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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 218879 

Applicant Name OWP Pharmaceuticals, Inc. 

Drug Product Name Subvenite 

Dosage Form Suspension 

Proposed Strength(s) 10 mg/mL 

NDA Classification Type 3 - New Dosage Form 

Route of Administration Oral 

Maximum Daily Dose 500 mg 

Rx/OTC Dispensed Rx 

Proposed Indication 

Epilepsy – Adjunctive therapy for treatment of partial-onset 
seizures, primary generalized tonic-clonic seizures, and 
generalized seizures of Lennox-Gastaut syndrome in 
patients aged 2 years and older and monotherapy for 
treatment of partial-onset seizures in patients aged 16 years 
and older. 
Bipolar Disorder – Maintenance treatment of bipolar I 
disorder to delay the time to occurrence of mood episodes 
in patients treated for acute mood episodes with standard 
therapy. 

Drug Product Description 
Pink, cherry-flavored suspension in HDPE bottles with child-
resistant closures. 

Co-packaged product 
information 

N/A 

Device information N/A 

Storage Temperature/ 
Conditions 

20°C to 25°C 

Review Team 

Discipline Primary Secondary 

Drug Substance N/A* N/A* 

Drug Product/ 
Labeling 

Grace Chiou 
Martha Heimann/ 
Julia Pinto 

Manufacturing Khalid Khan Tianhong Tim Zhou 

Biopharmaceutics Swapna Pamu Ta-Chen Wu 
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Microbiology N/A* N/A* 

Other (specify) N/A N/A 

RBPM Erica Keafer 

ATL Martha Heimann 

Consults N/A 

* Adequate first review cycle and no new information submitted. 

 
2. Final Overall Recommendation  -  Approval 
 
3. Action Letter Information 
 

a. Expiration Dating: 
 
24 months when stored at 20°C to 25°C. 
 
b. Additional Comments for Action 
 
There are no additional comments for the action letter. 

 
4. Basis for Recommendation: 
 

a. Summary of Rationale for Recommendation: 
 
OPQ recommends APPROVAL for NDA 218879, SUBVENITE (lamotrigine) oral 
suspension 10 mg/mL.  The applicant has provided adequate information to 
ensure the identity, strength, quality, and purity and performance for this 
drug/device combination product.  The overall manufacturing inspection 
recommendation is approval for all facilities associated with this application.  The 
proposed labeling is acceptable from a product quality perspective. 
 

During the review of the original NDA submission, the OPQ review team 
identified deficiencies related to potential drug impurities, the proposed 
dissolution test method, in-use stability studies, and facilities that were 
communicated in the January 3, 2025, Complete Response (CR) letter.  As 
summarized below, the applicant has adequately addressed the outstanding 
deficiencies from the previous review cycle.  Refer to the individual discipline 
reviews for additional details. 

 
1. Inadequate control of extractable/leachable impurities – The applicant 

provided validation data for all extractables/leachables test methods and 
full analytical data from extraction studies.  Leachables data obtained 
during stability studies support the proposed expiry.  Based on the 
provided data, the controls are deemed adequate to support product 
quality. 
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Microbiology recommendation was adequate first cycle and no new 
information was submitted. 

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

5. Life-Cycle Considerations 
There are no outstanding issues or lifecycle considerations. 
 
Established Conditions per ICH Q12:  No 
Comments:  N/A 

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

 
 Additional Lifecycle Comments:  N/A 
 There are no outstanding issues or lifecycle considerations. 

 
 
 
Application Technical Lead Name and Date: 
 
Martha R. Heimann, Ph.D. 
Senior Product Quality Assessor 
 
August 19, 2025 
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2.0 PATIENT LABELING  

  
Assessment of Product Quality Related Aspects of Patient Labeling (e.g., Medication 
Guides, Instructions for Use, Patient Information):  
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APPENDIX 

 

Biopharm deficiencies communicated in Complete Response Letter (dated 01/03/2025)10 

 

We acknowledge that you have provided additional information regarding the dissolution method. 

However, the provided information is not satisfactory. Please see below for the additional information 

we recommend you provide and justify for the request. 

 

a. We acknowledge that you have revised the dissolution method by changing the dissolution media 

. Note that  is not recommended as dissolution medium because it 

lacks buffering capacity. Therefore, an aqueous dissolution medium with buffering capacity 

within the physiologic pH range is recommended.  

 

b. The solubility data show that lamotrigine is poorly soluble within the physiologic pH range of 1.2 

to 6.8. However, the drug product seems to exhibit rapid to very rapid dissolution. Understanding 

this discrepancy may aid in the development of a dissolution method that is suitable for the 

proposed drug product. Note that for oral suspension drug products, you should include 

investigation of lower paddle speeds, e.g., 25, 30, 35, and 40 rpm, in your method development. 

Additionally, each sample tested should be taken from a different bottle and the same volume 

should be administered according to the labeling dosing instruction. The selection of the test 

conditions/parameters needs to be justified with supporting information and data.  

 

c. We recommend you explore the discriminating ability of the proposed dissolution method/test 

conditions and submit that data. In general, the tests conducted to demonstrate the discriminating 

ability should compare the dissolution profiles of the reference (target) batch and batches that are 

intentionally manufactured with meaningful variations in the most relevant critical material 

attributes, critical formulation variables, and critical process parameters (i.e., ± 10-20% change 

to the specification-ranges of these variables). A discriminating method (along with the selected 

acceptance criterion) should be able to reject batches that fail similarity testing. In addition, if 

available, submit data showing that the selected dissolution method (along with the selected 

dissolution acceptance criterion) can reject batches that are not bioequivalent to the reference 

batch (i.e., the biobatch).  

 

d. You should generate new dissolution profile data for clinical/registration batches using the 

revised dissolution method and propose an appropriate acceptance criterion based on the newly 

generated profile data and taking into consideration results of method’s discriminating ability. 

 

e. Note that comparison of the dissolution profile of the proposed product to the listed drug is not 

needed. 

 

 

 

                                                      
10 https://panorama.fda.gov/task/view?ID=664b769b00094dec9fb82e9c6a5bef99  
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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 218879 

Applicant Name OWP Pharmaceuticals, Inc. 

Drug Product Name Subvenite 

Dosage Form Suspension 

Proposed Strength(s) 10 mg/mL 

NDA Classification Type 3 - New Dosage Form 

Route of Administration Oral 

Maximum Daily Dose 500 mg 

Rx/OTC Dispensed Rx 

Proposed Indication 

Epilepsy: 
Adjunctive therapy for treatment of partial-onset 
seizures, primary generalized tonic-clonic seizures, and 
generalized seizures of Lennox-Gastaut syndrome in 
patients aged 2 years and older. 
Monotherapy for treatment of partial-onset seizures in 
patients aged 16 years and older. 
 
Bipolar Disorder:  
Maintenance treatment of bipolar I disorder to delay the 
time to occurrence of mood episodes in patients treated 
for acute mood episodes with standard therapy. 

Drug Product Description 
Oral Suspension supplied as a pink, cherry-flavored 
liquid in high-density polyethylene (HDPE) bottles with 
white, polypropylene, child-resistant closures. 

Co-packaged product 
information 

N/A 

Device information N/A 

Storage Temperature/ 
Conditions 

20°C to 25°C 
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Review Team 

Discipline Primary Secondary 

Drug Substance 
Sophie 
Rubashkin 

Katherine 
Duncan 

Drug Product/ 
Labeling 

Grace Chiou 
Martha Heimann/ 
Julia Pinto 

Manufacturing Khalid Khan 
Tianhong Tim 
Zhou 

Biopharmaceutics Swapna Pamu Ta-Chen Wu 

Microbiology George Arhin Bethanie Lee 

Other (specify) N/A N/A 

RBPM Erica Keafer 

ATL Martha Heimann 

Consults N/A 

 
2. Final Overall Recommendation  - Complete Response 
 
3. Deficiencies 

 
Drug Product 

1. We note your response in eCTD 0016 that included the method validation 
protocol, but not the report for the analytical method validation of the 
extractable/leachable studies. We are unable to assess the adequacy of the 
extractable/leachables studies without adequately validated analytical methods.  
Information Needed to Resolve the Deficiency: Provide the analytical method 
validation report. 

2. The extractables study was repeated under 9 hours of refluxing conditions per 
your response in eCTD 0020. However, it was stated in the report that the GCMS 
analysis data was to be “provided in the next report revision.” This is not 
acceptable as the extractables study is incomplete and does not adequately 
demonstrate the extractables profile for the proposed drug product. 

Information Needed to Resolve the Deficiency: Provide a complete extractables 
study that includes GCMS analysis data. 

3. We note your response to our Information Request to provide in-use stability 
studies once the studies were completed. These studies are necessary to assess 
product quality once the proposed drug product is opened and set aside for a 
period of time. However, these studies were not provided. 
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Information Needed to Resolve the Deficiency: Provide the in-use stability 
studies based on the protocol provided in eCTD 0009 and the commitment to 
assess sedimentation as part of the in-use study in eCTD 0016. 

4. The proposed stability specification of lamotrigine related compound D is listed 
as NMT %. It was justified in eCTD 0009 with reference to the USP 
monograph for lamotrigine tablets. This justification is not adequate as there is no 
specification for lamotrigine related compound D in the USP monograph for 
lamotrigine tablets and the proposed specification limit is above ICH qualification 
thresholds. 

Information Needed to Resolve the Deficiency: Revise the specification for 
lamotrigine related compound D to be NMT 0.2%. 

Biopharmaceutics 

5. We acknowledge that you have provided additional information regarding the 
dissolution method. However, the provided information is not satisfactory.  
Please see below for the additional information we recommend you provide and 
justify for the request. 

a. We acknowledge that you have revised the dissolution method by 
changing the dissolution media . Note that  is 
not recommended as dissolution medium because it lacks buffering 
capacity. Therefore, an aqueous dissolution medium with buffering 
capacity within the physiologic pH range is recommended.  

b. The solubility data show that lamotrigine is poorly soluble within the 
physiologic pH range of 1.2 to 6.8. However, the drug product seems to 
exhibit rapid to very rapid dissolution. Understanding this discrepancy may 
aid in the development of a dissolution method that is suitable for the 
proposed drug product.  Note that for oral suspension drug products, you 
should include investigation of lower paddle speeds, e.g., 25, 30, 35, and 
40 rpm, in your method development.  Additionally, each sample tested 
should be taken from a different bottle and the same volume should be 
administered according to the labeling dosing instruction. The selection of 
the test conditions/parameters needs to be justified with supporting 
information and data.  

c. We recommend you explore the discriminating ability of the proposed 
dissolution method/test conditions and submit that data. In general, the 
tests conducted to demonstrate the discriminating ability should compare 
the dissolution profiles of the reference (target) batch and batches that are 
intentionally manufactured with meaningful variations in the most relevant 
critical material attributes, critical formulation variables, and critical 
process parameters (i.e., ± 10-20% change to the specification-ranges of 
these variables). A discriminating method (along with the selected 
acceptance criterion) should be able to reject batches that fail similarity 
testing. In addition, if available, submit data showing that the selected 
dissolution method (along with the selected dissolution acceptance 
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criterion) can reject batches that are not bioequivalent to the reference 
batch (i.e., the biobatch). 

d. You should generate new dissolution profile data for clinical/registration 
batches using the revised dissolution method and propose an appropriate 
acceptance criterion based on the newly generated profile data and taking 
into consideration results of method’s discriminating ability. 

e. Note that comparison of the dissolution profile of the proposed product to 
the listed drug is not needed. 

Facility 

The drug substance manufacturing facility,  
 

, proposed to support the application is not operational. A satisfactory 
inspection may be required before this application may be approved. As part of 
your full response to this Complete Response letter, please confirm that this 
facility is ready for inspection. Please note that the application cannot be 
approved if any proposed facility for the commercial manufacturing is not 
acceptable for the proposed function on the action date. 
 

4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

 
OPQ recommends a COMPLETE RESPONSE for NDA 218879, SUBVENITE 
(lamotrigine) oral suspension 10 mg/mL.  Although the application is deemed 
adequate from the drug substance, microbiology and labeling perspectives, 
the applicant has not provided adequate information on the proposed drug 
product to ensure the identity, strength, purity, and strength of the proposed 
drug product.  As summarized below, the outstanding deficiencies are related 
to inadequate information to support control of the drug product  

 for a drug substance manufacturing facility. 
 
The to-be-marketed product is an aqueous suspension containing lamotrigine 
and excipients that are commonly used in oral liquid products.  Extensive 
deficiencies related to the proposed dissolution method, validation of 
analytical methods used for release and stability testing, lack of in-use 
stability data, and control of container closure leachables were communicated 
as information requests (IRs) early in the review cycle.1  The applicant 
adequately addressed some of the IRs; however, the responses to the 
remaining IRs are either incomplete (i.e., “reports to be submitted at a later 
time”) or inadequate. 

                                            
1 With respect to container closure leachables: Leachables would normally be considered low risk for an 
aqueous product.  This product contains glycerin and propylene glycol  and is intended for 
chronic use at doses up to 500 mg/day (50 mL suspension). Thus, the risk from leachables is potentially 
higher for this product. 
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During the review, the team was advised by ORA that one of the proposed 
drug substance manufacturing sites,  

  
As the facility is not ready for drug substance manufacture, it is deemed 
inadequate,  

  The remaining facilities are currently adequate. 
 
Refer to the Product Quality, Biopharmaceutics, and Manufacturing primary 
reviews for additional details regarding the deficiencies. 
 
b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 
 
Recommendation by Subdiscipline: 
   Drug Substance      - Adequate 
   Drug Product  - Inadequate 
   Quality Labeling  - Adequate 
   Manufacturing  - Inadequate 
   Biopharmaceutics - Inadequate 
   Microbiology  - Adequate 

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

5.  Life-Cycle Considerations 
Not applicable as the application is not recommended for approval. 
 
Established Conditions per ICH Q12:  No 
Comments:  N/A 

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

 
 Additional Lifecycle Comments:  N/A 

 
 
Application Technical Lead Name and Date: 
 
Martha R. Heimann, Ph.D. 
Senior Product Quality Assessor 
 
December 12, 2024 

Reference ID: 5494967

(b) (4)

(b) (4)

(b) (4)



Martha
Heimann

Digitally signed by Martha Heimann
Date: 12/12/2024 02:43:40PM
GUID: 504f845f00000ed260627d268a8cdc9d

Reference ID: 5494967

55 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following this page































 

 Center for Drug Evaluation and Research 

Office of Pharmaceutical Quality 

 

 

OPQ-ALL-TEM-0045  Page 18 of 23    
Revision:00        Effective Date:18 Sep 2023 

3.0 CONTAINER AND CARTON LABELING25 

 

3.1 Container Labels26  

                                                       
25 Carton and Container Labeling Resources 
26 Per § 201.10(h)(2)(i)(1), if the drug container is too small to bear all labeling information required by section 

502(e)(1)(A)(ii) and (B) of the FD&C Act, the container label should bear: proprietary name, established 
name, lot number, the name of the manufacturer, packer, or distributor of the drug. 
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Appendix 1 
 
Information Request (dated 5/15/2024) and Applicant’s Responses (dated 6/14/2024):  
 
1. We acknowledge that you have implemented the dissolution method listed in "FDA 

dissolution methods database" for lamotrigine tablets and did not conduct any method 
development studies nor discriminating ability studies to justify the suitability of the 
dissolution method for your test product. Note that every formulation is different and 
therefore, submission of method development and validation reports demonstrating the 
discriminatory ability of the proposed method is required in your submission. In general, 
method development should explore the suitability of each selected parameter 
(Apparatus, media, volume of the media, rpm etc.,).  
 
Applicant’s response: Applicant stated that they have developed a discriminatory 
dissolution method based on the dissolution testing pH profiling studies and the FDA 
dissolution method database for Lamotrigine Tablets. The new dissolution method uses 
same parameters that are listed in FDA dissolution methods database for lamotrigine 
tablets with the exception of the media   
 
Reviewer’s comments: In response to the above deficiency, the Applicant revised the 
proposed dissolution method by changing the media 6 . The 
Applicant provided comparative dissolution profiles of test and LD in  
media as shown below. 

Based on the submitted data, dissolution profile of the proposed drug product is 
discriminatory compared to the profile in  media. However, the applicant did not 
provide justification for the selection of  compared to . In general,  
is not a preferred dissolution medium because it lacks buffering capacity. It is noted that 
above profiles appear same as the profiles submitted in the original submission. In 
addition, the applicant did not provide method development data for the selected 
apparatus, rpm and media volume. Applicant’s response is inadequate and will be asked 
to provide complete method development report. 

                                                       
6 \\CDSESUB1\EVSPROD\nda218879\0010\m3\32-body-data\32p-drug-prod\lamotrigine-oral-suspension-dpt-
laboratories-ltd\32p2-pharm-dev\method-development-report dissolution pts-rpt-0057.pdf  
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2. We recommend that you submit data to demonstrate the discriminating ability using the 
proposed dissolution method/test conditions.  Please be advised that in general, the tests 
conducted to demonstrate the discriminating ability of the selected dissolution method 
should compare the dissolution profiles of the reference (target) product and the test 
products that are intentionally manufactured with meaningful variations in the most 
relevant critical material attributes, critical formulation variables, and critical process 
parameters (i.e., ± 10-20% change to the specification-ranges of these variables). A 
discriminating method (along with the selected acceptance criterion) should be able to 
reject batches that failed similarity testing. In addition, if available, submit data showing 
that the selected dissolution method (along with the selected dissolution acceptance 
criterion) can reject batches that are not bioequivalent to the reference batch (e.g., 
biobatch). 
 
Applicant’s response: pH profiling (test vs listed drug) Study Report (PTS-
RPT.0054.01) demonstrates that  has the discriminating ability. The acceptance 
criterion established would be able to reject the batches (failed similarity testing). 
 
Reviewer’s comments: The applicant did not provide data to demonstrate discriminating 
ability using the proposed dissolution method/test conditions towards the critical 
bioavailability attributes. Applicant’s response is inadequate and will be asked to provide 
additional data to demonstrate the discriminating ability of the proposed method. 
 

3. For setting of dissolution acceptance criterion and in support of an NDA application and 
approval, we typically require dissolution profile data with n=12 for each batch of biobatch 
and registration batches across strengths in Excel or .xpt files. We request that you 
provide the complete dissolution profile data [individual (n=12) for each batch, mean, 
range, %RSD at each time point], with individual data of these batches being presented 
in tabular and graphical formats. 
 
Applicant’s response: Dissolution profile data with n=12 has been provided for the 
biobatch, registration batches and one batch of the listed drug in Excel format in Section 
3.2.P.2. Excel contains complete dissolution profile data [individual (n=12) for each batch, 
mean, range, %RSD at each time point] for the biobatch and registration batches of 
Lamotrigine Oral Suspension, 10 mg/mL. 
 
Reviewer’s comments: In response to the above deficiency, the applicant provided 
dissolution profile data from 3 exhibit batches of the proposed drug product and LD using 
the proposed dissolution method. The applicant proposed same acceptance criterion of 
NLT % (Q) of the labeled amount of lamotrigine is dissolved in  minutes. 
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Appendix 2 
 

Biopharmaceutics Deficiencies for the Applicant:  
 
We acknowledge that you have provided additional information regarding the dissolution 
method in response to the deficiencies on June 14, 2024. However, the provided information 
is not satisfactory based on the current practice within the agency. Please see below for the 
additional information we recommend you provide and justification for the request.  
 
1. We acknowledge that you have revised the dissolution method by changing the 

dissolution media . Note that  is not recommended as 
dissolution medium because it lacks buffering capacity. Therefore, an aqueous 
dissolution medium with buffering capacity within physiological pH range is 
recommended.  
 

2. The solubility data show that lamotrigine is poorly soluble within the physiologic pH range 
of 1.2 to 6.8. However, the drug product seems to exhibit rapid to very rapid dissolution. 
Understanding this discrepancy may aid in the development of a dissolution method that 
is suitable for the proposed drug product.  Note that for oral suspension drug products, 
you should include investigation of lower paddle speeds, e.g., 25, 30, 35, and 40 rpm, in 
your method development.  Additionally, each sample tested should be taken from 
different bottle and same volume should be administered according to the labeling dosing 
instruction. The selection of the test conditions/parameters needs to be justified with 
supporting information and data.  
 

3. We recommend you explore the discriminating ability of the proposed dissolution 
method/test conditions and submit that data. In general, the tests conducted to 
demonstrate the discriminating ability should compare the dissolution profiles of the 
reference (target) batch and batches that are intentionally manufactured with meaningful 
variations in the most relevant critical material attributes, critical formulation variables, 
and critical process parameters (i.e., ± 10-20% change to the specification-ranges of 
these variables). A discriminating method (along with the selected acceptance criterion) 
should be able to reject batches that fail similarity testing. In addition, if available, submit 
data showing that the selected dissolution method (along with the selected dissolution 
acceptance criterion) can reject batches that are not bioequivalent to the reference batch 
(i.e., the biobatch). 

 
4. You should generate new dissolution profile data for clinical/registration batches using 

the revised dissolution method and propose an appropriate acceptance criterion based 
on the newly generated profile data and taking into consideration results of method’s 
discriminating ability. 

 
5. Note that comparison of the dissolution profile of the proposed product to the listed drug 

is not needed. 
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