
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

212479Orig1s000 
212479Orig2s000 
212479Orig3s000 
212479Orig4s000 

 
 

PRODUCT QUALITY REVIEW(S) 
 



 

 
  

  

Office of Pharmaceutical Quality  

  
New Drug Application (NDA) 212479  

Integrated Quality Assessment Template  

Reference ID: 5066780











 

Title: NDA Executive Summary 

 
Document ID: OPQ-ALL-TEM-0013 
Effective Date: 31 May 2022 Revision:  00 
Total Pages: 3   

Template Revision: 03 

 

Storage Temperature/ 
Conditions 

Store JYLAMVO at 20°C to 25°C (68°F to 77°F) 
excursions permitted to 15°C to 30°C (59°F to 86°F) [see 
USP Controlled Room Temperature]. 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Lawrence Perez Donna Christner 

Drug Product/ 
Labeling 

Mike Theodorakis/ 
Craig M. Bertha Hong Cai 

Manufacturing Vickey He Chengjiu Hu 

Biopharmaceutics N/A  

Microbiology Kelly Ann Miller Erika Pfeiler 

Other (specify): 
 
 

  

RBPM Oumou Barry/Teshara Bouie 

ATL Craig M. Bertha 

Consults None 

 

2. Final Overall Recommendation  Adequate. 

 
4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
The applicant has amended the application to address the deficiencies that 
were outlined in the Complete Response Letter dated 12/22/2021. 

 
b. Is the overall recommendation in agreement with the individual 
discipline recommendations?    Yes 

 
Recommendation by Subdiscipline: 
   Drug Substance      - N/A 
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   Drug Product  - Adequate 
   Quality Labeling  - Adequate 
   Manufacturing  - Adequate 
   Biopharmaceutics - N/A 
   Microbiology  - Adequate 

 
 Environmental Assessment:    Categorical Exclusion - Adequate 
 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: N/A 

 

Comparability Protocols (PACMP):  No 
Comments: N/A 

 
 Additional Lifecycle Comments: 

N/A 
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1.2.3 Section 11  DESCRIPTION 
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For parenteral injectable 

dosage forms, include the 

name and quantities of all 

inactive ingredients. For 

ingredients added to adjust 

the pH or make isotonic, 

include the name and 

statement of effect. 

N/A N/A 

If alcohol is present, must 

provide the amount of 

alcohol in terms of percent 

volume of absolute alcohol 

N/A N/A 

Statement of being sterile 

(if applicable) 

N/A N/A 

Pharmacological/ 

therapeutic 

class  

The pharmacological/ 

therapeutic class of 

methotrexate is a folate 

analog metabolic 

inhibitor.  It is not  

included in Section 11.  

Not Acceptable.   

Include in Section 11  

methotrexate is a folate 

analog metabolic inhibitor  

Chemical name, structural 

formula, molecular weight  

See page 7 above Not acceptable, see 

assessment below.   

If radioactive, statement of 

important nuclear 

characteristics. 

N/A N/A 

Other important chemical 

or physical properties 

(such as pKa or pH) 

The pH of oral solution 

is 6.8  

 not included 

in Section 11.  

Not Acceptable 

Include  

 the pH 

value of 6.8 in Section 11.   
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1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 
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2.0 INSTRUCTIONS FOR USE/PATIENT INFORMATION  

The Patient Information, PI pages, 16, 18, 19 and 20 (submitted in eCTD-0009 

(SDN-9) on 06/16/2021, should be revised to read as follows: 
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Assessment of Product Quality Related Aspects of Patient Labeling (e.g., 

Medication Guide, Patient Information, Instructions for Use):  

 

Not Acceptable. 

 

The Patient Information on PI pages, 16, 18, 19 and 20 should be revised to read as 

shown above.   

 

 

The revisions in red font will be made in the PI at the SharePoint Dr. 
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multiple-dose, single-

patient-use) 

Other package terms 

include pharmacy bulk 

package and imaging bulk 

package which require 

“Not for direct infusion” 

statement. 

N/A N/A 

If alcohol is present, must 

provide the amount of 

alcohol in terms of 

percent volume of 

absolute alcohol 

N/A N/A 

 

 

 

Assessment of Container Label:  

 
Not Acceptable 

 

1.   Define the area on the container label where the numerical values of Batch No/Lot 

No and Expiry date will be printed. 

 

2.   Revise the phrase “Store JYLAMVO at 20° to 25°C (68° to 77°F)” to read “Store 

JYLAMVO at 20°C to 25°C (68°F to 77°F) excursions permitted to 15°C to 30°C 

(59°F to 86°F) [see USP Controlled Room Temperature]” 
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4.2 CARTON LABEL 
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information is required 

for injectables per 21 

CFR 201.100(b)(5)(iii)] 

“Rx only” displayed on 

the main panel [21 CFR 

201.100(b)(1)] 

Rx, is exhibited on carton label Acceptable 

NDC number [per 21 

CFR 201.2, requested, but 

not required for all labels 

or labeling, also see 21 

CFR 207.35(b)(3)(i)] 

NDC 55792-020-01 Acceptable 

Lot number (21 CFR 

201.18) and expiration 

date (21 CFR 201.17)  

No space has been allocated 

explicitly for Lot No and 

expiration date. In the 

annotated version of the 

container label there is an area 

for 2D Data matrix barcode 

(Batch No./Lot No. and Expiry 

date) 

Not acceptable 

Define the space on 

the carton label where 

the Lot No and 

Expiry date will be 

printed numerically 
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If there is a USP 

monograph for the drug 

product and it contains a 

labeling requirement, 

ensure the labeling 

requirement is fulfilled. 

N/A N/A 

Currently the USP-

NF does not include a 

monograph for 

methotrexate oral 

solution 

When a drug product 

differs from the relevant 

USP standard of strength, 

quality, or purity, as 

determined by the 

application of the tests, 

procedures, and 

acceptance criteria set 

forth in the relevant 

compendium, its 

difference shall be plainly 

stated on its label. 

N/A N/A 

And others if space is 

available 

There is not a space explicitly 

allocated for writing the new 

BUD. 

Not Acceptable 

 

 

 

 

Assessment of Carton Label:  

Not Acceptable 

 
1.   Define the area on the carton label where the numerical values of Batch No/Lot No 

and Expiry date will be printed. 

 
2.   Include a space on the carton label to write the new beyond-use-date (BUD). 
 

3.   Revise the phrase “Store JYLAMVO at 20° to 25°C (68° to 77°F)” to read “Store 

JYLAMVO at 20°C to 25°C (68°F to 77°F) excursions permitted to 15°C to 30°C 

(59°F to 86°F) [see USP Controlled Room Temperature]” 
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