CENTER FOR DRUG EVALUATION AND RESEARCH
APPROVAL PACKAGE FOR:

APPLICATION NUMBER
21-572

Chemistry Review(s)

DOC KET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

CHEMISTRY REVIEW

NDA 21-572

CUBICIN® *
(daptomycin for injection)

Cubist Pharmaceuticals, Incorporated

Reviewed by

Zi-Qiang Gu, Ph.D.
Division of Antiviral Drug Products

DOC KET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

CHEMISTRY REVIEW

Table of Contents

The Executive SUMIMATY .eiieieniiinnciiicninnninsssnsssnesssssscssmssssssssnsssssesssssssesessasessd

1. Recommendations... 9

A. Recommendation and Conclusion on Approvability . 9

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk

Management Steps, if Approvable. 9

11. Summary of Chemistry Assessments - 9

A. Description of the Drug Product(s) and brug Substance(s) 9

B. Description of How the Drug Product is Intended to be Used 10

C. Basis for Approval, Approvable or Not-Approval Recommendation 11

III.  Administrative . . _ 11

A. Reviewer’s Signature | 11

( B. Endorsement Biock 11

Chemistry ASSESSIMENT ......cvcvveirinrsnsssensarsensssesssessossanssssssasessossasssssssassssessassssesansses | 2

1. DRUG SUBSTANCE ttssenssssesentesanssrnrssnarenenssras cesssreinsresssaraeseananes R )
1. Description & Characterization 12
a. Description I 12

b. Characterization / Proof Of Structure 13

2. Manufacturer 22
3. Synthesis / Method Of Manufacture : 22
a. Starting Materials - Specs & Tests 22

b. Solvents, Reagents, etc. 24

c Flow Chart 33

d. Detailed Description 33

4. Process Controls : 38
a. Reaction Completion / Other In-Process Tests 38

b. Intermediate Specs & Tests 38

c. Manufacturing Procéss Development 59

5. Reference Standard . 63

DOC KET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

L~

©
L

11

HI.

IV.

V1.

VII.

CKE

A R

CHEMISTRY REVIEW
a Preparation 63
b. Specifications 63
Regulatory Specifications / Analytical Methods 64
a. Drug Substance Specifications & Tests 64
b. Batch Analysis Data 68
[ Analytical Methods and Validation: 69
d. Purity Profile 75
e. Microbiology 77
Container/Closure System for Drug Substance Storage 78
Drug Substance Stability 81
DRUG PRODUCT 87
Components/Composition 87
Specifications & Methods for Drug Product Ingredients 87
2. Active Ingredient(s) 87
b. Inactive Ingredients 88
Manufacturer 89
Methods of Manufacturing and Packaging 90
a. Production Operations ' 90
b. Reprocessing Operations 100
Regulatory Specifications and Methods for Drug Product 100
a. Sampling Procedures — {1
b. Regulatory Specifications and Methods 100
c Batch Analysis Data 102
d. Analytical Methods and Validation: 102
Container/Closure System 104
Microbiology 106
Drug Product Stability.. 107
INVESTIGATIONAL FORMULATIONS 115
ENVIRONMENTAL ASSESSMENT - 115
METHODS VALIDATION.... 115
LABELING.. 116
ESTABLISHMENT INSPECTION 118

T
M

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

BVER CHEMISTRY REVIEW
VIII. DRAFT DEFICIENCY LETTER ... itiimerccccsnessesssssssssssssssessassosssssesossasessosssnnns 122
APSEARS THIS Way
N ORIGiNa,

-

DOCKET

_ ARM

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




