Daclaxen

Daclatasvir

COMPOSITION
DACLAXEN Tablet: Each film coated tablet contains Daclatasvir
Dihydrochloride INN which is equivalent to 60 mg Daclatasvir.

INDICATIONS AND USAGE

DACLAXEN is indicated for use with sofosbuvir, with or without
ribavirin, for the treatment of patients with chronic hepatitis C
virus (HCV) infection.

DOSAGE AND ADMINISTRATION

Recommended Dosage

The recommended dosage of DACLAXEN is 60 mg, taken orally,
once daily, with or without food. The details of dosage are
summarized in the following table.

Disease Without Compensated Decompensated
stage . " oul cirrhosis cirrhosis
cirrnosis (Child-Pugh A) (Child-Pugh B & C)
HCV Treatment-naive & ) )
Genotype treatment-experienced patients Without LT | With LT
SOF+DAC+ RIB
Genotype 1 12 weeks or
SOF+DAC 24 weeks
Genotype 2 SOF+DAC 24 weeks SOFngBAC*
SOF+DAC+RIB 12 weeks | SOF+DAC
Genotype 3 S?ZF + DKAC 24 weeks or +RIB
weeks
SOF+DAC+ RIB SOF+DAC | 12 weeks
24 weeks
Genotype 4 12 weeks or (It RIB
SOF+DAC 24 weeks -
contraindicated)
Genotype SOF+DAC+ RIB
586 12 weeks or
SOF+DAC 24 weeks

N.B.: SOF= Sofosbuvir, DAC= Daclatasvir, RIB= Ribavirin, LT= Liver Transplant

Dosage Modification Due to Drug Interactions
Recommended DACLAXEN Dosage Modlification with CYP3A
Inhibitors and Inducers

Concomitant Drugs DACLAXEN Dosage

Strong CYP3A inhibitors and certain HIV | 30 mg once daily
antiviral agents

Moderate CYP3A inducers and nevirapine
Strong CYP3A inducers

90 mg once daily

Contraindicated

Dosage reduction of DACLAXEN for adverse reactions is not
recommended.

Discontinuation of Therapy

If sofosbuvir is permanently discontinued in a patient receiving
DACLAXEN with sofosbuvir, then DACLAXEN should also be
discontinued.

CONTRAINDICATIONS

e When DACLAXEN is used in combination with other agents, the
contraindications applicable to those agents are applicable to
the combination regimen. Refer to the respective prescribing
information for a list of contraindications.

e DACLAXEN is contraindicated in combination with drugs that
strongly induce CYP3A.

Drugs that are Contraindicated with DACLAXEN

Drug Class Drugs Within Class that are Clinical Comments

Contraindicated with DACLAXEN®

Anticonvulsants | phenytoin, carbamazepine
Antimycobacte- | rifampin St. John's wort
rial agents (Hypericum perforatum)
Herbal products

May lead to loss of
virologic response
to DACLAXEN

a
This table is not a comprehensive list of all drugs that strongly induce CYP3A.

e DACLAXEN is contraindicated to patients who are hypersensi-
tive to Daclatasvir or any of the added pharmaceutical additives.

WARNINGS AND PRECAUTIONS

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

Hepatitis B virus (HBV) reactivation has been reported in HCV/H-
BV coinfected patients who were undergoing or had completed
treatment with HCV direct-acting antivirals, and who were not
receiving HBV antiviral therapy. Some cases have resulted in
fulminant hepatitis, hepatic failure, and death. Cases have been
reported in patients who are HBsAg positive and also in patients
with serologic evidence of resolved HBV infection (i.e., HBsAg
negative and anti-HBc positive). HBV reactivation has also been
reported in patients receiving certain immunosuppressant or
chemotherapeutic agents; the risk of HBV reactivation associat-
ed with treatment with HCV direct-acting antivirals may be
increased in these patients.

Serious Symptomatic Bradycardia When Coadministered
with Sofosbuvir and Amiodarone

Postmarketing cases of symptomatic bradycardia and cases
requiring pacemaker intervention have been reported when
Amiodarone was coadministered with a Sofosbuvir-containing
regimen. Bradycardia has generally occurred within hours to
days, but cases have been observed up to 2 weeks after
initiating HCV treatment. Patients also taking beta blockers or
those with underlying cardiac comorbidities and/or advanced
liver disease may be at increased risk for symptomatic bradycar-
dia with coadministration of Amiodarone. Bradycardia generally
resolved after discontinuation of HCV treatment. The mechanism
for this bradycardia effect is unknown.

Coadministration of Amiodarone with DACLAXEN in combination
with  Sofosbuvir is not recommended. For patients taking
Amiodarone who have no alternative treatment options and who
will be coadministered DACLAXEN and Sofosbuvir:

e Counsel patients about the risk of serious symptomatic
bradycardia.

e Cardiac monitoring in an inpatient setting for the first 48
hours of coadministration is recommended, after which
outpatient or self-monitoring of the heart rate should occur on
a daily basis through at least the first 2 weeks of treatment.

Patients who are taking Sofosbuvir in combination with DACLAXEN
who need to start Amiodarone therapy due to no other alternative
treatment options should undergo similar cardiac monitoring as
outlined above.

Due to Amiodarone’s long elimination half-life, patients
discontinuing Amiodarone just prior to starting Sofosbuvir in
combination with  DACLAXEN should also undergo similar
cardiac monitoring as outlined above.

Patients who develop signs or symptoms of bradycardia should
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seek medical evaluation immediately. Symptoms may include
near-fainting or fainting, dizziness or lightheadedness, malaise,
weakness, excessive tiredness, shortness of breath, chest pain,
confusion, or memory problems.

Risks Associated with Ribavirin Combination Treatment

If DACLAXEN and Sofosbuvir are administered with Ribavirin, the
warnings and precautions for Ribavirin, in particular the pregnan-
cy avoidance warning, apply to this combination regimen. Refer to
the Ribavirin prescribing information for a full list of the warnings
and precautions for Ribavirin.

ADVERSE REACTIONS

If  DACLAXEN and Sofosbuvir are administered with
Amiodarone, serious symptomatic bradycardia cases have been
reported in post marketing survey. Side effects may include
fainting or near-fainting, dizziness or lightheadedness, not
feeling well, weakness, tiredness, shortness of breath, chest
pain, confusion, memory problems.

DRUG INTERACTIONS

Potential for Other Drugs to Affect Daclatasvir

Daclatasvir is a substrate of CYP3A. Therefore, moderate or
strong inducers of CYP3A may decrease the plasma levels and
therapeutic effect of Daclatasvir. Strong inhibitors of CYP3A (eg,
clarithromycin, itraconazole, ketoconazole, ritonavir) may
increase the plasma levels of Daclatasvir.

Potential for Daclatasvir to Affect Other Drugs

Daclatasvir is an inhibitor of P-glycoprotein transporter (P-gp),
organic anion transporting polypeptide (OATP) 1B1 and 1B3,
and breast cancer resistance protein (BCRP). Administration of
Daclatasvir may increase systemic exposure to medicinal
products that are substrates of P-gp, OATP 1B1 or 1B3, or
BCRP, which could increase or prolong their therapeutic effect
or adverse reactions.

USE IN SPECIFIC POPULATIONS

Pregnancy

No adequate human data are available to determine whether or
not Daclatasvir poses a risk to pregnancy outcomes. In animal
reproduction studies in rats and rabbits, no evidence of fetal
harm was observed with oral administration of Daclatasvir during
organogenesis at doses that produced exposures up to 6 and 22
times, respectively, the recommended human dose (RHD) of 60
mg of Daclatasvir. If Daclatasvir and Sofosbuvir are adminis-
tered with Ribavirin, the combination regimen is contraindicated
in pregnant women and in men whose female partners are
pregnant. Refer to the Ribavirin prescribing information for more
information on use in pregnancy.

Lactation

It is not known whether Daclatasvir is present in human milk,
affects human milk production, or has effects on the breastfed
infant. Daclatasvir was present in the milk of lactating rats.If
Daclatasvir is administered with Ribavirin, the nursing mothers
information for Ribavirin also applies to this combination
regimen. Refer to Ribavirin prescribing information for additional
information.

Females and Males of Reproductive Potential

If Daclatasvir and Sofosbuvir are administered with Ribavirin, the
information for Ribavirin with regard to pregnancy testing,
contraception, and infertility also applies to this combination
regimen. Refer to Ribavirin prescribing information for additional
information.

Pediatric Use
Safety and effectiveness of Daclatasvir in pediatric patients
younger than 18 years of age have not been established.

Geriatric Use
No dosage adjustment of Daclatasvir is required for elderly
patients.

Renal Impairment

No dosage adjustment of Daclatasvir is required for patients with
any degree of renal impairment. Refer also to the Sofosbuvir and
Ribavirin prescribing information for information regarding use in
patients with renal impairment.

Hepatic Impairment

Based on a hepatic impairment study in non-HCV-infected
subjects, no dosage adjustment of Daclatasvir is required for
patients with mild (Child-Pugh A), moderate (Child-Pugh B), or
severe (Child-Pugh C) hepatic impairment.

OVERDOSAGE

There is no known antidote for overdose of DACLAXEN.
Treatment of overdose with DACLAXEN should consist of
general supportive measures, including monitoring of vital signs
and observation of the patient's clinical status. Because
DACLAXEN is highly protein bound (>99%), dialysis is unlikely to
significantly reduce plasma concentrations of the drug.

DESCRIPTION

DACLAXEN (Daclatasvir) is an inhibitor of HCV nonstructural
protein 5A (NS5A). The chemical name for drug substance
Daclatasvir dihydrochloride is carbamic acid, N,N-[[1,1"-bi-
phenyl]-4,4'-diylbis[1H-imidazole-5,2-di-
ylI-(25)-2,1-pyrrolidinediyl[(15)-1-(1-methylethyl)-2-oxo0-2,1-etha
nediyl]]]bis-, C,C-dimethyl ester, hydrochloride (1:2). Its
molecular formula is C4oHsoNgOg®2HCI, and its molecular weight
is 738.88 (free base). Daclatasvir dihydrochloride has the
following structural formula:

HaCo o ﬁ Hsi CHg
L IO O
s

CH
< 2Hel 8

Daclatasvir dihydrochloride drug substance is white to yellow.
Daclatasvir is freely soluble in water (>700 mg/mL). DACLAXEN
tablets contain Daclatasvir 60 mg (equivalent to Daclatasvir
dihydrochloride 66 mg) and the required pharmaceutical
additives to ensure the best tablet dosage form.

CLINICAL PHARMACOLOGY

Mechanism of Action

Daclatasvir is an inhibitor of NS5A, a nonstructural protein
encoded by HCV. Daclatasvir binds to the N-terminus of NS5A
and inhibits both viral RNA replication and virion assembly.
Characterization of Daclatasvir-resistant viruses, biochemical
studies, and computer modeling data indicate that Daclatasvir
interacts with the N-terminus within Domain 1 of the protein,
which may cause structural distortions that interfere with NS5A
functions.

Daclaxen

Daclatasvir

Pharmacokinetics

Absorption and Bioavailability

In HCV-infected subjects following multiple oral doses of
Daclatasvir tablet ranging from 1 mg to 100 mg once daily, peak
plasma concentrations occurred within 2 hours post dose. /n
vitro studies with human Caco-2 cells indicated that Daclatasvir
is a substrate of P-gp. The absolute bioavailability of the tablet
formulation is 67%. A food effect was not observed with adminis-
tration of a Daclatasvir 60 mg tablet after a low-fat, low-caloric
meal (approximately 277 total kcal, 41 kcal from fat, 190 kcal
from carbohydrates, 44 kcal from protein) compared with fasted
conditions.

Distribution

Protein binding of Daclatasvir in HCV-infected subjects was
approximately 99% and independent of dose at the dose range
studied (1-100 mg) and an estimated volume of distribution at
steady state was 47 L.

Metabolism

Daclatasvir is a substrate of CYP3A, with CYP3A4 being the
primary CYP isoform responsible for metabolism. Following
single-dose oral administration of 25 mg '“C-Daclatasvir in
healthy subjects, the majority of radioactivity in plasma was
predominately attributed to parent drug (97% or greater).

Elimination

Following single-dose oral administration of 25 mg '“C-
daclatasvir in healthy subjects, 88% of total radioactivity was
recovered in feces (53% of the dose as unchanged Daclatasvir)
and 6.6% of the dose was excreted in the urine (primarily as
unchanged Daclatasvir). Following multiple-dose administration
of Daclatasvir in HCV-infected subjects, with doses ranging from
1 mg to 100 mg once daily, the terminal elimination half-life of
Daclatasvir ranged from approximately 12 to 15 hours.

Specific Populations
Renal Impairment

Using observed data, subjects with end-stage renal disease
requiring hemodialysis had a 27% increase in Daclatasvir
AUC(0-inf) and a 20% increase in unbound AUC(0-inf)
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compared to subjects with normal renal function as defined
using the Cockcroft-Gault CLer formula. Daclatasvir is highly
protein bound to plasma proteins and is unlikely to be removed
by dialysis.

Hepatic Impairment

The Cmax and AUC(0-inf) of unbound Daclatasvir were lower by
43% and 40%, respectively, in mild (Child-Pugh A); by 14% and
2%, respectively, in moderate (Child-Pugh B) hepatic
impairment; and by 33% and 5%, respectively, in severe
(Child-Pugh C) hepatic impairment subjects

Pediatric Patients
The pharmacokinetics of Daclatasvir in pediatric patients has not
been evaluated.

Geriatric Patients
Age did not have a clinically relevant effect on the pharmacoki-
netics of Daclatasvi.r

Gender

It was estimated that female subjects have a 30% higher
Daclatasvir AUC compared to male subjects. This difference in
Daclatasvir AUC is not considered clinically relevant.

Race
It was observed that race had no clinically relevant effect on
Daclatasvir exposure.

PHARMACEUTICAL INFORMATION

How Supplied

DACLAXEN Tablet: Each HDPE bottle of DACLAXEN contains
7/28 tablets, a silica gel desiccant and polyester coil with a
child-resistant closure.

Storage
Store at room temperature, below 30°C (86°F). Do not remove
desiccant. Dispense in original bottle

Keep DACLAXEN out of the sight and reach of children.

Manufactured By

Everest Pharmaceuticals Ltd.
BSCIC, Kanchpur, Narayangonj, Bangladesh
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