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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 216190 

Applicant Name Fidelity BioPharma 

Drug Product Name Ontralfy 

Dosage Form Solution 

Proposed Strength(s) 2 mg/mL 

NDA Classification Type 3 - New Dosage Form 

Route of Administration Oral 

Maximum Daily Dose 36 mg 

Rx/OTC Dispensed Rx 

Proposed Indication of spasticity 

Drug Product 
Description 

Clear, colorless to pale yellow solution with a strawberry 
flavor. 

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 Zhixing Shan Donna Christner 

Drug Product/ 
Labeling 

Mariappan Chelliah Martha Heimann 

Manufacturing Hong Yang Shujun Chen 

Biopharmaceutics N/A N/A 

Microbiology N/Aa N/A 
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Other (specify) N/A N/A 

RBPM Erica Keafer 

ATL Martha Heimann 

Consults N/A 

a NDA was adequate for Microbiology First Cycle an no new information was submitted. 

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

 
a. Expiration Dating: 
 
24 months, when stored at controlled room temperature, 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: 

 
The Agency previously issued a Complete Response Letter for NDA 216190, 
Ontralfy (Tizanidine oral solution) 2 mg/5 mL, related to deficiencies in the 
drug substance supplier’s drug master file (DMF), the potential presence of 

 inadequate information for 
the drug product manufacturing process, and inadequate information to 
support the proposed acceptance criterion for a 
degradation product of 

. 
 
NDA 216910 was resubmitted on 6/12/2024. Based on our evaluation of the 
information provided in the resubmission, the applicant provided sufficient 
information to support an approval recommendation from the product quality 
perspective.  The applicant provided adequate information to ensure the 
identity, strength, purity, and strength of the proposed drug product.  The 
overall manufacturing inspection recommendation is approval for all the 
facilities associated with this application.  The proposed labeling is adequate 
to meet the regulatory requirements.  Therefore, the Office of Pharmaceutical 
Quality (OPQ) recommends APPROVAL of NDA 216190. 
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b. Is the overall recommendation in agreement with the individual 
discipline recommendations?    Yes 

 
Recommendation by Subdiscipline: 

Drug Substance      - Adequate 

Drug Product  - Adequate 

Quality Labeling  - Adequate 

Manufacturing  - Adequate 

Biopharmaceutics - N/A 

Microbiology  - Adequate First Cycle 
 
 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 
 

5.  Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 

Comments: 
 

Comparability Protocols (PACMP):  No 

Comments: 
 

 Additional Lifecycle Comments: 

There are no outstanding issues or lifecycle considerations. 
 
 
 

Application Technical Lead Name and Date: 
 
Martha R. Heimann, Ph.D. 
11/7/2024 
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Executive Summary – Addendum 
 
This addendum to the Executive Summary for NDA 216190 dated 2/29/2024 
reflects the nonclinical determination that the proposed acceptance criterion 
for  a degradation product of the drug product 

 is unacceptable.  This does not impact on the previous Office of 
Pharmaceutical Quality (OPQ) COMPLETE RESPONSE recommendation. 
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This addendum to the Executive Summary for NDA 216190 dated 2/29/2024 
reflects the nonclinical determination that the proposed acceptance criterion 
for  a degradation product of the drug product 

 is unacceptable.  This does not impact on the previous Office of 
Pharmaceutical Quality (OPQ) COMPLETE RESPONSE recommendation. 

 

NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 216190 

Applicant Name Fidelity BioPharma 

Drug Product Name Ontralfy 

Dosage Form Solution 

Proposed Strength(s) 2 mg/mL 

NDA Classification Type 3 - New Dosage Form 

Route of Administration Oral 

Maximum Daily Dose 36 mg 

Rx/OTC Dispensed Rx 

Proposed Indication of spasticity 

Drug Product 
Description 

Clear, colorless to pale yellow solution with a strawberry 
flavor. 

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 Zhixing Shan Donna Christner 
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Drug Product/ 
Labeling 

Mariappan Chelliah Martha Heimann 

Manufacturing Hong Yang Shujun Chen 

Biopharmaceutics N/A N/A 

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 
 

Refer to the integrated quality review dated 2/29/2024 for product quality 
deficiencies.1  The deficiency below will be conveyed in the complete response 
letter as a nonclinical deficiency. 
 
The information provided is not adequate to support the proposed specification of 
NMT % for  which would result in a maximum daily 
intake mg) of  that exceeds the qualification threshold, 
as recommended in guidance (ICH Q3B(R2), August 2006). The OECD SIDS 
Initial Assessment Report on  upon which you rely, 
contains only a summary of the available information on  
To address this deficiency, you would need to lower the specification consistent 
with guidance or provide additional data to support the specification of NMT 

%. 
 
4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

 
The previous integrated review for NDA 216910, Ontralfy (Tizanidine oral 
solution) 2 mg/5 mL, recommended a COMPLETE RESPONSE due to 
outstanding issues related to deficiencies in the drug substance supplier’s 
drug master file (DMF), the potential presence of  

 and inadequate information for the manufacturing 
process.  At that time, acceptability of the proposed acceptance criterion for 

                                                      
1 https://darrts.fda.gov/darrts/ViewDocument?documentId=090140af8072c5ab&showAsPdf=true  
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 a degradation product from
(  was under nonclinical review.  

The nonclinical reviewer has determined that the proposed level is not 
adequately supported by the information submitted in the application and 
recommends a complete response.  The drug product recommendation has 
been updated to reflect the nonclinical recommendation.  The OPQ 
COMPLETE RESPONSE recommendation is unchanged. 
 
The overall manufacturing inspection recommendation is approval/withhold 
for all facilities associated with this application.  The proposed labeling and 
labels have adequate information to meet the regulatory requirements. 
 
b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 
 
Recommendation by Subdiscipline: 

Drug Substance      - Inadequate 

Drug Product  - Inadequate 

Quality Labeling  - Adequate 

Manufacturing  - Inadequate 

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: 
 

Comparability Protocols (PACMP):  No 

Comments: 
 

 Additional Lifecycle Comments: 

Not applicable. 
 

 
 
 
Application Technical Lead Name and Date: 
 
Martha R. Heimann, Ph.D. 
March 29, 2024 
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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 216190 

Applicant Name Fidelity BioPharma 

Drug Product Name Ontralfy 

Dosage Form Solution 

Proposed Strength(s) 2 mg/mL 

NDA Classification Type 3 - New Dosage Form 

Route of Administration Oral 

Maximum Daily Dose 36 mg 

Rx/OTC Dispensed Rx 

Proposed Indication of spasticity 

Drug Product 
Description 

Clear, colorless to pale yellow solution with a strawberry 
flavor. 

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 Zhixing Shan Donna Christner 

Drug Product/ 
Labeling 

Mariappan Chelliah Martha Heimann 

Manufacturing Hong Yang Shujun Chen 

Biopharmaceutics N/A N/A 

Microbiology George Arhin Bethanie Lee 
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Manufacturing Process 
 
The manufacturing deficiencies listed above were conveyed to the applicant 
as IRs on 1/12/2024 with a request that they respond by 1/18/2024.  The 
applicant has repeatedly pushed the estimated date for submission of the 
responses back.  As of 2/29/2024 no responses have been received. In the 
absence of the requested information, the application is deemed inadequate. 
 
b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 
 
Recommendation by Subdiscipline: 

Drug Substance      - Inadequate 

Drug Product  - Adequate 

Quality Labeling  - Adequate 

Manufacturing  - Inadequate 

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: 
 

Comparability Protocols (PACMP):  No 

Comments: 
 

 Additional Lifecycle Comments: 

Not applicable. 
 

 
Application Technical Lead Name and Date: 
 
Martha R. Heimann, Ph.D. 
February 29, 2024 
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