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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 220018 

Applicant Name Gilead Sciences, Inc. 

Drug Product Name YEZTUGO (lenacapavir) injection 

Dosage Form Injection 

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

NDA Classification 
Type 10 – New Indication Submitted as Distinct NDA 
– Not Consolidated 

Route of Administration Subcutaneous 

Maximum Daily Dose 927 mg 

Rx/OTC Dispensed Rx 

Proposed Indication 
Pre-exposure prophylaxis (PrEP) to prevent sexually 
acquired HIV-1 in adults and adolescents weighing at 
least 35 kg. 

Drug Product Description 

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

Co-packaged product 
information 

Vial kit includes two vials of lenacapavir injection, two 
 disposable syringes, two withdrawal 

needles, and two injection safety needles. 

Device information 

Withdrawal needle: 18G 1.5-inch withdrawal needle 
with Luer lock fitting;  

 
Disposable syringe: 3 mL  disposable 
syringe with Luer lock fitting;  

 
Injection safety needle: 22G 0.5-inch injection safety 
needle with Luer lock fitting;  
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Storage Temperature/ 
Conditions 

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) (see USP 
Controlled Room Temperature). 
Keep vials in the original carton until ready for use to 
protect from light. 

Review Team 

Discipline Primary Secondary 

Drug Substance Not assigned this review cycle 

Drug Product/ 
Labeling 

Akshata 
Nevrekar 

Hudson Roth 

Manufacturing Ruth Moore Kshitij Patkar 

Biopharmaceutics Not assigned this review cycle 

Microbiology Shannon Heine Neal Sweeney 

Other (specify) Not assigned this review cycle 

RBPM Omolara Oyinlola-Adeyemi 

ATL Hudson Roth 

Consults N/A 

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

a. Expiration Dating: 
36 months when stored at 20°C to 25°C (68°F to 77°F), excursions permitted to 
15°C to 30°C (59°F to 86°F), protect from light. 
 
b. Additional Comments for Action: N/A 

 
4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

Lenacapavir injection was originally approved under NDA 215973 for the 
treatment of HIV-1 infection in adults  

Gilead submitted NDA 220018 to seek approval for lenacapavir 
injection for the new indication of pre-exposure prophylaxis (PrEP) of HIV-1. 
The Applicant cross-references the entirety of Module 3 in NDA 215973 for 
the CMC information to support approval of NDA 220018; no new CMC 
information has been submitted under NDA 220018. 
 
Lenacapavir injection will be supplied as a sterile, preservative-free, yellow 
solution with a strength of 309 mg/mL for subcutaneous injection. The drug 
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product will be packaged in a vial kit, containing two vials of the drug product, 
two withdrawal needles, two syringes, and two safety injection needles. 
Lenacapavir injection proposed for PrEP for HIV-1 under NDA 220018 has 
the same active ingredient and formulation as lenacapavir injection for HIV-1 
treatment approved under NDA 215973. The drug product quality information 
has already been assessed and found adequate under NDA 215973, and 
there are no changes proposed for NDA 220018. Therefore, the application is 
acceptable from a drug product quality perspective. 
 
The proposed labeling for NDA 220018 has been reviewed from the product 
quality perspective and found adequate. 
 
The manufacturing process for lenacapavir injection  

 
. The manufacturing design and control strategy for the finished 

product have already been assessed and approved in NDA 215973 and there 
are no changes proposed for NDA 220018. The manufacturing facilities listed 
for NDA 220018 have been approved for NDA 215973 and are currently in 
satisfactory CGMP compliance status. Therefore, the application is 
acceptable from a manufacturing and facilities perspective. 
 
The information related to sterility assurance referenced to NDA 215973 was 
reviewed and considered adequate.  

 
 

 
 

 
 

 
 

 
As all review disciplines found NDA 220018 adequate from the CMC 
perspective, OPQ recommends approval for NDA 220018 for lenacapavir 
injection. 
 
b. Is the overall recommendation in agreement with the individual 
discipline recommendations?    Yes 

 
Recommendation by Subdiscipline: 
   Drug Substance      - N/A 
   Drug Product  - Adequate 
   Quality Labeling  - Adequate 
   Manufacturing  - Adequate 
   Biopharmaceutics - N/A 
   Microbiology  - Adequate 
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 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 
 

 
Application Technical Lead Name and Date: 
Hudson Roth, Ph.D., 5/7/2025 
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1.2 FULL PRESCRIBING INFORMATION 

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)9 

 
9 See § 201.57(c)(3); draft guidance: Dosage and Administration Section of Labeling for Human Prescription 

Drug and Biological Products — Content and Format (January 2023); Labeling Review Tool (March 2022, 
page 25) 
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The subject submission is in support of a new indication for the subcutaneous 
(SC) injection of lenacapavir (LEN; GS-6207). LEN (Sunlenca®) was approved in 
combination with other antiretrovirals for the treatment of HIV-1 infection in 
heavily treatment-experienced adults with multidrug-resistant HIV-1 infection on 
22 December 2022. The subject application is regarding the use of LEN for HIV-1 
pre-exposure prophylaxis (PrEP) in adults and adolescents for the previously 
approved 309 mg/mL injection dosage forms. 
 
The SC LEN injection has the same active ingredient, formulation, and dose as 
the FDA approved SC LEN injection for Sunlenca®, the relevant quality 
documents and data of LEN are incorporated via cross-reference to the 
previously submitted and reviewed NDA for Sunlenca® injection, NDA 215973. 
The applicant states that the CMC information for LEN for PrEP injection, 309 
mg/mL in its entirety is submitted via the cross-reference letter to Sunlenca 
injection NDA 215973. 
 
(See Section 1.4.1, pg. 2-3 of Letter of Authorization – Gilead, NDA 215973, 
NDA 220020) 

Letter of Authorization (LoA) for NDA # 215973 

The applicant provided an LoA from Gilead Sciences, Inc., dated 17 December 
2024, for NDA 215973 for Sunlenca® (Lenacapavir) Injection.  

(See Section 1.4, pg. 4-6 of Cross-reference to Other Applications – NDA 
215973 SN 001, 0036, 0047, 0088, 0094, 0095, 0096, 0099, 0117, 0124, 0131, 
0141) 
 
A detailed table indicating the sequence number where specific information is 
contained in referenced NDA 215973 was provided. The cross-referenced 
information regarding the subject drug product manufacturing and sterility 
assurance validation studies for both manufacturing facilities was listed. This 
information has been previously assessed. 

(See Section 1.14.1.3, Draft Labeling Text – Clean – PDF) 

NOTE: According to the previous reviews and the referenced sequence for NDA 
215973, the bacterial endotoxins specification is NMT  

Maximum dose according to the package insert:  
927 mg by subcutaneous injection in adults and adolescents weighing at least 35 
kg. 
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The endotoxins dose at the specification and the maximum dose when 
administered to adolescents weighing 35 kg exceeds the USP <85> 
recommendation of 5 EU/kg/hr. 

The draft labeling for the subject drug product states that the product is “indicated 
for pre‑exposure prophylaxis (PrEP) to prevent sexually acquired HIV-1 in adults 
and adolescents weighing at least 35 kg.” While the proposed maximum dose 
and route of administration remain the same as approved, the target patient 
population has expanded to include adolescents. The potential endotoxins dose 
at the specification and the maximum dose when administered to adolescents 
weighing 35 kg exceeds the USP <85> recommendation of 5 EU/kg/hr. 
Therefore, the following therefore the following Product Quality Microbiology 
Information Request was sent to the applicant on 5 March 2025. 

We acknowledge the referenced sequence for NDA 215973 regarding the drug 
product specification. We also acknowledge that the current submission 
proposes to expand the target patient population for the subject drug product to 
include adolescents weighing at least 35 kg. Although the proposed maximum 
dose and route of administration remain the same as the approved drug product, 
based on the a maximum dose of 927 mg for subcutaneous administration to 
adolescents weighing at least 35 kg and the proposed endotoxins specification of 
NMT  the maximum potential bacterial endotoxins dose administered 
to an adolescent patient weighing 35 kg would exceed the USP <85> 
recommended maximum level of NMT 5 EU/kg/hr for routes of administration 
other than intrathecal. Therefore, revise the proposed bacterial endotoxins 
specification for the subject drug product to be within the USP recommended 
limit when administered to adolescent patients based on the maximum dose in 
the labeling. Additionally, provide the appropriate documentation to reflect the 
change, e.g. finished product specification, stability protocol, justification of 
specification, and revised maximum valid dilution calculation for bacterial 
endotoxins testing. 

Summary of the applicant’s response received 18 March 2025 
(See Seq 0014, Section 1.11.1, pg. 2-3 of Response to FDA Information Request 
(Microbiology) Regarding Endotoxin Limit in DP dated 2025-03-05) 
The applicant agreed to revise the bacterial endotoxins acceptance limit from not 
more than  to not more than  in the drug product specification 
to ensure that patients weighing 35 kg will not exceed the USP <85> 
recommended maximum level of NMT 5 EU/kg/hr for routes of administration 
other than intrathecal. 

The applicant provided the following calculation: 
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