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Director
Division of Pulmonary, Allergy, and Rheumatology 
Products (DPARP)

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

Marcia Williams, PhD
Team Leader, Patient Labeling 
Division of Medical Policy Programs (DMPP)

From: Aman Sarai, BSN, RN
Patient Labeling Reviewer
Division of Medical Policy Programs (DMPP)

Kyle Snyder, Pharm.D.
Regulatory Review Officer
Division of Advertising and Promotion Review II
Office of Prescription Drug Promotion (OPDP)

Laurie Buonaccorsi, Pharm.D.
Regulatory Review Officer
Division of Advertising and Promotion Review II
Office of Prescription Drug Promotion (OPDP)

Subject: Review of Patient Labeling: Patient Package Insert (PPI)
and Instructions for Use (IFU)

Drug Name (established 
name):

TRADENAME (methotrexate)

Dosage Form and 
Route:

injection, for subcutaneous use
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Application
Type/Number: 

210737

Applicant: Cumberland Pharmaceuticals Inc.

1 INTRODUCTION

On November 5, 2018, Cumberland Pharmaceuticals Inc. submitted for the Agency’s 
review a 505(b)(2) New Drug Application for methotrexate for use in the treatment 
of severe, active rheumatoid arthritis (RA) and poluarticular juvenile idiopathic 
arthritis (PJIA) who are intoleratnt of or had an inadequate response to first-line 
therapy and symptomatic control of severe, recalcitrant, disabling psoriasis in adults 
who are not adequately responsive to other forms of therapy.The prefilled syringe 
will be available in doses ranging from 7.5 mg to 25 mg. The methotrexate injection 
NDA identified as a reference drug to provide support for safety and efficacy for this 
505(b)(2) application is OTREXUP PFS NDA 22348.

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 Pulmonary, Allergy, and Rheumatology Products 
(DPARP) on January 17, 2019 for DMPP and OPDP to review the Applicant’s 
proposed Patient Package Insert (PPI) and Instructions for Use (IFU) for 
TRADENAME (methotrexate) injection, for subcutaneous use.

DMPP conferred with the Division of Medication Error, Prevention, and Analysis 
(DMEPA) and a separate DMEPA review was completed on March 4, 2019

2 MATERIAL REVIEWED

Draft TRADENAME (methotrexate) PPI and IFU November 5, 2018, revised by 
the Review Division throughout the review cycle, and received by DMPP and 
OPDP on August 2, 2019.

Draft TRADENAME (methotrexate) Prescribing Information (PI) received on
November 5, 2018, revised by the Review Division throughout the review cycle,
and received by DMPP and OPDP on August 2, 2019.

Last approved OTREXUP PFS comparator labeling dated June 19, 2019.

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.

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

In our collaborative review of the PPI and IFU we:

simplified wording and clarified concepts where possible

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

rearranged information due to conversion of the PI to Physicians Labeling Rule 
(PLR) format

removed unnecessary or redundant information

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

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

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

4 CONCLUSIONS

The PPI and IFU are 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 and IFU 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 and IFU.

Please let us know if you have any questions. 
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****Pre-decisional Agency Information****

Memorandum
Date: August 1 , 2019

To: Raj Nair, Clinical Reviewer  
Division of Pulmonary, Allergy, and Rheumatology Products (DPARP) 

Jessica Lee, Regulatory Project Manager, (DPARP) 

From: Laurie Buonaccorsi, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Kyle Snyder, Regulatory Review Officer, OPDP

CC: Matthew Falter, Team Leader, OPDP
Kathleen Klemm, Team Leader, OPDP

Subject: OPDP Labeling Comments for REDITREX (methotrexate) injection, for 
subcutaneous use

NDA: 210737

In response to DPARP’s consult request dated January 17, 2019, OPDP has reviewed the 
proposed prescribing information (PI), patient package insert (PPI), Instructions for Use (IFU),  
and carton and container labeling for the original NDA submission for REDITREX 
(methotrexate) injection, for subcutaneous use.

PI:  OPDP’s comments on the proposed labeling are based on the draft PI received by 
electronic mail from DPARP on August 2, 2019, and are provided below.

PPI and IFU: A combined OPDP and Division of Medical Policy Programs (DMPP) review will 
be completed, and comments on the proposed PPI and IFU will be sent under separate cover. 

Carton and Container Labeling:  OPDP has reviewed the attached proposed carton and 
container labeling submitted by the Sponsor to the electronic document room on May 2, 2019,
and our comments are provided below. 

Thank you for your consult.  If you have any questions, please contact Kyle Snyder at (240)
402-8792 or kyle.snyder@fda.hhs.gov; or Laurie Buonaccorsi at (240) 402-6297 or 
laurie.buonaccorsi@fda.hhs.gov.

FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion 
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MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

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)

Date of This Memorandum: May 9,2019

Requesting Office or Division: Division of Pulmonary, Allergy, and Rheumatology Products 
(DPARP)

Application Type and Number: NDA 210737

Product Name and Strength: Methotrexate injection, 7.5 mg/0.3 mL, 10 mg/0.4 mL, 12.5 
mg/0.5 mL, 15 mg/0.6 mL, 17.5 mg/0.7 mL, 20 mg/0.8 mL, 
22.5 mg/0.9 mL, 25 mg/mL

Applicant/Sponsor Name: Cumberland Pharmaceuticals Inc.

FDA Received Date: May 2, 2019

OSE RCM #: 2018-2446-1

DMEPA Safety Evaluator: Sarah K. Vee, PharmD

DMEPA Team Leader: Idalia E. Rychlik, PharmD

1 PURPOSE OF MEMORANDUM
Division of Pulmonary, Allergy, and Rheumatology Products (DPARP) requested that we review 
the revised prescribing information (PI), instructions for use (IFU), container label, and carton 
labeling for methotrexate injection (Appendix A) to determine if it is acceptable from a 
medication error perspective.  The revisions are in response to recommendations that we made 
during a previous label and labeling review.a 

2  CONCLUSION
The Applicant submitted revised PI, IFU, container label, and carton labeling, received on May 
2, 2019 for methotrexate injection. The Applicant implemented all of our recommendations 
and we have no additional recommendations at this time.

a Rychlik I. Label and Labeling Review for methotrexate injection (NDA 210737). Silver Spring (MD): FDA, CDER, 
OSE, DMEPA (US); 2019 MAR 04. RCM No.: 2018-2446.
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APPENDIX A. LINK TO LABEL AND LABELING RECEIVED ON MAY 2, 2019

\\CDSESUB1\evsprod\NDA210737\0015\m1\us\114-label\1141-draft-label
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1. REASON FOR REVIEW 

On Novembers, 2018 Cumberland Pharmaceuticals Inc. submitted a 505 (b)(2) NOA for 
methotrexate injection (NOA 210737) in a single dose, prefil led syringe for Agency review. The 
Division of Pu lmonary, Allergy, and Rheumatology Products (DPARP) requested DMEPA 
evaluate the proposed Prescribing Information (Pl), Instructions for Use (IFU), Carton and 
Container labe lingfor areas of vu lnerabi lity that could lead to medication errors. 

1.2 BACKGROUND INFORMATION 

The referenced listed drug (RLD) product for this application is Otrexup (NOA 204824). Otrexup 
(methotrexate) injection was approved in 2013 and is avai I able in an autoinjector presentation. 
The prefi l led syringe presentation of Otrexup was approved on May 31, 2017. DMEPA 
completed an Use Re lated Risk Ana lysis and Comparative Analysis review (OSE#2018-1304) for 
the proposed methotrexate injection on August 30, 2018 and agreed that a human factors 
va lidation study if not needed. 

The two products are identical in their indications of use, dosage forms, dosing regimens and 
routes of administration . However, we note, that the RLD product lbllll 

whereas the Cumberland product maintains a 25mg/mL concentration with changes to the 
proposed pre-fi lled syringe fi ll volumes to achieve dose strength (see Appendix A). 

2. MATERIALS REVIEWED 

We considered the materia ls listed in Table 1 for this review. The Appendices provide the 
methods and results for each material 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 

Human Factors Study C-N/A 

ISMP Newsletters D-N/A 

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

Other F-N/A 

Labe ls and Labe ling G 

N/A=not applicable for this review 
*We do not typica lly search FAE RS for our labe l and labe ling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance 

3. OVERALL ASSESSMENT OF THE MATERIALS REVIEWED 

2 
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APPENDICES: METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION 

Table 2 presents re levant product informat ion for NOA 210737 rece ived on November 5, 2018 
from Cumberland Pharmaceuticals Inc., and the listed drug (LO). 

Table 2. Relevant Product Information for NOA 210737 methotrexate injection and the 
Listed Drug 

Product Name Methotrexate injection Otrexupa 

Application Type and NOA 210737 NOA 204824 

Number 

Initial Approval Date N/A (pending) 2013 

Active Ingredient methotrexate 

Indication Methotrexat e Inj ection is indicat ed for t he treatment of t he 
fol lowi ng indications: 
• Severe, active rheumatoid arthrit is (RA) and polyart icular juvenile 
idiopathic art hrit is (pJIA), who are intolerant of or had an inadequate 
response to first-line t herapy 
• Symptomatic control of severe, recalcitrant, and disabling psoriasis in 
adults who are not adequately responsive to other forms of t herapy 

Route of Administration Subcutaneously injection. Adm inister in the abdomen or t high. 

Dosage Form Inj ection 

Strength 7.5 mg/0.3 ml, 10 mg/0.4 m l , 10 mg/0.4 ml, 12.5 mg/0.4 ml, 

12.5 mg/0.5 ml, 15 mg/0.6 ml, 15 mg/0.4 ml, 17.5 mg/0.4 ml, 
17.5 mg/0.7 ml, 20 mg/0.8 ml, 20mg/0.4 ml, 22.5 mg/0.4 ml, 
22.5 mg/0.9 ml, 25 mg/ml 25 mg/0.4 ml 

Dose and Frequency Inj ect once weekly. 

Starting doses of methotrexate: 

• RA: 7.5 mg once weekly 
• pJIA: 10 mg/m2 once weekly 
• Psoriasis: 10 to 25 mg once weekly 

• Adjust dose gradually to achieve an opt imal response 

How Supplied Cartons containing: Cartons containing: 

• 4 si ngle-dose, pre-filled • 4 si ngle-dose, pre-filled 
syri nges syri nges or auto- inj ector( l O) 

Storage Store between 2o·c t o 25°C (68°F t o 77°F); excursions permitted 
to 15°C t o 30°C (59°F t o 86°F). Protect from light. 

• Ot rexup [Prescribing Information) . Drugs@FDA. U.S. Food and Drug Administ ration. 2019JAN 03 . Ava i I able f rom: 
https ://www.accessdata.fda.gov/drugsatfda docst1abel/2018/204824s0081 bl .pdf. 

7 
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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, c along with 
postmarket medication error data, we reviewed the following NDA 210737 labels and labeling 
submitted by Cumberland Pharmaceuticals Inc. 

• Container label received on November S, 2018 
• Blister label received on Novembers, 2018 
• Carton labeling received on Novembers, 2018 

• Instructions for Use received on January 30, 2019 
• Medication Guide received on November S, 2018 

• Prescribing Information (Image not shown) received on November S, 2018 

G.2 Label and Labeling Images 

Prescribing Information (Image not shown) 

\\cdsesubl\evsprod\nda210737\0008\ml\us\114-label\1141-draft-label\proposed-word.docx 

Instructions for Use (Image not shown) 

\\cdsesu b 1 \ evs prod\nda210737\0013\m 1\us\114-1 abe I\ 1141-d raf t-1 a be I \instruction-for-use
re di tre x-word. d ocx 

Carton labeling and Blister labels (Image not shown) 

\\cdsesubl\evsprod\nda210737\0008\ml\us\114-label\1141-draft-label\draft-carton-contain
label.pdf 

Container labels 

' Inst itute for Hea Ith care Improvement (I HI). Failure M odes and Effects Analysis. Boston. I Hl:2004. 
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