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Glecaprevir 100 mg & Pibrentasvir 40 mg

COMPOSITION
Mavixen tablet: Each film coated tablet contains Glecaprevir INN
100 mg and Pibrentasvir INN 40 mg.

INDICATION AND USAGE

Mavixen is indicated for the treatment of adult and pediatric
patients 12 years and older or weighing at least 45 kg with chronic
hepatitis C virus (HCV) genotype 1, 2, 3, 4, 5 or 6 infection without
cirrhosis or with compensated cirrhosis (Child-Pugh A).

Mavixen is indicated for the treatment of adult and pediatric
patients 12 years and older or weighing at least 45 kg with HCV
genotype 1 infection, who previously have been treated with a
regimen containing an HCV NS5A inhibitor or an NS3/4A protease
inhibitor (PI), but not both.

DOSAGE AND ADMINISTRATION

Testing Prior to the Initiation of Therapy

Test all patients for evidence of current or prior HBV infection by
measuring hepatitis B surface antigen (HBsAg) and hepatitis B
core antibody (anti-HBc) before initiating HCV treatment with
Mavixen.

Recommended Dosage in Adult and Pediatric Patients 12
Years and Older or Weighing at Least 45 kg

Mavixen is a fixed-dose combination product containing
Glecaprevir 100 mg and Pibrentasvir 40 mg in each tablet. The
recommended oral dosage of Mavixen is 3 tablets taken at the
same time once daily with food (total daily dose: Glecaprevir 300
mg and Pibrentasvir 120 mg).

Tables 1 and 2 provide the recommended treatment duration
based on the patient population in HCV mono-infected and
HCV/HIV-1 co-infected patients with compensated liver disease
(with or without cirrhosis) and with or without renal impairment
including patients receiving dialysis

Table 1. Recommended Duration for Treatment-Naive Patients

Treatment Duration

HCV Genotype No Cirrhosi Compensated Cirrhosis
o Lirrhosis (Child-Pugh A)
1,2,3,4,5,0r6 8 weeks 12 weeks

Table 2. Recommended Duration for Treatment-Experienced
Patients

Treatment Duration

HCV Genotype | Patients Previously No Cirrhosis | Compensated
Treated with a Cirrhosis (Child-Pugh A)
Regimen Containing:
An NS5A inhibitor' 16 weeks | 16 weeks
without prior treatment
with an NS3/4A

9 protease inhibitor (PI)
An NS3/4A PI without |12 weeks 12 weeks
prior treatment with an
NS5A inhibitor

12,456 PRS® 8 weeks 12 weeks

3 PRS® 16weeks | 16 weeks

1. In clinical trials, subjects were treated with prior regimens
containing ledipasvir and sofosbuvir or daclatasvir with (peg)
interferon and ribavirin.

2. In clinical trials, subjects were treated with prior regimens
containing simeprevir and sofosbuvir, or simeprevir, bocepre-
vir, or telaprevir with (peg)interferon and ribavirin.

3. PRS=Prior treatment experience with regimens containing
(peg)interferon, ribavirin, and/or sofosbuvir, but no prior

treatment experience with an HCV NS3/4A Pl or NS5A inhibitor.

MECHANISM OF ACTION

Mavixen is a fixed-dose combination tablet containing
Glecaprevir and Pibrentasvir for oral administration. Glecapre-
vir is @ HCV NS3/4A PI, and Pibrentasvir is a HCV NS5A
inhibitor.
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CONTRAINDICATION

e Mavixen is contraindicated in patients with severe hepatic
impairment (Child-Pugh C).

e Mavixen is contraindicated with atazanavir or rifampin.

WARNINGS AND PRECAUTIONS

e Risk of Hepatitis B Virus Reactivation in Patients
Coinfected with HCV and HBV

Hepatitis B virus (HBV) reactivation has been reported in
HCV/HBV coinfected patients who were undergoing or had
completed treatment with HCV direct-acting antivirals, and who
were not receiving HBV antiviral therapy.

Risk of Reduced Therapeutic Effect Due to Concomitant Use
of MAVIXEN with Carbamazepine, Efavirenz Containing
Regimens, or St. John’s Wort

Carbamazepine, efavirenz, and St. John's wort may significantly
decrease plasma concentrations of Glecaprevir and Pibrentasvir,
leading to reduced therapeutic effect of Mavixen. The use of
these agents with Mavixen is not recommended.

SIDE EFFECTS

The most common adverse effects are: Hepatitis B virus reactiva-
tion, rare risk of worsening liver problems, liver failure and death,
nausea, tiredness, yellowing of your skin or white part of your eyes,
bleeding or bruising more easily than normal confusion, dark, black,
or bloody stool, loss of appetite ,diarrhea ,dark or brown (tea-col-
ored) urine, swelling or pain on the upper right side of your stomach
area (abdomen) ,sleepiness ,vomiting of blood lightheadedness.

ADVERSE REACTIONS
Adverse reactions of Mavixen are headache, fatigue, nausea,
vomiting, diarrhea.

Adverse Reactions
Transplant

The safety of Mavixen was assessed in 100 post-liver or -kidney
transplant recipients with genotypes 1, 2, 3, 4, or 6 chronic HCV
infection without cirrhosis (MAGELLAN-2). The overall safety
profile in transplant recipients was similar to that observed in
subjects in the Phase 2 and 3 studies, without a history of
transplantation. Adverse reactions observed in greater than or
equal to 5% of subjects receiving Mavixen for 12 weeks were
headache (17%), fatigue (16%), nausea (8%) and pruritus (7%).

in Subjects with Liver or Kidney

Adverse Reactions in Adolescent Subjects

The safety of Mavixen in HCV GT1, 2, 3, or 4 infected adolescents
is based on data from a Phase 2/3 open-label trial in 47 subjects
aged 12 years to less than 18 years without cirrhosis treated with
Mavixen for 8 or 16 weeks (DORA-Part 1). The adverse reactions
observed were consistent with those observed in clinical studies
of Mavixen in adults .The only adverse drug reaction observed in
greater than or equal to 5% of subjects receiving Mavixen was
fatigue (6%). No subjects discontinued or interrupted treatment
with Mavixen due to an adverse reaction.

DRUG INTERACTIONS

Mechanisms for the Potential Effect of Mavixen on Other
Drugs

Glecaprevir and Pibrentasvir are inhibitors of P-glycoprotein
(P-gp), breast cancer resistance protein (BCRP), and organic
anion transporting polypeptide (OATP) 1B1/3. Co administration
with Mavixen may increase plasma concentration of drugs that
are substrates of P-gp, BCRP, OATP1B1 or OATP1B3. Glecapre-
vir and Pibrentasvir are weak inhibitors of cytochrome P450 (CYP)
3A, CYP1A2, and uridine glucuronosyl transferase (UGT) 1A1.
Mechanisms for the Potential Effect of Other Drugs on Mavixen
Glecaprevir and Pibrentasvir are substrates of P-gp and/or
BCRP. Glecaprevir is a substrate of OATP1B1/3. Coadministra-
tion of Mavixen with drugs that inhibit hepatic P-gp, BCRP, or
OATP1B1/3 may increase the plasma concentrations of
Glecaprevir and/or Pibrentasvir. Coadministration of Mavixen
with drugs that induce P-gp/CYP3A may decrease Glecaprevir
and Pibrentasvir plasma concentrations.

USE IN SPECIFIC POPULATION

Pregnancy

No adequate human data are available to establish whether
Mavixen poses a risk to pregnancy outcomes or not.



@-Mawxen

Glecaprevir 100 mg & Pibrentasvir 40 mg

Lactation

It is not known whether the components of Mavixen are excreted
in human breast milk, affect human milk production, or have
effects on the breastfed infant.

GERIATRIC USE

In clinical trials of Mavixen, 328 subjects were age 65 years and
over (14% of the total number of subjects in the Phase 2 and 3
clinical trials) and 47 subjects were age 75 and over (2%). No
overall differences in safety or effectiveness were observed
between these subjects and younger subjects, and other reported
clinical experience has not identified differences in responses
between the elderly and younger subjects. No dosage adjustment
of Mavixen is warranted in geriatric patients.

Pediatric Use
No dosage adjustment of Mavixen is required in pediatric patients
12 years and older or weighing at least 45 kg .

Renal Impairment

No dosage adjustment of Mavixen is required in patients with
mild, moderate or severe renal impairment, including those on
dialysis.
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Hepatic Impairment

No dosage adjustment of Mavixen is required in patients with mild
hepatic impairment (Child-Pugh A). Mavixen is not recommended
in patients with moderate hepatic impairment (Child-Pugh B).
Safety and efficacy have not been established in HCV-infected
patients with moderate hepatic impairment. Mavixen is contrain-
dicated in patients with severe hepatic impairment (Child-Pugh
C) due to higher exposures of Glecaprevir and Pibrentasvir.

OVERDOSE

In case of overdose, the patient should be monitored for any
signs and symptoms of toxicities. Appropriate symptomatic
treatment should be instituted immediately. Glecaprevir and
Pibrentasvir are not significantly removed by hemodialysis.

PHARMACEUTICAL INFORMATION

Storage Condition

Store below 30°C. Keep out of the sight & reach of children.
Protect from moisture & light.

HOW SUPPLIED
Mavixen tablet: Each child resistant HDPE container contains
21 tablets and a silica gel desiccant.

Manufactured by

Everest Pharmaceuticals Ltd.
BSCIC I/A, Kanchpur, Narayanganj, Bangladesh

www.everestpharmabd.com
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