
 

 
              

 
 
 

25 November 2022 
 
 
RE: Cabotegravir and Rilpivirine extended-release injectable suspensions (Cabenuva®) 
(Non-Formulary) 
 
Requests for cabotegravir and rilpivirine extended-release injectable suspensions 
(Cabenuva®) may be submitted to the BC-CfE Drug Treatment Program (DTP) for case-by-
case consideration of exceptional, extended therapy coverage. Please refer to the 
document “BC-CfE Drug Treatment Program Extended Therapy Request Considerations 
for Cabenuva®” for eligibility criteria. 
 
Requesting prescribers must be experienced in the management of persons living with 
HIV, and have the capacity and ability to provide the required logistical support, clinical 
care and follow-up to support the treatment. Prior to submitting a request, careful 
consideration should also be made to ensure the client understands and is able to adhere 
to the injection dosing schedule requirements, and understands the potential risk of viral 
rebound, development of integrase inhibitor and/or NNRTI resistance, and possible loss 
of future treatment options with late or missed doses, or unplanned discontinuation. 
There appears to be some that feel parenteral use of Cabenuva® can be used to optimize 
treatment among individuals who face adherence challenges. This is precisely not the 
case, as use of parenteral Cabenuva® is specifically restricted as an alternative option 
among highly adherent individuals.  
 
Requests can be made by submitting a completed BC-CfE Drug Treatment Program 
HIV/AIDS Drug Request Prescription Form with accompanying letter and full 
documentation supporting the request. Each request will be subject to a case-by-case 
clinical review. https://www.bccfe.ca/drug-treatment-program/how-obtain-hiv-
medication 
 
BC-CfE Extended Therapy Authorization of Cabenuva® provides up to 12 months of 
coverage. Continued authorization requires resubmission of a HIV/AIDS Drug Request 
Prescription Form, demonstration of continued viral suppression and consistent use. 
 
 

https://www.bccfe.ca/drug-treatment-program/how-obtain-hiv-medication
https://www.bccfe.ca/drug-treatment-program/how-obtain-hiv-medication
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BC-CfE Drug Treatment Program Extended Therapy Request Considerations Cabenuva® 

(Non-Formulary) - For Clinician Use 
 
CABENUVA® (cabotegravir and rilpivirine extended-release injectable suspensions) has Health 
Canada indication as a complete regimen for the treatment of HIV-1 infection in adults ≥18 to 
replace the current antiretroviral regimen in patients who are virologically stable and 
suppressed (HIV-1 RNA <40 copies/mL). 
 
Of note, parenteral use of Cabenuva® is not recommended as an alternative treatment among 
individuals who have had intermittent detectable plasma viral load while on standard oral HAART 
and/or adherence challenges. Use of parenteral Cabenuva® is specifically restricted as an 
alternative HAART option among highly adherent individuals who have been consistently 
virologically suppressed on standard oral HAART. 
 
Based on the professional judgement of the clinical reviewer, extended therapy requests may be 
authorized on a case-by-case basis for patients who meet all of the criteria below. In addition to 
clinical considerations, the prescriber MUST agree to provide the logistical support required for 
medication ordering, storage, administration, and client care. 

Patients who receive this treatment should be followed by health care providers experienced in 
the management of people living with HIV. 

Extended Therapy Authorization of Cabenuva® provides up to 12 months of coverage. Continued 
authorization requires resubmission of a BC-CfE Drug Treatment Program Drug Request 
Prescription form, with demonstration of continued viral suppression and consistent use. 

 
HIV AND ANTIRETROVIRAL TREATMENT ELIGIBILITY 

• Confirmed diagnosis of HIV-1 infection (Confirm not subtype A from the BC-CfE HIV drug 
resistance report; if sub-type A, seek further clarification from BC-CfE laboratory to rule out 
subtype A6/A1) 

• Adult ≥18  
• On stable oral ART and consistently virologically suppressed <40 c/mL for at least 6 months 

(confirmed within 1 month prior to application) 
• Unable to continue taking available oral ART (e.g., diagnosed swallowing disorder, 

malabsorption, cognitive impairment requiring assistance with activities of daily living)  
• No history of treatment failure (defined as a history of detectable plasma viral load while on 

ARVs, or development of new drug resistance after ART initiation) 
• No known or suspected mutations conferring resistance to HIV integrase inhibitors (including 

cabotegravir) or NNRTIs (including rilpivirine) 
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• Not requiring treatment for hepatitis B infection (HBsAg negative) 
• BMI <30 kg/m2 (provide current height and weight on drug request form) 
• No contraindications to IM injections (e.g., anticoagulation, bleeding disorders, needle 

phobia) 
• For individuals of child-bearing potential: Not pregnant or planning to be pregnant while on 

Cabenuva®, due to insufficient evidence for safety/efficacy in pregnancy; prescriber to ensure 
adequate contraception during Cabenuva® therapy. 

• Not breast-feeding  
• No history of hypersensitivity or intolerance to rilpivirine or cabotegravir  
• No recent (past 2 weeks), current or anticipated use of strong hepatic-enzyme inducing 

medications (co-administration with Cabenuva® is contraindicated), including: 
o Anticonvulsants: Carbamazepine, Oxcarbazepine, Phenobarbital, Phenytoin  
o Antimycobacterials: Rifampin, Rifabutin  
o Glucocorticoid: systemic dexamethasone (more than a single dose) 
o St. John’s wort  

• During the oral lead-in period, in addition to above drug to drug interactions, consider the 
relevant drug to drug interaction specific to the oral formulation:  

o Oral cabotegravir: e.g., separate from antacids or supplements containing polyvalent 
cations 

o Oral rilpivirine: e.g., take with food, separate from antacids, H2 blockers.  
Contraindicated with proton pump inhibitors.  

 
LOGISTICAL REQUIREMENTS: CLIENT AND CLINIC AGREEMENT 
 
Dosing for CABENUVA® 
 
Three distinct phases (See appendices) 
 
1) A lead-in with oral cabotegravir taken together with oral rilpivirine (strongly recommended) 

• If the client is able, initial oral lead-in dosing is strongly recommended, to rule-out 
cabotegravir and rilpivirine allergy or intolerance prior to initiating IM injections. 

• Cabotegravir tablets in combination with rilpivirine tablets, are indicated as a complete 
regimen for short-term (<2mo) treatment of HIV-1 infection in adults who are consistently 
virologically stable and suppressed (HIV-1 RNA <40 copies/mL) as:  

o an oral lead-in to assess tolerability prior to initiating CABENUVA® 
o oral bridging therapy for missed CABENUVA® injections  

2) Initiation injection(s) of cabotegravir 600mg (3 mL) IM and rilpivirine 900 mg (3mL) IM, the first 
injection given on the same day as the last day of oral lead-in therapy.  

3) Continuation injections with CABENUVA® (3 mL x 2 every 8 weeks or 2 mL x 2 every 4 weeks) 
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• Q4 week injection schedule 
o Loading dose CAB 600mg (3mL) + RPV 900mg (3mL) IM injections x 1, then CAB 400mg 

(2mL) + RPV 600 (2mL) IM injections q4wk 

• Q8 week injection schedule  
o Loading dose CAB 600mg (3mL) + RPV 900mg (3mL) IM injections q4wk x 2, then CAB 

600mg (3mL) + RPV 900mg (3mL) IM injections q8wk 

Client engagement and treatment schedule 

• The Cabenuva® product monograph states “Prior to starting CABENUVA®, healthcare 
professionals should carefully select patients who agree to the required injection dosing 
schedule and counsel patients about the importance of adherence to scheduled dosing visits 
to help maintain viral suppression, reduce the risk of viral rebound and potential development 
of resistance with missed doses” 

• Client must be engaged with healthcare, be willing and able to attend scheduled clinic visits 
every 4-8 weeks (+/- 7 days) as per regimen requirements, and to have regular pVL monitoring 
(See client monitoring below). 

• Client agrees to receive ARV therapy as two IM injections every 4 or 8 weeks (depending on 
prescribed regimen); and has been counseled on injection volumes and potential side effects. 

Medication ordering, storage (injections and oral tablets) 

o The provider/clinic is responsible for scheduling injection appointments and communicating 
with the client in advance of each appointment. 

o The provider/clinic will provide contact information (including the name of contact person(s) 
and office hours) to SPH Ambulatory Pharmacy 

o The provider/clinic agrees to receive Cabenuva® shipments and to store medication promptly 
and securely, adhering to cold chain requirement (refrigeration 2º to 8º Celsius in original 
carton until ready to use; DO NOT FREEZE) 

o When oral therapy is needed, the clinic will also order oral cabotegravir and rilpivirine tablets, 
for delivery to the clinic 

o The provider/clinic will provide a prescription and request medication from SPH Ambulatory 

Pharmacy 2 weeks in advance of each scheduled injection (provide date of scheduled 
injection when ordering to ensure delivery) 

Administration of injections by Healthcare Provider  

• Cabenuva® injections may only be administered by healthcare provider (RN, NP, MD) 

• The healthcare provider must administer doses as per recommended schedule 

• Once removed from the refrigerator, vials MUST be used within 6 hours. Do not remove from 
refrigeration until client is confirmed to be present/available to receive the dose. Product 
stability and supply queries should be directed to SPH Ambulatory Pharmacy. 



 

Version: 25 November 2022 
 

4 

• Prior to administration, remove from refrigeration and wait ≥15 minutes for injection to come 
to room temperature (not to exceed 25º Celsius). 

• The injectable suspension does not require further dilution or reconstitution, and must not 
be mixed with any other product or diluent. Shake vials vigorously prior to use. 

• Once the suspension has been drawn into respective syringes, it must be used within 2 hours  

• Administer 2 gluteal IM injections on opposite sides (ventrogluteal site recommended) 
o  If this is not possible, inject ≥ 2cm apart on same side  

• Use a 23-gauge, 1.5-inch IM needle (longer needle may be required for BMI >30 kg/m2) 

Client Monitoring  

• HIV plasma viral load (pVL) suppression  
o Monitor HIV-1 RNA pVL prior to completion of oral lead-in (if done), and at 4 to 8 

weeks after the switch to LA CAB + RPV to confirm suppression (and then continue to 
monitor pVL at least q3mo). Safety laboratory tests can be ordered in conjunction. 

o Immediately check pVL if there are any missed or delayed injections 
o If viremia (HIV pVL >40 c/mL) is detected, evaluate adherence, test for drug resistance, 

and seek expert HIV guidance at the BC-CfE as soon as possible 
o Consider testing rilpivirine and cabotegravir drug levels. Consult BC-CfE laboratory 

regarding testing a stored pVL sample, or collecting a new sample. Document days 
since last dose. 

• Adverse drug effects (ADEs) (See appendices “Adverse Reactions”) 
o If the client had a cabotegravir + rilpivirine oral lead-in, evaluate ADEs before 

proceeding with LA injections  
▪ Advise the patient to seek medical attention immediately if they experience a 

hypersensitivity reaction (i.e. rash associated with fever, malaise, myalgia or 
arthralgia, skin blisters, difficulty breathing, swelling or inflammation, or 
symptoms of liver problems). 

o ADEs may include: 
▪ Injectable product: Injection site reactions (e.g., pain, nodules, induration, 

swelling, erythema, pruritus), pyrexia, musculoskeletal pain  
▪ Fatigue, mood changes (anxiety, irritability, depression, abnormal dreams), 

insomnia, headache 
▪ Unintended weight gain 
▪ Abnormal liver chemistries (risk of hepatotoxicity) 

o Report clinically significant or unexpected ADEs to BC-CfE Pharmacovigilance Initiative 

• Missed or late doses  
o The provider/clinic should have a plan in place to follow-up on clients who miss a 

scheduled visit, or appear to have disengaged from care. 
o Missed or late doses of Cabenuva® may result in increased risk of viral rebound and 

viral exposure to subtherapeutic drug levels, and potential development of NNRTI and 
INSTI resistance, which could compromise future regimen options.  
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o Unplanned Cabenuva® discontinuation should be followed-up on promptly. Studies 
have demonstrated a long pharmacokinetic ‘tail’, with cabotegravir and rilpivirine 
concentrations detectable greater than 12 months after the last dose, at levels 
insufficient to maintain viral suppression (Landovitz, 2020; Hodge, 2021).  
 

Management of missed or late doses of Cabenuva® 

• See Appendices “Recommendations for missed injections” for management  
o Planned: Oral-bridging therapy should be made available for planned missed dose of 

>7 days of scheduled injection visit; oral dosing should start approximately 4wks (or 
8wks) after last injection, depending on regimen and can be continued for up to 2 
months. Injections are to be resumed on the same day as the last day of oral dosing. 

o Unplanned: clinically reassess if missed doses > 7 days of scheduled injection visit and 
no oral therapy had been taken  

• Summary of missed dose recommendations 
o Q4wk mo schedule 

▪ If ≤8 wk mo since last injections, clinically assess*, and if appropriate, resume 
prior continuation dosing schedule 

▪ If >8 wk mo since last injections, clinically assess*, and if appropriate, 
administer loading dose, followed by monthly continuation dosing 

o Q8wk schedule  
▪ If ≤12 wk since last injections, clinically assess*, and if appropriate, resume 

prior continuation dosing schedule 
▪ If >12 wk since last injections, clinically assess*, and if appropriate, administer 

loading dose q4wk x 2, followed by q8wk continuation dosing 
o *Assess client commitment to adhere to injections, check and assess pVL 

Planned stopping or switching Cabenuva® 

• When planning to stop Cabenuva®, the client must transition to a fully suppressive oral 
regimen no later than 4 weeks after the final IM dose for q4wk dosing (or 8 weeks for q8wk 
regimen) to minimize the risk of developing NNRTI and integrase inhibitor resistance. 

• To switch from q4wk to q8wk dosing, administer CAB 600 mg and RPV 900 mg 4wks after last 
dose, followed by every 8-week injections thereafter (See “Cabenuva® Dosing Schedules” in 
Appendices) 

Seek expert HIV advice from the BC-CfE, and switch treatment to a suppressive oral regimen if 
any of the following:  

• loss of virologic suppression  

• development of resistance to either component  

• clinically significant adverse events  

• lack of adherence to clinic visit or monitoring requirements 
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Appendices 
 
Cabenuva® Dosing Schedules  
(Cabenuva® Product Monograph- Version June 15, 2022) 

Prior to starting CABENUVA®, healthcare professionals should carefully select patients who agree 
to the required injection dosing schedule and counsel patients about the importance of adherence 
to scheduled dosing visits to help maintain viral suppression, reduce the risk of viral rebound and 
potential development of resistance with missed doses 

• Table 1: q4wk (Monthly Dosing Schedule) with oral lead-in 

• Table 2: q4wk (Monthly Dosing Schedule) without oral lead-in 

• Table 3: q8wk (Every 2-month Dosing Schedule) with oral lead-in 

• Table 4: q8wk (Every 2-month Dosing Schedule) without oral lead-in 

• Table 5: switching from q4wk to q8wk and vice versa 
 

Doses specified below as ‘monthly’ should be administered q4wk. 
Doses specified below as ‘every 2-months’ should be administered q8wk (consistent with dosing 
in the randomized controlled trials) 
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Recommendations for Missed Injections- Oral bridging and Resumption of injections 
(Cabenuva® Product Monograph- Version June 15, 2022) 

• Table 6: Q4wk (Monthly Dosing Schedule) 

• Table 7: Q8wk (Every 2-Month Dosing Schedule) - missed 2nd initiation injection 

• Table 8: Q8wk (Every 2-Month Dosing Schedule) – missed continuation injection 
 

• The date of the first initiation injection becomes the target treatment date going forward 

• The dose can be given up to 7 days before or 7 days after the target treatment date (e.g., if 
the target treatment date is the 12th of the month, the injection window is the 5th to the 19th 
of the same month, regardless of when the injection was given the previous month).  

• Should there be an interruption in dosing (e.g., due to a missed injection or use of oral 
bridging) the date the injections are resumed becomes the revised target treatment date.  

• Cabotegravir and rilpivirine injections should be administered at separate gluteal injection 
sites during the same visit. 

• Doses specified below as ‘monthly’ should be administered q4wk, and those specified as ‘every 
2-months’ should be administered q8wk (consistent with dosing in randomized trials). 
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Adverse reactions (Cabenuva® Product Monograph- Version June 15, 2022) 

 

 

Factors associated with virologic failure  
Cutrell AG, et al. AIDS. 2021 Jul 15;35(9):1333-1342 

• elevated BMI (≥30 kg/m2) 

• low rilpivirine trough (wk 8) 

• baseline RPV resistance mutations 

• HIV-1 subtype A6/A1 

• virologic failure occurred in small number of Cabenuva® clients despite on-time dosing and 
in numerically more patients on q8w dosing  
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HIV drug resistance 
 
Rizzardini G, et al. J Acquir Immune Defic Syndr. 2020 Dec 1;85(4):498-506 
In the pooled 48 week analysis of ATLAS and FLAIR Trials, 6/7 participants with confirmed 
virologic failure (pVL >200c/mL x2) in CAB LA arm had NNRTI (n = 6) and/or INSTI (n = 4) 
resistance-associated mutations at time of suspected virologic failure (1 excluded who 
discontinued oral lead-in dosing due to false positive pregnancy test). 
 

 

Parikh, et al. Curr HIV/AIDS Rep. 2022 Oct;19(5):384-393. 

In the LATTE, LATTE-2, FLAIR, ATLAS, and ATLAS-2 M studies, 15 of 25 individuals with 
breakthrough viremia (defined as pVL ≥50 copies/ml at study endpoint), had cabotegravir 
resistance. Integrase mutations observed included L74I, T97A, G140R, E138K, Q148R, N155H, and 
R263L. 
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