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UTILIZATION MANAGEMENT MEDICAL POLICY 
 
POLICY: Human Immunodeficiency Virus – Apretude Utilization Management Medical Policy 

• Apretude (cabotegravir intramuscular injection – ViiV) 
 
REVIEW DATE: 01/29/2025 
 
 
OVERVIEW 
Apretude, a human immunodeficiency virus-1 (HIV-1) integrase strand transfer inhibitor (INSTI), is 
indicated for pre-exposure prophylaxis (PrEP) in at-risk adults and adolescents weighing ≥ 35 kg to 
reduce the risk of sexually acquired HIV-1 infection.1  Individuals must have a negative HIV-1 test prior to 
initiating Apretude (with or without an oral lead-in with Vocabria® [cabotegravir tablets]) for HIV-1 PrEP.  
All individuals should be screened for HIV-1 infection prior to each injection of Apretude. 
 
Dosing 
Apretude is administered by intramuscular (IM) gluteal injections and must be given by a healthcare 
provider.  Vocabria may be administered for approximately 1 month prior to Apretude (Table 1) or the 
patient may proceed directly to Apretude without an oral lead-in (Table 2).  If an oral lead-in is used, 
Apretude should be administered on the last day of oral lead-in or within 3 days thereafter (Table 1).  Note:  
Vocabria is only (and will only ever be) available from the manufacturer. 
 
Initial dosing:  The recommended initiation dose of Apretude is two, single 600 mg IM injections, given 1 
month apart for 2 consecutive months (Months 1 and 2 if no oral lead-in is used [Months 2 and 3 if oral 
lead-in is used]).1  After the initiation injection doses, the recommended continuation dose of Apretude is 
a single 600 mg IM injection every 2 months (Q2M) [starting at Month 4 if no oral-lead in is used or Month 
5 if oral lead-in is used].  Apretude may be given up to 7 days before or after the date of the scheduled 
injection. 

 
Table 1.  Recommended Dosing Schedule (with Oral Lead-in) for PrEP.1 

Oral Lead-in (at Least 28 Days) IM (Gluteal) Initiation Injection 
(Month 2 and Month 3) 

IM (Gluteal) Continuation Injection 
(Month 5 and Q2M Onwards) 

Vocabria 30 mg QD for 28 days Apretude 600 mg (3 mL)a Apretude 600 mg (3 mL)b 
PrEP – Pre-exposure prophylaxis; IM – Intramuscular; Q2M – Every 2 months; QD – Once daily; a Should be administered on the 
last day of oral lead-in or within 3 days thereafter; b Individuals may be given Apretude up to 7 days before or after the date the 
individual is scheduled to receive the injections. 

 
Table 2.  Recommended Dosing Schedule (Direct to Injection) for PrEP.1 

IM (Gluteal) Initiation Injection (Month 1 and Month 2) IM (Gluteal) Continuation Injection (Month 4 and Q2M 
Onwards) 

Apretude 600 mg (3 mL)a Apretude 600 mg (3 mL)a 
PrEP – Pre-exposure prophylaxis; IM – Intramuscular; Q2M – Every 2 months; a Individuals may be given Apretude up to 7 days 
before or after the date the individual is scheduled to receive the injections. 
 
Adherence to the injection dosing schedule is strongly recommended.  Individuals who miss a scheduled 
injection visit should be clinically reassessed to ensure resumption of Apretude remains appropriate. 
 
Planned Missed Injections:  If an individual plans to miss a scheduled (Q2M) continuation injection visit 
by > 7 days, take Vocabria 30 mg once daily (QD) for a duration of up to 2 months to replace one missed 
scheduled (Q2M) injection.  The first dose of Vocabria should be taken approximately 2 months after the 
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last injection dose of Apretude.  Restart Apretude on the day Vocabria dosing completes or within 3 days 
(Table 3).  For Vocabria durations > 2 months, an alternative oral regimen is recommended. 
 
Unplanned Missed Injections:  If a scheduled injection visit is missed or delayed by > 7 days and oral dosing 
has not been taken in the interim, clinically reassess the individual to determine if resumption of Apretude 
remains appropriate (if the injection schedule will be continued, see Table 3). 
 
Table 3.  Apretude Dosing Recommendations After Missed Injections.1 

Time Since Last Injection Recommendation 
Initiation Injection – If the second injection is missed and time since first injection is: 
≤ 2 months Administer Apretude (600 mg) as soon as possible, then continue to follow the Q2M injection 

dosing schedule. 
> 2 months Restart Apretude (600 mg) with one injection, followed by a second injection (600 mg) 1 month 

later.  Then, continue to follow the Q2M injection dosing schedule thereafter (starting at Month 
4). 

Maintenance Injection – If third or subsequent injection is missed and time since prior injection is: 
≤ 3 months Administer Apretude as soon as possible, then continue with the Q2M injection dosing schedule. 
> 3 months Restart Apretude (600 mg) with one injection, followed by a second injection (600 mg) 1 month 

later.  Then, continue to follow the Q2M injection dosing schedule thereafter (starting at Month 
4). 

Q2M – Every 2 months. 
 
Dose modifications for Apretude are needed when administered with rifabutin.  When rifabutin is started 
before or concomitantly with the first initiation injection of Apretude, the recommended dosing of Apretude 
is one 600 mg injection, followed 2 weeks later by a second 600 mg initiation injection and monthly 
thereafter while on rifabutin.  When rifabutin is started at the time of the second initiation injection or later, 
the recommended dosing schedule of Apretude is 600 mg monthly while on rifabutin.  After stopping 
rifabutin, the recommended dosing schedule of Apretude is 600 mg Q2M. 
 
Guidelines 
Apretude has been incorporated into the US Public Health Service PrEP for the Prevention of HIV Infection 
in the US Clinical Practice Guidelines (December 2021).2  The update was published just prior to the FDA 
approval of Apretude.2  Recommendations from the International Antiviral Society-USA (IAS-USA) 
[December 2024] provide similar guidance to the US Public Health Services guidelines.3  The World Health 
Organization (WHO) published a guideline on Apretude for PrEP in 2022 to serve as a supplement to their 
other oral PrEP recommendations.4  These guidelines are intended for a broader, world-wide audience, but 
generally echo the US Public Health Service PrEP and IAS-USA guideline recommendations.  Table 4 
provides a summary of the recommendations for daily oral PrEP and Apretude (every 2 months). 

 
Table 4.  US Public Health Service PrEP Recommendations (December 2021).2 

 Recommendation for PrEP Evidence Rating 
Apretudea For adults and adolescents who report sexual behaviors that 

place them at substantial ongoing risk of HIV exposure and 
acquisition. 

IA 

FTC/TDF For adult and adolescent (≥ 35 kg) men and women: 
• Sexually active individuals who report sexual behaviors 

that place them at substantial ongoing risk of HIV exposure 
and acquisition; OR 

• IDU and reported injection practices that place them at 
substantial ongoing risk of HIV exposure and acquisition. 

1A 
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Table 4 (continued).  US Public Health Service PrEP Recommendations (December 2021).2 
 Recommendation for PrEP Evidence Rating 
Descovy For adult and adolescent (≥ 35 kg) cis-gender men* and 

transgender women†: 
• Sexually active individuals who report sexual behaviors 

that place them at substantial ongoing risk of HIV exposure 
and acquisition. 

 
Descovy PrEP has not been studied in cis-gender women‡ 
and is not recommended for HIV prevention for women or 
other individuals at risk through receptive vaginal sex (IA). 

IA (cis-gender men) 
IIB (transgender women) 

PrEP – Pre-exposure prophylaxis; a Conditioned on FDA-approval at the time of guideline publication; HIV – Human 
immunodeficiency virus; FTC/TDF – Emtricitabine/tenofovir disoproxil fumarate; IDU – Injection drug user(s); * Individuals 
assigned male sex at birth whose gender identity is male; † Individuals assigned male sex at birth whose gender identity is female; 
‡ Individuals assigned female sex at birth whose gender identity is female. 

 
The US Public Health Service Guidelines also make the following points related to monitoring for PrEP.2  
Prior to prescribing PrEP, acute and chronic HIV infection must be excluded by symptom history and HIV 
testing must be performed immediately before any PrEP regimen is started (IA).  Clinicians should 
document a negative HIV test result within the week before initiating (or reinitiating) PrEP medications, 
ideally with an antigen/antibody test conducted by a laboratory.  The required HIV test prior to initiation 
of PrEP can be accomplished in one of two ways:  1) drawing blood and sending the specimen to a 
laboratory for an antigen/antibody test or 2) performing a rapid, point-of-care, FDA-approved, fingerstick 
antigen/antibody blood test.  For PrEP, rapid tests that use oral fluid should not be used to screen for HIV 
infection because they are less sensitive for the detection of acute or recent infection than blood tests.  HIV 
infection should be assessed every 2 months for patients receiving Apretude so that individuals with 
incident infection do not continue taking PrEP.  When PrEP is prescribed, clinicians should provide access 
to support for medication adherence and continuation in follow-up PrEP care (IIA) and additional proven 
effective risk-reduction services to enable the use of PrEP in combination with other effective prevention 
methods to reduce risk for sexual acquisition of sexually transmitted infections or blood borne bacterial and 
viral infections though intravenous drug use (IIIA). 
 
Recommendations from the IAS-USA state that for Apretude, HIV testing at initiation and at all visits 
should ideally include an HIV RNA tests with a lower limit of quantification of ≤ 50 copies/mL AND a 
laboratory-based antigen-antibody test.3  If RNA testing is not available, Apretude can still be considered 
using rapid point-of-care HIV antibody screening while awaiting laboratory antigen-antibody test results.  
Follow-up testing for Apretude PrEP breakthrough infections should not routinely include HIV RNA 
testing, but should include a point-of-care rapid HIV antibody test and a laboratory-based antigen/antibody 
test. 
 
The WHO guidelines for Apretude in PrEP enforce that HIV testing prior to offering Apretude is required 
and should be continued prior to each injection with Apretude.4  Only individuals who are HIV-negative 
should be initiated on PrEP.  HIV testing can be conducted using quality-assured serology assays (i.e., rapid 
diagnostic tests and enzyme immunoassays). 
 
WHO has developed the WHO PrEP Implementation Tool (July 2024) to support the implementation of 
oral and long-acting HIV PrEP for a range of populations.5  It is recommended to test for HIV in individuals 
on PrEP, and only to continue PrEP for those with negative test results.  To rule out existing HIV infection, 
a negative HIV test is required before starting or restarting any PrEP product.  For Apretrude, following the 
two initiation injections/visits (Month 0 and Month 1), follow-up visits for continuation should be 
conducted every 2 months thereafter.  While using PrEP, regular HIV testing is needed to ensure that the 
patient remains HIV negative, or to facilitate linkage to confirmatory testing and treatment. 
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POLICY STATEMENT 
Prior Authorization is recommended for medical benefit coverage of Apretude.  Approval is recommended 
for those who meet the Criteria and Dosing for the listed indication.  Extended approvals are allowed if 
the patient continues to meet the Criteria and Dosing.  Requests for doses outside of the established dosing 
documented in this policy will be considered on a case-by-case basis by a clinician (i.e., Medical Director 
or Pharmacist).  All approvals are provided for the duration noted below.  In cases where the approval is 
authorized in months, 1 month is equal to 30 days.  Because of the specialized skills required for evaluation 
and diagnosis of patients treated with Apretude as well as the monitoring required for adverse events and 
long-term efficacy, approval requires Apretude to be prescribed by or in consultation with a physician who 
specializes in the condition being treated. 
 
 
Automation:  None. 
 
 
RECOMMENDED AUTHORIZATION CRITERIA 
Coverage of Apretude is recommended in those who meet the following criteria: 
 
FDA-Approved Indication 
 
1. Pre-exposure Prophylaxis (PrEP) of Human Immunodeficiency Virus (HIV)-1 Infection.  

Approve for 2 months if the patient meets ALL of the following (A, B, C, and D): 
A) Patient is ≥ 35 kg; AND 
B) Patient meets BOTH of the following conditions (i and ii): 

i. The medication will be administered only if the patient has a negative HIV-1 test result ≤ 1 
week prior to the dose of Apretude; AND 

ii. The medication will be administered only if the patient has no signs or symptoms of acute HIV 
infection, according to the prescriber; AND 

C) The medication is prescribed as part of a comprehensive HIV-1 prevention strategy (i.e., adherence 
to administration schedule and safer sex practices, including condoms); AND 

D) The medication is prescribed by or in consultation with a physician who specializes in the 
management of HIV infection. 

 
Dosing.  Approve ONE of the following dosing regimens (A or B): 
A) Approve 600 mg intramuscularly for one dose, followed by 600 mg for a second dose 1 month 

later, then approve 600 mg intramuscularly once every 2 months thereafter. 
B) If Apretude will be given concomitantly with rifabutin, approve Apretude 600 mg intramuscularly 

for one dose, followed by 600 mg for a second dose 2 weeks later, then approve 600 mg 
intramuscularly once-monthly thereafter. 

 
 
CONDITIONS NOT RECOMMENDED FOR APPROVAL 
Coverage of Apretude is not recommended in the following situations: 
 
1. Treatment of Human Immunodeficiency Virus (HIV).  Apretude is not indicated for the treatment 

of HIV.  It is inadequate therapy for established HIV infection and use in persons with early HIV 
infection may encourage resistance of one or more of the PrEP medications.2 
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2. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.  
Criteria will be updated as new published data are available. 
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HISTORY 

Type of Revision Summary of Changes Review Date 
Annual Revision No criteria changes. 01/24/2024 
Selected 
Revision 

Pre-exposure Prophylaxis (PrEP) of Human Immunodeficiency Virus (HIV)-1 
Infection.  The requirement that Apretude be prescribed by or in consultation with a 
physician who specializes in the treatment of HIV infection was changed to prescribed 
by or in consultation with a physician who specializes in the management of HIV 
infection. 

06/05/2024 

Annual Revision No criteria changes. 01/29/2025 
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