
Lenacapavir (LEN)

2 x 1.5 mL SC

Initiation:

Day 1 927 mg SC injection (2 x 1.5 mL injections)
+ 600 mg orally (2 x 300 mg tablets)

Day 2 600 mg orally (2 x 300 mg tablets)

Maintenance:

Every 6 months 
(26 weeks ± 2 weeks)

927 mg SC injection (2 x 1.5 mL injections)

DRUG-DRUG INTERACTIONS

FOR PrEP

Standard dosing of LEN

Management of the interaction rifampicin/rifabutin

Mechanism of interactions with LEN
LEN is a substrate of CYP3A, UGT1A1 and P-glycoprotein (P-gp). 

Strong and moderate inducers of these enzymes/transporters can decrease LEN concentrations and lower efficacy. 
Dosing guidance for administration of LEN with rifampicin or rifabutin - see below. 
Avoid using LEN with other strong CYP3A, P-gp, and UGT1A1 inducers, such as: carbamazepine, phenytoin, phenobarbital,
St John’s wort or rifapentine. 
LEN is not recommended with moderate inducers of CYP3A and P-gp, other than rifabutin, e.g. modafinil. 

LEN is a moderate inhibitor of CYP3A and P-gp. 
Concentrations of other CYP3A and P-gp substrates may be increased when co-administered with LEN.
If LEN is discontinued residual LEN remains in the circulation, thus the moderate inhibitory effect of LEN on CYP3A and P-gp
may last for up to 9 months after the last dose of LEN has been administered. 

Day 1 Day 2 Week 26 ± 2 weeks Repeat 6-monthly

2 x 300 mg 
oral LEN

Patient already on rifampicin/rifabutin: Use oral PrEP. Defer initiation of LEN to two weeks after

rifampicin  or rifabutin has been stopped. 

Patient on LEN and now requires rifampicin/rifabutin: Continue usual 6-monthly LEN injection

schedule, but add supplemental LEN doses on the day the rifampicin/rifabutin is started. The

supplemental doses differ between rifampicin and rifabutin. 

Patient on LEN who now requires rifampicin:

Day 1 Day 2
Week 26 ± 2 weeks
(after initial LEN dose) 

Repeat LEN
maintenance 

6-monthly

Day 1 of starting
the rifampicin

Day 2 after
starting the
rifampicin

2 x 1.5 mL SC

 2 x 300 mg
oral LEN

+

+

+

Day 1 of starting rifampicin: Give 2 x 1.5 ml LEN SC and 2 x 300 mg LEN tablets orally
Day 2 after starting rifampicin: Give 2 x 300 mg LEN tablets orally. 
Continue normal maintenance phase of LEN (2 x 1.5 mL SC) every 26 weeks after LEN initiation. 

If rifampicin is continued beyond 6 months, continue to administer additional doses of LEN as described above, 
every 6 months from the day of rifampicin initiation - phone the hotline for guidance (0800 212 506).

Rifampicin and the supplemental dose of LEN may be started at any time during the 6-month dosing interval,
provided it is administered at least 2 days after initial LEN initiation. 

Supplemental LEN doses
If rifampicin is

continued beyond 6
months, then repeat

supplemental doses of
LEN every 6 months

from the day of
rifampicin initiation

LEN initiation LEN 
maintenance

LEN initiation LEN maintenance



1 x 1.5 mL SC

Day 1 Day 2

2 x 1.5 mL SC

2 x 300 mg
oral LEN

+

Drug Effect Management
Antiepileptics (carbamazepine,
phenytoin, phenobarbital)

Significant ↓ LEN levels
Contraindicated. Do NOT coadminister. 
No interaction with sodium valproate, lamotrigine or levetiracetam

Dexamethasone >16 mg ↓ LEN levels
If high dose dexamethasone is needed, consider adding an alternative option for
PrEP as LEN efficacy may be reduced

DOACs (direct oral anticoagulants:
rivaroxaban, dabigatran, apixaban)

↑ DOAC levels
Coadministration not studied. Use with caution and monitor for increased adverse
effects of the DOAC

Ergotamine ↑ ergotamine levels
Coadministration not studied. Coadministration not recommended, however if
required use with extreme caution due to potential risk for vasospasm leading to
cerebral ischemia and/or ischemia of the extremities

HMG-CoA reductase inhibitors ↑ simvastatin levels

Simvastatin: start lowest effective dose and titrate to effect. Monitor for adverse
effects (e.g. myopathy)
No dose adjustment needed with fluvastatin, rosuvastatin, atorvastatin,
pravastatin

Ketamine ↑ ketamine levels Avoid combination if ketamine is used as illicit drug

Midazolam, alprazolam, triazolam,
clonazepam

↑ midazolam, alprazolam,
triazolam, clonazepam levels
Only small increase in diazepam
exposure expected 

Use with caution and start with a low dose of benzodiazepine. 
No interaction with oxazepam, lorazepam or temazepam

PDE-5 inhibitors (sildenafil,
tadalafil, vardenafil) for erectile
dysfunction

↑ PDE-5 inhibitors levels

Start with low dose and titrate to desired effect
Sildenafil - consider starting dose of 25 mg
Tadalafil - for once daily dosing: max dose of 2.5 mg daily
Tadalafil - for use as needed: max dose of 10 mg every 72 hours
Vardenafil - do not exceed 5 mg every 24 hours

Rifapentine Significant ↓ LEN levels Contraindicated. Do NOT coadminister 

Rifampicin Significant ↓ LEN levels
Use oral PrEP in patients already taking rifampicin. If rifampicin is required after
LEN has already been given, provide supplemental LEN dosing as recommended
above

Rifabutin Significant ↓ LEN levels
Use oral PrEP in patients already taking rifabutin. If rifabutin is required after LEN
has already been given, provide supplemental LEN dosing as recommended
above

St John’s Wort Significant ↓ LEN levels Contraindicated. Do NOT coadminister 

Warfarin ↑ warfarin level
Coadministration not studied. Monitor INR and adjust warfarin dose accordingly.
If LEN discontinued, monitor INR and note that residual LEN concentrations
remain in circulation for prolonged periods 

LEN and contraceptives
LEN can be used with oral, injectable or implant contraceptives. No dosing adjustments needed. 

Examples of other drug-drug interactions 

Patient on LEN who now requires rifabutin:

Week 26 ± 2 weeks
(after initial LEN dose) 

Repeat LEN 
maintenance
 6-monthly

Day 1 of starting rifabutin

Day 1 of starting rifabutin: Give 1 x 1.5 ml LEN SC (463.5 mg) 

If rifabutin is continued beyond 6 months, continue to administer additional doses of LEN as described above, 
every 6 months from the day of rifabutin initiation - phone the hotline for guidance (0800 212 506).

Supplemental
LEN dose

Rifabutin may be initiated at any time after LEN is first administered. 

If rifabutin is continued
beyond 6 months, then

repeat supplemental
dose of LEN every 6

months from the day of
rifabutin initiation

(List is not exhaustive. Check for drug interactions)

LEN initiation LEN 
maintenance

Remember: The inhibitory effect of LEN on CYP3A and P-gp can last for up to 9 months even after LEN has been discontinued.  
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