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From: Minor, Naseya
To: "John Oberholtzer"
Cc: Amber Sheriff
Subject: RE: NDA 208-083 Clindamycin in 0.9% Sodium Chloride Injection-Labeling Comment Clarification Request
Date: Monday, September 19, 2016 4:10:00 PM

Hi John,
 
It will not be acceptable to state that you are relying on the safety and efficacy of the listed drug or
something to that effect alone. The comments contained in the letter were to identify areas where the
labeling did not meet the PLR regulatory requirements per 21 CFR 201.57 and the corresponding
guidance’s provided in the filing letter.  Additional clarifications are provided below:
 

Comment 14: Our comment states “if applicable” which means we not are asking you to
provide source data but to make the information relevant to this section. For example, If this
information is not specifically dosage-related as per the regulatory requirements for this section
(i.e. 21 CFR 201.57 (c)(3)) then consider what section of labeling may be more appropriate.
 
Comment  17: Our comment was made for you to organize the content included in the section.
Please re-organize the section as recommended in the letter. This does not require a review
any source data.
 
Comment 19: We are asking you to review publicly available information and add “if
appropriate” per the regulations.
 
Comment 21:  If possible please delineate whether adverse reactions were experienced during
Clinical Trials and/or Post Marketing Experience.
 
Comments 26, 27, 28, 29 are all regulatory requirements from the PLLR regulations and
guidance
 
Comment 30 is a regulatory requirement further clarified in the pediatric labeling guidance

 
As requested in your September 18th email, please amend your application with revised labeling that
addresses the issues described in the filing communication by October 17, 2016. The resubmitted
labeling will be used for further labeling discussions. Please note that we may have additional labeling
comments and edits during the application review. 
 
Please let me know if you have any questions or need additional clarifications.
Thanks,
 
Naseya
 
From: John Oberholtzer [mailto:joberholtzer@celeritypharma.com] 
Sent: Friday, September 16, 2016 11:13 AM
To: Minor, Naseya
Cc: Amber Sheriff
Subject: FW: NDA 208-083 Clindamycin in 0.9% Sodium Chloride Injection-Labeling Comment
Clarification Request
 
Dear Ms. Minor,
 
We need clarification in regards to the Filing Communication dated September 12, 2016 for NDA
208-083 Clindamycin in 0.9% Sodium Chloride Injection.  This application was filed as a 505 (b)(2)
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where we are relying on the safety and toxicology information of the Listed Drug CLEOCIN.  The only
difference between the Listed Drug and our proposed product is that 0.9% Sodium Chloride is added
as a diluent.  A 505 (b)(2) application is allowed for this type of product.  For the following
comments, the information is not available since we don’t have access to the Clinical Study.
 
A14
A17
A19
A21
A26
A27
A28
A29
A30
 
 
Would it be an acceptable response to say that we are relying on the safety and efficacy of the listed
drug or something to the effect?
 
We look forward to your feedback and would appreciate a quick response so that we can maintain
the deadline for submitting no later than October 3, 2016.
 
Thanks and Best Regards,
 

John Oberholtzer
John Oberholtzer, J.D.
Senior Regulatory Affairs Manager
9450 W. Bryn Mawr Ave.
Suite 640
Rosemont, IL 60018
Direct/Fax/SMS: + (847) 999-0816
Email: joberholtzer@celeritypharma.com
 
 
 
 

CELERITY PHARMACEUTICALS, LLC CONFIDENTIALITY NOTICE: The information
transmitted is intended only for the person(s) or entity to which it is addressed and may
contain confidential and/or legally privileged material. Delivery of this message to any
person other than the intended recipient(s) is not intended in any way to waive privilege or
confidentiality. Any review, retransmission, dissemination or other use of, or taking of any
action in reliance upon, this information by entities other than the intended recipient is
prohibited. If you receive this in error, please contact the sender and delete the material from
any computer. This communication does not reflect an intention by the sender to conduct a
transaction or make any agreement by electronic means.
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

NASEYA N MINOR
09/29/2016
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring  MD  20993

Pre-NDA 208083 
MEETING MINUTES

Celerity Pharmaceuticals, LLC
Attention: John Oberholtzer, J.D.
Senior Regulatory Affairs Manager
9450 W. Bryn Mawr Ave., Suite 640
Rosemont, IL 60018

Dear Mr. Oberholtzer:

Please refer to your Pre New Drug Application (NDA) meeting request dated November 21, 
2014, for Clindamycin Injection in 0.9% Sodium Chloride in GALAXY container. 

We also refer to the teleconference between representatives of your firm and the FDA on 
February 9, 2015.  The purpose of the meeting was to discuss the bioequivalence plan, stability 
plan, and submission strategy for filing your NDA. 

A copy of the official minutes of the teleconference is enclosed for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Naseya Minor, Regulatory Project Manager at (301) 796-0756.

Sincerely,

{See appended electronic signature page}

Sumathi Nambiar, MD, MPH
Director
Division of Anti-Infective Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES

Meeting Type: Type B
Meeting Category: Pre-NDA

Meeting Date and Time: February 9, 2015, 9:00 a.m.– 10:00 a.m.
Meeting Location: Teleconference

Application Number: NDA 208083
Product Name: Clindamycin Injection in 0.9% Sodium Chloride in GALAXY 

Container
Indication: Treatment of serious infections caused by susceptible anaerobic 

bacteria

Sponsor/Applicant Name: Celerity Pharmaceuticals, LLC

Meeting Recorder: Naseya Minor

FDA ATTENDEES

Office of Antimicrobial Products

David Roeder, MS Associate Director of Regulatory Affairs 

Division of Anti-Infective Products

Sumathi Nambiar, MD, MPH Director
Katherine Laessig, MD Deputy Director
Joseph Toerner, MD, MPH Deputy Director for Safety
Thomas Smith, MD Clinical Team Lead
Maria Allende, MD Medical Officer
Kimberly Bergman, Pharm D Clinical Pharmacology Team Lead
Kunyi Wu, Pharm D Clinical Pharmacology Reviewer
Seong Jang, PhD Clinical Pharmacology Reviewer
Kerry Snow, MS Clinical Microbiology Team Lead
Jalal Sheikh, PhD Clinical Microbiology Reviewer
Elsbeth Chikhale, PhD Biopharmaceutics Team Lead
Maziar Kakhi, PhD Biopharmaceutics Reviewer
Wendelyn Schmidt, PhD Pharmacology Toxicology Team Lead
Amy Ellis, PhD Pharmacology Toxicology Reviewer
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NDA 208083 
Page 2

Thamban Valappil, PhD Statistical Team Lead
Mushfiqur Rashid, PhD Statistical Reviewer
Balajee Shanmugam, PhD CMC Team Lead
Naseya Minor, MPH Regulatory Project Manager

Celerity Pharmaceuticals, LLC
Daniel Robins, PhD President
Ambareen Sheriff Vice President, Regulatory Affairs and Quality Assurance
John Oberholtzer Senior Regulatory Affairs Manager
George Monen Senior Product Development Manager
Gordon Johnston, RPh Regulatory Consultant
Glenn Dennis Manager, Global Regulatory Affairs

BACKGROUND

On November 21, 2014 Celerity submitted a pre-NDA Meeting Request for Clindamycin 
Injection in 0.9% Sodium Chloride in GALAXY container which was granted on December 29, 
2014.  The meeting purpose was to discuss the bioequivalence plan and stability plan including 
the timeline and filing strategy for the NDA.

FDA sent preliminary comments to the Sponsor on February 4, 2015. The Sponsor was in 
agreement with the Division’s responses to questions 1, 2, 5, and 7. The meeting discussion 
consists of clarifications of the additional meeting responses. The Division’s preliminary 
responses are in bold followed by the meeting discussion in italics.

DISCUSSION

Chemistry, Manufacturing, and Controls 
Question 3

At the time of the submission of the 505(b)(2) application there will be 6 months room 
temperature (25°C ± 2°C/40% ± 5%RH), 3 months  accelerated (40°C ± 2°C/20% ± 
5%RH) stability data, 6 months intermediate (30°C ± 2°C/35% ± 5%RH) and 12 months data
on the developmental batches. Celerity intends to file with this data and provide the 12
month data from the registration/stability batches as soon as it is available around March
2016 (3 months after the planned date of submission, December 2015). Celerity feels that

data from the
development batches. The list of batches on the development study is provided in Table 4
below. There are no known stability issues with the Clindamycin Injection in 0.9% Sodium 
Chloride in a 50 mL plastic GALAXY container.

Stability data up to 6 months from the development study has been complete. The available
data is provided as Attachment C. Twelve (12) months data from these batches will be 
provided in the original submission, as appropriate.

Reference ID: 3710447
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As can be seen from the provided data below in Table 5 below, at the six (6) month time point,
the stability data from the development study remains stable on all strengths (300 mg, 600
mg and 900 mg) when stored under room temperature conditions and trends similarly to the
listed drug. The stability registration batch will be manufactured using the same
equipment/process as was used for the development batches. The same equipment

will be used for commercial production.

Under accelerated conditions, at the 3 month time point, the assay values for all strengths and
the assays on the listed drug experienced a significant drop indicating that
neither the listed drug nor the proposed product is able to withstand accelerated conditions.
Therefore, in addition to the samples stored at accelerated conditions and long term
conditions being tested, samples stored at intermediate conditions will also be tested on the
stability/registration batches. The listed drug trended similarly also at the accelerated
conditions.

Following ICH Q1A R2, does the Agency agree that providing stability data on 3 months
accelerated, 6 months intermediate, 6 months long term on the registration batches and 12
months long term on development batches be an acceptable stability strategy to support filing of 
the NDA?

FDA Response: No we do not agree.  At the time of submission, the NDA should provide 
complete CMC information including 12-months long-term stability data and 6-months 
accelerated stability data from three registration batches. Any available additional stability 
information can be provided as supportive data. Please note that we will not be able to 
accept any updates to the CMC section during review of the NDA. 

Reference ID: 3710447
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Clindamycin Injection in 0.9% Sodium Chloride is being introduced as an effort to improve
safety and to provide for specific patient populations (e.g., diabetics, trauma patients, stroke 
victims and burn patients).

FDA Response: The review classification of the application will be determined once the 
NDA is filed.

Meeting discussion:   
 

 
 
 

Clinical Pharmacology
Question 6

In accordance with 21 CFR § 320.22(a), Celerity intends to request a waiver of the requirement
to submit in vivo bioavailability/bioequivalence data for the proposed premixed Clindamycin
Injection in 0.9% Sodium Chloride (300 mg/50 mL, 600 mg/50 mL, and 900 mg/50 mL) in a
plastic GALAXY container drug product. This request is based on 21 CFR § 320.22(b), which
states that for certain drug products, the in vivo bioavailability or bioequivalence of the drug
product may be self-evident provided:

(1) The drug product:

i. Is a parenteral solution intended solely for administration by injection, or an ophthalmic 

or otic solution; and

ii. Contains the same active and inactive ingredients in the same concentration as a drug

product that is the subject of an approved full new drug application or

abbreviated new drug application.

The proposed drug product’s self-evident in vivo bioavailability/bioequivalence is
based on the fact that the product is a sterile solution intended solely for intravenous
administration that has the same active ingredient in the same strength as the
reference listed drug that is the subject of an approved NDA. Further, the dosage
form, route of administration and dosing regimen for the proposed drug are the
same as the listed drug. The proposed product contains a different tonicity agent
(Celerity’s product has 0.9% Sodium Chloride vs. Pfizer’s 5% Dextrose), which is
not expected to lead to clinical differences. Data on product osmolality, pH, and
total related substances are similar between the listed drug and Celerity’s product.
Table 5 demonstrates the analytical similarities between Celerity’s product and the
listed drug CLEOCIN PHOSPHATE IV Solution. The data on Celerity’s proposed
product in Table 5 is obtained from the test articles, listed in Table 4, during the
Clindamycin Injection in 0.9% Sodium Chloride development study. The

Reference ID: 3710447
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CLEOCIN data is obtained from the Clindamycin Injection in 5% Dextrose
development study.

In addition to 21 CFR 320.22(b), Celerity cites 21 CFR 320.22(e), which allows for waivers of
bioequivalence for products that are considered safe by the FDA (i.e., compatible with the
public health). The agency’s guidance on the most appropriate legal basis for the waiver is 
requested.

Does the Agency agree with this position?

FDA Response: We agree that your position to request a biowaiver of the requirement to 
conduct a bioequivalence study for your proposed drug product seems reasonable. As part 
of the biowaiver request, you should provide a justification in the NDA, with supporting 
data (e.g., published literature, study data, etc.), demonstrating that the differences in 
excipients (including, but not limited to, differences in drug-excipient chemical and 
physical interactions), pH, and osmolality between your proposed drug product and the 
listed drug product will not have any impact on the stability, pharmacokinetics, efficacy, 
and safety of your proposed product, as compared to those of the listed drug product. 
For ease of review, we recommend (where possible) a side-by-side comparison of the 
relevant data for your proposed and the listed drug products to support your biowaiver 
request.

Meeting discussion:  The Sponsor plans to submit the biowaiver request under 21 CFR
320.22(e).  The Division agreed to review the request at the time of NDA submission.

PRESCRIBING INFORMATION

In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop 
your proposed PI, we encourage you to review the labeling review resources on the PLR 
Requirements for Prescribing Information website including:

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents, and 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.  

Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with the 
format items in regulations and guidances. 

MANUFACTURING FACILITIES

To facilitate our inspectional process, we request that you clearly identify in a single location, 
either on the Form FDA 356h, or an attachment to the form, all manufacturing facilities 
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associated with your application.  Include the full corporate name of the facility and address 
where the manufacturing function is performed, with the FEI number, and specific 
manufacturing responsibilities for each facility.

Also provide the name and title of an onsite contact person, including their phone number, fax 
number, and email address.  Provide a brief description of the manufacturing operation 
conducted at each facility, including the type of testing and DMF number (if applicable).  Each 
facility should be ready for GMP inspection at the time of submission.

Consider using a table similar to the one below as an attachment to Form FDA 356h.  Indicate 
under Establishment Information on page 1 of Form FDA 356h that the information is provided 
in the attachment titled, “Product name, NDA/BLA 012345, Establishment Information for Form 
356h.”

Site Name Site Address

Federal
Establishment
Indicator
(FEI) or
Registration
Number
(CFN)

Drug
Master
File
Number
(if 
applicable)

Manufacturing Step(s)
or Type of Testing 
[Establishment 
function]

1.
2.

Corresponding names and titles of onsite contact:

Site Name Site Address
Onsite Contact 
(Person, Title)

Phone and 
Fax 
number

Email address

1.

2.

505(b)(2) REGULATORY PATHWAY

The Division recommends that sponsors considering the submission of an application through 
the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the draft 
guidance for industry Applications Covered by Section 505(b)(2) (October 1999), available at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  
In addition, FDA has explained the background and applicability of section 505(b)(2) in its 
October 14, 2003, response to a number of citizen petitions that had challenged the Agency’s 
interpretation of this statutory provision (see Docket FDA-2003-P-0274-0015, available at 
http://www.regulations.gov).

If you intend to submit a 505(b)(2) application that relies for approval, in part, on FDA’s finding 
of safety and/or effectiveness for one or more listed drugs, you must establish that such reliance 
is scientifically appropriate, and must submit data necessary to support any aspects of the 
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proposed drug product that represent modifications to the listed drug(s).  You should establish a 
“bridge” (e.g., via comparative bioavailability data) between your proposed drug product and 
each listed drug upon which you propose to rely to demonstrate that such reliance is 
scientifically justified.  

If you intend to rely, in part, on literature or other studies for which you have no right of 
reference but that are necessary for approval, you also must establish that reliance on the studies 
described in the literature or on the other studies is scientifically appropriate.  You should 
include a copy of such published literature in the 505(b)(2) application and identify any listed 
drug(s) described in the published literature (e.g. trade name(s)).    

If you intend to rely, in part, on the Agency’s finding of safety and/or effectiveness for a listed 
drug(s) or published literature describing a listed drug(s) (which is considered to be reliance on 
FDA’s finding of safety and/or effectiveness for the listed drug(s)), you should identify the listed 
drug(s) in accordance with the Agency’s regulations at 21 CFR 314.54.  It should be noted that 
21 CFR 314.54 requires identification of the “listed drug for which FDA has made a finding of 
safety and effectiveness,” and thus an applicant may only rely upon a listed drug that was 
approved in an NDA under section 505(c) of the FD&C Act.  The regulatory requirements for a 
505(b)(2) application (including, but not limited to, an appropriate patent certification or 
statement) apply to each listed drug upon which a sponsor relies.

If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug that has 
been discontinued from marketing, the acceptability of this approach will be contingent on 
FDA’s consideration of whether the drug was discontinued for reasons of safety or effectiveness.  

We encourage you to identify each section of your proposed 505(b)(2) application that relies on 
FDA’s finding of safety and/or effectiveness for a listed drug(s) or on published literature.  In 
your 505(b)(2) application, we encourage you to clearly identify (for each section of the 
application, including the labeling):  (1) the information for the proposed drug product that is 
provided by reliance on FDA’s finding of safety and/or effectiveness for the listed drug or by 
reliance on published literature; (2) the “bridge” that supports the scientific appropriateness of 
such reliance; and (3) the specific name (e.g., proprietary name) of each listed drug named in any 
published literature on which your marketing application relies for approval.  If you are 
proposing to rely on published literature, include copies of the article(s) in your submission. 

In addition to identifying in your annotated labeling the source(s) of information essential to the 
approval of your proposed drug that is provided by reliance on FDA’s previous finding of safety 
and efficacy for a listed drug or by reliance on published literature, we encourage you to also 
include that information in the cover letter for your marketing application in a table similar to the 
one below.    

List the information essential to the approval of the proposed drug that is provided by reliance 
on the FDA’s previous finding of safety and efficacy for a listed drug or by reliance on published 

literature
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Source of information
(e.g., published literature, name of listed 

drug)

Information Provided
(e.g., specific sections of the 505(b)(2) application or 

labeling)

1.  Example: Published literature Nonclinical toxicology

2.  Example: NDA XXXXXX
“TRADENAME”

Previous finding of effectiveness for
indication X

3.  Example: NDA YYYYYY
“TRADENAME”

Previous finding of safety for
Carcinogenicity, labeling section XXX

4.     

Please be advised that circumstances could change that would render a 505(b)(2) application for 
this product no longer appropriate.  For example, if a pharmaceutically equivalent product were 
approved before your application is submitted, such that your proposed product would be a 
“duplicate” of a listed drug and eligible for approval under section 505(j) of the FD&C Act, then 
it is FDA’s policy to refuse to file your application as a 505(b)(2) application (21 CFR 
314.101(d)(9)).  In such a case, the appropriate submission would be an Abbreviated New Drug 
Application (ANDA) that cites the duplicate product as the reference listed drug. 

There were no attachments or handouts during the teleconference meeting. The meeting 
concluded and the Sponsor thanked the Division for their feedback and useful comments. 

POST MEETING NOTE
With regard to submitting the NDA  
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