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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 218591 

Applicant Name Novartis Pharmaceuticals Corporation 

Drug Product Name ENTRESTO® Sprinkle (sacubitril and valsartan) 

Dosage Form.   Oral Pellets 

Proposed Strength(s) 
  6 mg sacubitril/6 mg valsartan; 15 mg sacubitril/16 mg 
valsartan 

Route of 
Administration 

  Oral 

Maximum Daily Dose 97 mg sacubitril/ 103 mg valsartan 

Rx/OTC Dispensed   Rx 

Proposed Indication 

 to reduce the risk of cardiovascular death and 
hospitalization for heart failure in adult patients with 
chronic heart failure. Benefits are most clearly evident 
in patients with left ventricular ejection fraction (LVEF) 
below normal. (1.1) 

 for the treatment of symptomatic heart failure with 
systemic left ventricular systolic dysfunction in pediatric 
patients aged one year and older. ENTRESTO reduces 
NT-proBNP and is expected to improve cardiovascular 
outcomes. (1.2) 

Drug Product 
Description 

 ENTRESTO 6 mg/6 mg, (sacubitril 6 mg and valsartan 
6 mg) consists of a white colored cap with “04” and a 
transparent body with “NVR” and both parts with 
arrows.  

 ENTRESTO 15 mg/16 mg, (sacubitril 15 mg and 
valsartan 16 mg) consists of a yellow colored cap with 
“10” and a transparent body with “NVR” and both parts 
with arrows.  

Co-packaged product 
information 

N/A 

 Device information: N/A 
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Storage Temperature/ 
Conditions 

             20 oC to 25 oC 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Zhengfu Wang  N/A 

Drug Product/ 
Labeling 

Akm 
Khairuzzaman 

Theodore Carver 

Manufacturing Liya Tang Feiyan Jin 

Biopharmaceutics Parnali Chatterjee Haritha Mandula 

Microbiology N/A  

Other (specify): 
 
 

N/A  

RBPM Grafton Adams 

ATL Theodore Carver 

Consults N/A 

 

2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 

A shelf life of 36 months is granted for the drug product when stored at 20oC to 

25oC. 

b. Additional Comments for Action 
 None. 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
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1. Background  

The proposed 505(b)(1) NDA application is for ENTRESTO® Sprinkle 

(sacubitril/valsartan) oral film-coated granules/ 6 mg/6 mg and 15mg/16 mg. 

This new product is an extension of the Applicant’s currently marketed 

product, ENTRESTO® (sacubitril and valsartan) tablets, 24/26 mg; 49/51 mg; 

97/103 mg. This product is for pediatric patient population and patients unable 

to swallow the tablet formulation.  It is also intended to replace, where 

feasible, the preparation of suspensions from the currently marketed tablet 

formulation. This NDA is being reviewed in parallel with the supplemental 

NDA 207620 (Sequence 25), and the changes to the Entresto labeling and 

corresponding clinical review are included in that sNDA.  

 

2. Drug substance (sacubitril/valsartan sodium hydrate) 

The drug substance, LCZ696-  is a salt complex comprising the anionic 

molecular moieties of sacubitril and valsartan, sodium cations and water 

molecules in the molar ratio of 1:1:3:2.5. Drug substance information is cross-

referenced to the active NDA 207620, and all information was found to be 

adequate to support this NDA. 

 

3. Drug Product (sacubitril and valsartan oral pellets) 

The drug product comprises immediate oral pellets manufactured as 

minitablets (described as granules in Module 3 of the NDA)  

 and packaged in hypromellose capsules.  Each pellet or 

minitablet contains 1.518 mg/1.607 mg sacubitril/valsartan, and there are four 

pellets per capsule for the lower strength drug product (6 mg/6mg) and 10 

pellets per capsule for the higher strength drug product (15mg/16mg). The 

drug product is administered by sprinkling on soft foods , the 

capsules are never to be taken whole, as indicated in the dosing instructions 

in the labeling and medication guide. All excipients are compendial and 

adequate batch and stability data were provided for review. Food compatibility 

studies were provided to support the dosing instructions for sprinkling on 

specified soft foods  The review concluded that the drug product 

information is acceptable and that a shelf life of 36 months (extrapolated from 

24 months real-time stability data) can be granted for the drug product stored 

at 20oC to 25oC.  

 

4. Manufacturing 

Process - The film-coated oral pellets (described as granules in Module 3) are 

manufactured  

 

 The process information was found to be adequate. 
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Facilities – A pre-approval inspection (PAI) of the drug product manufacturing 

facility, Novartis d.o.o. in Verovskova Ulica 57, Ljubljana, 1000, Slovenia, 

1526 (FEI: 3013358397) was conducted with a final recommendation for this 

facility of approval based on the Initial Field Recommendation provided by 

ORA and OPMA for this PAI. All other facilities were approved based on their 

previous inspection history.  Therefore, the overall recommendation for 

facilities is approval. 

 

5. Biopharmaceutics 

The biopharmaceutics review concluded that the formulation bridging and 

dissolution test method information are adequate to support approval. Based 

on a final conclusion of ‘medium’ risk with respect to dissolution, correct 

administration of the dosage form by sprinkling is a requirement of the 

formulation (swallowing capsules whole is not supported). 

 

6. Quality Labeling 

The quality labeling review concluded that the labeling is adequate except for 

the proposed dosage form of granules, which was recommended to be 

changed to capsules in the primary labeling review and conclusion below.  

However, the secondary reviewer and ATL, in consultation with the OPQ 

labeling working group and labeling experts, agreed with the final dosage 

form of “oral pellets”. Because the capsules shells serve as a container for the 

drug product and are not to be administered to the patient, use of the dosage 

form “capsule” is inappropriate for drug products administered only by 

sprinkling onto foods . In addition, the dosage form initially proposed 

by the Applicant, “granules”, is also inappropriate, because, as described in 

USP <1151>, “granules” is intended to describe particles that are irregular in 

shape, as opposed to the minitablet in the ENTRESTO® Sprinkle formulation, 

which are very regular in shape, consistent with the description of pellets in 

USP <1151>. In response to an information request, the Applicant agreed to 

change the dosage form to “oral pellets.”  Therefore, the labeling is now 

concluded to be adequate to support approval of NDA 218591, with the 

changes agreed to by the Applicant to be finalized in final labeling 

discussions. See also DMEPA review with regards to product dosing 

instructions and naming to minimize risk of patients swallowing capsules 

whole. 

    

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    No 

All subdisciplines concluded that the information submitted to the NDA is 

adequate to support approval except for quality labeling. The primary quality 

labeling reviewer concluded that the proposed final dosage form of “oral 
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pellets” is inadequate, and the reviewer was unwilling to change his 

conclusion after further team discussions. This conclusion was changed to 

“adequate” by the secondary reviewer and ATL in consultation with the 

Office of Pharmaceutical Quality Labeling Working Group and OPQ expert 

reviewers.  See summary of quality labeling review above. The final review 

conclusion of the Integrated Quality Assessment for all subdisciplines, 

including quality labeling, is “adequate.” 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate 

   Quality Labeling  - Inadequate* 

   Manufacturing  - Adequate 

   Biopharmaceutics - Adequate 

   Microbiology  - N/A 
 *changed to ”Adequate” in the final review, see above. 

 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 None. 

Comparability Protocols (PACMP):  No 
Comments: 

 None. 
 

 Additional Lifecycle Comments: 

1. The drug product includes minitablets inside a capsule shell. The 

manufacturing of the minitablets is a fairly complex process. Any change in the 

mini tablet  process may need a prior approval supplement. 
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