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I RECOMMENDATIONS AND CONCLUSIONS ON APPROVABILITY

The Division of Therapeutic Proteins, Office of Biotechnology Products, OPS,
CDER, recommends approval of STN125288 for Nulojix (Belatacept)
manufactured by Bristol-Myers Squibb for human use (under conditions specified
in the package insert). The data submitted in this application are adequate to
support the conclusion that the manufacture of Nulojix is well controlled, and
leads to a product that is pure and potent. It is recommended that this product be
approved

IL APPROVAL LETTER INFORMATION

o The dating period for Nulojix (belatacept) shall be 30 months from the date of
- manufacture when stored at 2 — 8°C and protected from light. The date of
manufacture shall be defined as the date of o

~

e The dating period for drug substance shall be 30 months N 1)

e We are approving the stability protocols in the license application for the
purpose of extending the expiration dating periods.

e Nulojix is a specified product. Per 21CFR601.2(c)(1) specified products do
not need to be on lot release.

III. POST MARKETING COMMITMENTS/POST MARKETING
REQUIREMENTS

It should be noted that at the time this memo was written the wording for the PMR and

PMC:s had not been finalized with the Sponsor.

PMR

1) Conduct a study to quantify at the end of the proposed ek

’ . . b
Provide a worst case risk assessment for those 2@

humans, in your final report.

, including potential toxicity to

Final Report Submission Date: December 2012

PMC : :

2) Conduct a trend analysis of profiles based on the results from 30
consecutively released future drug substance batches. Re-evaluate the acceptance
criteria for these product attributes and, if appropriate, submit the revised .
specifications together with data justification that includes supporting data and
reflective of your experience with lots used in the clinical trials.

(b) (4)

Page 2 of 21 | ’ May 6, 2011
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o Final Study Report Submission Date: December 2013

3) Conduct a trend analysis for @@ content using an extended characterization

@@ to generate informational data and based on the results from

30 consecutively released future drug substance batches; evaluate the need for

introducing a validated release method and setting acceptance criteria for this product
attribute, or provide justification for not requiring a @@ content release method.

Final Study Report Submission Date: December 2013

4) Provide a protocol describing the conditions and criteria which will be applied for
assessing the stability of any drug substance lot held for the maximum hold time
allowed at each e

Fihal Submission Date: December 2011

5) Provide information and summéry data on the product specific dye-ingress container
closure, integrity test method and provide an updated post-marketing stability
protocol replacing the sterility test with CCIT.

Final Report Submission Date: September 2012

an

’

6) BMS will perform a study to support multiple freezing-thawing of drug substance
(DS) that incorporates conditions reflective of the intended use (multiple freeze-
thaws, including shipping). Also, BMS will provide DS stability data confirming a
cumulative stability limit of greater than 12 months at 2-8°C before and after multiple
freeze-thaw cycles. In addition, BMS will provide stability data for drug product
produced from DS that has undergone multiple freeze-thaw cycles.

Interim Report Submission Date: December 2011
Final Report Submission Date: December 2013

10) The company will develop characterization methodology for micron and submicron
subvisible particulates using stressed and/or accelerated drug product samples to
assess whether a correlation may exist between subvisible particulates in the micron
and submicron ranges and propose an appropriate control strategy for drug product
stored under the approved conditions. '

Final Report Submission Date: December 31, 2012

"IV. EXECUTIVE SUMMARY

i

A. Description of Belatacept

Page 3 of 21 May 6, 2011

18 Page(s) have been Withheld in Full as b4
(CCI/TS) immediately following this page




(S
) :{,/ “
()

VIL. SIGNATURE BLOCK

Name and Title

Signature and Date

Susan Kirshner, Ph.D. Associate
Laboratory Chief, Laboratory of
Immunology, Division of Therapeutic
Proteins

S/

Barry Cherney, Ph.D., Deputy Director,
Division of Therapeutic Proteins

Amy Rosenberg, MD Director,
Division of Therapeutic Proteins

/3%% Sl

S6 )

Page 20 of 20

O

May 6, 2011




25288 — Nuloiix (Belg

DEPARTMENT OF HEALTH & HUMAN SERVICES

Center for Drugs Evaluation and Research — Food and Drug Administration
Office of Biotechnology Products / Office of Pharmaceutical Science
Division of Monoclonal Antibodies

Division of Therapeutic Proteins

Primary Review of 'Complete Response

From: Jack Ragheb, M.D.
Senior Supervisory Regulatory Scientist

Through: Susan Kirshner, Ph.D.
' Associate Chief, Laboratory of Immunology
Division of Therapeutic proteins (DTP)

BLA Number: STN 125288
Product: Belatacept (CTLA4-Ig)
Sponsor: Bristol Myers Squibb

VIL. SIGNATURE BLOCK

Name and Title ~ Signature and Date

Susan Kirshner, Ph.D. Associate ~
Laboratory Chle’f,.L.aboratory of - !g : 0& WM 5 / 2 / /
Immunology, Division of Therapeutic
Proteins

P

Jack Ragheb, M.D., Ph.D. Primary
Reviewer, Senior Regulatory Research %/ / // / /
Officer, Division of Therapeutic Proteins _ /

93 Page(s) have been Withheld in Full
as b4 (CCI/TS) immediately following 1
this page




25288 — Nuloiix (Bela

g*”“m"‘-eq, DEPARTMENT OF HEALTH & HUMAN SERVICES

(-

"'%,,‘, Center for Drugs Evaluation and Research - Food and Drug Administration
Office of Biotechnology Products / Office of Pharmaceutical Science

Division of Monocional Antibodies

Division of Therapeutic Proteins

o utiny

The Quality Team Leader’s Executive Summary

From: Susan Kirshner, Ph.D.
Associate Chief, Laboratory of
Immunology
Division of Therapeutic proteins (DTP)

Through: Barry Cherney, Ph.D.
Deputy Director, DTP

BLA Number: STN 125288
Product: Belatacept (CTLA4-Ig)
Sponsor: Bristol-Myers Squibb

Page 1 of 11



25288 — Nuloiix (Bela

I RECOMMENDATIONS AND CONCLUSIONS ON APPROVABILITY

Suggested language

The Division of Therapeutic Proteins, Office of Biotechnology Products, OPS,
CDER, does not recommend approval of STN125288 for Nulojix (Belatacept)
manufactured by Bristol-Myers Squibb. The data submitted in this application
are inadequate to support the conclusion that the manufacture of Nulojix is well
controlled, and leads to a product that is pure and potent. It is not
recommended that this product be approved for human use (under conditions
specified in the package insert). '

IL. APPROVAL LETTER INFORMATION
Not applicable

III. POST MARKETING COMMITMENTS/POST MARKETING
REQUIREMENTS

Not applcable

(b) @

7 Page(s) have been Withheld in Full
Page 2 of 11  as b4 (CCI/TS) immediately following
this page
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VII. SIGNATURE BLOCK

(b) (4)

Name and Title

Signature and Date

Susan Kirshner, Ph.D. Associate
Laboratory Chief, Laboratory of
Immunology, Division of Therapeutic
Proteins

Barry Cherney, Ph.D., Deputy Director,
Division of Therapeutic Proteins

Jack Ragheb, M.D., Ph.D. Primary
Reviewer, Senior Regulatory Research
Officer, Division of Therapeutic Proteins
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Barry Cherney, Ph.D.
Deputy Director
Division of Therapeutic Proteins
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Jack A. Ragheb, M.D., Ph.D.
Primary Reviewer

Senior Regulatory Research Officer
Principal Investigator

Division of Therapeutic Proteins
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Executive Summary

L

II.

III.

RECOMMENDATIONS AND CONCLUSIONS ON APPROVABILITY

The Division of Therapeutic Proteins, Office of Biotechnology Products, OPS,
CDER, does not recommend approval of STN125288 for Nulojix (Belatacept)
manufactured by Bristol-Myers Squibb. The data submitted in this application are
inadequate to support the conclusion that the manufacture of Nulojix is well
controlled, and leads to a product that is pure and potent. It is not recommended
that this product be approved for human use (under conditions specified in the
package insert). ’

APPROVAL LETTER INFORMATION

Not applicable

"POST MARKETING COMMITMENTS/POST MARKETING

REQUIREMENTS

Not applcable
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L. RECOMMENDATIONS AND CONCLUSIONS ON APPROVABILITY
Suggested language

The Division of Therapeutic Proteins, Office of Biotechnology Products, OPS,
CDER, does not recommend approval of STN125288 for Nulojix (Belatacept)
manufactured by Bristol-Myers Squibb. The data submitted in this application
are inadequate to support the conclusion that the manufacture of Nulojix is well
controlled, and leads to a product that is pure and potent. It is not
recommended that this product be approved for human use (under conditions
specified in the package insert).

II. APPROVAL LETTER INFORMATION
Not applicable

III. POST MARKETING COMMITMENTS/POST MARKETING
REQUIREMENTS

Not applcable
® @

7 Page(s) have been Withheld in Full as
b4 (CCI/TS) immediately following this
Page 2 of 11 page
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Susan Kirshner, Ph.D. Associate
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ) 67 (.0

3
A Number: | Zb’lx Applicant: BHS

Drug Name: ngq‘\TLG{T‘/@DA Type: %ﬁ’ INITIAL-

On initial overview of the BLA/NDA application for filing:

Stamp Date: @—’-{% =

(0) (4)
(b) @)

- CTD Module 1 Contents Present?

If not, justification, action & status

Cover Letter p's

N

Form 356h completed %
0 including list of all establishment
sites and their registration numbers

N
N

Comprehensive Table of Contents

Environmental assessment or request
for categorical exclusion (21 CFR Part
25)

D
Z|Z

Labeling: Y
PI —non-annotated 8%
PI —annotated
PI (electronic)
Medication Guide

package and container

diluent 2
other components %
established name (e.g. USAN)
proprietary name (for review) o)

OCU0O0O 0000000

/a.,L,Le /ea/ rherlcteon S wo
W—.Q@%{;@*

N
N
N
N
N
Patient Insert Y @ &
N
®
N
N

n.a.

C.

Examples of Filing Issues Yes?

If not, justification, action & status

Content, presentation, and organization Y
of paper and electronic components
sufficient to permit substantive review?;
Examples include:

o legible

English (or translated into English)

€

&
compatible file formats Y
navigable hyper-links

000D

interpretable data tabulations (line
listings) & graphical displays
summary reports reference the
location of individual data and
records

0 all electronic submission components
usable (e.g. conforms to published
guidance)

O

Companion application received if a Y
shared or divided manufacturing

NG

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY.doc Page |



PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

- Examples of Filing Issues Yes? | Ifnot, justification, action & status -
arrangement
° , . . . .
CTD Module 2 Contents Present? If not, justification, action & status

Overall CTD Table of Contents [2.1]

Introduction to the summary
documents (1 page) [2.2]

Quality overall summary [2.3]

) N
Q@ N
®» N
g Drug Substance N
0 Drug Product N
o Facilities and Equipment N
o Adventitious Agents Safety N
Evaluation
a Novel Excipients Y @ n.Q.
o Executed Batch Records N
@ Method Validation Package N
a Comparability Protocols N
CTD Module 3 Contents Pres _If not, justification, action & status

Module Table of Contents [3.1]

Drug Substance [3.2.5]

Q

general info

© nomenclature

o structure (e.g. sequence,
glycosylation sites)

O properties

manufacturers (names, locations,

and responsibilities of all sites

involved)

description of manufacturing

process

o batch numbering and pooling
scheme

o cell culture and harvest

o purification

o filling, storage and shipping

control of materials

o raw materials and reagents

o biological source and starting
materials

o cell substrate: source, history,
and generation

& &
z |z|&
~

O
z oz

&)
Z

File Name: 5_Product Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY .doc Page 2




PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

o cell banking system,
characterization, and testing

o control of critical steps and [
intermediates
o justification of specifications —
o analytical method validation
o reference standards
o stability

O process validation (prospective
plan, results, analysis, and
conclusions)

0 manufacturing process development
(describe changes during non-
clinical and clinical development;
justification for changes)

Q characterization of drug substance

o control of drug substance
o specifications .

o justification of specs.
o analytical procedures
o analytical method validation
o batch analyses
o consistency (3
consecutive lots)
o justification of specs.

a reference standards

O container closure system

o stability
Q summary
o post-approval protocol and

commitment
O pre-approval
o protocol
o results
o method validation ~—

Z

-—\?ﬁ&v\_“f [OCQ“& G TR,

- Cunt Qucare Wil T4,

Drug Product [3.2.P]
o description and composition
0 pharmaceutical development
O preservative
effectiveness
o container-closure
integrity
0 manufacturers (names, locations,
and responsibilities of all sites
involved)

o batch formula

h -

File Name: 5_Product Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY.doc

Page 3




PRODUCT QUALITY (BIOTECHN OLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

CTD Module 3 Contents Present? If not, justification, action & status

0 description of manufacturing
process for production through
finishing, including formulation, @
filling, labeling and packaging
(including all steps performed at Y
outside [e.g., contract] facilities)

a controls of critical steps and
intermediates

O process validation including aseptic
processing & sterility assurance: Y N

o 3 consecutive lots

o Filter validation

o Component, container,
closure depyrogenation @ N
and sterilization
validation

o Validation of aseptic & N
processing (media
simulations)

o Environmental
Monitoring Program

o Lyophilizer sterilization
validation @ N () @

o Other needed validation
data (hold times)

0 control of excipients (justification
of specifications; analytical method
validation; excipients of
human/animal origin)

a control of drug product
(justification of specifications;
analytical method validation)

0 container closure system [3.2.P.7]

o specifications (vial, elastomer,
drawings)

o availability of DMF & LOAs

o administration device(s)

a stability
O  summary
Q post-approval protocol and

commitment
o pre-approval
o protocol

o results DP ) ‘
o method validation — Mo e H\ﬂ J \/G/L 0? a:ho*_a LG

\

- 4 faw C(SMQC‘*‘H"” Lots

Diluent (vials or filled syringes) [3.2P] NS

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY.doc Page 4
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

CTD Module 3 Contents Present? |\ If not, justification, action & status
o description and composition of Y [N
diluent
0 pharmaceutical development Y | N
O preservative Y { N
effectiveness
o container-closure
integrity Y | N
0 manufacturers (names, locations, Y | N

and responsibilities of all sites
involved)

a batch formula

o description of manufacturing
process for production through
finishing, including formulation, Y| N
filling, labeling and packaging
(including all steps performed at Y| N
outside [e.g., contract] facilities) B(

Q controls of critical steps and ’\/\/O
intermediates

0 process validation including aseptic

processing & sterility assurance: Y| N C‘)Q

o 3 consecutive lots

o Filter validation

o Component, container,
closure depyrogenation
and sterilization Y{ N
validation

o Validation of aseptic
processing (media
simulations)

o Environmental
Monitoring Program

o Lyophilizer sterilization
validation

o Other needed validation
data (hold times) Y N

o control of excipients (justification
of specifications; analytical method
validation; excipients of
human/animal origin, other novel
excipients)

a control of diluent (justification of
specifications; analytical method
validation, batch analysis,
characterization of impurities)

o reference standards

=<
z Z

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDY'Y .doc Page 5




PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

CTD Module 3 Contents - | Present? If not, justification, action & status

O container closure system
o specifications (vial, elastomer,
drawings)
o availability of DMF & LOAs
Q stability
Q summary
a post-approval protocol and
commitment
Q pre-approval
o protocol
o results

Other components to be marketed (full
description and supporting data, as

listed above): %
0o other devices ‘\) .
@ other marketed chemicals (e.g. part g

of kit)

=<

Appendices for Biotech Products
[3.2.A]
o facilities and equipment @ N ) @
o manufacturing flow; adjacent
areas
o other products in facility
o equipment dedication,
preparation, sterilization and
storage
o procedures and design features
to prevent contamination and
cross-contamination
o adventitious agents safety
evaluation (viral and non-viral) e.g.: @ N
o avoidance and control
procedures
o cell line qualification
o other materials of biological
origin
o viral testing of unprocessed
bulk
o viral clearance studies
o testing at appropriate stages of
production
a novel excipients

Y (W) — W

USA Regional Information [3.2.R] ~
a executed batch records @ N

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY .doc Page 6



PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

CTD Module 3 Contents

__If not, justification, action & status

o method validation package
Q comparability protocols

Literature references and copies [3.3]

... /Examples of Filing Issues

| If not, justification, action & status

Content, presentation, and organization
sufficient to permit substantive review?
a legible

English (or translated into English)
compatible file formats

navigable hyper-links

interpretable data tabulations (line
listings) & graphical displays
summary reports reference the
location of individual data and
records

all electronic submission components
usable

W i I

0

Q

Includes appropriate process validation
data for the manufacturing process at the
commercial production facility

Includes production data on drug
substance and drug product manufactured
in the facility intended to be licensed
(including pilot facilities) using the final
production process(es)

Includes data demonstrating consistency
of manufacture

Includes complete description of product
lots and manufacturing process utilized
for clinical studies

@

Describes changes in the manufacturing
process, from material used in clinical
trial to commercial production lots

Data demonstrating comparability of

oproduct to be marketed to that used in
clinical trials (when significant changes
in manufacturing processes or facilities
have occurred)

NG

N

Certification that all facilities are ready
for inspection

~

Z

RN%[}W&(&J( E L)‘ &L'J

Data establishing stability of the product
through the proposed dating period and a

N

&»3»<

stability protocol describing the test

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY .doc
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

.- Examples of Filing Issues Yes?. | - Ifnot, justification, action & statas
methods used and time intervals for )
product assessment.

If not using a test or process specifiedby | Y N
regulation, data is provided to show the
alternate is equivalent (21 CFR 610.9) to
that specified by regulation. List:

0 LAL instead of rabbit pyrogen

0 mycoplasma

Q sterility |

&
N
N

RS

Identification by lot number, and {
submission upon request, of sample(s)
representative of the product to be
marketed; summaries of test results for
those samples

Floor diagrams that address the flow of
the manufacturing process for the drug
substance and drug product

=)
4

Description of precautions taken to
prevent product contamination and cross-
contamination, including identification of
other products utilizing the same
manufacturing areas and equipment Py

A

Information and data supporting validity LY) N
of sterilization processes for sterile
products and aseptic manufacturing
operations

IS THE PRODUCT QUALITY SECTION OF THE APPLICATION FILEABLE?

If the application is not fileable from product quality perspective, state the reasons and provide comments to be
sent to the Applicant.

Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter.

M/Q Tack {heHes &+ 2-09

Produ 5 Reyiewe ) Date
%"‘Y ()V s
3127/

Branch Chlef/Teaﬁ Leader/Sup&wsor Date

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY.doc Page 8



o

PRODUCT QUALITY (BIOTECHNOLOGY)

FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

574d<ﬁ

5 A Number: 125288  Applicant: Bristol-Myers Squibb Stamp Date: %‘:1 ZZ»-U?
Drug Name: Belatacept @DA Type:BEA125288 Z}u-ﬁ \;f

On initial overview of the BLA/NDA application for filing:

(b) (4)

CTD Module 1 Contents

Present?

If not, justification, action & status

Cover Letter

Y N

Form 356h completed Y
o including list of all establishment {Y
sites and their registration numbers

N
N

Comprehensive Table of Contents

|

Environmental assessment or request
for categorical exclusion (21 CFR Part
25) :

4

Labeling:

PI —non-annotated

PI —annotated

PI (electronic)

Medication Guide

Patient Insert

package and container
diluent

other components

established name (e.g. USAN)
proprietary name (for review)

Dooo0ooLDOoODD0DOoOO
e

2272Z2ZZ2Z22Z2Z7Z

G, jnsificalion, aeton & safis _

. EsamplesorRngIees |
Content, presentation, and organization

of paper and electronic components

sufficient to permit substantive review?:

Examples include:

a legible

English (or translated into English)

compatible file formats

navigable hyper-links

interpretable data tabulations (line

listings) & graphical displays

a summary reports reference the
location of individual data and
records

a all electronic submission components
usable (e.g. conforms to published
guidance)

[ iy |

Z ZZz22Z

Companion application received if a

shared or divided manufacturing

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY .doc

Page 1




PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

__Examples of FilingIssues .~ .. | Yes? [~

arrangement

CTD Module 2 Contents

| Present?

If not, justification, actidn’ & status

‘Overall CTD Table of Contents [2.1]

Introduction to the summary
documents (1 page) [2.2]

Quality overall summary [2.3]

o

0Ooo0D

000D

Drug Substance

Drug Product

Facilities and Equipment
Adventitious Agents Safety
Evaluation

Novel Excipients

Executed Batch Records
Method Validation Package
Comparability Protocols

CTD Module 3 Contents

B )

~

»

If not, justification, action & status

Module Table of Contents [3.1]

Drug Substance [3.2.S]

a

general info

o nomenclature

o structure (e.g. sequence,
glycosylation sites)

o properties

manufacturers (names, locations,

and responsibilities of all sites

involved)

description of manufacturing

- process

o batch numbering and pooling
scheme

o cell culture and harvest

o purification

o filling, storage and shipping

control of materials

o raw materials and reagents

o biological source and starting
materials

o cell substrate: source, history,
and generation

. =l M K e

2 z§ 2227 ZZ2ZZ7Z 272

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY .dac Puge2




PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

CTD Module 3 Contents

Present?

If not; justification, action & status.

o cell banking system,
characterization, and testing

o control of critical steps and
intermediates
o justification of specifications
o analytical method validation
o reference standards
o stability

n process validation (prospective
plan, results, analysis, and
conclizsions)

o manufacturing process development
(describe changes during non-
clinical and clinical development;
justification for changes)

O characterization of drug substance

o control of drug substance
o specifications

o justification of specs.
o analytical procedures
o analytical method validation
o batch analyses
o consistency (3
consecutive lots)
o justification of specs.

g reference standards

container closure system

o stability
o summary
o  post-approval protocol and

commitment
Q pre-approval
o protocol
o results
o method validation

o

YV

Y

<

=

N

2z 2

Z22Z2Z

Drug Product [3.2.P]
a description and composition
o pharmaceutical development
o preservative
effectiveness
o container-closure
integrity
o manufacturers (names, locations,
and responsibilities of all sites
involved)

o batch formula

Ko

ZZ2zZ ZZZ

File Name: S_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY .doc Page 3




PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

CTD Module 3 Contents

Present?

O description of manufacturing
process for production through
finishing, including formulation,
filling, labeling and packaging
(including all steps performed at
outside [e.g., contract] facilities)

o controls of critical steps and
intermediates

O process validation including aseptic
processing & sterility assurance:

o 3 consecutive lots

o Filter validation

o Component, container,
closure depyrogenation
and sterilization
validation

o Validation of aseptic
processing (media
simulations)

o Environmental
Monitoring Program

o Lyophilizer sterilization
validation

o Other needed validation
data (hold times)

o control of excipients (justification
of specifications; analytical method
validation; excipients of
human/animal origin)

o control of drug product
(justification of specifications;
analytical method validation)

© container closure system [3.2.P.7]

o specifications (vial, elastomer,
drawings)

o availability of DMF & LOAs

o administration device(s)

Qo stability
o summary
o post-approval protocol and

commitment
Q pre-approval
o protocol
o results
o method validation

Y

Y N

1fnot, jusﬁﬁcaﬁons..acﬁon.&tsmxxs.

Diluent (vials or filled syringes) [3.2P’]
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

CTD Module 3 Contents | Present? If not, justification, action & status
o description and composition of Y N '
diluent
o pharmaceutical development Y N
O preservative Y N
effectiveness
o container-closure
integrity Y N
o manufacturers (names, locations, Y N

and responsibilities of all sites
involved)

o batch formula

a description of manufacturing
process for production through
finishing, including formulation, Y
filling, labeling and packaging
(including all steps performed at Y
outside [e.g., contract] facilities)

@ controls of critical steps and
intermediates

a process validation including aseptic
processing & sterility assurance: Y N

o 3 consecutive lots

o Filter validation

o Component, container,
closure depyrogenation
and sterilization Y N
validation

o Validation of aseptic
processing (media
simulations)

o Environmental
Monitoring Program

o Lyophilizer sterilization
validation

o Other needed validation
data (hold times) Y N

a control of excipients (justification
of specifications; analytical method
validation; excipients of
human/animal origin, other novel
excipients)

o control of diluent (justification of
specifications; analytical method
validation, batch analysis,
characterization of impurities)

o reference standards

=<
Z Z
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

CTD Module 3 Contents

If not, justification, action & status

Q container closure system
o specifications (vial, elastomer,
drawings)
o availability of DMF & LOAs
a stability
O summary
o post-approval protocol and
commitment
a pre-approval
o protocol
o results

Other components to be marketed (full

description and supporting data, as

listed above):

o other devices

0O other marketed chemicals (e.g. part
of kit)

= =

z Z

Appendices for Biotech Products
[3.2.A]
o facilities and equipment
o manufacturing flow; adjacent
areas
o other products in facility
o equipment dedication,
preparation, sterilization and
storage
o procedures and design features
to prevent contamination and
cross-contamination
o adventitious agents safety

evaluation (viral and non-viral) e.g.;

o avoidance and control
procedures

o cell line qualification

o other materials of biological

origin

o viral testing of unprocessed
bulk

o viral clearance studies

o testing at appropriate stages of

. production.
O novel excipients

Y

N

USA Regional Information [3.2.R]
o executed batch records

Y

N
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

o

CTD Module 3 Contents

Present? |

o method validation package
Q comparability protocols

Y N
Y N

If not, justification, action & status

Literature references and copies [3.3]

Y N

Examples of Filing Issues .~

1 ¥es?

T~ At not, justification, action & status_

Content, presentation, and organization
sufficient to permit substantive review?
a legible _
English (or translated into English)
compatible file formats
navigable hyper-links
interpretable data tabulations (line
listings) & graphical displays
summary reports reference the
location of individual data and
records
O all electronic submission components
usable

OCD0D0OD

D

T e T

2 2Z22Z=zz Z

<
2

Includes appropriate process validation
data for the manufacturing process at the
commercial production facility

=

Includes production data on drug
substance and drug product manufactured
in the facility intended to be licensed
(including pilot facilities) using the final
production process(es)

Includes data demonstrating consistency
of manufacture

Includes complete description of product
lots and manufacturing process utilized
for clinical studies

Describes changes in the manufacturing
process, from material used in clinical
trial to commercial production lots

Data demonstrating comparability of
product to be marketed to that used in
clinical trials (when significant changes
in manufacturing processes or facilities
have occurred)

Certification that all facilities are ready
for inspection

Data establishing stability of the product
through the proposed dating period and a
stability protocol describing the test

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY.doc
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

ustification, achion & status - |

methods used and time mtervals for
product assessment.

If not using a test or process specifiedby {Y N
regulation, data is provided to show the
alternate is equivalent (21 CFR 610.9) to'
that specified by regulation. List:

o LAL instead of rabbit pyrogen

O mycoplasma

o sterility

] et v 4
z|z 7 2

Identification by lot number, and
submission upon request, of sample(s)
representative of the product to be
marketed; summaries of test results for
those samples

Floor diagrams that address the flowof |Y N
the manufacturing process for the drug
substance and drug product

Description of precautions taken to Y N
prevent product contamination and cross-
contamination, including identification of
other products utilizing the same
manufacturing areas and equipment

Information and data supporting validity Y N
of sterilization processes for sterile
products and aseptic manufacturing
operations

IS THE PRODUCT QUALITY SECTION OF THE APPLICATION FILEABLE?

If the application is not fileable from product quality perspective, state the reasons and provide comments to be
sent to the Applicant.

Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter.

ﬁm/u se Da ém‘é ’f;f 4, 2=0p

Prodhict Qualit Revxew%
ﬂW//zyV

Branch Chict/Teand cader Supem{ or

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY .doc Page 8




(b) (4)

(b) (4)

PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

A Number: 125288  Applicant: BMS-Syracuse  Stamp Date:%l‘y’f, 2009

Drug Name: belatacept @NDA Type: 1omonth 17, A

On initial overview of the BLA/NDA application for filing:

Cover Letter
Form 356h completed
0 including list of all establishment |Y N

sites and their registration numbers

Comprehensive Table of Contents
Environmental assessment or request
for categorical exclusion (21 CFR Part
25)

Labeling:

==
Zz|Z

other components
established name (e.g. USAN)
proprietary name (for review)

Y N
0 PI-non-annotated Y N
0 PI-annotated Y N
o PI(electronic) Y N
Q Medication Guide Y N
o Patient Insert Y N
0 package and container Y N
o diluent Y N
| Y N
m} Y N
o Y N

.~ Examples of FilingIssues =~ | Yes? | [Ifnot; justification, action & status

Content, presentation, and organization Y N

of paper and electronic components

sufficient to permit substantive review?:

Examples include:

a legible

English (or translated into English)

compatible file formats

navigable hyper-links

interpretable data tabulations (line

listings) & graphical displays

sumimary reports reference the

location of individual data and

records

0 all electronic submission components | Y N
usable (e.g. conforms to published
guidance)

0oOoaOo
<R
z Z2zZZZZ

0

Companion application received if a Y N
shared or divided manufacturing
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

arrangement

le

“Overall CTD Table of Contents [2.1]

Introduction to the summary
documents (1 page) [2.2]

Quality overall summary [2.3]
a Drug Substance

Drug Product

Facilities and Equipment
Adventitious Agents Safety
Evaluation

Novel Excipients

Executed Batch Records
Method Validation Package
Comparability Protocols

ODD

000D

MK e ] e
ZzZz7 ZZZZZ 2Z|Z

. CTD Module 3 Contents

Present?

- Ifnot, justification, action & status

Module Table of Contents [3.1]

Y N

Drug Substance [3.2.S]
a general info
o nomenclature
o structure (e.g. sequence,
glycosylation sites)
o properties
@ manufacturers (names, locations,
and responsibilities of all sites
involved)
a description of manufacturing
process
o batch numbering and pooling
scheme
o cell culture and harvest
o purification
o filling, storage and shipping
a control of materials
o raw materials and reagents
o biological source and starting
materials
o cell substrate: source, history,
and generation

Y N
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

- CTDModule3 €

stification, action & status

o cell banking system,
characterization, and testing

a control of critical steps and
intermediates
o justification of specifications
o analytical method validation
o reference standards
o stability

a process validation (prospective
plan, results, analysis, and
conclusions)

0 manufacturing process development
(describe changes during non-
clinical and clinical development;
justification for changes)

0 characterization of drug substance

a control of drug substance
o specifications

o justification of specs.
o analytical procedures
o analytical method validation
o batch analyses '
o consistency (3
consecutive lots)
‘o Jjustification of specs.

o reference standards

O container closure system

a stability
Q summary
Q  post-approval protocol and

commitment
Q pre-approval
o protocol
o results
o method validation

s

Z Z

ZzZZ

Drug Product [3.2.P]
Q description and composition
o pharmaceutical development
O preservative
effectiveness
o container-closure
integrity
0 manufacturers (names, locations,
and responsibilities of all sites
involved)
a batch formula

< B <<

z Zz zZZzZ
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

. . CTD Module: ot, justification, action & status

a description of manufacturing
process for production through
finishing, including formulation, Y N
filling, labeling and packaging
(including all steps performed at Y
outside [e.g., contract] facilities)

o controls of critical steps and
intermediates :

a process validation including aseptic
processing & sterility assurance: Y N

o 3 consecutive lots

o Filter validation

o Component, container,
closure depyrogenation |Y N
and sterilization
validation

o Validation of aseptic Y N
processing (media
simulations)

o Environmental
Monitoring Program

o Lyophilizer sterilization
validation Y N

o Other needed validation
data (hold times)

a control of excipients (justification
of specifications; analytical method
validation; excipients of
human/animal origin)

a control of drug product
(justification of specifications;
analytical method validation)

a container closure system [3.2.P.7]

o specifications (vial, elastomer,
drawings)

o availability of DMF & LOAs

o administration device(s) E

a stability
Q summary
a post-approval protocol and

commitment
a pre-approval
o protocol
o results
o method validation

Diluent (vials or filled syringes) [3.2P']

File Name: 5_Product_Quality (biotech) Filing Review (OBP & DMPQ) MMDDYY .doc Page 4



PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

CTD Module 3 Content

0 description and composition of
diluent

o pharmaceutical development Y

o preservative ' Y
effectiveness

o container-closure
integrity

o manufacturers (names, locations,
and responsibilities of all sites
involved)

a batch formula

0 description of manufacturing
process for production through
finishing, including formulation, Y N
filling, labeling and packaging
(including all steps performed at Y N
outside [e.g., contract] facilities)

a controls of critical steps and
intermediates

a process validation including aseptic
processing & sterility assurance: Y N

o 3 consecutive lots

o Filter validation

o Component, container,
closure depyrogenation
and sterilization F N
validation

o Validation of aseptic
processing (media
simulations)

o Environmental
Monitoring Program

o Lyophilizer sterilization
validation

o Other needed validation
data (hold times) Y N

a control of excipients (justification
of specifications; analytical method
validation; excipients of
human/animal origin, other novel
excipients)

a control of diluent (justification of
specifications; analytical method
validation, batch analysis,
characterization of impurities)

o reference standards

7z z|E

lias
z Z

=<
z z
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

t, justification, action & status

TD Module 3 Contents

QO container closure system

o specifications (vial, elastomer,
drawings)

o availability of DMF & LOAs

e

O stability
Q summary
@ post-approval protocol and
commitment
Q pre-approval
o protocol
o results

Other components to be marketed (full

description and supporting data, as

listed above):

a other devices

a other marketed chemicals (e.g. part
of kit)

agis
Z Z

Appendices for Biotech Products
[3.2.A]
a facilities and equipment Y N
o manufacturing flow; adjacent
areas
o other products in facility
o equipment dedication,
preparation, sterilization and
storage
o procedures and design features
to prevent contamination and
cross-contamination
o adventitious agents safety
evaluation (viral and non-viral) e.g.:
o avoidance and control
procedures
o cell line qualification
o other materials of biological
origin
o viral testing of unprocessed ¥
bulk
o viral clearance studies
o testing at appropriate stages of
production
a novel excipients
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

Y N
USA Regional Information [3.2.R]
o executed batch records Y N
@ method validation package Y N
0 comparability protocols Y N
Literature references and copies [3.3] Y N

Content, presentation, and organization

sufficient to permit substantive review?

a legible

English (or translated into English)

compatible file formats

navigable hyper-links

interpretable data tabulations (line

listings) & graphical displays

summary reports reference the

location of individual data and

records

a all electronic submission components
usable

i R i )

O

TSR o S

z zzzz2z Z

z

Includes appropriate process validation
data for the manufacturing process at the
commercial production facility

Includes production data on drug
substance and drug product manufactured
in the facility intended to be licensed
(including pilot facilities) using the final
production process(es)

Includes data demonstrating consistency
of manufacture

Includes complete description of product
lots and manufacturing process utilized
for clinical studies

Describes changes in the manufacturing
process, from material used in clinical
trial to commercial production lots

Data demonstrating comparability of
product to be marketed to that used in
clinical trials (when significant changes
in manufacturing processes or facilities
have occurred)

Certification that all facilities are ready
for inspection
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

.~ Examples of Filing Issues . | Yes? . If not, justification, action & status

Data establishing stability of the product |Y N
through the proposed dating period and a
stability protocol describing the test
methods used and time intervals for
product assessment.

If not using a test or process specifiedby |Y N
regulation, data is provided to show the
alternate is equivalent (21 CFR 610.9) to
that specified by regulation. List:

0 LAL instead of rabbit pyrogen

O mycoplasma

0 sterility

<
z|2 7 Z

Identification by lot number, and
submission upon request, of sample(s)
representative of the product to be
marketed; summaries of test results for
those samples

Floor diagrams that address the flow of Y N
the manufacturing process for the drug
substance and drug product

Description of precautions taken to Y N
prevent product contamination and cross-
contamination, including identification of
other products utilizing the same
manufacturing areas and equipment

Information and data supporting validity |Y N
of sterilization processes for sterile
products and aseptic manufacturing
operations

IS THE PRODUCT QUALITY SECTION OF THE APPLICATION FILEABLE?

If the application is not fileable from product quality perspective, state the reasons and provide comments to be
sent to the Applicant.

Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter.

Joao A Pedras-Vasconcelos 8/11/09

Product Quality Reviewer(s) Date
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PRODUCT QUALITY (BIOTECHNOLOGY)
FILING REVIEW FOR BLA/NDA (OBP & DMPQ)

o K - & |]2—9f
: Branch Chief/Team Leader/ Sﬁ’pervisor Date :
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