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BIOPHARMACEUTICS MEMORANDUM TO FILE 
 

NDA Number 215499 

Type of Submission 505(b)(1) NDA 

Drug Product 

 

Route of Administration/ 

Proposed Dosage (after oral lead-

in phase for 1 month) 

APRETUDE® (cabotegravir extended release (ER) injectable 

suspension, 600 mg/3 mL  

For intramuscular (gluteal) injection; 600 mg/3 mL injection at 

Months 1 and 2 and every 2 months thereafter 

Applicant ViiV Healthcare Company 

Submission Dates SDN-1 (4/30/2021); SDN-2 (5/27/2021) 

Date of Memo 6/7/2021 

Biopharmaceutics Consult 

Reviewers 

Gerlie Gieser, Ph.D. (primary) 

Elsbeth Chikhale, Ph.D. (secondary) 

RECOMMENDATION Adequate 

 

EXECUTIVE SUMMARY 

The drug product (cabotegravir extended release/ER injectable suspension in single dose vial) evaluated in 

the pivotal clinical trials and included in the proposed to-be-marketed APRETUDE® Kit is the same as 

the 600 mg/3 mL (200 mg/mL, 3 mL) cabotegravir ER injectable suspension component of the FDA 

approved/commercially available CABENUVA® Kit (NDA 212888) owned by the same Applicant and 

cross-referenced in the current NDA.  Thus, formulation bridging studies are not needed to support 

approval of NDA 215499 of APRETUDE for the HIV-1 PrEP indication. 
 

Based on the provided dissolution data at the time of batch release, the APRETUDE® clinical lots used in 

pivotal Phase 2b/3 or Phase 3 Studies HPTN-083 and HPTN-084 conformed to the in vitro cabotegravir 

drug release specifications that were previously approved for the cross-referenced NDA 212888 for 

CABENUVA®.  

    

BIOPHARMACEUTICS REVIEW 

Background: 

On 1/21/2021, NDA 212888 of CABENUVA®, a co-packaging of cabotegravir suspension long-acting 

injection/LAI (200 mg/mL) and rilpivirine suspension LAI (300 mg/mL), was approved for the treatment 

of HIV-1 infection. CABENUVA is commercially available as a kit consisting of two single dose vials 

containing either 2 mL or 3 mL suspensions of cabotegravir/CAB LAI and rilpirivine/RPV LAI (for 

intramuscular use) along with syringes, syringe adaptors and needles.  

 

Purpose of the Current Submission: 

This 505(b)(1) NDA 215499 seeks the approval of APRETUDE® (cabotegravir suspension  

injection/  for pre-exposure prophylaxis/PrEP of HIV-1. Per the Applicant, the CAB LAI for PrEP 

formulation/process/manufacturing sites/controls are exactly the same as those for the cabotegravir 

suspension LAI (200 mg/m; 3 mL) component of CABENUVA® (CAB  + RPV  Like 

CABENUVA, the APRETUDE Kit will also come with sterile devices needed for intramuscular 
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administration of the drug product. 
 

The clinical program of CAB LAI for PrEP of HIV-1 infection in adults and adolescents includes two 

ongoing Phase 3 studies HPTN-083 and HPTN-084. Per the Applicant, the proposed commercial 

formulation of CAB LAI (as well as commercial CAB 30 mg oral tablets) was used in the Phase 3 Studies 

for HIV-1 Treatment and PrEP. Thus, no new Biopharmaceutics studies were conducted to support 

approval of CAB LAI for PrEP.  

 

In SDN-2 (Delivery 2 of 3; dated 5/27/2021) of this Rolling NDA of APRETUDE® for PrEP, some CMC 

information is incorporated by cross-reference from the cabotegravir drug substance and cabotegravir drug 

product (as well as devices information) sections of previously approved original NDA 212888 and 

supplements of CABENUVA® for the HIV-1 treatment indication. Additionally, the batch numbers (and 

batch release data for some) of the CAB LAI batches evaluated in the nonclinical and clinical studies 

(including HPTN-083 and HPTN-084) conducted to support registration of APRETUDE for PrEP were 

provided in 3.2.P.5.4 Batch Analyses. Note that the third and final delivery of the rolling NDA will 

include the clinical study report of Phase 3 Study HPTN-084. 

 

Focus of the Biopharmaceutics Review: 

The CMC information in SDN-2 of NDA 215499 was assessed to confirm/ascertain whether the clinical 

and the proposed to-be-marketed drug product APRETUDE® (CAB for PrEP) is the same drug product as 

(and conforms to the approved drug release specifications for) the cabotegravir extended release 

suspension component of CABENUVA®. 

 

Biopharmaceutics Reviewer Assessment (Not for the Applicant): 

1. A comparison of the documents in Module 3 (CMC) of NDA 215499 for APRETUDE® and NDA 

212888 for CABENUVA® indicates that the proposed drug product (APRETUDE) is the same as 

the 3 mL cabotegravir suspension component of the approved CABENUVA Kit. Specifically, one 

of the cabotegravir extended release suspension clinical lots (i.e., Batch 182409720) included in 

3.2.P.5.4 Batch Analysis of NDA 215499 (APRETUDE for PrEP) and used in Phase 3 Study 

HPTN-084 appears to have also been used in a Phase 3 clinical study (FLAIR) which supported 

approval of CABENUVA for the treatment of HIV-1 infections. Additionally, four other drug 

product lots (i.e., 192413788, 192413267, 192413899, 202418025) included in 3.2.P.5.4 Batch 

Analysis of NDA 215499 (APRETUDE) were used in Phase 3 Study HPTN-083, whereas two 

other CAB LAI batches (Lots 192413897 and 192413900) were used in Phase 3 Study HPTN-084.   

2. Based on the available in vitro dissolution data for five clinical trial lots of cabotegravir ER 

suspension used in the two pivotal Phase 3 clinical studies, at the time of batch release, the CAB 

LAI lots conformed to the cabotegravir in vitro drug release specifications previously approved for 

the cross-referenced NDA of CABENUVA® (refer to excerpted table in the Review Appendix), 

which would be in line with the Applicant’s claim that the “commercial” CAB LAI lots were used 

in the PrEP studies. Refer also to the Biopharmaceutics Review of the original NDA 212888 for 

the approved in vitro drug release QC specifications [USP Apparatus 2 (paddle) at 20 rpm; 1000 

mL of 0.5% CTAB in 140 mM McIlvaine Buffer, pH 7.4; 37 ℃; 250 µL suspension from each 

vial; Q = % at 45 min]  of the CABENUVA Kit’s cabotegravir extended release suspension 

component.  
 

Comments for the Applicant: 

None 
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Reviewer Comment: 
The 510(k) numbers and the device constituent parts of NDA215499 are identical to those of NDA212888. 
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Representative Drawings 

Reviewer Comment:  
Information regarding the device description was referenced and found in NDA 212888. The sponsor provided within 
the information request dated 7/29/2021 that the device constituents parts of the Combo Pack for NDA 215499 are the 
same as those used in the Combo Pack for NDA 212888.  The only difference is that only one device of each type is 
provided for administration of a single drug. (Two of each device was provided for NDA 212888 as it was a two drug 
Combo Pack).    
Documentation supporting the validation of the co-packaged components was provided in the HF validation.  
The device is adequately described and is acceptable.  
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Reviewer Comments: 
Information regarding the device performance was referenced and found in NDA 212888.  Appropriate ISO standards 
were utilized.  The sponsor identified appropriate essential performance standards and provided design verification 
testing, complete and adequate test reports.  Individual device components were tested and cleared within their 510k 
submissions.  This is acceptable. 

 
 LABELING  
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Reviewer Comment:  
The drug product is to be administered by a healthcare professional.  The labeling and instructions for use are 
adequate.  [Instructions for use found in 4.3 Steps for use of the device]. 

 
 

<<END OF REVIEW>> 
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