represent O N/A

FDA's current thinking on topic

USP General Chapters: <7> Labeling

| Comment/Recommendation:
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Storage temperature/requirements (package labelin Acceptable
Regulation: 21 CFR 610.61(h) v Yes

O No

O N/A
Recommended labeling practices reference: USP General Chapters: <7> v Yes
Labeling, USP General Chapters <659> Packaging and Storage Requirements O No

O N/A

Comment/Recommendation:

Tray Lid:

To applicant: Revise the statement ®® to read “Keep in
original package to protect from light until time of use”.

Carton Labeling:
To applicant: Revise the statement ®® to read "Keep in
original package to protect from light until time of use”.

Applicant’s Response: The applicant revised the tray lid and carton labeling as requested.

OBP Labeling: The applicant’s revisions are acceptable.

Handling: “"Do Not Shake”, “"Do not Freeze” or equivalent (package Acceptable
labeling)
Regulation: 21 CFR 610.61(i) v Yes

O No

O N/A

| Comment/Recommendation: |

Multiple dose containers (recommended individual dose) (package Acceptable

labeling)
Regulation: 21 CFR 610.61(j) O Yes

O No

X N/A

| Comment/Recommendation: |

Route of administration (package labeling) Acceptable
Regulations: 21 CFR 610.61(k), 21 CFR 201.5(f), 21 CFR 201.100(d)(1) v Yes

O No

O N/A
Recommended labeling practices (route of administration statement to appear v Yes
after the strength statement on the principal display panel) O No

O N/A
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| Comment/Recommendation: |

Known sensitizing substances (package labeling) Acceptable
Regulations: 21 CFR 610.61(l), 21 CFR 801.437 (User labeling for devices that O Yes
contain natural rubber) O No

X N/A

| Comment/Recommendation: |

Inactive ingredients (package labeling) Acceptable
Regulations: 21 CFR 610.61, 21 CFR 201.100 v Yes

O No

O N/A
Recommended labeling practices references: USP General Chapters <1091> v Yes
Labeling of Inactive Ingredients, USP General Chapters <7> Labeling O No

O N/A

Comment/Recommendation:
The tray labeling does not display inactive ingredient information. The inactive ingredient
information is displayed on the carton labeling.

Tray Labeling:
To applicant: If space permits, include an ingredient statement on the side panel that reads
the same as the carton labeling.

Carton Labeling:

To applicant: Revise the ingredient statement to read: “Each (syringe or prefilled pen —
include the appropriate terminology) contains 108 mg vedolizumab, arginine hydrochloride
(19.51 mg), citric acid monohydrate (0.2 mg),histidine (4.25 mg), histidine
monohydrochloride (2.04 mg), polysorbate 80 (1.48 mg), sodium citrate dihydrate (5.17 mg)
and sterile water for injection, USP, at a pH of 6.5.” The inactive ingredients names were
revised to appear in alphabetical order per USP General Chapters <1091> Labeling of
Inactive Ingredients.

Applicant’s Response: The applicant indicated space did not permit including the ingredient
statement on the tray labeling. The applicant revised the ingredient statement on the syringe
and pen carton labeling as requested.

OBP Labeling: The applicant’s response and revision are acceptable.

Source of the product (package labeling) Acceptable
Regulation: 21 CFR 610.61(p) O Yes

O No

X N/A
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| Comment/Recommendation: |

Minimum potency of product (package labelin Acceptable
Regulation: 21 CFR 610.61(r) v Yes

O No

O N/A

Comment/Recommendation:

Based on CDER’s current interpretation of 21 CFR 610.61(r) and after consultation with OBP
Product Quality assessors, this regulation does not apply to this product because 1) no U.S.
standard of potency has been prescribed for vedolizumab products (i.e., there is no specific
test method described in regulation for vedolizumab products that establishes an official
standard of potency) and 2) Product Quality assessors have determined that potency is not a
factor within the meaning of § 610.61(r) for ENTYVIO because lot variability is not a concern
as the manufacturing process is appropriately controlled to ensure the consistency and
quality of the final product. Accordingly, the phrase "No U.S. standard of potency” is not
required to appear on the carton labeling.

Tray Lid Labeling:

To applicant: ® @
You may submit previously

approved carton labeling ®@in a future supplement that

addresses the 300 mg single-dose vial presentation.

Carton Labeling:

To applicant: ®) @
. You may submit previously

approved carton labeling ®®in a future supplement that

addresses the 300 mg single-dose vial presentation.

Applicant’s Response: ekt
(b) 4)

OBP Labeling: The applicant’s revisions are acceptable.

Rx only (package labeling) Acceptable

Regulations: 21 CFR 610.61(s), 21 CFR 201.100(b)(1) v Yes
O No
O N/A

Recommended labeling practices references. Draft Guidance Safety v Yes

Considerations for Container Labels and Carton Labeling Design to Minimize O No

Medlication Errors, April 2013 (line 147-149), which, when finalized, will represent | O N/A

FDA's current thinking on topic
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| Comment/Recommendation:

Divided manufacturing (package labeling) Acceptable
Regulation: 21 CFR 610.63 (Divided manufacturing responsibility to be shown) O Yes
O No
X N/A
| Comment/Recommendation: |
Distril (oadl labsling) : bl
Regulation: 21 CFR 610.64, 21 CFR 201.1(h)(5) O Yes
O No
X N/A
| Comment/Recommendation: |
Bar code (package labeling) Acceptable
Regulations: 21 CFR 610.67, 21 CFR 201.25 v Yes
O No
O N/A
Recommended labeling practices references: Guidance for Industry: Bar Code v Yes
Label Requirements Questions and Answers, August 2011 O No
Draft Guidance for Industry: Safety Considerations for Container Labels and O N/A
Carton Labeling Design to Minimize Medication Errors, April 2013 (lines 511-
512), lines 780-786)
| Comment/Recommendation: |
Acceptable
Regulations: 21 CFR 610.68, 21 CFR 201.26 O Yes
O No
X N/A
| Comment/Recommendation: |
NDC numbers (package labeling) Acceptable
Regulations: 21 CFR 201.2, 21 CFR 207.35 v Yes
O No
O N/A

| Comment/Recommendation:
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Preparation instructions (package labeling) Acceptable
Regulation: 21 CFR 201.5(g) and 21 CFR 610.61(i) O Yes
O No
X N/A
Recommended labeling practices references: Draft Guidance Safety O Yes
Considerations for Container Labels and Carton Labeling Design to Minimize O No
Medlication Errors, April 2013 (lines 426-430), which, when finalized, will = N/A
represent FDA's current thinking on topic
USP General Chapters <7> Labeling
| Comment/Recommendation: |
Package term (package labelin Acceptable
Recommended labeling practices: Guidance for Industry: Selection of the v Yes
Appropriate Package Type Terms and Recommendations for Labeling Injectable | O No
Medlical Products Packaged in Multiple-Dose, Single-Dose, and Single-Patient-Use | O N/A
Containers for Human Use (October 2018)
USP chapter <659> Packaging and Storage Requirements
| Comment/Recommendation: |
Misleading statements (package labeling) Acceptable
Regulation: 21 CFR 201.6 O Yes
O No
X N/A
| Comment/Recommendation: |
Prominence of required label statements ckage labelin Acceptable
Regulation: 21 CFR 201.15 v Yes
O No
O N/A
| Comment/Recommendation: |
Spanish-language (Drugs) (package labeling) Acceptable
Regulation: 21 CFR 201.16 O Yes
O No
X N/A
| Comment/Recommendation: |
FD&C Yellow No. 5 and/or FD&C Yellow No. 6 (package labeling) Acceptable
Regulation: 21 CFR 201.20 O Yes
O No
X N/A

Page 19 of 31

Reference ID: 5253485



| Comment/Recommendation:

Phenylalanine as a component of aspartame (package labeling) Acceptable
Regulation: 21 CFR 201.21(c) O Yes
O No
X N/A
| Comment/Recommendation: |
Sulfites; required warning statements (package labeling) Acceptable
Regulation: 21 CFR 201.22(b) O Yes
O No
X N/A
| Comment/Recommendation: |
Net quantity (package labeling) Acceptable
Regulation: 21 CFR 201.51 v Yes
O No
O N/A
Recommended labeling practices references: Draft Guidance for Industry: Safety | v Yes
Considerations for Container Labels and Carton Labeling Design to Minimize O No
Medlication Errors (line 461- 463) which, when finalized, will represent FDA's 0O N/A
current thinking on topic
Allowable Excess Volume and Labeled Vial Fill Size in Injectable Drug and
Biological Products Guidance for Industry, June 2015 (line 68, 93-99)
USP General Chapters <1151> Pharmaceutical Dosage Forms (Excess volume in
injections).
| Comment/Recommendation: |
Statement of Dosage (package labeling) Acceptable
Regulations: 21 CFR 201.55, 21 CFR 201.100(b)(2) v Yes
O No
O N/A

Comment/Recommendation:

A statement of dosage is displayed on the carton labeling.
Carton Labeling:

see Prescribing Information.”

Applicant’s Response: The applicant revised the dosage statement as requested.

To applicant: We recommend revising the recommended dosage statement to read, "Dosage:
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[ oBP Labeling: The applicant’s revision is acceptable.

Dispensing container (package labeling) Acceptable
Regulation: 21 CFR 201.100(b)(7) v Yes
O No
O N/A
| Comment/Recommendation: |
Medication Guide (package labeling) Acceptable
Regulations: 21 CFR 610.60(a)(7), 21 CFR 208.24(d) v Yes
O No
O N/A
| Comment/Recommendation: |
Other (package labeling) Acceptable
v Yes
O No
O N/A
| Comment/Recommendation: |
Prescribing Information Evaluation
PRESCRIBING INFORMATION
Highlights of Prescribing Information
PRODUCT TITLE Acceptable
Regulation: 21 CFR 201.57(a)(2) v Yes
O No
O N/A
Recommended labeling practices reference. Draft Guidance for Industry on v Yes
Product Title and Initial U.S. Approval in the Highlights of Prescribing O No
Information for Human Prescription Drug and Biological Products - Content and | OO N/A
Format (January 2018), which, when finalized, will represent FDA’s current
thinking on topic

| Comment/Recommendation:
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Highlights of Prescribing Information

DOSAGE AND ADMINISTRATION

Acceptable

Recommended labeling practices reference: USP nomenclature for diluents and
Intravenous solutions

v Yes
O No
O N/A

| Comment/Recommendation:

Highlights of Prescribing Information

Single-Patient-Use Containers for Human Use (October 2018)
USP chapter <659> Packaging and Storage Requirements
USP General Chapters: <7> Labeling

DOSAGE FORMS AND STRENGTHS Acceptable
Regulations: 21 CFR 201.57(a)(8), 21 CFR 201.10, 21 CFR 201.100 v Yes

O No

O N/A
Recommended labeling practices references. Guidance for Industry: Selection | v Yes
of the Appropriate Package Type Terms and Recommendations for Labeling O No
Injectable Medlcal Products Packaged in Multiple-Dose, Single-Dose, and O N/A

| Comment/Recommendation:

Full Prescribing Information

tubing, infusion aids, or filter membranes) incompatibilities with these
components

2 DOSAGE AND ADMINISTRATION Acceptable
Regulation: 21 CFR 201.57(c)(3)(iv)] v Yes
Confirm appropriateness of specific direction on dilution, preparation, and O No
administration of the dosage form and storage conditions for stability of the O N/A
reconstituted or diluted drug, ensure verbatim statement for parenterals:

“Parenteral drug products should be inspected visually for particulate matter

and discoloration prior to administration, whenever solution and container

permit.”

Recommended labeling practices reference.: USP nomenclature for diluents and | v Yes
intravenous solutions and storage instructions for reconstituted and diluted O No
products; confirm the appropriateness of infusion bags, infusion sets (e.g., O N/A

| Comment/Recommendation:
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Full Prescribing Information

3 DOSAGE FORMS AND STRENGTHS Acceptable
Regulation: 21 CFR 201.57(c)(4) v Yes

O No

O N/A
Recommended labeling practices references. Guidance for Industry: Selection | v Yes
of the Appropriate Package Type Terms and Recommendations for Labeling O No
Injectable Medlcal Products Packaged in Multiple-Dose, Single-Dose, and O N/A

Single-Patient-Use Containers for Human Use (October 2018)
USP chapter <659> Packaging and Storage Requirements
USP General Chapters: <7> Labeling

Comment/Recommendation:
To the Applicant: The identifying characteristics were revised based upon your submission.

(b) (4)

Applicant’s Response: The applicant revised the statements as requested.
OBP Labeling: The applicant’s revisions are acceptable.
Full Prescribing Information
11 DESCRIPTION Acceptable
Regulations: 21 CFR 201.57(c)(12), 21 CFR 610.61 (m), 21 CFR 610.61(0), 21 | v Yes
CFR 610.61 (p), 21 CFR 610.61 (q) O No

O N/A
Recommended labeling practices references: USP General Chapters <1091>, v Yes
USP General Chapters <7> O No

O N/A
Comment/Recommendation:
To the Applicant: The identifying characteristics were revised based upon your submission.

(b) (4)
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To the Applicant: The inactive ingredients names were revised to appear in alphabetical order

per USP General Chapters <1091> Labeling of Inactive Ingredients.
®) @)

Applicant’s Response: The applicant revised the identifying characteristics and ingredient
statements as requested.

OBP Labeling: The applicant’s revisions are acceptable.

Full Prescribing Information

15 & 16 Hazardous Drug Acceptable
Regulation: 21 CFR 201.57(c)(17)(iv) O Yes

O No
Section 15: X N/A

References 1. OSHA Hazardous Drugs. OSHA.
http.//www.osha.qgov/SLTC/hazardousdrugs/index.html

Section 16:
xxxX is a hazardous drug. Follow applicable special handling and disposal

procedures.!

| Comment/Recommendation:

Full Prescribing Information
16 HOW SUPPLIED/ STORAGE AND HANDLING Acceptable
Regulation: 21 CFR 201.57(c)(17) v Yes

O No

O N/A
Recommended labeling practices: to ensure placement of detailed storage v Yes
conditions for reconstituted and diluted products O No

O N/A

Comment/Recommendation:

To the Applicant: Revised to highlight the presentation of the product followed by the NDC.
) @)

To the Applicant: The first sentence for the “injection” dosage form was included to be
consistent with the presentation of the “for injection” dosage form. The first sentence
includes the identifying characteristics of the dosage form per 21 CFR 201.57(c)(17).
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concise statements.

Natural Rubber Latex” https://www.fda.qgov/ media/85473/down(|l§))g)q

not submitted.
®) @)

shake the ENTYVIO prefilled syringe, or ENTYVIO PEN.”

OBP Labeling: The applicant’s revisions are acceptable.

To the Applicant: Revised to reduce redundancy of the information, which provides more

To the Applicant: Revised the statement to reflect FDA's recommended statement. When this
statement is used without any qualification then it would apply to the medical product, its
container, and any packaging. Refer to FDA’s Guidance titled "Recommendations for Labeling
Medical Products to Inform Users that the Product or Product Container is not Made with

To the Applicant: A do not shake statement was added, because data to support shaking was

Applicant’s Response: The applicant revised the statements as requested, except the
statement instructing users not to shake the syringe or pen was revised to read, “"Do not

(b) (4)—

(b) (4

Full Prescribing Information

MANUFACTURER INFORMATION Acceptable
Regulations: 21 CFR 201.100(e), 21 CFR 201.1 v Yes

O No

O N/A
Recommended labeling practices references: 21 CFR 610.61(b) (add the US v Yes
license number for consistency with the carton labeling), and 21 CFR 610.64 O No
(Name and address of distributor may appear and use a qualifying phrase for | O N/A
consistency with the carton labeling, when applicable)

| Comment/Recommendation: |
Medication Guide Evaluation

MEDICATION GUIDE
TITLE (NAMES AND DOSAGE FORM) Acceptable
Regulation for Medication Guide: 21 CFR 208.20(a)(7) v Yes

O No

O N/A
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| Comment/Recommendation:

MEDICATION GUIDE
STORAGE AND HANDLING Acceptable
Regulation for Medication Guide: 21 CFR 208.20(a)(2) v Yes

O No

O N/A

Comment/Recommendation:
To the applicant: The phrase “to protect from light” was inserted to clearly state the product
should be protected from light until the time of use.

®) 4
Applicant’s Response: The applicant revised the statements as requested.
OBP Labeling: The applicant’s revisions are acceptable.
MEDICATION GUIDE
INGREDIENTS Acceptable
Recommended labeling practice: To ensure labeling of inactive ingredients are | v Yes
in alphabetical order (see USP General Chapters <1091>) O No
O N/A

Comment/Recommendation:

To the Applicant: The inactive ingredients names were revised to appear in alphabetical order
per USP General Chapters <1091> Labeling of Inactive Ingredients, and to be consistent with
the other labeling.

(b) (4)

Applicant’s Response: The applicant revised the statements as requested.
OBP Labeling: The applicant’s revisions are acceptable.
MEDICATION GUIDE
MANUFACTURER INFORMATION Acceptable
21 CFR 208.20(b)(8)(iii) v Yes

O No

O N/A

Page 26 of 31

Reference ID: 5253485



21 CFR 610.61 (add the US license number for consistency with the carton labeling), v Yes
21 CFR 610.64 (Name and address of distributor may appear and use a qualifying ] No
phrase for consistency with the carton labeling, when applicable) O N/A

| Comment/Recommendation:

Instructions for Use Evaluation - Syringe and Pen

INSTRUCTIONS FOR USE

TITLE (NAMES AND DOSAGE FORM)
Recommended Labeling Practices references: Proprietary name in upper case | v Yes
letters on line 1, proper name (line 2) in lower case letters in parentheses, and | O No
dosage form followed by the route of administration (line 3) in lower case O N/A
letters (see Draft Instructions for Use — Patient Labeling for Human
Prescription Drug and Biological products and Drug-Device and Biologic-Device
Combination Products — Content and Format Guidance for Industry (July
2019). For the recommended dosage form (see USP General Chapters: <1>
Injections, Nomenclature and Definitions, Nomenclature form).

| Comment/Recommendation:

INSTRUCTIONS FOR USE

STORAGE AND HANDLING Acceptable

Recommended labeling practices for IFU: Draft Instructions for Use — Patient | v Yes
Labeling for Human Prescription Drug and Biological products and Drug-Device | O No
and Biologic-Device Combination Products — Content and Format Guidance for | o N/A
Industry (July 2018). To ensure that applicable storage and handling
requirements are consistent with the information provided in the PI
(Reference: Section 2 (Dosage and Administration) and Section 16 (How
Supplied Storage and Handling) of the PI)

Comment/Recommendation:

INSTRUCTIONS FOR USE
INGREDIENTS Acceptable
Recommended labeling practice: To ensure labeling of inactive ingredients are | O Yes
in alphabetical order (see USP General Chapters <1091>) 0 No
X N/A

| Comment/Recommendation:
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INSTRUCTIONS FOR USE

MANUFACTURER INFORMATION Acceptable

21 CFR 201.1, 19 CFR 134.11 v Yes
O No
O N/A

Draft Instructions for Use — Patient Labeling for Human Prescription Drug and v Yes

Biological products and Drug-Device and Biologic-Device Combination Products — ] No

Content and Format Guidance for Industry (July 2019). 0O N/A

21 CFR 610.61 (add the US license number for consistency with the carton labeling),

21 CFR 610.64 (Name and address of distributor may appear and use a qualifying

phrase for consistency with the carton labeling, when applicable)

| Comment/Recommendation:

APPENDIX C. Acceptable Labels and Labeling

e Prescribing Information (submitted on September 14, 2023)
\\CDSESUB1\EVSPROD\bla761133\0066\m1\us\114-labeling\draft\labeling\uspi-word-

clean.docx

e Medication Guide (submitted on September 14, 2023)
\\CDSESUB1\EVSPROD\bla761133\0066\m1\us\114-labeling\draft\labeling\medication-

guide-word-clean.docx

e Instructions for Use — Prefilled Syringe (submitted on September 14, 2023)

\\CDSESUB1\EVSPROD\bla761133\0066\m1\us\114-labeling\draft\labeling\prefilled-
syringe-instructions-for-use-word-clean.docx

e Instructions for Use — Prefilled Pen (submitted on September 14, 2023)
\\CDSESUB1\EVSPROD\bla761133\0066\m1\us\114-labeling\draft\labeling\prefilled-pen-
instructions-for-use-word-clean.docx

e Container Labels (submitted on September 20, 2023)
Syringe

(b) (4)

3 Page(s) of Draft Labeling have been
Page 28 of 31 Withheld in Full as b4 (CCI/TS) immediately
following this page
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Department of Health and Human Services

Food and Drug Administration
FOA LIRS
. Hj. Nfgg?.ﬁ DRUG Center for Drug Evaluation and Research

Office of Biotechnology Products

BLA Executive Summary (Round #2)
Assessment Date: 8/23/2023

1. Application/Product Information
BLA number 761133

Submission Type Resubmission

Regulatory Pathway | NME 351(a)

Associated IND/BLA | BLA 125476; IND 118980

Review Designation | Standard Review

Applicant Takeda Pharmaceuticals U.S.A, Inc.

Indication Maintenance treatment of adult patients with
moderately to severely active Ulcerative Colitis (UC)

Rx/OTC dispensed Rx

Drug Product Name | Proprietary Name: Entyvio

Non-proprietary Name/Code Name:
vedolizumab/MLN0002 SC, vedolizumab SC

OBP Naming: MAB HUMANIZED (IGG1) ANTI P13612
(ITA4_HUMAN) & P26010 (ITB7_HUMAN) [MLN0002]

Drug Product Vedolizumab SC is supplied as a 108 mg/0.68 mL
Description solution formulated in @@ histidine,

®®arginine hydrochloride, ®® polysorbate
80, pH 6.5.

Vedolizumab is a recombinant IgG1 monoclonal
antibody directed against human o4p7 integrin.

Dosage Form Liquid

Strength 108 mg/0.68 mL

BLA 761133 Resubmission — OPQ Executive Summary (Round #2)
Page 10of 8
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Department of Health and Human Services

Food and Drug Administration

Center for Drug Evaluation and Research

Office of Biotechnology Products

Route of
Administration

Subcutaneous injection

Primary Container
Closure System

Pre-filled Syringe (PFS)

Device Information

Needle-safety device (NSD)

Autoinjector (Al)

Co-packaged None

Product Information
Discipline Primary Secondary
Drug substance Yun Wu Willie Wilson
Drug product
Immunogenicity
Assay

. Facili Lin Brown Zhong Li

OPQ Review Team acility indsey Brow ong Li

Microbiology Maxwell Van
Tassell

RBPM Andrew Shiber
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:

Reference ID: 5231229

BLA 761133 Resubmission — OPQ Executive Summary (Round #2)
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Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

e Drug Substance:
(b) 4)

e Drug Product:
(b) (4)

o PFS Manufacture: ® @

(b) (4)

0 PFS+NSD and PFS+AIl 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:
e Drug Product (PFS+NSD; PFS+AIl): 18 months (from the date of | ©®
PFS manufacture) at 5°C + 3°C, protected f(go@r)n light
e Drug Substance:
e 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:

e Yes
e 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(b)ch)ug product spiked with RSE or CSE and stored up to Egidays at
°C.

4. Basis for Recommendation

Reference ID: 5231229

a. Summary:
Vedolizumab is a recombinant humanized immunoglobulin G1 (1gG1)
monoclonal antibody produced in CHO cells and is directed against human
o4p7 integrin, which is expressed on T and B lymphocytes. The ligand for
o4p7 integrin, mucosal addressin cell adhesion molecule 1 (MAACAM1), is
preferentially expressed in the mucosal tissue of the intestine. The binding of
vedolizumab to pathogenic gut-homing lymphocytes inhibits adhesion of
BLA 761133 Resubmission — OPQ Executive Summary (Round #2)
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Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

these lymphocytes to MAACAML1. The vedolizumab antibody was engineered
to eliminate binding to Fcy receptors (FcyR) by introducing two mutations,
L239A and G241A, in the FcyR 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 (1V) 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 1V, 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
V.

e The binding assay is a flow cytometry-based assay that measures the
binding activity of vedolizumab to a4p7-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.

e The adhesion assay assesses the ability of vedolizumab to block the
interaction between a4p7-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.

(b) 4

BLA 761133 Resubmission — OPQ Executive Summary (Round #2)
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Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

(b) (4)

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 e
®@@\vith 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., 25°C up to 7
days).

(b) (4)
(b) 4

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

BLA 761133 Resubmission — OPQ Executive Summary (Round #2)
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reduced/non-reduced CE-SDS acceptance critg)g)a in the o

validation protocol , revised bl

acceptance criterion in the @9 yalidation protocol,
@9y alidation for ®®heedles, and the

implementation of a validated endotoxin test method for release.

Additional CMC changes that were outside the scope of the Complete
Response Letter were also assessed during the BLA resubmission review cycle
and were determined to be acceptable. TAU was added as an alternate
vedolizumab SC DP lot release and stability testing because it was determined
during the review cycle that a majority of the supporting data provided in the
resubmission was generated at TAU. To support the addition of TAU as an
additional site, data to support validation of the sterility, endotoxin, and
container closure integrity test methods were provided. Minor changes were
implemented to the icIEF, HCP, reduced/non-reduced CE-SDS and SEC
analytical procedures to improve method performance. Information and data
were provided to support the qualification of new working reference standard
lots 226200 and 226845, as agreed upon during the Type B pre-BLA meeting
held 8/12/2022. And additional supporting data were provided to
demonstrate that the DP fill weight control strategy can ensure the consistent
delivery of the 0.68 mL label claim. All other changes were minor and/or
editorial in nature.

The overall vedolizumab SC control strategy incorporates controls over raw
materials, facilities and equipment, the manufacturing process, adventitious
agents, microbial contamination, and release and stability of the drug
substance and drug product. The manufacturing processes and overall control
strategies for vedolizumab SC as described in the license are appropriately
established to ensure consistency and quality of the final product; therefore,
lot variability is not a concern. The screening, confirmatory, and specificity
anti-drug antibody (ADA) assays used for immunogenicity assessment in the
clinical studies to support this BLA are adequately validated and suitable for
their intended purpose.

Adequate descriptions of the facilities, equipment, environmental controls,

®@ control strategy were provided for o

and TAU

(FEI: 3001157285). Manufacturing and testing performed at each facility was
determined to be acceptable based on the currently acceptable CGMP
compliance status and recent relevant inspectional coverage. A post-approval
device inspection is recommended for TAU. This BLA is recommended for
approval from product quality, facility, microbiology and sterility assurance
perspectives.

BLA 761133 Resubmission — OPQ Executive Summary (Round #2)
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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 8 610.61(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 (b) (4)

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

BLA 761133 Resubmission — OPQ Executive Summary (Round #2)
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c. Drug Product:
i.  Protocols approved:
1. Post-approval stability protocol (with shelf-life extension)

and stability commitments
ii. Residual risk:
e A low endotoxin recovery study using the vedolizumab drug
product spiked with RSE or CSE and stored up to (gdays at @
@6 °C should be conducted to verify that the 0
for the DP manufacturing process has no impact on endotoxin

recovery
iii.  Future inspection points to consider: None

FOIA statement: More detailed assessments of the BLA submission, which are not
included in this integrated quality assessment, may be requested via a Freedom of

Information Act (FOIA) request.

BLA 761133 Resubmission — OPQ Executive Summary (Round #2)
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Executive Summary BLA 761133 ENTYVIO (vedolizumab SC)

First Approval for Subcutaneous Route of Administration

Recommendation: Complete Response

BLA 761133
Review
Date: December 2, 2019
From: Willie Wilson, Ph.D.

Team Leader, DBRR I/OBP/OPQ

Through: Qing Zhou, Ph.D.
Review Chief, DBRR I/OBP/OPQ

Drug Name/Dosage vedolizumablinjection (ENTYVIO)

Form

Strength/Potency ®)@ (108 mg/0.68 mL single-dose pre-filled syringe and 108
mg/0.68 mL single-dose prefilled pen)

Route of Subcutaneous injection

Administration

Rx/OTC Dispensed Rx

Indication Treatment of adult patients with ulcerative colitis (UC)

Applicant/Sponsor Takeda Pharmaceuticals U.S.A., Inc.

US agent, if applicable [ N/A

Product Overview

Vedolizumab is a recombinant humanized immunoglobulin G1 (IgG1) monoclonal
antibody produced in CHO cells and is directed against human o4p7 integrin, which is
expressed on T and B lymphocytes. The ligand for a4B7 integrin, mucosal addressin
cell adhesion molecule 1 (MAdCAM?1), is preferentially expressed in the mucosal tissue
of the intestine. The binding of vedolizumab to pathogenic gut-homing lymphocytes
inhibits adhesion of these lymphocytes to MAdJCAM1. The vedolizumab antibody was
engineered to eliminate binding to Fcy receptors (FcyR) by introducing two mutations,
L239A and G241A, in the FcR 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 (1V) infusion under BLA
125476. Vedolizumab subcutaneous DP formulation under BLA 761133 is a 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. Each PFS and
autoinjector pen contains 108 mg/0.68 mL vedolizumab formulated in

9 histidine, ®@arginine hydrochloride and ®@ polysorbate 80, O @

(b) (4)
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The subcutaneous and intravenous formulations of vedolizumab DP will be referred to
in this memo as vedolizumab SC and vedolizumab 1V, respectively.

Quality Review Team

DISCIPLINE REVIEWER BRANCH/DIVISION
Drug Substance Andrea Siegel DBRR I/OBP/OPQ
Drug Product Andrea Siegel DBRR I/OBP/OPQ
Immunogenicity Andrea Siegel DBRR I/OBP/OPQ
Labeling Scott Dallas OBP/OPQ
Facility Ephrem Hunde DBM/OPMA/OPQ
Microbiology Lindsey Brown DBM/OPMA/OPQ
Business Process Manager Andrew Shiber RBPMBI/OPRO/OPQ
Team Lead for OBP Willie Wilson DBRR I/OBP/OPQ

Tertiary Reviewer for OBP

Joanna Zhou

DBRR I/OBP/OPQ

Microbiology Team Lead Jessica Hankins DBM/OPMA/OPQ
Facilities Team Lead Peter Qiu DBM/OPMA/OPQ
Multidisciplinary Review Team
DISCIPLINE REVIEWER OFFICE/DIVISION
RPM Kelly Richards CDER/OND/ODEIII/DGIEP

Cross-disciplinary Team Lead

Anil Rajpal/Tara Altepeter

CDER/OND/ODEIII/DGIEP

Medical Officer

Marjorie Dannis

CDER/OND/ODEIII/DGIEP

Nonclinical

Tamal Chakraborti/Sushanta
Chakder

CDER/OND/ODEIII/DGIEP

Clinical Pharmacology Jenny (Jie) Cheng/Hongshan Li CDER/OTS/OCP/DCPIII
Biostatistics Ling Lan/George Kordzakhia CDER/OTS/OB/DBIII
Device Rumi Young CDRH/OPEQ/OHT3/DHT3C
Medical Error Prevention Sherly Abraham/Idalia Rychlik CDER/OSE/OMEPRM/DMEPA

a. Names

i. Proprietary Name: ENTYVIO

ii. Trade Name: ENTYVIO

ili. Non-Proprietary/USAN: vedolizumab

iv. CAS name: 943609-66-3

v. INN Name: vedolizumab

vi. OBP systematic name:

vii. Other

MAB HUMANIZED (IGG1) ANTI

P13612 (ITA4_HUMAN) & P26010
(ITB7_HUMAN) [MLN0002]

Names:

MLNO0002 SC

b. Pharmacologic category: Therapeutic recombinant human monoclonal

antibody
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Quality Review Team — Signature Page

DISCIPLINE

REVIEWER

SIGNATURE

Microbiology Team Lead

Jessica Hankins

See electronic signature at the
end of review

Facilities Team Lead Peter Qiu See electronic signature at the
end of review
Application Technical Lead Willie Wilson See electronic signature at the

and DS and DP Team Lead

end of review

OBP Review Chief; DS, DP
and Immunogenicity Tertiary
Reviewer

Joanna Zhou

See electronic signature at the
end of review

Director; Executive Summary
Tertiary Reviewer

Kathleen Clouse

See electronic signature at the
end of review
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Quality Review Data Sheet

1. LEGAL BASIS FOR SUBMISSION: 351(a)

2. RELATED/SUPPORTING DOCUMENTS:
A. Submissions Reviewed

SUBMISSION(S) DOCUMENT DATE DISCIPLINE(S) AFFECTED
REVIEWED
761133/0001 June 17, 2019 OPMA/OBP
761133/0014 August 29, 2019 DBM/OPMA
761133/0016 September 16, 2019 OBP
761133/0018 September 30, 2019 OBP
761133/0022 October 15, 2019 DBM/OPMA
761133/0024 October 18, 2019 OBP
761133/0026 October 24, 2019 DBM/OPMA
761133/0027 October 25, 2019 OBP
761133/0029 October 31, 2019 DBM/OPMA
761133/0030 November 8, 2019 OBP
761133/0034 November 20, 2019 OBP
761133/0035 November 22, 2019 OoBP
761133/0036 November 25, 2019 OBP
B. DMFs:
‘ DMF # | Type HOLDER ITEM REFERENCED Code' STATUS?
- B 15 1 Adequate
] 3 N/A
Il 2 Adequate
1] 3 N/A
\Y 3 N/A

" Action codes for DMF Table: 1 — DMF Reviewed; Other codes indicate why the DMF was not reviewed, as follows: 2 — Reviewed
previously and no revision since last review; 3 — Sufficient information in application; 4 — Authority to reference not granted; 5 — DMF
not available; 6 — Other (explain under "Comments")

2 Adequate, Adequate with Information Request, Deficient, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents: None

Reference ID: 4531537
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3. CONSULTS: CDRH for product quality assessment related to device-constituent
of the final combination products

Release
specifications for the
device constituents

for the major
deficiencies that
will be

Discipline/Topic Date Status | Recommendation | Reviewer/Team
Requested Leader
CDRH/OPEQ/OHT3/DHT3C | 5/3/2019 Complete | The device Rumi Young,
constituent parts Primary

Review of the device of the combination | Reviewer
components of the products are not
combination product, approvable. See
including the Complete

e Device performance Response Letter

e Biocompatibility of communicated to
the syringe the Sponsor.
components as the
barrel is the primary
container closure

5
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Executive Summary

Recommendations

A. Recommendation and Conclusion on Approvability
a. Recommendation: Complete Response

The Office of Pharmaceutical Quality (OPQ), CDER, has concluded that the
data submitted in this application are inadequate to support a conclusion that
the manufacture of ENTYVIO (vedolizumab) injection, for subcutaneous use,
will lead to a product that is safe, pure and potent for the duration of the shelf-
life. The deficiencies are primarily related to product quality of the device-
constituents of the proposed combination products; however, these
deficiencies resulted from a failure of current biologic product and device
designs to accomplish the intended performance of the proposed combination
products. From a product quality-perspective, OPQ is recommending a
Complete Response letter to be issued to Takeda Pharmaceuticals to outline
the information and data that will be required to support approval.

b. Summary of Complete Response issues: see Complete Response Letter
for details.

Additional Product Quality Comments for Complete Response Letter (OBP
and OPMA)

1. Reference is made to the deficiencies related to product quality (i.e.,
for device design, control and performance) and the recommended
resolution to these deficiencies as conveyed above. While the
deficiencies are related to the manufacture and control of device-
constituents of the proposed combination products, changes that could
significantly impact the manufacture and control of vedolizumab and
final combination products ® @)

®@ are recommended to address these
deficiencies. Therefore, current Chemistry, Manufacturing and Control
(CMC) information and data provided are considered inadequate to
support the intended performance of the proposed combination
products from a biologic product quality perspective. You should
perform a risk assessment to determine the type and amount of
additional CMC information and data (e.g., process development,
process validation, comparability, compatibility, stability data, etc.) that
need to be provided in the BLA resubmission, and update the
appropriate Module 3 sections to reflect any CMC changes made to
fully address these deficiencies. For ease of review, include a detailed
summary table of the location and justification for updates made to
each Module 3 section. If you intend to leverage information and data
currently provided in the BLA to support the introduction of CMC
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changes and/or the manufacture of vedolizumab, device, and final
combination product(s) in the resubmission, provide appropriate
justification to support the relevance of the information and data. The
updated CMC information and data provided in the resubmission will
be evaluated to support the licensure of the proposed combination
product(s).

5. The response to Question #5 of sequence 0022 indicates that the
rabbit pyrogen test (RPT) will be implemented as an interim release
test for the drug product until a suitable in vitro endotoxin method is
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developed. The release RPT may not be necessary if you can
demonstrate that endotoxin spiked drug product samples are not
pyrogenic in rabbits. Refer to PDA Technical Report 82 for additional
information on endotoxin dosing in rabbits. In addition, the Bacterial
Endotoxin Test specification should remain in 3.2.P.5.1 until a suitable
endotoxin method is developed.

c. Benefit/Risk Considerations

Inflammatory bowel disease (IBD) is comprised of UC and CD, which have
both distinct and overlapping pathologic and clinical characteristics. The
prevalence of UC and CD is approximately 50 — 100 of every 100,000
people and 150 of every 100,000 people, respectively. The goal of IBD
therapy is to induce and maintain mucosal healing and clinical remission,
and consequently reduce the need for hospitalization and surgery.
Conventional therapies include oral 5-aminosalicylates, glucocorticoids
and immunomodulators. Biologic-based treatments include TNF-a
antagonists (e.g., infliximab, adalimumab, certolizumab), interleukin
antagonists (e.g., ustekinumab) and integrin antagonists (e.g.,
natalizumab, vedolizumab). Multiple clinical trials have shown that
intravenous infusion of vedolizumab can induce durable clinical response,
durable clinical remission, mucosal healing and corticosteroid-free
remission in subjects with UC or CD. The new vedolizumab SC
formulation allow patients and health care providers the option to choose
between IV infusion or SC injection for long-term maintenance therapy
after the initial vedolizumab treatment by IV infusion.

The overall control strategy for vedolizumab SC drug substance (DS) and
drug product (DP) manufacture incorporates control over raw materials,
facilities and equipment, the manufacturing process, and adventitious
agents. The DS manufacturing control strategy for process steps ® @)

®@ are cross-referenced to the
vedolizumab IV BLA 125476. The DS in-process controls, release, and
stability testing ensure process consistency and production of a DS that
has appropriate quality and is free of adventitious agents.

During the review cycle, the vedolizumab SC prefilled syringe (PFS) used
to manufacture the proposed combination products (i.e., PFS + needle
safety device and PFS + autoinjector) was demonstrated to be susceptible
to needle clogging ® @
leading to device performance
failure for drug delivery. Therefore, current designs of biologic drug and
device cannot accomplish the intended performance of the proposed
combination products (i.e., PFS and autoinjector pen). Consequently,
current DP manufacturing process and product quality controls, including
lot release and stability testing, are inadequate to assure the manufacture

Reference ID: 4531537
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of a product that is safe, pure and potent for the duration of the shelf-life.
These deficiencies could not be resolved during this review cycle.

The technical assessments for OBP (including DS/DP quality and
immunogenicity assays) and OPMA (including DS/DP microbiology review
and facilities review) are located as separate documents in Panorama.
The CDRH review memo is located as separate document in DARRTS.

d. Environmental Assessment or Claim of Categorical Exclusion:

A claim of categorical exclusion from environmental assessment
according to 21 CFR 25.31 (c) was provided. Takeda states that to their
knowledge, per 21 CFR 25.15 (d), no extraordinary circumstances exist
that would result in significant impact to the environment from the
discharge of this substance.

B. Recommendation on Phase 4 (Post-Marketing) Commitments,
Requirements, Agreements, and/or Risk Management Steps, if
Approvable

Not Applicable

Il. Summary of Quality Assessments
A. CQA Identification, Risk and Lifecycle Knowledge Management
Table 1 below is a summary of critical quality attributes and their control strategies

that are relevant to both drug substance and drug product.

Reference ID: 4531537



Table 1: Drug Substance and Drug Product CQA Identification, Risk and Lifecycle Knowledge Management

Weight (HMW)
species/Aggregates

(product-related
impurities)

Pharmacokinetics, and
Safety/Immunogenicity

Impacts a4p7 binding

CQA Risk Origin Control Strategy Other notes
HuT78 Binding Efficacy Intrinsic to the molecule, OEN/A
Assay (potency) ®) (@)
Adhesion Assay Efficacy Intrinsic to the molecule, N/A
(potency) ©@
Identity Safety and Intrinsic to the molecule N/A
Efficacy
High Molecular Efficacy, @@ N/A

Minimal change is expected
during long-term DS
storage; the impact of long-
term DP storage on HMW
species will be determined
upon the response to the
CR.

Reference ID: 4531537
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N/A

N/A

N/A

Low Molecular Efficacy and

Weight (LMW) Pharmacokinetics

Species

(product-related Minimal change is expected

impurities) during long-term DS
storage; the impact of long-
term DP storage on LMW
species will be determined
upon the response to the
CR.

Oligosaccharide Safety,

Profile Pharmacokinetics

(GOF+G1F+G2F)

Oxidation Efficacy Exposure to oxidative, low
pH, light and thermal stress.

Deamidation Efficacy Exposure to heat stress.

N/A

Reference ID: 4531537
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Osmolality Safety, Efficacy Formulation
(control of
degradation through
formulation)

pH Safety and Efficacy Formulation process

N/A

N/A

N/A

Reference ID: 4531537

Protein Content Efficacy Manufacturing process
Polysorbate 80 (PS | Safety Formulation
80)

12
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B. Drug Substance [vedolizumab SC] Quality Summary
CQA Identification, Risk and Lifecycle Knowledge Management
Table 2 below is a summary of the identification, risk, and lifecycle knowledge
management for drug substance CQAs that are derived from the drug substance
manufacturing process and general drug substance attributes.

13
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Table 2: Drug Substance CQA Process Risk Identification and Lifecycle Knowledge Management

CQA Risk Origin Control Strategy Other notes
Appearance Safety Controlled by the N/A
manufacturing process

Host Cell Proteins Safety and Production cell line N/A
Immunogenicity

(Process-related

impurity)

Host Cell DNA Safety Production cell line N/A

(Process-related

impurity)

_ Safety and Process related N/A
Immunogenicity impurity . ®®

(Process-related ]

impurity)

Safety Production bioreactor N/A

(Process-related

14
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impurity)
Culture Medium Safety Cell bank N/A
additives (e.g., cryopreservative
medium, preculture
medium, or production
bioreactor medium
(Process-related
impurity)
Viruses Safety Contamination during N/A
manufacture, most
(Contaminant) likely
during cell culture
operations
Mycoplasma Safety Mycoplasma would N/A
most likely be
(Contaminant) introduced during cell
culture operations.
Leachables Safety Process-related N/A
impurities potentially
(Process-related from manufacture and
impurity) the DS container

closure system (CCS)

Reference ID: 4531537
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Endotoxin Safety and Purity | Endotoxin can be N/A
introduced by raw
materials and
throughout the
manufacturing process
Bioburden Safety, Purity and | Raw materials or N/A
Efficacy contamination during
(degradation or manufacturing
modification of the
product by
contaminating
microorganisms)

16
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a. Description
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Vedolizumab is a recombinant IgG1 monoclonal antibody containing kappa light
chains and is directed against human o4p7 integrin. Each molecule contains 2
heavy chains and 2 light chains linked together by 12 intra-chain and 4 inter-
chain disulfide bonds. The Fc binding region of vedolizumab contains two
mutations, L239A and G241A, to reduce binding to Fcy receptors. Each heavy
chain contains an asparagine-linked glycosylation site at asparagine 301
(Asn301). The molecular mass of the main isoform of vedolizumab is 146.837
kDa and the isoelectric point range is 7.6 — 8.3.

The protein concentration of vedolizumab is measured using UV-
spectrophotometry at| ®@using the theoretical exfinction coefficienf
®® The experimental extinction coefficient is The
sponsor will retain use of the theoretical extinction coefficient, given that it is
close to the experimental value and will provide protein concentrations consistent

with those used in clinical studies.

(b) (4)

Mechanism of action

Vedolizumab is a humanized IgG1 monoclonal antibody that selectively binds to
the human o4p7 integrin expressed on discrete subsets of memory T
lymphocytes that migrate to the gut. The ligand for a4B7 integrin, mucosal
addressin cell adhesion molecule 1 (MAdCAM?1), is preferentially expressed in
the mucosal tissue of the intestine. Vedolizumab binds to pathogenic gut-homing
lymphocytes and inhibits their adhesion to MAACAM1. Vedolizumab does not
interfere with binding of 41 to its ligand, vascular cell adhesion molecule 1
(VCAM1), a similar integrin molecule expressed on lymphocytes. The Fc binding
region of vedolizumab is engineered to reduce Fcy receptor binding and
subsequent Fc mediated effector functions, including ADCC and CDC activities.

Potency Assay
The potency of vedolizumab SC is measured using the same two cell-based
assays that are used for vedolizumab IV:

e Binding Assay: The binding assay is a flow cytometry-based assay that
measures the binding activity of vedolizumab to a4B7-expressing HUT 78
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 HuT 78 cells results in a dose dependent
increase in fluorescence compared to an isotype control.

o Adhesion Assay: The adhesion assay assesses the ability of vedolizumab
to block the interaction between a4p37-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

17
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addition of alamarBlue and conversion of alamarBlue to a fluorescent
compound by the adherent cells.

d. Reference material(s)

Vedolizumab SC and IV utilize the same two-tiered reference material system.
The two-tiered reference material system consists of a primary reference
standard (PRS) and a working reference standard (WRS). The PRS is intended
to be used to qualify future PRSs and WRSs. The WRS is intended to be used
for routine testing and for re-qualification of the PRS. The RSs are suitable for
their intended uses in vedolizumab SC testing. The current PRS|  ®® and
WRS|  ®® were derived from separate DS lots manufactured at; ~ ®®

Critical starting materials or intermediates
The production cell line for vedolizumab was derived from: @@ cells,

. Atwotiered cell
banking system consisting of a Master Cell Bank (MCB) and a Working Cell Bank
(WCB) was implemented to ensure continued source of product. Viability of both
the MCB and WCB is monitored as part of a stability program. Adequate testing
for adventitious agents was performed.

f. Manufacturing process summa

Reference ID: 4531537
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g. Container closure

Reference ID: 4531537

Vedolizumab SC DS is stored in (b) @)

The

container closure system is suitable for vedolizumab SC DS.

Dating period and storage conditions
Not applicable due to CR.

Drug Product [vedolizumab SC] Quality Summary

Table 3 provides a summary of the identification, risk, and lifecycle knowledge
management for drug product (i.e., PFS, PFS+NSD and PFS+Al) CQAs that are
derived from the drug product manufacturing process and general drug product
attributes.

19
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Table 3: Drug Product CQA Identification, Risk, and Lifecycle Knowledge Management

CQA Risk Origin Control Strategy Other
Sterility Safety risk to Contaminants could be N/A
patients (infection) introduced throughout
Efficacy DP manufacturing

(degradation or
modification of the

product by
contaminating
microorganisms)
Endotoxin Safety, purity, and Contaminants could be
immunogenicity introduced throughout

DP manufacturing
process and through raw
materials

20
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Container closure Safety (Failure in May be impacted by
integrity container closure storage conditions

integrity may lead to

contamination

through a loss of

sterility) or

evaporation/leakage

(impacting

concentration or

content)
Appearance Safety and Efficacy | Formulation,
(general) contamination or

degradation

Particulate Matter Safety/ Manufacturing
(translucent, visible | Immunogenicity process and container
and subvisible) closure system (CCS)
(Product or Process
Related Impurities)
Injectable Volume Efficacy/Dosing

(general)

Reference ID: 4531537
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[ v«
R
Glidability (piston Efficacy/Dosing Manufacturing process, N/A
break loose and
glide force)
Leachables Safety Manufacturing N/A
equipment and
(process-related CCS
impurities)
22
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. Potency and Strength

Vedolizumab SC, 108 mg/0.68 mL, is supplied in PFS and autoinjector
pen. Potency is defined as the percent activity relative to the current
vedolizumab reference standard. The potency assays are the same as
described in the DS section of this memo.

. Summary of Product Design

Vedolizumab SC is supplied as a sterile, single-dose, preservative-free
solution for SC injection in a PFS that is assembled into a Needle Safety
Device (referred to as PFS+NSD) or an autoinjector pen (referred to as
PFS+AI). The drug product formulation consists of

histidine, ®®arginine hydrochloride and  ®® polysorbate 80
at pH 6.5. The minimum injectable/extractable volume is 0.68 mL.

. List of Excipients

Excipients include histidine, ®®arginine
hydrochloride and’  ®® polysorbate 80.

. Reference material(s)

The same reference material is used for vedolizumab SC DS and DP.

. Manufacturing process summa

23
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(b) (4)

f. Container closure
The primary container closure system for vedolizumab SC DP consists

ofa1-mLlong, ®® glass with 27G thin wall %2 “, ®@ stainless
steel ®@ needle ®@ rigid needle shield (RNS) with

(b) (4)
and a stopper composed of ® @)

. The Needle Safety
Device constituents (i.e., needle guard, plunger rod and finger flange)

are supplied by ®®)  The autoinjector
device constituents (i.e., cap/body subassembly and ® @)
%) are supplied by ® @

The container closure systems were determined not suitable to
assure the intended device performance for drug delivery (see CR letter
for details on the deficiencies).

g. Dating period and storage conditions
Not applicable due to CR.

D. Novel Approaches/Precedents: None

E. Any Special Product Quality Labeling Recommendations
e Not applicable due to CR.

24
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F. Establishment Information
OVERALL RECOMMENDATION:
DRUG SUBSTANCE
DUNSI/FEI PRELIMINARY INSPECTIONAL FINAL
FUNCTION | SITE INFORMATION NUMBER ASSESSMENT | OBSERVATIONS | RECOMMENDATION
Working cell ®) ¢ Approve - Based
bank on Previous
manufacture and History and
storage; Drug Waiver granted by NA Approve Facility
substance OBP/OPF.
manufacture
QC release The facility is
testing under the same Aoprove Facili
(bioburden, FEI and Quality NA pp ty
endotoxin) System as the
above facility
QC release Approve - Based
testing (tryptic on Previous -
peptide mapping) History NA Approve Facility
QC release Approve - Based
testing (all tests on Previous
except History
microbiology and
tryptic peptide
map)
NA Approve Facility
QC stability
storage and
testing (all tests
except
microbiology)
Master Cell Bank No evaluation
and Working Cell necessary No evaluation
NA
Bank Storage necessary
Master Cell Bank No evaluation .
No evaluation
Storage necessary NA necessary
Drug substance Approve - Based
manufacture, QC on Previous
release testing History and -
(bioburden, Waiver granted by NA Approve Facility
endotoxin) OBP/OPF.
Approve - Based
lnizg(t)iﬁess on Previous NA Approve Facility
g History
Approve - Based
lniggct)iﬁess on Previous NA Approve Facility
g History
QC Approve - Based
release/stability on Previous
testing (binding History NA Approve Facility
and adhesion
assay)
QC stability Approve - Based
testing on Previous -
(bioburden, History NA Approve Facility
endotoxin)
DRUG PRODUCT

Reference ID: 4531537
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FUNCTION

PFS manufacture,
visual inspection,
QC release testing
(sterility), primary
packaging

PFS+NSD
assembly, primary
packaging,
labeling

PFS Visual
Inspection

PFS+NSD QC
release testing
(functional)

PFS Visual
Inspection, QC
release testing

(sterility)

PFS Visual
inspection, QC
release testing

(sterility)

PFS QC
release/stability
testing (all except
particulate matter,
endotoxin and
sterility)

PFS+NSD QC
stability testing
(functional)

PFS QC stability
testing (endotoxin,
sterility)

PFS QC release
testing (dose
accuracy, general
chemistry,
functional)

PFS+AIQC
release/stability
testing (dose
accuracy,
functional)

PFS QC stability
(container closure
integrity)

PFS QC release
testing (rabbit
pyrogen testing)

Reference ID: 4531537

SITE
INFORMATION

lakeda Austria
GmbH

DUNSI/FEI PRELIMINARY INSPECTIONAL FINAL
NUMBER ASSESSMENT OBSERVATIONS | RECOMMENDATION
O @ Approve - Based
on Previous History
and Waiver granted
by OBP/OPF.
NA Approve Facility
Approve - Based
on Previous History Approve Facility
NA
Approve - Based
on Previous History
NA Approve Facility
Approve - Based
on Previous History
NA Approve Facility
Approve - Based
on Previous History
Approve Facility
NA
Approve - Based Approve Facility
on Previous History NA
3001157285 Approve - Based Approve Facility
on Previous History
NA
e Approve - Based Approve Facility
on Previous History NA
Approve - Based
on Previous History NA Approve Facility

26




PFS+NSD
Secondary
labeling/packaging
Batch release

PFS+AI Primary
packaging,
secondary

labeling/packaging

, batch release

PFS+AI Device
Assembly, Visual
Inspection, QC
release/stability
testing, primary
packaging

Reference ID: 4531537

27

Approve - Based Approve Facility
on Previous History
NA
Pre-approval A 1-item Form Approve Facility
inspection is FDA-483 was
recommended per | issued to the firm
CDRH ODE for lack of
consult memo corrective and
(ICC1900197) preventive actions
dated 5/3/2019 for OOS
investigations.
The inspection
was classified as
VAI with the
approval
recommendation
of the facility for
BLA 761133




Executive Summary BLA 761133 ENTYVIO (vedolizumab SC)

G. Facilities

Reference ID: 4531537

Vedolizumab SC DS is manufactured (:2’(3)

®@ _ The same facilities are used to manufacture
vedolizumab IV DS. OPQ waived the pre-license inspection for ® @

The compliance status of the
production and testing facilities associated with the manufacture of vedolizumab
SC DS is acceptable based on previous inspections and district
recommendation. The DS inspection waiver memo was uploaded to Panorama
on October 22, 2019.

The vedolizumab SC (b))

. OPQ waived the pre-license
inspection for ®@ The compliance status of the production
and testing facilities associated with the manufacture of vedolizumab SC PFS is
acceptable based on previous inspections and district recommendation. The DP
inspection waiver review memo was uploaded to Panorama on October 22,
2019.

(b) (4)

®® The compliance status

®@ gre

acceptable. A pre-approval inspection (PAl) of ®@ was
conducted by the Office of Regulatory Affairs (ORA) from ®)4)
One Form 483 observation was issued ®) )

(b) (4)

The final recommendation from the inspector was Voluntary Action Indicated
(VAI). The firm was informed that the observations were the inspector’s opinion
and will be reviewed further by the Agency to determine if an action should be
taken. Upon further review by CDRH, it was determined that deficiencies related
to needle clogging for the PFS+NSD and PFS+Al do not provide assurance of
device functionality, dose accuracy and patient safety. Refer to the Complete
Response Letter for additional details.
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H. Lifecycle Knowledge Management
a. Drug Substance

Reference ID: 4531537

Protocols approved: None

Outstanding review issues/residual risk: Refer to CDRH CR
comments and additional product quality comments in the CR
letter.

Future inspection points to consider: None

b. Drug Product

Protocols approved: None

Outstanding review issues/residual risk: Refer to CDRH CR
comments and additional product quality comments in the CR
letter.

Future inspection points to consider: None
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Quality Assessment Summary Tables

Table 1: Noteworthy Elements of the Application

# Checklist Yes No N/A
Product Type
1. Recombinant Product X
2. Naturally Derived Product X
3. Botanical X
4. Human Cell Substrate/Source Material X
5. Non-Human Primate Cell Substrate/Source Material X
6. Non- Primate Mammalian Cell Substrate/Source X
Material
7. Non-Mammalian Cell Substrate/Source Material X
8. Transgenic Animal Sourced X
9. Transgenic Plant Sourced X
10. New Molecular Entity X
11. PEPFAR Drug X
12. PET Drug X
13. Sterile Drug Product X
14. | Other X
Regulatory Considerations
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15. Citizen Petition and/or Controlled Correspondence
Linked to the Application (# )

16. Comparability Protocol(s)

17. | End of Phase II/Pre-NDA Agreements tem)

18. | SPOTS

(Special Products On-line Tracking System

19. USAN Name Assigned X

20. Other

Quality Considerations

21. Drug Substance Overage

22. Formulation
23. Process
Design Space
24. Analytical Methods
25. Other
26. Other QbD Elements X

27. Real Time Release Testing (RTRT)

28. | Parametric Release in lieu of Sterility Testing

29. | Alternative Microbiological Test Methods

30. Process Analytical Technology in Commercial

Production
31. Non-compendial Analytical Drug Product X
32. Procedures Excipients
31
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33. Drug Substance X

34. Human or Animal Origin
Excipients

35. Novel

36. Nanomaterials

37. Genotoxic Impurities or Structural Alerts

38. Continuous Manufacturing

39. Use of Models for Release

40. Other

32
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