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 Comparable Products   Preferred Drug List Status 
 Rykobia               Non-Recommended   
Trogarzo     Medical      
  

Pharmacology/Usage:  Lenacapavir sodium, the active ingredient of Sunlenca®, is an HIV-1 antiretroviral agent. 
It is a multistage, selective inhibitor of HIV-1 capsid function that directly binds to the interface between capsid 
protein (p24) subunits in hexamers. Surface plasmon resonance sensorgrams demonstrated dose-dependent and 
saturable binding of lenacapavir to cross-linked wild-type capsid hexamer.  Lenacapavir inhibits HIV-1 replication by 
interfering with multiple essential steps of the viral lifecycle, including capsid-mediated nuclear uptake of HIV-1 
proviral DNA (by blocking nuclear import proteins binding to capsid), virus assembly and release (by interfering with 
Gag/Gag-Pol functioning, reducing production of capsid protein subunits), and capsid core formation (by disrupting 
the rate of capsid subunit association, leading to malformed capsids). 

Indication:  In combination with other antiretroviral(s) 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.  

There is no pregnancy category for this medication; however, the risk summary indicates that there are not sufficient 
human data on use during pregnancy to inform a drug-associated risk of birth defects and miscarriage. There is 
pregnancy exposure registry that monitors pregnancy outcomes in those exposed to Sunlenca® during pregnancy. 
Healthcare providers are encouraged to register patients by calling the Antiretroviral Pregnancy Registry (APR) at 
1-800-258-4263. The safety and efficacy of use in the pediatric population have not been established.  

Dosage Form:  Available as: 

• Film-Coated Tablets: 300mg. 
• Solution in a single-dose vial for injection: 463.5mg/1.5ml (309mg/ml). Preservative free. 

Recommended Dosage:   Sunlenca®  injection is for administration into the abdomen by a healthcare provider. 
Take the oral tablets with or without food. 

Sunlenca® can be started using one of two recommended dosage regimens, which will be described in the tables 
below. Healthcare providers should determine the appropriate initiation regimen for the patient. The first table is 
the recommended treatment regimen for Sunlenca® initiation and maintenance option 1 while the second table is 
option 2.  
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Treatment 
Time 

 Option 1 

 Dosage of Sunlenca®: Initiation 

Day 1  927mg SC injection  (2 X 1.5ml injections) 
600mg PO (2 X 300mg tablets) 

Day 2 600mg PO (2 X 300mg tablets)  

  Dosage of Sunlenca®:  Maintenance: 

Q6M (26 wks) 
* ±2 weeks 927mg SC injection (2 X 1.5ml injections) 

   *From the date of the last injection 

Treatment 
Time  Option 2 

 Dosage of Sunlenca®: Initiation 

Day 1  600mg PO (2 X 300mg tablets) 

Day 2 600mg PO (2 X 300mg tablets)  

Day 8 300mg PO (1 X 300mg tablet) 

Day 15 927mg SC injection (2 X 1.5ml injections) 

  Dosage of Sunlenca®:  Maintenance 

Q6M (26 wks) 
* ±2 weeks 927mg SC injection (2 X 1.5ml injections) 

   *From the date of the last injection 

During the maintenance period, if more than 28 weeks have elapsed since the last injection and if clinically 
appropriate to continue Sunlenca® treatment, restart the initiation dosage regimen from day 1, using either option 
1 or option 2. 

While dosage adjustments are not recommended in renal impairment, use has not been studied in patients with end 
stage renal disease. Dosage adjustments are not recommended in patients with mild or moderate hepatic 
impairment, but use has not been studied in patients with severe hepatic impairment.  

Drug Interactions:  Lenacapavir is a substrate of P-gp, UGT1A1, and CYP3A. 

Drugs that are strong or moderate inducers of CYP3A may significantly decrease plasma concentrations of 
lenacapavir. Concomitant use of Sunlenca® with strong CYP3A inducers during Sunlenca® treatment is 
contraindicated. Concomitant administration of Sunlenca® with moderate CYP3A inducers during Sunlenca® 
treatment is not recommended.  

Combined P-gp, UGT1A1 and strong CYP3A inhibitors may significantly increase plasma concentrations of 
Sunlenca®. Concomitant administration of Sunlenca® with these inhibitors is not recommended. 

Lenacapavir is a moderate inhibitor of CYP3A. Due to the long half-life of lenacapavir following SC administration, 
Sunlenca® may increase the exposure of drugs mainly metabolized by CYP3A initiated within 9 months after the 
last SC dose of Sunlenca®. See the prescribing information of the sensitive CYP3A substrate for dosing 
recommendations with moderate inhibitors of CYP3A. 

Use with caution and monitor digoxin therapeutic concentration if Sunlenca® is used concomitantly with digoxin. 
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Direct oral anticoagulants (DOACs; rivaroxaban, dabigatran, edoxaban) concentrations increase if use concomitantly 
with Sunlenca®. Refer to the DOAC prescribing information for concomitant administration. 

Concomitant administration of carbamazepine, oxcarbazepine, phenobarbital, or phenytoin with Sunlenca® may 
result in loss of therapeutic effect and development of resistance. Concomitant administration of Sunlenca® with 
carbamazepine or phenytoin is contraindicated. Concomitant administration of Sunlenca® with oxcarbazepine or 
phenobarbital is not recommended. Consider use of alternative anticonvulsants. 

Concomitant administration of efavirenz, nevirapine, or tipranavir/ritonavir may result in loss of therapeutic effect 
and development of resistance. 

Concomitant administration of atazanavir/cobicistat, atazanavir/ritonavir, efavirenz, nevirapine, or tipranavir/ritonavir 
with Sunlenca® is not recommended. 

Concomitant administration of Sunlenca® with rifampin is contraindicated. Concomitant administration of 
Sunlenca® with rifabutin or rifapentine is not recommended. 

Concomitant administration of Sunlenca® with corticosteroids whose exposures are significantly increased by 
CYP3A inhibitors can increase the risk for Cushing’s syndrome and adrenal suppression. Start with the lowest 
starting dose and titrate carefully while monitoring for safety. 

Concomitant administration of Sunlenca® with dihydroergotamine, ergotamine, or methylergonovine is not 
recommended. 

Concomitant administration of St. John’s wort may result in loss of therapeutic effect and development of resistance. 
Concomitant administration of Sunlenca® with St. John’s wort is contraindicated. 

Start lovastatin and simvastatin with the lowest starting dose and titrate carefully while monitoring for safety (e.g., 
myopathy) with the concomitant use of Sunlenca®. 

Careful monitoring of therapeutic effects and adverse reactions associated with CYP3A-metabolized narcotic 
analgesics (e.g., fentanyl, oxycodone) is recommended with co-administration with Sunlenca®. In addition, a decrease 
in tramadol dose may be needed with concomitant use of Sunlenca®. 

With initiation of buprenorphine or methadone in patients taking Sunlenca®: Carefully titrate the dose of 
buprenorphine or methadone to the desired effect; use the lowest feasible initial or maintenance dose. With 
initiation of Sunlenca® in patients taking buprenorphine or methadone: A dose adjustment for buprenorphine or 
methadone may be needed. Monitor for clinical signs and symptoms. 

Avoid use of naloxegol with Sunlenca®; if unavoidable, decrease the dosage of naloxegol and monitor for adverse 
reactions. 

Concomitant administration of Sunlenca® with tadalafil for the treatment of PAH is not recommended. Use of PDE-
5 inhibitors for ED: Refer to the prescribing information of the PDE-5 inhibitors for dose recommendations. 

Use with caution when midazolam or triazolam is concomitantly administered with Sunlenca®. 

Box Warning:   There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Sunlenca® plus background regimen). There was no placebo data to compared with in the prescribing information. The 
most frequently reported adverse events included injection site reactions (65%) and nausea (4%). The majority (96%) 
of all adverse reactions associated with Sunlenca® were mild or moderate in severity.  

Laboratory abnormalities included creatinine >1.8 X upper limit of normal (ULN) or ≥1.5 X baseline (13%), 
glycosuria >2+ (6%), hyperglycemia, fasting, >250mg/dL (5%), proteinuria >2+ (4%), ALT ≥5 X ULN (3%), AST ≥5 
X ULN (3%), and direct bilirubin >ULN (3%). 
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Immune reconstitution syndrome has been reported in patients treated with combination antiretroviral therapy. 
During the initial phase of combination antiretroviral treatment, patients whose immune system responds may 
develop an inflammatory response to indolent or residual opportunistic infections, which may necessitate further 
evaluation and treatment. Autoimmune disorders have also been reported to occur in the setting of immune 
reconstitution; however, the time to onset is more variable, and can occur many months after initiation of treatment. 

Contraindications:  Concomitant administration of Sunlenca® with strong CYP3A inducers is contraindicated 
due to decreased lenacapavir plasma concentrations, which may result in the loss of therapeutic effect and 
development of resistance to Sunlenca®. 

Manufacturer:  Gilead Sciences.   

Analysis:  The safety and efficacy of Sunlenca® were assessed in a randomized, placebo-controlled, double-blind, 
multicenter study that included HIV-1 infected, heavily treatment-experienced subjects with multidrug resistance 
(N=72). Subjects were required to have a viral load ≥400 copies/ml, documented resistance to at least 2 
antiretroviral medications from each of at least 3 of the 4 classes of antiretroviral medications, and ≤2 fully active 
antiretroviral medications from the 4 classes of antiretroviral medications remaining at baseline due to resistance, 
intolerability, drug access, contraindication, or other safety concern. 

The trial was composed of 2 cohorts. Subjects were enrolled into the randomized cohort (cohort 1, N=36) if they 
had a ˂ 0.5 log10 HIV-1 RNA decline compared to the screening visit. Subjects were enrolled into the non-randomized 
cohort (cohort 2, N=36) if they had a ≥0.5 log10 HIV-1 RNA decline compared to the screening visit or after cohort 
1 reached is planned sample size. 

In the 14-day functional monotherapy period, subjects in cohort 1 were randomized in a double-blind fashion to 
receive Sunlenca® or placebo, while continuing their failing regimen. This period was to establish the virologic activity 
of Sunlenca®. After the functional monotherapy period, subjects who had received Sunlenca® continued on 
Sunlenca® along with an optimized background regimen (OBR); subjects who had received placebo during this 
period initiated Sunlenca® along with an OBR.   

Subjects in cohort 1 had a mean age of 52 years (range 24 to 71),while 72% were male, 46% were white, the mean 
baseline plasma HIV-1 RNA was 4.3 log10 copies/ml, and 19% had baseline viral loads greater than 100,000 copies/ml. 
In addition, the mean baseline CD4+ cell count was 161 cells/mm3, 75% had CD4+ cell counts below 200 cells/mm3, 
the mean number of years since subjects first started HIV treatment was 24 years, and the mean number of 
antiretroviral agents in failing regimens at baseline was 4. In cohort 1, 53% of subjects had no fully active agents, 31% 
had 1 fully active agent, and 17% had 2 or more fully active agents within their initial failing regimen, including 6% of 
subjects who were receiving fostemsavir. 

Subjects in cohort 2 initiated Sunlenca® and an OBR on day 1. 

Subjects in cohort 2 had a mean age of 48 years, while 78% were male, 36% were white, the mean baseline plasma 
HIV-1 RNA was 4.1 log10 copies/ml, and 19% of subjects had baseline viral loads greater than 100,000 copies/ml. The 
mean baseline CD4+ cell count was 258 cells/mm3, 53% of subjects had CD4+ cell counts below 200 cells/mm3, the 
mean number of years since subjects first started HIV treatment was 19 years, and the mean number of antiretroviral 
agents in failing regimens at baseline was 4. In cohort 2, 31% of subjects had no fully active agents, 42% had 1 fully 
active agent, and 28% had 2 or more fully active agents within their initial failing regimen, including 6% of subjects 
who were receiving fostemsavir. 

The primary efficacy endpoint was the proportion of subjects in cohort 1 achieving ≥0.5 log10 copies/ml reduction 
from baseline in HIV-1 RNA at the end of the functional monotherapy period. The results of the primary endpoint 
analysis are presented in the table below, which was adapted from the prescribing information. 

 Endpoint  Sunlenca® 
(N=24) 

Placebo 
(N=12) 

 Proportion of subjects achieving a 
≥0.5 log10 decrease in viral load 87.5% 16.7% 
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 Endpoint  Sunlenca® 
(N=24) 

Placebo 
(N=12) 

Treatment difference (95% CI); 
p-value 

70.8% (34.9% to 90.0%);  
p˂0.0001  

NNT (calculated by CHC) 2 

The results at weeks 26 and 52 are provided in the table below.    

Virologic outcomes in cohort 1  
Sunlenca® plus OBR 

(N=36) 
Week 26 Week 52 

 HIV-1 RNA ˂50 copies/ml 81%  83% 

HIV-1 RNA ≥50 copies/ml 19% 14% 

No virologic data in week 26 or 52 window 0% 3% 

Discontinued study drug due to AE or death 0 0 

Discontinued study drug due to other reasons & 
last available HIV-1 RNA ˂50 copies/ml 0 3% 

Missing data during window but on study drug 0 0 

The following table includes virologic outcomes by baseline covariates in cohort 1. 

Virologic outcome (HIV-1 RNA ˂50 copies/ml) 
by baseline covariates in cohort 1  

Sunlenca® plus OBR 
(N=36) 

Week 26 Week 52 

Age ˂50 years 100% (9/9) 89% (8/9) 

Age ≥50 years 74% (20/27) 81% (22/27) 

Male 77% (20/26) 77% (20/26) 

Female 90% (9/10) 100% (10/10) 

Black 81% (13/16) 75% (12/16) 

Non-Black 84% (16/19) 89% (17/19) 

Baseline plasma viral load ≤100,000 copies/ml 86% (25/29) 86% (25/29) 

Baseline plasma viral load >100,000 copies/ml 57% (4/7) 71% (5/7) 

Baseline CD4+ ˂200 cells/mm3 78% (21/27) 78% (21/27) 

Baseline CD4+ ≥200 cells/mm3 89% (8/9) 100% (9/9) 

Baseline with INSTI resistance 85% (23/27) 81% (22/27) 
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Virologic outcome (HIV-1 RNA ˂50 copies/ml) 
by baseline covariates in cohort 1  

Sunlenca® plus OBR 
(N=36) 

Week 26 Week 52 

Baseline without INSTI resistance 63% (5/8) 88% (7/8) 

Number of fully active ARV agents in the OBR-0 67% (4/6) 67% (4/6) 

Number of fully active ARV agents in the OBR-1 86% (12/14) 79% (11/14) 

Number of fully active ARV agents in the OBR-
≥2 81% (13/16) 94% (15/16) 

Use with dolutegravir & with darunavir 83% (10/12) 83% (10/12) 

Use with dolutegravir & without darunavir 83% (5/6) 83% (5/6) 

Use without dolutegravir & with darunavir 78% (7/9) 89% (8/9) 

Use without dolutegravir or darunavir 78% (7/9) 78% (7/9) 

In cohort 1, at weeks 26 and 52, the mean change from baseline in CD4+ cell count was 81 cells/mm3 (range -101 
to 522) and 82 cells/mm3 (range -194 to 467), respectively. 

In cohort 2, at week 26 and 52, 81% (29/36) and 72% (26/36) of patients achieved HIV-1 RNA ˂50 copies/ml, 
respectively, and the mean change from baseline in CD4+ cell count was 97 cells/mm3 (range -103 to 459) and 113 
cells/mm3 (range -124 to 405), respectively. 

Place in Therapy:  Sunlenca®, in combination with other antiretroviral(s), is 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. Concomitant use of Sunlenca® with 
strong CYP3A inducers is contraindicated. The safety and efficacy of Sunlenca® were assessed in a randomized, 
placebo-controlled, double-blind study that included 72 heavily treatment-experienced subjects with multiclass 
resistant HIV-1. The primary efficacy endpoint (the proportion in cohort 1 achieving ≥0.5 log10 copies/ml reduction 
from baseline in HIV-1 RNA at the end of the functional monotherapy period) was achieved by 87.5% of the 
Sunlenca® group as compared with 16.7% of the placebo group (calculated NNT by CHC of 2). After initial titration, 
this is a twice-yearly, first-in-class capsid inhibitor for injection to be used in combination with other antiretroviral(s). 

It is recommended that Sunlenca® should be non-recommended as it is not a first line therapy.  

PDL Placement:        Recommended 
    Non-Recommended 
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