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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 217564 

Applicant Name Takeda Pharmaceuticals USA, Inc. 

Drug Product Name FRUZAQLA (fruquintinib) capsules 

Dosage Form.   Capsule 

Proposed Strength(s)   1 mg and 5 mg 

Route of 
Administration 

  Oral 

Maximum Daily Dose  5 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication 

FRUZAQLA is indicated for the treatment of patients 
with metastatic colorectal cancer (mCRC) who have 
been previously treated with fluoropyrimidine‑, 
oxaliplatin‑, and irinotecan‑based chemotherapy, an 

anti‑VEGF therapy, and, if RAS wild‑type, an anti-
EGFR therapy. 

Drug Product 
Description 

1 mg: Size 3 hard gelatin capsule with yellow 
opaque cap and white opaque body, imprinted with 
“HM013” over “1mg” on the body in black ink 
 
5 mg: Size 1 hard gelatin capsule with a red opaque 
cap and white opaque body, imprinted with “HM013” 
over “5mg” on the body in black ink 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

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

Review Team Discipline  Primary  Secondary 
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2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 

Based on the stability data submitted to date, the expiry dating period for 
FRUZAQLA (fruquintinib) capsules shall be 24 months from the date of 

 manufacture when stored 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 
None 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

OPQ recommends APPROVAL of NDA 217564 for the commercialization 

of FRUZAQLA (fruquintinib) capsules (1 mg and 5 mg). Based on our 

evaluation of the available information, the Applicant provided sufficient 

Drug Substance 
Rajan Pragani, 
Ph.D. 

Haripada Sarker, 
Ph.D. 

Drug Product/ 
Labeling 

Yang Nan, Ph.D. 
Thomas Oliver, 
Ph.D. 

Manufacturing 
Md Abdullah 
Mahmud, Ph.D. 

Zhaoyang Meng, 
Ph.D. 

Biopharmaceutics 
Rajesh Savkur, 
Ph.D. 

Anitha Govada, 
Ph.D. 

Microbiology   

Other (specify): 
 
 

None None 

RBPM Janell Artis, PharmD 

ATL Yang Nan 

Consults 

The Division of Microbiology Assessment-I was consulted 
regarding the microbial control of the drug product.  Dr. 
Bernard Marasa (primary) and Dr. Julie Nemecek 
(secondary) provided a response to the consult. 
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information to support an approval recommendation from the drug product 

quality perspective.  The Applicant provided adequate information on the 

proposed drug product to ensure the identity, strength, purity, and quality of 

the proposed drug product. The overall manufacturing inspection 

recommendation is approval for all the facilities associated with this 

application. The proposed labeling and labels include 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      - 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: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: None 
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applicable to another 
section of the PI (e.g., 
Section 11). 

For radioactive products, 
include radiation dosimetry 
for the patient and 
healthcare practitioner(s) 
who administer the drug 

N/A  

For hazardous products, 
include the statement 
“DRUG X is a hazardous 
drug. Follow applicable 
special handling and 
disposal procedures.x” with 
x numerical citation to 
“OSHA Hazardous Drugs”. 

N/A  
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manufacture is the HML Suzhou site. An additional, alternate manufacturing site (  

) has been proposed for commercial manufacturing. Bridging between the drug 

product batches manufactured from  and HML Suzhou manufacturing 

sites has been established by in vivo BE and in vitro dissolution studies. Bridging between 

the HML Suzhou and  sites has been demonstrated by in vitro dissolution studies. 
 

The list of submissions assessed in the NDA are shown below in Table 3. 
 

Table 3: List of Submissions Being Assessed 

IND/NDA 
eCTD 

sequence # 

Date of 

submission 
Document 

NDA 0001 12/16/2022 Original Submission/Rolling submission 

NDA 0003 3/20/2023 Original Submission/Rolling submission 

NDA 0011 5/30/2023 Quality/Response to the Biopharmaceutics IR #1 

NDA 0018 7/14/2023 Quality/Response to the Biopharmaceutics IR #2 

NDA 0023 7/24/2023 Quality/Response to the Biopharmaceutics IR #3 

 

Concise Description of Outstanding Issues (list bullet points with key information and update 

as needed):   

None 

 

OVERALL BIOPHARMACEUTICS RECOMMENDATION:  
From a Biopharmaceutics perspective, NDA 217546-ORIG-1 for Fruquintinib Capsules, 1 mg and 

5 mg, is ADEQUATE and is RECOMMENDED for Approval.  
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B.2.3.  Dissolution data during Stability: 

Stability studies were initially conducted on the three registration batches of the 1 mg (210910AB, 

210911AB and 211001AB) and 5 mg (210907AB, 210908AB and 210909AB) strengths using the 

proposed dissolution method/acceptance criterion. Primary stability data was generated under long 

term (25 °C/60% RH), accelerated (40 °C /75% RH) and intermediate storage conditions (30 

°C/65% RH). In the response to the IR# 3 (sequence 0023; Appendix 2), the Applicant stated that 

no dissolution failures would be expected with the final dissolution method/acceptance criterion 

that has been agreed upon by the Applicant and the FDA.   

 

Reviewer’s Assessment: 

In the response to the IR# 3 (sequence 0023; Appendix 2), the Applicant acknowledged the FDA’s 

acceptance of the proposed dissolution acceptance criterion [Q = % in 30 minutes]. The 

Applicant also indicated that no dissolution failures would be expected with the final dissolution 

method/acceptance criterion. Assessment of the stability data is under the purview of the CMC/DP 

Reviewer. 
 

B.3. CLINICAL RELEVANCE OF DISSOLUTION METHOD/ACCEPTANCE 

CRITERION (e.g., IVIVR, IVIVC, In Silico Modeling, Small scale in vivo):  

Assessment: Adequate 

 

Reviewer’s assessment: 

The clinical pharmacology of the drug product was characterized based on thirteen clinical studies 

in healthy subjects and cancer patients along with four model-based pharmacometric analyses.  

Based on the results of the clinical studies, after oral administration, the Tmax of the drug was ~2 

hours. The short Tmax is supported by the dissolution data wherein >85% of the drug dissolution 

was observed in 30 minutes. The rapid dissolution is supported by the acceptance criterion of Q = 

% in 30 minutes. In the absence of modeling data, the in vivo relevance of the dissolution method 

cannot be established. The proposed dissolution method and acceptance criterion serve as quality 

control of the drug product.    

 

B.12. BRIDGING OF PRODUCTS:  

Assessment: Adequate 
 

Bridging of Formulations: The proposed drug product formulation composition includes the drug 

substance with three excipients (MCC, corn starch, and talc) filled into hard gelatin capsules. The 

formulation development work resulted in the 1 mg and 5 mg strengths of the drug product for 

clinical use. The same formulation was used throughout clinical development and is proposed as 

the to-be-marketed formulation. The differences between the proposed commercial product versus 

the drug product used in the clinical studies are minor changes  

 as shown in Table 10. 
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