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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 217700 

Applicant Name Day One Biopharmaceuticals, Inc. 

Drug Product Name Tovorafenib 

Dosage Form.   Tablet 

Proposed Strength(s)   100 mg 

Route of 
Administration 

  Oral 

Maximum Daily Dose 600 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication 

Treatment of pediatric patients 6 months of age and older 
with relapsed or refractory pediatric low-grade glioma 
(LGG) harboring a BRAF fusion or rearrangement, or 
BRAF V600 mutation. 

Drug Product 
Description 

The tovorafenib drug product is an immediate release film 
coated tablet for oral administration in a 100 mg dosage 
strength. The orange film coating is . The 
tables are debossed with “D101” and “100” on opposite 
sides of the tablet. 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

20 - 25oC 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Kabir Shahjahan Haripada Sarker 

Drug Product/ 
Labeling 

Xiao Hong Chen Xing Wang 
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Manufacturing Xiumei Ruan Christine Falabella 

Biopharmaceutics Hardikkumar Patel Anitha Govada 

Microbiology N/A N/A 

Other (specify): 
 
 

  

RBPM Janell Artis 

ATL Xiao Hong Chen 

Consults N/A 

 

2. Final Overall Recommendation  - Approval 

 

3. PMC 

The final dissolution method (USP apparatus II, 65 rpm, 900 mL 0.1 N HCl with 

0.25% SDS) is optimal and discriminating for the proposed drug product. However, 

Biopharmaceutics acknowledges the Applicant’s concerns regarding the lack of 

sufficient dissolution profile data generated with the final method and the 

recommended dissolution acceptance criterion of Q= % in  minutes. Therefore, 

Biopharmaceutics is willing to accept the Applicant’s proposal to implement a 

dissolution acceptance criterion of Q= % in 45 minutes (SN 0038, SDN 38), but on 

an interim basis only. 

Therefore, a Post-Marketing Commitment (PMC) has been proposed and accepted 

by the applicant to submit additional dissolution profile (multi time-point) data 

generated from commercial batches using the final dissolution method (USP 

apparatus II, 65 rpm, 900 mL 0.1 N HCl with 0.25% SDS at 37oC) and the interim 

acceptance criterion of Q= % in 45 minutes until the appropriate acceptance 

criterion for the dissolution test of the drug product is finalized. 

PMC #4608-xx 
 
PMC Description 

Reference ID: 5364157

(b) (4)

(b) (4)

(b) (4)

 

(b) (4)



 

Title: NDA Executive Summary 

 

Document ID: OPQ-ALL-TEM-0013 

Effective Date: 31 Mar 2023 Revision:  00 

Total Pages: 4   

Template Revision: 03 

 

 
Note that until a new revised dissolution acceptance criterion is found acceptable by 
FDA, the currently recommended dissolution method (USP apparatus II, 65 rpm, 900 
mL 0.1 N HCl with 0.25% SDS at 37oC) and the interim acceptance criterion of 
Q= % in 45 minutes will be used for batch release and stability testing on an 
interim basis 

 
* At the time of finalizing this review the last 2 digit numbers for the PMC #4608-xx 
have not been assigned. Refer to the NDA approval letter for the final PMC number.  

 
4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

The applicant provided adequate CMC information for Tovorafenib Tablets, 

and all drug substance and drug product manufacturing and testing facilities 

are found acceptable. 

 

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 - Adequate 

   Microbiology  - Adequate 
 

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

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: N/A 
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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 218033 

Applicant Name Day One Biopharmaceuticals, Inc. 

Drug Product Name Tovorafenib 

Dosage Form.   Powder for oral suspension 

Proposed Strength(s)   25 mg/mL 300 mg/bottle 

Route of 
Administration 

  Oral 

Maximum Daily Dose 600 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication 

Treatment of pediatric patients 6 months of age and older 
with relapsed or refractory pediatric low-grade glioma 
(LGG) harboring a BRAF fusion or rearrangement, or 
BRAF V600 mutation. 

Drug Product 
Description 

Tovorafenib Powder for Reconstitution (PfR) is packaged 
as a 300-mg active strength (to deliver) in a glass bottle 
equipped with  caps with a heat induction 
seal liner. It is reconstituted with water to a 25 mg/mL 
active concentration and dosed with a syringe. 

Co-packaged product 
information 

Co-packaged with an oral syringe and bottle adaptor  

 Device information: Syringe and bottle adaptor 

Storage Temperature/ 
Conditions 

20 - 25oC 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Kabir Shahjahan Haripada Sarker 

Drug Product/ 
Labeling 

Jessica 
Zarenkiewicz 

Thomas Oliver 
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Manufacturing Xiumei Ruan Christine Falabella 

Biopharmaceutics Hardikkumar Patel Anitha Govada 

Microbiology N/A N/A 

Other (specify): 
 
 

  

RBPM Janell Artis 

ATL Xiao Hong Chen 

Consults N/A 

 

2. Final Overall Recommendation  - Approval 

3. PMC 

The final dissolution method (USP apparatus II, 50 rpm, 900 mL 0.1 N HCl with 0.3% 
SDS) is optimal and discriminating for the proposed drug product. However, 
considering the lack of sufficient dissolution profile data generated with the final 
method with the recommended dissolution acceptance criterion of Q= % in  
minutes, Biopharmaceutics is proposing to implement a dissolution acceptance 
criterion of Q= % in 45 minutes, but on an interim basis only. Therefore, a Post-
Marketing Commitment (PMC) has been proposed and accepted by the applicant to 
submit additional dissolution profile (multi time-point) data generated from 
commercial batches using the final dissolution method (USP apparatus II, 50 rpm, 
900 mL 0.1 N HCl with 0.3% SDS at 37oC) and the interim acceptance criterion of 
Q= % in 45 minutes until the appropriate acceptance criterion for the dissolution 
test of the drug product is finalized. 
 
PMC #4626-xx*  
 
PMC Description 

Reference ID: 5364158

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 

Title: NDA Executive Summary 

 

Document ID: OPQ-ALL-TEM-0013 

Effective Date: 31 Mar 2023 Revision:  00 

Total Pages: 4   

Template Revision: 03 

 

 
PMC Timeline 

 
Note that until a new revised dissolution acceptance criterion is found acceptable by 
FDA, the currently recommended dissolution method (USP apparatus II, 50 rpm, 
900 mL 0.1 N HCl with 0.3% SDS at 37oC) and the interim acceptance criterion of 
Q= % in 45 minutes will be used for batch release and stability testing on an 
interim basis. 

 
* At the time of finalizing this review the last 2 digit numbers for the PMC #4626-xx 
have not been assigned. Refer to the NDA approval letter for the final PMC number.  

 
4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

The applicant provided adequate CMC information for Tovorafenib 

Powder for oral suspension, and all drug substance and drug product 

manufacturing and testing facilities are found acceptable. 

 

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 - Adequate 

   Microbiology  - N/A 
 

 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 
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Comments: 
 

 Additional Lifecycle Comments: N/A 
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