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505(b)(2) ASSESSMENT

Application Information
NDA # 205934 NDA Supplement #: S- N/A Efficacy Supplement Type SE- N/A

Proprietary Name:  N/A
Established/Proper Name: Docetaxel Injection , Non-Alcohol Formula
Dosage Form:  Injection
Strengths:  20 mg/mL; 80 mg/4 mL; 160 mg/8 mL
Applicant:  Teikoku Pharma USA, Inc.

Date of Receipt:  February 26, 2015

PDUFA Goal Date: December 26, 2015 Action Goal Date (if different):
December 11, 2015

RPM: Sakar Wahby, PharmD
Proposed Indication(s): breast cancer, Non-Small Cell Lung Cancer, hormone refractory prostate 
cancer, gastric adenocarcinoma, squamous cell carcinoma of the head and neck.

GENERAL INFORMATION

1) Is this application for a recombinant or biologically-derived product and/or protein or peptide 
product OR is the applicant relying on a recombinant or biologically-derived product and/or 
protein or peptide product to support approval of the proposed product? 

        If “YES “contact the (b)(2) review staff in the Immediate Office, Office of New Drugs.

                                                                                                                   YES       NO

Reference ID: 3864339

(b)(4)





1For 505(b)(2) applications that rely on a listed drug(s), bridging studies are often BA/BE studies comparing the proposed product to the listed drug(s)  Other examples include: comparative 
physicochemical tests and bioassay; preclinical data (which may include bridging toxicology studies); pharmacokinetic/pharmacodynamic (PK/PD) data; and clinical data (which may 
include immunogenicity studies)   A bridge may also be a scientific rationale that there is an adequate basis for reliance upon FDA’s finding of safety and effectiveness of the listed drug(s)  
For 505(b)(2) applications that rely upon literature, the bridge is an explanation of how the literature is scientifically sound  and relevant to the approval of the proposed 505(b)(2) product
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(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product? 

                                                                                                                   YES       NO
If “NO”, proceed to question #5.

If “YES”, list the listed drug(s) identified by name and answer question #4(c).  

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)?
                                                                                                                   YES       NO
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RELIANCE ON LISTED DRUG(S)

Reliance on published literature which identifies a specific approved (listed) drug constitutes 
reliance on that listed drug.  Please answer questions #5-9 accordingly.

5) Regardless of whether the applicant has explicitly cited reliance on listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)?

If “NO,” proceed to question #10.

6) Name of listed drug(s) relied upon, and the NDA #(s).  Please indicate if the applicant 
explicitly identified the product as being relied upon (see note below): 

Name of Listed Drug NDA # Did applicant 
specify reliance on 
the product? (Y/N)

Taxotere® (Docetaxel) NDA 020449 Y

Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 
certification/statement.  If you believe there is reliance on a listed product that has not been 

explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 
Immediate Office, Office of New Drugs.

7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 
the same listed drug(s) as the original (b)(2) application?

                                                                                           N/A             YES       NO
If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 

application, answer “N/A”.
If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs.

8) Were any of the listed drug(s) relied upon for this application:
a) Approved in a 505(b)(2) application?

                                                                                                                   YES       NO
If “YES”, please list which drug(s).

Name of drug(s) approved in a 505(b)(2) application:      

b) Approved by the DESI process?
                                                                                                                   YES       NO

If “YES”, please list which drug(s).
Name of drug(s) approved via the DESI process:      

c) Described in a final OTC drug monograph?
                                                                                                                   YES       NO

If “YES”, please list which drug(s).

                                                                                                                   YES       NO
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Name of drug(s) described in a final OTC drug monograph:      

d) Discontinued from marketing?
                                                                                                                   YES       NO

If “YES”, please list which drug(s) and answer question d) i. below.  
If “NO”, proceed to question #9.

Name of drug(s) discontinued from marketing:      

i) Were the products discontinued for reasons related to safety or effectiveness?
                                                                                                                   YES       NO

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.)

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”).

This application provides for a new alcohol-free formulation of Docetaxel. 

The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application.

The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below. 

10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 
application that is already approved (via an NDA or ANDA)? 

(Pharmaceutical equivalents are drug products in identical dosage forms intended for the 
same route of administration that:  (1) contain identical amounts of the identical active drug 
ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of 
modified release dosage forms that require a reservoir or overage or such forms as prefilled 
syringes where residual volume may vary, that deliver identical amounts of the active drug 
ingredient over the identical dosing period; (2) do not necessarily contain the same inactive 
ingredients; and (3) meet the identical compendial or other applicable standard of identity, 
strength, quality, and purity, including potency and, where applicable, content uniformity, 
disintegration times, and/or dissolution rates. (21 CFR 320.1(c), FDA’s “Approved Drug 
Products with Therapeutic Equivalence Evaluations” (the Orange Book)). 

 
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs.

                                                                                                                   YES       NO
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If “NO” to (a) proceed to question #11.
If “YES” to (a), answer (b) and (c) then proceed to question #12. 

 
(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval?

                                                                                                                   YES        NO
          

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12.
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are 
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs.

Pharmaceutical equivalent(s): NDA 22534, NDA 022234, NDA 022312, NDA 201195, NDA 
201525, NDA 202356, NDA 203551

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)?

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)    

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs.

                                                                                                                YES       NO
If “NO”, proceed to question #12.  

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval?
                                                                                                                         YES        NO

(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”             
If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12.
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
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of the products approved as ANDAs, but please note below if approved generics are listed in 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs.

Pharmaceutical alternative(s):      

PATENT CERTIFICATION/STATEMENTS

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product.

Listed drug/Patent number(s):       

                                           No patents listed  proceed to question #14  

13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 
patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product?

                                                                                                                     YES      NO
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant.

Listed drug/Patent number(s):       

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.)

No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product)

21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 
FDA. (Paragraph I certification)

21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification)

Patent number(s):  

21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 
III certification)

Patent number(s):  Expiry date(s): 

21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 
infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.  

21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
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NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15.

21 CFR 314.50(i)(1)(ii):  No relevant patents.
  

21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement)

Patent number(s):       
Method(s) of Use/Code(s):

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement:

(a) Patent number(s):       
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]?
                                                                                       YES       NO

If “NO”, please contact the applicant and request the signed certification.

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt. 

                                                                                       YES       NO
If “NO”, please contact the applicant and request the documentation.

(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 
and patent owner(s) received notification):

Date(s): 

Note, the date(s) entered should be the date the notification occurred (i.e., delivery 
date(s)), not the date of the submission in which proof of notification was provided

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above? 

Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval.

YES NO Patent owner(s) consent(s) to an immediate effective date of 
approval

Reference ID: 3864339
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MEMORANDUM
DEPARTMENT OF HEALTH AND HUMAN SERVICES

Public Health Service
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Prescription Drug Promotion

**PRE-DECISIONAL AGENCY MEMO**

Date: October 16, 2015

To: Sakar Wahby
Regulatory Project Manager
Division of Oncology Products 1
Office of Hematology and Oncology Products

From: Nick Senior, PharmD, JD
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP)

Subject: OPDP Comments on NDA 205934
DOCETAXEL injection, for intravenous use

OPDP has reviewed the proposed product labeling (PI) for DOCETAXEL injection, for 
intravenous use (docetaxel) as requested in the consult dated March 19, 2015.

Please note that comments on the proposed Jevtana patient labeling were provided
under a separate cover as a collaborate review between OPDP and the Division of 
Medical Policy Programs. 

OPDP has no comments on the proposed PI at this time.

If you have any questions, please feel free to contact me (contact information: 240-402-
4256; Nicholas.Senior@fda.hhs.gov)

Thank you!  OPDP appreciates the opportunity to provide comments on these 
materials. 

Reference ID: 3834451



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

NICHOLAS J SENIOR
10/16/2015

Reference ID: 3834451



Department of Health and Human Services
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Office of Medical Policy 

PATIENT LABELING REVIEW

Date: October 15, 2015

To: Geoffrey Kim, MD
Director
Division of Oncology Products 1 (DOP1)

Through: LaShawn Griffiths, MSHS-PH, BSN, RN
Associate Director for Patient Labeling 
Division of Medical Policy Programs (DMPP)

Barbara Fuller, RN, MSN, CWOCN
Team Leader, Patient Labeling 
Division of Medical Policy Programs (DMPP)

From: Nathan Caulk, MS, BSN, RN
Patient Labeling Reviewer
Division of Medical Policy Programs (DMPP)

Nicholas Senior, PharmD, JD
Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: Review of Patient Labeling: Patient Package Insert (PPI), 

Drug Name (established 
name):  

DOCETAXEL injection

Dosage Form and Route: for intravenous use

Application 
Type/Number: 

NDA 205934

Applicant: Teikoku Pharma USA, Inc.

Reference ID: 3833515



1 INTRODUCTION

On February 26, 2015, Teikoku Pharma USA, Inc. submitted for the Agency’s 
review a 505(b)(2) New Drug Application (NDA) 205934 for Docetaxel injection. 
The purpose of this submission is to propose a new formulation which does not 
include alcohol for Docetaxel injection, for intravenous use. The Reference Listed 
Drug (RLD) is TAXOTERE (docetaxel) Injection Concentrate, Intravenous Infusion
NDA 020449.  The proposed indication for Docetaxel injection, for intravenous use
is for the treatment of: 

Breast Cancer (BC): locally advanced or metastatic BC after chemotherapy
failure; and with doxorubicin and cyclophosphamide as adjuvant treatment of 
operable node-positive BC 
Non-Small Cell Lung Cancer (NSCLC): single agent for locally advanced or 
metastatic NSCLC after platinum-based chemotherapy failure; and with 
cisplatin for unresectable, locally advanced or metastatic untreated NSCLC
Hormone Refractory Prostate Cancer (HRPC): with prednisone in androgen 
independent (hormone refractory) metastatic prostate cancer
Gastric Adenocarcinoma (GC): with cisplatin and fluorouracil for untreated, 
advanced GC, including the gastroesophageal junction
Squamous Cell Carcinoma of the Head and Neck Cancer (SCCHN): with 
cisplatin and fluorouracil for induction treatment of locally advanced SCCHN

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a
request by the Division of Oncology Products 1 (DOP1) on March 25, 2015, for 
DMPP and OPDP to review the Applicant’s proposed Patient Package Insert (PPI) 
for Docetaxel injection, for intravenous use.

2 MATERIAL REVIEWED

Draft Docetaxel injection, for intravenous use PPI received on February 26, 2015,
and received by DMPP and OPDP on March 25, 2015.

Draft Docetaxel injection, for intravenous use Prescribing Information (PI) 
received on February 26, 2015, revised by the Review Division throughout the 
review cycle, and received by DMPP and OPDP on October 2, 2015.

Approved TAXOTERE (docetaxel) Injection Concentrate, Intravenous Infusion 
(IV) comparator labeling dated November 14, 2014.

3 REVIEW METHODS

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level. In our review of the PPI the target 
reading level is at or below an 8th grade level.

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB)

Reference ID: 3833515



published Guidelines for Prescription Labeling and Consumer Medication
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the PPI document 
using the Arial font, size 10.

In our collaborative review of the PPI we have:

simplified wording and clarified concepts where possible

ensured that the PPI is consistent with the Prescribing Information (PI) 

removed unnecessary or redundant information

ensured that the PPI is free of promotional language or suggested revisions to 
ensure that it is free of promotional language

ensured that the PPI meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006)

ensured that the PPI is consistent with the approved comparator labeling where 
applicable. 

4 CONCLUSIONS

The PPI is acceptable with our recommended changes.

5 RECOMMENDATIONS

Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.

Our collaborative review of the PPI is appended to this memorandum.  Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the PPI.

Please let us know if you have any questions. 

Reference ID: 3833515
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Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Wimolnut Manheng Y

TL: Todd Palmby Y

Statistics (carcinogenicity) Reviewer: N/A

TL: N/A

Immunogenicity (assay/assay validation) 
(for protein/peptide products only)

Reviewer: N/A

TL: N/A

Product Quality (CMC) Reviewer: Rajiv Agarwal N

TL: Xiao Chen Y

Biopharmaceutics Reviewer Jing Li N

TL: Angelica Dorantes N

Quality Microbiology Reviewer: Nandini Bhattacharya N

TL:

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer: Wayne Seifert N

TL:

OSE/DMEPA (proprietary name, 
carton/container labels))

Reviewer: Davis Mathew N

TL: Chi-Ming Tu N

OSE/DRISK (REMS) Reviewer: N/A

TL: N/A

OC/OSI/DSC/PMSB (REMS) Reviewer: N/A

TL: N/A
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Comments:   Review issues for 74-day letter

! Clinical study site(s) inspections(s) needed?
  

If no, explain: No clinical studies performed

  YES
  NO

! Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA, include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known: 

  NO
  To be determined

Reason: 

! If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

CONTROLLED SUBSTANCE STAFF
! Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter
! Clinical pharmacology study site(s) inspections(s) 

needed?
  YES
  NO

Reference ID: 3755329
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BIOSTATISTICS

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (protein/peptide products only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

New Molecular Entity (NDAs only)

! Is the product an NME? YES
  NO

Environmental Assessment

! Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology

! Was the Microbiology Team consulted for validation 
of sterilization? 

Comments: 

  Not Applicable

YES
  NO

Reference ID: 3755329
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Facility Inspection

! Establishment(s) ready for inspection?

Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: 

  Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

! Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

! If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
  NO

  YES
  NO

! What late submission components, if any, arrived 
after 30 days?

! Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

  YES
  NO

Reference ID: 3755329





Version: 12/09/2014 18

! notify sponsor in writing by day 60 (see CST for choices)
! notify OMPQ (so facility inspections can be scheduled earlier)
Send review issues/no review issues by day 74

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

Update the PDUFA V DARRTS page (for applications in the Program)
Other

Annual review of template by OND ADRAs completed: September  2014

Reference ID: 3755329
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: April 7, 2015

Requesting Office or Division: Division of Oncology Product 1 (DOP1)

Application Type and Number: NDA 205934

Product Name and Strength: Docetaxel Injection, 20 mg/mL, 80 mg/4 mL and 
160 mg/8 mL

Product Type: Single-Ingredient Product

Rx or OTC: Rx

Applicant/Sponsor Name: Teikoku Pharma USA Inc.

Submission Date: February 26, 2015

OSE RCM #: 2015-583

DMEPA Primary Reviewer: Davis Mathew, PharmD

DMEPA Team Leader: Chi-Ming (Alice) Tu, PharmD

Reference ID: 3727112





3

of the Carton labeling.  We provide our recommendations in greater detail in section 4 to 
mitigate medication errors and promote the safe use of this product.

4 CONCLUSION & RECOMMENDATIONS
DMEPA concludes that the proposed label and labeling can be improved to increase the 
readability and prominence of important information on the label to promote safe use of the 
product.  We recommend the following to be implemented before the approval of this NDA:

4.1 RECOMMENDATIONS FOR THE DIVISION

A. Prescribing Information
1. The symbols <, <, >, > were utilized in section 2 of the prescribing information to 

represent “less than,” “less than or equal to,” “greater than,” and “greater than or 
equal to,” respectively.  These symbols can be misinterpreted as the opposite of the 
intended meaning or mistakenly used as the incorrect symbol1.  Consider spelling 
out all the symbols with its intended meaning in text.

2. We note that the unit of measurement (e.g. !C) is missing immediately following 
numerical temperature values.  Revise the PI to include the unit of measurement
immediately following numerical temperature values.

3. Section 16.1 currently displays NDC with a placeholder (NDC XXXX-XXXX-XX).  Ensure 
that the product codes (middle segment) of the NDC are different numbers for each 
of the three strengths in order to adequately distinguish the difference in total drug 
content2. 

4.2 RECOMMENDATIONS FOR THE APPLICANT/SPONSOR
A. General Comments (Container Label & Carton Labeling)

1. Relocate and decrease the prominence of the statement “Non-Alcohol Formula” 
to the lower one-third portion of the principle display panel (PDP).  As currently 
presented this statement competes in prominence with the established name 
on the PDP.  Please note by relocating this statement to the lower one-third 
portion of the PDP may not provide adequate contrast or legibility when 
overlapping with the similar color graphic design on the bottom of PDP.  
Consider revising the font color of the statement “Non-Alcohol Formula” to 
ensure legibility.  

                                                     
1 Institute for Safe Medication Practices (ISMP).  ISMP’s List of Error-Prone Abbreviations, Symbols, and Dose 
Designations.  ISMP:2010.
2 Guidance for Industry: Safety Consideration for Container Labels and Carton Labeling Design to Minimize 
Medication Errors (Draft Guidance).  April 2013.
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2. To improve readability and increase white space on the principle display panel 
we recommend relocating  the strength per mL statement to immediately 
follow the total content per total volume statement on the same line, and 
placing it inside parenthesis such as: 

80 mg/4mL (20 mg/mL)
3. As currently displayed, we note the NDC with a placeholder (NDC XXXX-XXXX-

XX).  Ensure that the product codes (middle segment) of the NDC are to be 
different numbers for each of the three strengths in order to adequately 
distinguish the difference in total drug content3.

B. Carton Labeling
1. Include the unit of measurement immediately following all numerical 

temperature values on the side panel.  For example, revise “  
 to read 

2. We note the statement “Cytotoxic Agent” lacks prominence.  Consider revising 
the font color of this statement to red.

                                                     
3 Guidance for Industry: Safety Consideration for Container Labels and Carton Labeling Design to Minimize 
Medication Errors (Draft Guidance).  April 2013.
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APPENDIX B. PREVIOUS DMEPA REVIEWS
B.1 Methods
On April 1, 2015, we searched the L:drive and AIMS using the terms, Docetaxel to identify 
reviews previously performed by DMEPA.  

B.2 Results
Our search identified three previous reviews4,5,6, and we confirmed that our previous 
recommendations were implemented or considered.

                                                     
4 Mathew, D. Label and Labeling Review for Docetaxel Injection (NDA 203551). Silver Spring (MD):FDA, CDER, OSE, 
DMEPA (US); 2015 January 27. RCM No.:2015-0069.
5 Mathew, D. Label and Labeling Review for Docetaxel Injection (NDA 201525) Silver Spring (MD): FDA, CDER, 
OSE, DMEPA (US); 2014 May 28. RCM No.:2014-804.
6 Abdus-Samad, J. Label and Labeling Review for Docetaxel Injection (NDA 202356) Silver Spring (MD): FDA, 
CDER, OSE, DMEPA (US); 2014 February 20. RCM No.:2013-2189
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,7 along with 
postmarket medication error data, we reviewed the following Docetaxel Injection
labels and labeling submitted by Teikoku Pharma USA Inc. on February 26, 2015.

∀ Container label
∀ Carton  labeling
∀ Full Prescribing Information

G.2 Label and Labeling Images

                                                     
7 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.
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