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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 215973 

Applicant Name Gilead 

Drug Product Name Lenacapavir injection 

Dosage Form.   Injection 

Proposed Strength(s)   463.5 mg/ 1.5 ml (309 mg/ml) 

Route of 
Administration 

  Subcutaneous 

Maximum Daily Dose 
927 mg SC injection, together with 600 mg loading oral 
dose using tablets (NDA 215974) 

Rx/OTC Dispensed   Rx 

Proposed Indication 

Lenacapavir is a selective inhibitor of HIV-1 capsid 
function 
indicated for the treatment of HIV-1 infection in heavily 
treatment-experienced adults with multidrug resistant 
HIV-1 infection failing their current antiretroviral regimen 
due to resistance, intolerance, or safety considerations. 

Drug Product 
Description 

Lenacapavir Injection is a sterile, preservative-free 
solution for subcutaneous administration, packaged in a 
glass vial with mL (overfill of mL) to allow 
withdrawal of 1.5 mL. 

Co-packaged product 
information 

Vial kit includes two vials of Lenacapavir injection, two 
vial access devices, two disposable syringes and two 
injection safety needles 

 Device information: 

Vial access device:  
 

Disposable syringe:  
 

Injection safety needle: 22G ½ inch  
 

Storage Temperature/ 
Conditions 

 20° - 25oC (68° - 77°F) 
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Review Team 

Discipline  Primary  Secondary 

Drug Substance Karina Zuck Paresma Patel 

Drug Product/ 
Labeling 

Shalini Anand Peter Guerrieri 

Manufacturing David Acevedo Steve Rhieu 

Biopharmaceutics Qi Zhang Elsbeth Chikhale 

Microbiology Sallie Crenshaw Erika Pfeiler 

RBPM Erica Keafer 

ATL Pete Guerrieri 

Consults N/A 

 

2. Final Overall Recommendation  - Approval with QPA(s) 

3. Action Letter Information 

a. Expiration Dating: 

24 months when stored at 20°C - 25 °C (68°F - 77°F) 

b. Additional Comments for Action 

Post Market Commitments (PMCs) 

4351-4 Complete the vial compatibility study (i.e.,  

) for the remaining time points of the 

registration stability batches and three production batches and submit the 

report as a CBE-0 supplement.  

The timetable you submitted on December 14, 2022, states that you will 

conduct this study according to the following schedule: 

Interim Report:   03/30/2023 

Interim Report:  03/30/2024 

Final Report Submission:  11/30/2024 
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4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

Lenacapavir sodium is a new molecular entity. It is an inhibitor of HIV-1 

capsid function and is proposed for the treatment of HIV-1 infection in heavily 

treatment-experienced adults with multidrug resistant HIV-1 infection failing 

their current antiretroviral regimen due to resistance, intolerance, or safety 

considerations.  

Lenacapavir (LEN) Injection, 309 mg/mL is a sterile, preservative-free, yellow 

solution for subcutaneous administration. The formulation composition is of 

% active ingredient % water and  polyethylene 

glycol (PEG) 300. The pH of the proposed drug product is around 10, and 

the dug product manufacturing process involves  

.   

The proposed dosing regimen of LEN includes (Option 1) an initial dose of 

927 mg of LEN by subcutaneous injection (2×1.5 mL injections) and 600 mg 

orally (2 LEN tablets, NDA 215974 drug product) on Day 1; 600 mg orally (2 

LEN tablets) on Day 2, followed by a maintenance doses of 927 mg by 

subcutaneous injection (2×1.5 mL injections) every 6 months; or (Option 2) 

starting dose of 600 mg orally on Days 1 and 2, 300 mg orally on Day 8, and 

927 mg by subcutaneous injection (2×1.5 mL injections) on Day 15 followed 

by 927 mg by subcutaneous maintenance doses and every 6 months.  After 

administration the drug  release 

lenacapavir to the circulatory system over time.  This application was 

submitted simultaneously with NDA 215974, the submission for a tablet 

formulation of lenacapavir proposed for initial loading doses, both originally 

and in this resubmission.  

This is the second CMC review of this NDA.  Refer to review #1 for additional 

details.  In the original submission, Gilead proposed borosilicate and 

aluminosilicate glass vials for the packaging of lenacapavir injection. 

However, the proposed drug product formulation was found incompatible 

with borosilicate glass vials, leading to the generation of glass lamellae. Due 

to the lack of sufficient data to support the compatibility of lenacapavir 

injection with aluminosilicate vials, a Complete Response was issued.   

The delamination is suspected to occur  of 

the formulation .  

Significant pitting was observed with the originally proposed borosilicate 

vials, . SEM and optical microscopy 

images were submitted late in the previous review cycle to support the use of 

the aluminosilicate vials; however, unexplained particles were observed and 
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packaging (  tray with paperboard 

carton) protects LEN injection from photodegradation. The supporting in-use 

stability data confirm the stability of lenacapavir injection during the proposed 

in-use period in the clear glass vials and syringe is provided in the NDA. The 

proposed drug product label also includes a statement in section 16, i.e.  

‘keep the vials in the original carton until just prior to preparation of the 

injections, in order to protect from light’. 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate with QPAs 

   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 
 

Comparability Protocols (PACMP):  No 
 

 Additional Lifecycle Comments: 

N/A 
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Strength(s) in metric system Tablets: 300 mg 
 
Injection: 463.5 mg/1.5 mL (309 
mg/mL) of lenacapavir 

Adequate. 

Available units (e.g., bottles of 100 
tablets) 

Tablets:  
Blister pack containing 4 tablets. 
Blister pack containing 5 tablets 
 
Injection: Single-dose vial 

Adequate. 

Identification of dosage forms, 
e.g., shape, color, coating, scoring, 
imprinting, NDC number 

Tablet:  Beige, capsule-shaped, 
and film-coated with “GSI” 
debossed on one side and “62L” 
on the other side. 
 
 
Injection: Sterile, preservative-
free, clear, yellow with no visible 
particles 

As per the CMC comment 
issued during drug product 
review of NDA 215973,  
Gilead tighten the 
acceptance criterion for 
appearance test from 
‘ ’ to 
‘yellow solution’ only in DP 
specifications and section 
3 of the PI, as well.  

Assess if the tablet is scored.  If 
product meets guidelines and 
criteria for a scored tablet, state 
“functionally scored” 

N/A  

For injectable drug products for 
parental administration, use 
appropriate package type term 
(e.g., single-dose, multiple-dose, 
single-patient-use). Other package 
terms include pharmacy bulk 
package and imaging bulk 
package. 

Tablet: N/A 
 
 
Injection: Single-dose vial 

Adequate 

Special handling about the 
supplied product (e.g., protect from 
light, refrigerate). If there is a 
statement to “Dispense in original 
container,” provide reason why 
(e.g. to protect from light or 
moisture, to maintain stability, etc.) 

Tablet: Dispense only in original 

blister pack. 
 
Injection:  
Keep the vials in the original 
carton until just prior to 
preparation of the injections in 
order to protect from light.  
Once the solution has been 
drawn into the syringes, the 
injections should be 
administered as soon as 
possible. 
Discard any unused portion of 
the solution. 

Adequate 

If the product contains a desiccant, 
ensure the size and shape differ 
from the dosage form and 

Packaged with silica gel 
desiccant in a sealed child-
resistant flexible laminated 
pouch. 

Adequate: Section 3.2.P.7 
include following 
information: The desiccant 
is  
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The Applicant updated the CMC sections of prescribing information as per the 

recent updates submitted to the quality sections of the NDA. The CMC information 

on the PI is adequate.  

 

2.0    CARTON AND CONTAINER LABELING- NDA 215973 
 

Lenacapavir Injection:  

2.1   Container Label  - IMAGES OF LABEL AND LABELING RECEIVED ON 
Nov-14-2022 

  

2.2  Carton Labeling - IMAGES OF LABEL AND LABELING RECEIVED ON June 
27-2022 
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When a drug product differs 
from the relevant USP 
standard of strength, quality, 
or purity, as determined by 
the application of the tests, 
procedures, and acceptance 
criteria set forth in the relevant 
compendium, its difference 
shall be plainly stated on its 
label. 

N/A N/A 

And others, if space is 
available 

-Single-dose vial. Discard 
unused portion. 
 

Single-dose vial.  
 

 
 

  Assessment of Carton and Container Labeling:  Adequate 

 

 

 

3.0 Lenacapavir Tablets: NDA 215974 
 

IMAGES OF LABEL AND LABELING RECEIVED ON June-27-2022  (4-count blister) 

and Oct-28-2022 (5-count blister) 

 

3.1  Blister label:  4-count Blister 

 

5-count Blister 
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All samples tested met the acceptance criterion for container closure integrity of 

no visual evidence of dye ingress observed in any of the test samples, and with 

the absorbance of each test sample solution less than the system sensitivity 

solution, equivalent to 4 μL of undiluted dye.  

 

a. Provide details of the CCIT protocol used to include the date the 
study was performed. Additionally, confirm the dye ingress CCIT 
was conducted using units exposed to worst case  

 conditions prior to CCIT and confirm that both 
pressure and vacuum conditions were applied during CCIT. These 
conditions may be necessary to ensure that debris, dried product, 
and/or particulate matter are completely removed from potential 
leak paths. In the absence of vials exposed to and both 
pressure and vacuum conditions being applied please provide a 
new CCIT. 

 
 

Response dated 6/27/2022 
 

The applicant provided a complete description of the CCIT method utilized. 

Twenty intact samples were utilized for each lot:  

 

Three registration batches of the DP (lots GB2007B, GB2008B, and 

GB2009B) were evaluated for container closure integrity after 12 (12/24/2021) 

and 15 (3/23-3/28/2022) months storage at 30°C/75% RH in the inverted 

orientation. Two process validation batches (4/5/2022) exposed to target  

conditions (lots P112406PV and P112407PV) and three development batches 

(5/17/2022) exposed to worst-case conditions (lots P112409PV/DV-B, 

P112409PV/DV-M, and P112409PV/DV-E) 

 

One negative control (not tested) was included per lot as well as three positive 

control vials each with a 20 µm capillary inserted through the stopper tested). A 

sensitivity vial was also included for each lot which is one vial spiked with 10 µL 

of a 1:2.5 dilution of 10% v/v crystal violet and 0.1% v/v tween 80 solution, 

equivalent to 4 µL of undiluted dye. A system suitability vial was also included 

which is one vial spiked with 20 µL of a 1:2.5 dilution of solution.   

 

Samples were submerged in the dye solution and exposed to a vacuum of 10 

inches Hg and maintained for 30 minutes. The vacuum was released and 
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samples submitted to a pressure of 15 psi for 30 minutes. The pressure was 

released and vials were removed and wiped. The following acceptance criteria 

were utilized: 

 

-The Positive Controls must have visible evidence of dye ingress and must have 

an absorbance greater than or equal to System Sensitivity Solution. 

-The absorbance of the System Sensitivity Solution must be between 25% and 

75% of the mean absorbance of the System Suitability Solution. 

-The %RSD of the 6 measurements of the System Suitability Solution must be 

less than or equal to 15%. 

 

All acceptance criteria were met for all samples.  

 
Assessment: Adequate 

 

The applicant’s verification of container closure integrity is consistent with 

regulatory expectations for a sterile pharmaceutical product. 

 

 
 

MICROBIOLOGY LIST OF DEFICIENCIES: N/A 
 

Primary Microbiology Assessor Name and Date: Sallie Crenshaw, Ph.D., 

7/1/2022 

Secondary Assessor Name and Date: Erika Pfeiler, Ph.D., 7/1/2022 
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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 215974 

Applicant Name Gilead 

Drug Product Name Lenacapavir tablets 

Dosage Form.   Tablet 

Proposed Strength(s)   300 mg 

Route of 
Administration 

  Oral 

Maximum Daily Dose 600 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication 
Indicated as a loading dose for Lenacapavir injection 
which is subject of referenced NDA 215973. 

Drug Product 
Description 

Lenacapavir tablet is an immediate-release dosage form 
containing 300 mg lenacapavir present as 306.8 mg 
lenacapavir sodium. 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

Store at 20°C - 25°C (68°F - 77°F) 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Karina Zuck Paresma Patel 

Drug Product/ 
Labeling 

Shalini Anand Peter Guerrieri 

Manufacturing 
Abdollah 
Koolivand 

Hang Guo 

Biopharmaceutics Qi Zhang Elsbeth Chikhale 
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Microbiology N/A 

RBPM Erica Keafer 

ATL Pete Guerrieri 

Consults N/A 

 

2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 

24 months when stored at 20°C - 25°C (68°F - 77°F) 

b. Additional Comments for Action 

N/A 
 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

The drug product is a 300 mg strength immediate release lenacapavir tablet 

proposed as the initial loading dose for lenacapavir injection – subject of the 

concurrent NDA 215973. The original submission for NDA 215974 was 

recommended for approval from an OPQ perspective, but the application was 

not approved due to the CR in the original review cycle for NDA 215973. 

 

Lenacapavir tablets are beige, capsule-shaped, film-coated tablets, debossed 

with “GSI” on one side and “62L” on the other side, packaged as a 4-count or 

5-count blister pack.  During the drug product manufacturing process,  

 

 

 

 

 

.   
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Based on the available stability data, a 24-month shelf life of the drug product 

is acceptable. The proposed drug product storage conditions are “Store at 

20°C to 25°C (68°F to 77°F), excursions permitted to 15°C to 30°C (59°F to 

86°F)””.   

 

In the first review cycle, the applicant’s proposal to measure the drug product 

expiry period from  

 was found acceptable. In the 

current review cycle, Gilead agreed to submit a post approval supplement for 

any future extensions of shelf life  via a post-approval supplement 

based upon  

 (up to 

the maximum proposed shelf life).    The applicant also submitted the five-

count blister pack (new packaging configuration) container and carton label in 

the current review, with appropriate stability data to support the pack, in 

addition to the previously approved four-count configuration. 

 

All facilities remain compliant and in approved status.  The overall 

recommendation remains as approvable. 

 

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  - N/A 

 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 

Comparability Protocols (PACMP):  No 
 

 Additional Lifecycle Comments: N/A 
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See review #1. 
 

D. List of Deficiencies for Complete Response 
N/A 

 

 
Application Technical Lead Name and Date: 
 
Pete Guerrieri, PhD 
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Strength(s) in metric system Tablets: 300 mg 
 
Injection: 463.5 mg/1.5 mL (309 
mg/mL) of lenacapavir 

Adequate. 

Available units (e.g., bottles of 100 
tablets) 

Tablets:  
Blister pack containing 4 tablets. 
Blister pack containing 5 tablets 
 
Injection: Single-dose vial 

Adequate. 

Identification of dosage forms, 
e.g., shape, color, coating, scoring, 
imprinting, NDC number 

Tablet:  Beige, capsule-shaped, 
and film-coated with “GSI” 
debossed on one side and “62L” 
on the other side. 
 
 
Injection: Sterile, preservative-
free, clear, yellow with no visible 
particles 

As per the CMC comment 
issued during drug product 
review of NDA 215973,  
Gilead tighten the 
acceptance criterion for 
appearance test from 
‘ ’ to 
‘yellow solution’ only in DP 
specifications and section 
3 of the PI, as well.  

Assess if the tablet is scored.  If 
product meets guidelines and 
criteria for a scored tablet, state 
“functionally scored” 

N/A  

For injectable drug products for 
parental administration, use 
appropriate package type term 
(e.g., single-dose, multiple-dose, 
single-patient-use). Other package 
terms include pharmacy bulk 
package and imaging bulk 
package. 

Tablet: N/A 
 
 
Injection:  

Adequate 

Special handling about the 
supplied product (e.g., protect from 
light, refrigerate). If there is a 
statement to “Dispense in original 
container,” provide reason why 
(e.g. to protect from light or 
moisture, to maintain stability, etc.) 

Tablet: Dispense only in original 

blister pack. 
 
Injection:  
Keep the vials in the original 
carton until just prior to 
preparation of the injections in 
order to protect from light.  
Once the solution has been 
drawn into the syringes, the 
injections should be 
administered as soon as 
possible. 
Discard any unused portion of 
the solution. 

Adequate 

If the product contains a desiccant, 
ensure the size and shape differ 
from the dosage form and 

Packaged with silica gel 
desiccant in a sealed child-
resistant flexible laminated 
pouch. 

Adequate: Section 3.2.P.7 
include following 
information: The desiccant 
is 3-Gram,  
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D. List of Deficiencies for Complete Response 
1. Your data demonstrate that the drug product solution is incompatible with the proposed 

commercial borosilicate glass vials. The data provided in support of the compatibility of 
the alternative aluminosilicate glass vials are incomplete and ambiguous.  As evidenced 
by your data and glass particles found in the clinical batches, glass containers are 
generally incompatible with highly alkaline solutions,  

. In order to resolve this deficiency, we require a 
comprehensive study report with unambiguous data and fully validated methods to 
demonstrate the compatibility of the drug product solution with your proposed primary 
container closure system.  

 

2. The information request response provided on 29 December 2021 regarding the CCIT 
performed with aluminosilicate vials with batches GB2007B, GB2008B, and GB2009B is 
acknowledged.  However, additional information is needed: 

a) Provide the spectrophotometric data with all results from the CCIT dye ingress studies 
reported to be performed with 20 intact vials sourced from each of three batches GB2007B, 
GB2008B, and GB2009B respectively.    

b) Provide details of the CCIT protocol used to include the date the study was performed.  
Additionally, confirm the dye ingress CCIT was conducted using units exposed to worst 
case  conditions prior to CCIT and confirm that both pressure and 
vacuum conditions were applied during CCIT.  These conditions may be necessary to 
ensure that debris, dried product, and/or particulate matter are completely removed from 
potential leak paths.  In the absence of vials exposed to and both pressure and vacuum 
conditions being applied please provide a new CCIT. 

 

Additional Comment: 

1. The proposed acceptance criterion for the appearance test in drug product release and 

stability specifications is - ‘a clear, yellow  solution, essentially free of visible 
particles.’ Clarify whether any drug product batch (es) exhibited  color at release or 

during stability and whether change in color from ‘yellow ’ had any impact on 

other drug product CQAs.  Also, report the exact color for the appearance test for future 

stability time points of drug product registration batches.   

 

 

 
 
Application Technical Lead Name and Date: David Claffey 
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GUID: 5720cefa00de0a9047ad977609e16ac3

Paul
Dexter

Digitally signed by Paul Dexter
Date: 1/11/2022 07:24:50AM
GUID: 508da70c00028f8ef6fc7fb5f60df2ce

Reference ID: 4919803



















Qi
Zhang

Digitally signed by Qi Zhang
Date: 12/20/2021 10:30:21PM
GUID: 547e178000007695c91eb10380b07939

Elsbeth
Chikhale

Digitally signed by Elsbeth Chikhale
Date: 12/21/2021 08:48:00PM
GUID: 50743ccc000031928b54eba1769a5df9
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--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

DAVID J CLAFFEY
01/12/2022 09:16:46 PM
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Qi
Zhang

Digitally signed by Qi Zhang
Date: 11/30/2021 10:56:17AM
GUID: 547e178000007695c91eb10380b07939

Elsbeth
Chikhale

Digitally signed by Elsbeth Chikhale
Date: 11/30/2021 02:32:41PM
GUID: 50743ccc000031928b54eba1769a5df9

Reference ID: 4919804
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This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

DAVID J CLAFFEY
01/12/2022 09:20:10 PM
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