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Celsentri 150mg: Maraviroc — 150mg
Celsentri 300mg: Maraviroc — 300mg
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Celsentri is a CCR5 co-receptor antagonist indicated for combination antiretroviral treatment of
adults infected with only CCR5-tropic HIV-1.

* In treatment-naive subjects, more subjects treated with Celsentri experienced virologic failure
and developed lamivudine resistance compared to efavirenz.

* Tropism testing with a highly sensitive tropism assay is required for the appropriate use of
Celsentri.
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1. Indications and Usage

Celsentri is a CCR5 co-receptor antagonist indicated for combination antiretroviral treatment of

adults infected with only CCR5-tropic HIV-1.

* In treatment-naive subjects, more subjects treated with Celsentri experienced virologic failure
and developed lamivudine resistance compared to efavirenz.

* Tropism testing with a highly sensitive tropism assay is required for the appropriate use of
Celsentri.
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2. Dosage and Administration

2.1 Testing prior to Initiation of SELZENTRY

Prior to initiation of CELSENTRI, test all patients for CCR5 tropism using a highly sensitive tropism assay. CELSENTRI is
recommended for patients with only CCR5-tropic HIV-1 infection. OQutgrowth of pre-existing low-level CXCR4- or
dual/mixed-tropic HIV-1 not detected by tropism testing at screening has been associated with virologic failure on
CELSENTRI [see Microbiology (12.4), Clinical Studies (14.1)].

Monitor patients for ALT, AST, and bilirubin prior to initiation of CELSENTRI and at other time points during treatment as
clinically indicated [see Warnings and Precautions (5.1)].

CELSENTRI must be given in combination with other antiretroviral medications.

The recommended dosage of CELSENTRI differs based on concomitant medications due to drug interactions.
2.3 Recommended Dosage
Table 1 displays oral dosage of CELSENTRI based on different concomitant medications [see Drug Interactions (7.1)].

Table 1. Recommended DesingRegimenDosage

Concomitant Medications BeseDosage of CELSENTRI
Potent CYP3A inhibitors (with or without a potent CYP3A inducer) 150 mg twice daily

including:

protease inhibitors (except tipranavir/ritonavir)

delavirdine

elvitegravir/ritonavir

ketoconazole, itraconazole, clarithromycin

other potent CYP3A inhibitors (e.g., nefazodone, telithromycin)
boceprevir, telaprevir

OtherNoninteracting concomitant medications, including 300 mg twice daily
tipranavir/ritonavir, nevirapine, raltegravir, all nucleoside reverse
transcriptase inhibitors (NRTIs;), and enfuvirtide2

Potent CYP3A inducers (without a potent CYP3A inhibitor) including: 600 mg twice daily
efavirenz

rifampin

etravirine

carbamazepine, phenobarbital, and phenytoin
a Noninteracting concomitant medications include all medications that are not potent CYP3A inhibitors or inducers. |

22— DeocoPocommoncations fer-  Recommended Dosage in Patients with Renal Impairment |
Table 2 provides dosing recommendations for patients based on renal function and concomitant medications.
Table 2. Recommended Besing-RegimensDosage -Based on Renal Function |

Concomitant Medications DeseDosage of CELSENTRI Based on Renal Function
Mild Moderate End-stageStage
Normal (CrCI >50 (CrCI1 230 Severe Renal Disease on
(CrCI >80 | and <80 and <50 (CrCl <30 Regular
mL/min) mL/min) mL/min) mL/min) Hemodialysis
Potent CYP3A inhibitors (with | 150 mg 150 mg twice | 150 mg twice | NRContra- | NRContra-indicated
or without a CYP3A inducer)? | twice daily | daily daily indicated
including:
protease inhibitors (except
tipranavir/ritonavir)
delavirdine
elvitegravir/ritonavir
ketoconazole, itraconazole,
clarithromycin
other potent CYP3A inhibitors
(e.q., nefazodone,
telithromycin)
boceprevir
Other-concomitant 300 mg 300 mg twice | 300 mg twice | 300 mg 300 mg twice daily®
medications*Noninteracting twice daily | daily daily twice daily®
concomitant medications
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including tipranavir/ritonavir,
nevirapine, raltegravir, all
NRTIs, and enfuvirtide?
Potent CYP3A 600 mg 600 mg twice | 600 mg twice | NRConfra- | NRContra-indicated
Indueersinducers (without a twice daily | daily daily indicated
potent CYP3A inhibitor)2
including:

efavirenz

rifampin

etravirine

carbamazepine
phenobarbital, and phenytoin
NR=Notrecommended

a See Table-1-forthe listef Noninteracting concomitant medications include all medications that are not potent
CYP3A inhibitors or inducers.

b The desedosage of CELSENTRI should be reduced to 150 mg twice daily if there are any symptoms of postural
hypotension [see Contraindications (4), Warnings and Precautions (5.3)].

5. Warnings and Precautions

5.1 Hepatotoxicity

When administering CELSENTRI to patients with pre-existing liver dysfunction or who are co-infected with hepatitis B
and/or C virus, additional monitoring may be warranted. The safety and efficacy of CELSENTRI have not been
specifically studied in patients with significant underlying liver disorders.

5.3 Cardiovascular Events

Patients with cardiovascular comorbidities, risk factors for postural hypotension, or receiving concomitant medication
known to lower blood pressure, could be at increased risk of cardiovascular adverse events triggered by postural
hypotension. Additional monitoring may be warranted.

54 Immune Reconstitution Syndrome

Immune reconstitution syndrome has been reported in patients treated with combination antiretroviral therapy, including
CELSENTRI. During the initial phase of combination antiretroviral treatment, patients whose immune systems respond
may develop an inflammatory response to indolent or residual opportunistic infections (such as infection with
Mycobacterium avium infection, cytomegalovirus, Pneumocystis jirovecii pneumonia [PCP], tuberculosis, or reactivation
of Herpes simplex and Herpes zoster), which may necessitate further evaluation and treatment.

Autoimmune disorders (such as autoimmune hepatitis, Graves’ disease, polymyositis, and Guillain-Barré syndrome)
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.

12.3 Pharmacokinetics

Drug Interaction Studies
Effect of Concomitant Drugs on the Pharmacokinetics of Maraviroc:

Maraviroc is a substrate of CYP3A and P-gp and hence its pharmacokinetics are likely to be modulated by inhibitors and
inducers of these enzymes/transporters. The CYP3A/P-gp inhibitors ketoconazole, telaprevir, boceprevir,
lopinavir/ritonavir, ritonavir, darunavir/ritonavir, saquinavir/ritonavir, and atazanavir + ritonavir all increased the Cmaxand
AUC of maraviroc (Table 10). The CYP3A and/or P-gp inducers rifampin, etravirine, and efavirenz decreased the Cmax
and AUC of maraviroc (Table 10).). While not studied, potent CYP3A and/or P-gp inducers carbamazepine,
phenobarbital, and phenytoin are expected to decrease maraviroc concentrations. Based on in vitro study results,
maraviroc is also a substrate of OATP1B1 and MRP2; its pharmacokinetics may be modulated by inhibitors of these
transporters.

Tipranavir/ritonavir (net CYP3A inhibitor/P-gp inducer) did not affect the steady-state pharmacokinetics of maraviroc
(see-Table 10). Cotrimoxazole and tenofovir did not affect the pharmacokinetics of maraviroc.
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