
 

DACLAWIN TM 30  

COMPOSITION 

Each film coated Tablet contains: 

Daclatasvir Dihydrochloride 

Eq.to Daclatasvir            30 mg 

Excipients                        q.s 

Colours: Ferric oxide USP-NF Yellow & Titanium dioxide IP   

 

DACLAWIN TM 60 

COMPOSITION 

Each film coated Tablet contains: 

Daclatasvir Dihydrochloride 

Eq.to Daclatasvir            60 mg 

Excipients                        q.s 

Colours: Ferric oxide USP-NF Yellow & Titanium dioxide IP   

 

PHARMACEUTICAL FORM 

Tablets 

 

DESCRIPTION 

Daclatasvir is an inhibitor of HCV nonstructural protein 5A (NS5A). The chemical name of daclatasvir 

dihydrochloride is carbamic acid N,N'-[[1,1'- biphenyl]-4,4′-diylbis[1H-imidazole- 

5,2-diyl-(2S)-2,1-pyrrolidinediyl[(1S)-1-(1-methylethyl)-2- oxo-2,1-ethanediyl]]] bis -, C,C′-dimethyl 

ester, hydrochloride (1:2). It has a molecular formula of C40H50N8O6●2HCl and a molecular weight 

of 738.88. The structural formula of daclatasvir dihydrochloride is as follows: 

 



 

CLINICAL PHARMACOLOGY 

Mechanism of action 

Daclatasvir is an inhibitor of nonstructural protein 5A (NS5A), a multifunctional protein that is an 

essential component of the HCV replication complex. Daclatasvir binds to the N-terminus of NS5A and 

inhibits both viral RNA replication and virion assembly.  

Pharmacodynamics 

Antiviral activity in cell culture 

Daclatasvir is an inhibitor of HCV genotypes 1a and 1b replication in cell-based replicon assays with 

effective concentration (50% reduction, EC50) values of 0.003-0.050 and 0.001-0.009 nM, 

respectively, depending on the assay method. The daclatasvir EC50 values in the replicon system were 

0.003-1.25 nM for genotypes 3a, 4a, 5a and 6a, and 0.034-19 nM for genotype 2a as well as 0.020 nM 

for infectious genotype 2a (JFH-1) virus. 

Daclatasvir showed additive to synergistic interactions with interferon alfa, HCV nonstructural protein 

3 (NS3) protease inhibitors, HCV nonstructural protein 5B (NS5B) non-nucleoside inhibitors, and HCV 

NS5B nucleoside analogues in combination studies using the cell-based HCV replicon system. No 

antagonism of antiviral activity was observed. 

No clinically relevant antiviral activity was observed against a variety of RNA and DNA viruses, 

including HIV, confirming that daclatasvir, which inhibits a HCV-specific target, is highly elective for 

HCV. 

Resistance in cell culture 

HCV genotype 3a replicon variants with reduced susceptibility to daclatasvir were selected in cell 

culture, and the genotype and phenotype of daclatasvir-resistant variants were characterized. 

Phenotypic analysis of stable replicon cell lines showed that variant replicons containing A30K, A30T, 

L31F, S62L, and Y93H substitutions exhibited 56-, 1-, 603-, 1.75-, and 2737-fold reduced susceptibility 

to daclatasvir, respectively.  

Cross-resistance 

Based on resistance patterns observed in cell culture replicon studies and HCV genotype 3- infected 

subjects, cross-resistance between daclatasvir and other NS5A inhibitors is expected. Cross-resistance 

between daclatasvir and other classes of direct-acting antivirals is not expected. The impact of prior 

daclatasvir treatment experience on the efficacy of other NS5A inhibitors has not been studied. 

Conversely, the efficacy of daclatasvir in combination with sofosbuvir has not been studied in subjects 

who have previously failed treatment with regimens that include an NS5A inhibitor.  

Pharmacokinetics 

The pharmacokinetic properties of daclatasvir were evaluated in healthy adult subjects and in subjects 

with chronic HCV. Following multiple oral doses of daclatasvir 60 mg once daily in combination with 

peginterferon alfa and ribavirin in treatment-naive subjects with genotype 1 chronic HCV, the 

geometric mean (CV%) daclatasvir Cmax was 1534 (58) ng/ml, AUC0-24h was 14122 (70) ngh/ml, and 

Cmin was 232 (83) ng/ml. 



 

 

Absorption 

Daclatasvir administered as a tablet was readily absorbed following multiple oral doses with peak 

plasma concentrations occurring between 1 and 2 hours. 

Daclatasvir Cmax, AUC, and Cmin increased in a near dose-proportional manner. Steady state was 

achieved after 4 days of once-daily administration. At the 60 mg dose, exposure to daclatasvir was 

similar between healthy and HCV-infected subjects. 

In vitro and in vivo studies showed that daclatasvir is a substrate of P-gp. The absolute bioavailability 

of the tablet formulation is 67%. 

Effect of food on oral absorption 

In healthy subjects, administration of daclatasvir 60 mg tablet after a high-fat meal decreased 

Daclatasvir Cmax and AUC by 28% and 23%, respectively, compared with administration under fasting 

conditions. Administration of daclatasvir 60 mg tablet after a light meal resulted in no reduction in 

daclatasvir exposure.  

Distribution 

At steady state, protein binding of daclatasvir in HCV-infected subjects was approximately 99% and 

independent of dose at the dose range studied (1 mg to 100 mg). In subjects who received daclatasvir 

60 mg tablet orally followed by 100 μg [13C, 15N]-daclatasvir intravenous dose, estimated volume of 

distribution at steady state was 47 l. In vitro studies indicate that daclatasvir is actively and passively 

transported into hepatocytes. The active transport is mediated by OCT1 and other unidentified uptake 

transporters, but not by organic anion transporter (OAT) 2, sodium-taurocholate cotransporting 

polypeptide (NTCP), or OATPs.  

Daclatasvir is an inhibitor of P-gp, OATP 1B1 and BCRP. In vitro daclatasvir is an inhibitor of renal 

uptake transporters, OAT1 and 3, and OCT2, but is not expected to have a clinical effect on the 

pharmacokinetics of substrates of these transporters. 

Biotransformation 

In vitro and in vivo studies demonstrate that daclatasvir is a substrate of CYP3A, with CYP3A4 being 

the major CYP isoform responsible for the metabolism. No metabolites circulated at levels more than 

5% of the parent concentration. Daclatasvir in vitro did not inhibit (IC50 >40 µM) CYP enzymes 1A2, 

2B6, 2C8, 2C9, 2C19, or 2D6.  

Elimination 

Following single-dose oral administration of 14C–daclatasvir in healthy subjects, 88% of total 

radioactivity was recovered in feces (53% as unchanged drug) and 6.6% was excreted in the urine 

(primarily as unchanged drug). These data indicate that the liver is the major clearance organ for 

daclatasvir in humans. In vitro studies indicate that daclatasvir is actively and passively transported 

into hepatocytes. The active transport is mediated by OCT1 and other unidentified uptake 

transporters. Following multiple-dose administration of daclatasvir in HCV-infected subjects, the 

terminal elimination half-life of daclatasvir ranged from 12 to 15 hours. In subjects who received 

daclatasvir 60 mg tablet orally followed by 100 μg [13C, 15N]-daclatasvir intravenous dose, the total 

clearance was 4.24 l/h. 



 

THERAPEUTIC  INDICATIONS 

Daclatasvir is indicated for use with Sofosbuvir for the treatment of patients with chronic hepatitis C 

virus (HCV) genotype 3 infection.  

Limitations of Use: 

Sustained virologic response (SVR) rates are reduced in HCV genotype 3-infected patients with 

cirrhosis receiving daclatasvir in combination with sofosbuvir for 12 weeks. 

DOSAGE AND METHOD OF ADMINISTRATION 

Treatment with daclatasvir should be initiated and monitored by a physician experienced in the 

management of chronic hepatitis C. 

The recommended dosage of daclatasvir is 60 mg, taken orally, once daily in combination with 

sofosbuvir for 12 weeks. Daclatasvir may be taken with or without food. 

The optimal duration of daclatasvir and sofosbuvir for patients with cirrhosis has not been established. 

Dose modification, interruption and discontinuation 

Dose modification of daclatasvir to manage adverse reactions is not recommended. If treatment 

interruption of components in the regimen is necessary because of adverse reactions, daclatasvir must 

not be given as monotherapy. 

There are no virologic treatment stopping rules that apply to the combination of daclatasvir with 

sofosbuvir. 

Dose recommendation for concomitant medicines 

Strong inhibitors of cytochrome P450 enzyme 3A4 (CYP3A4) 

The dose of daclatasvir should be reduced to 30 mg once daily when co-administered with strong 

inhibitors of CYP3A4.  

Moderate inducers of CYP3A4 

The dose of daclatasvir should be increased to 90 mg once daily when co-administered with moderate 

inducers of CYP3A4.  

Method of administration 

Daclatasvir is to be taken orally with or without food. Patients should be instructed to swallow the 

whole tablet . The tablet should not be chewed or crushed.  

Missed doses 

Instruct patients that if they miss a dose of daclatasvir, the dose should be taken as soon as possible 

if remembered within the same day. However, if the missed dose is not remembered within the same 

day, the dose should be skipped and the next dose taken at the appropriate time. For instructions for 

missed doses of other agents in the regimen, refer to the respective prescribing information.  



 

 

 

CONTRAINDICATIONS 

The use of daclatasvir is contraindicated in 

Patients with hypersensitivity to any of the active or inactive ingredients of this formulation 

Co-administration with medicinal products that strongly induce cytochrome P450 3A4 (CYP3A4) and 

P-glycoprotein transporter (P-gp) and thus may lead to lower exposure and loss of efficacy of 

daclatasvir. These active substances include but are not limited to phenytoin, carbamazepine, 

oxcarbazepine, phenobarbital, rifampicin, rifabutin, rifapentine, systemic dexamethasone, and the 

herbal product St John's wort (Hypericum perforatum). 

WARNINGS AND PRECAUTIONS 

Daclatasvir must not be administered as monotherapy. Daclatasvir must be administered in 

combination with sofosbuvir for the treatment of chronic HCV infection.  

Severe bradycardia and heart block 

Cases of severe bradycardia and heart block have been observed when daclatasvir is used in 

combination with sofosbuvir and concomitant amiodarone with or without other drugs that lower 

heart rate. The mechanism is not established.  

The concomitant use of amiodarone was limited through the clinical development of sofosbuvir plus 

direct-acting antivirals (DAAs). Cases are potentially life threatening, therefore amiodarone should 

only be used in patients on daclatasvir and sofosbuvir when other alternative antiarrhythmic 

treatments are not tolerated or are contraindicated.  

Should concomitant use of amiodarone be considered necessary it is recommended that patients are 

closely monitored when initiating daclatasvir in combination with sofosbuvir. Patients who are 

identified as being at high risk of bradyarrhythmia should be continuously monitored for 48 hours in 

an appropriate clinical setting.  

Due to the long half-life of amiodarone, appropriate monitoring should also be carried out for patients 

who have discontinued amiodarone within the past few months and are to be initiated on Daclatasvir 

in combination with sofosbuvir.  

All patients receiving daclatasvir and sofosbuvir in combination with amiodarone with or without 

other drugs that lower heart rate should also be warned of the symptoms of bradycardia and heart 

block and should be advised to seek medical advice urgently should they experience them. 

Genotype-specific activity 

Data from study ALLY-3 (AI444218) support a 12-week treatment duration of daclatasvir + sofosbuvir 

for treatment-naïve and -experienced patients with genotype 3 infection without cirrhosis. Lower 

rates of SVR were observed for patients with cirrhosis. Data from ongoing compassionate use 

programmes which included patients with genotype 3 infection and cirrhosis, support the use of 

daclatasvir + sofosbuvir for 24 weeks in these patients. The relevance of adding ribavirin to that 

regimen is unclear. 



 

 

Decompensated liver disease 

The safety and efficacy of daclatasvir in the treatment of HCV infection in patients with 

decompensated liver disease have not been established. 

Retreatment with daclatasvir 

The efficacy of daclatasvir as part of a retreatment regimen in patients with prior exposure to a NS5A 

inhibitor has not been established. 

Pregnancy and contraception requirements 

Daclatasvir should not be used during pregnancy or in women of childbearing potential not using 

contraception. Use of highly effective contraception should be continued for 5 weeks after completion 

of daclatasvir therapy. 

When daclatasvir is used in combination with ribavirin, the contraindications and warnings for that 

medicinal product are applicable. Significant teratogenic and/or embryocidal effects have been 

demonstrated in all animal species exposed to ribavirin; therefore, extreme care must be taken to 

avoid pregnancy in female patients and in female partners of male patients. 

Organ transplant patients 

The safety and efficacy of daclatasvir in the treatment of HCV infection in patients who are pre-, peri-

, or post-liver transplant or other organ transplant patients have not been established.  

HCV/HIV (human immunodeficiency virus) co-infection 

The safety and efficacy of daclatasvir in the treatment of HCV infection in patients who are co-infected 

with HIV have not been established.  

HCV/HBV (hepatitis B virus) co-infection 

The safety and efficacy of daclatasvir in the treatment of HCV infection in patients who are co-infected 

with HBV have not been investigated. 

ADVERSE EVENTS 

The overall safety profile of daclatasvir is based on data from patients with chronic HCV infection who 

received daclatasvir once daily in combination with sofosbuvir. 

Daclatasvir in combination with sofosbuvir 

The most frequently reported adverse reactions were fatigue, headache, and nausea. No Grade 3 or 

4 adverse reactions were reported. Discontinued of patients because of adverse events reported in 

some cases and which were considered unrelated to study therapy.  

Table 1: Adverse Reactions in Clinical Trials  



 

 

Laboratory abnormalities  

Grade 3 hemoglobin decrease is reported for daclatasvir in combination with sofosbuvir with or 

without ribavirin and it is related to ribavirin treatment group.  

Lipase Elevations: Transient, asymptomatic lipase elevations of greater than 3 times the upper limit of 

normal (ULN) were observed with the combination of daclatasvir and Sofosbuvir. 

 

Post-marketing Experience 

Cardiac Disorders: Serious symptomatic bradycardia has been reported in patients taking amiodarone 

who initiate treatment with sofosbuvir in combination with another HCV direct acting antiviral, 

including daclatasvir. 

 

DRUG INTERACTIONS 

Contraindications of concomitant use 

Daclatasvir is contraindicated in combination with medicinal products that strongly induce CYP3A4 

and P-gp, e.g. phenytoin, carbamazepine, oxcarbazepine, phenobarbital, rifampicin, rifabutin, 

rifapentine, systemic dexamethasone, and the herbal product St John's wort (Hypericum perforatum), 

and thus may lead to lower exposure and loss of efficacy of daclatasvir.  

 

Potential for interaction with other medicinal products  

Daclatasvir is a substrate of CYP3A4, P-gp and organic cation transporter (OCT) 1. Strong or moderate 

inducers of CYP3A4 and P-gp may decrease the plasma levels and therapeutic effect of daclatasvir. Co-

administration with strong inducers of CYP3A4 and P-gp is contraindicated while dose adjustment of 

daclatasvir is recommended when co-administered with moderate inducers of CYP3A4 and P-gp. 

Strong inhibitors of CYP3A4 may increase the plasma levels of daclatasvir. Dose adjustment of 

daclatasvir is recommended when co-administered with strong inhibitors of CYP3A4. Co-



 

administration of medicines that inhibit P-gp or OCT1 activity is likely to have a limited effect on 

daclatasvir exposure.  

Daclatasvir is an inhibitor of P-gp, organic anion transporting polypeptide (OATP) 1B1, OCT1 and breast 

cancer resistance protein (BCRP). Administration of daclatasvir may increase systemic exposure to 

medicinal products that are substrates of P-gp, OATP 1B1, OCT1 or BCRP, which could increase or 

prolong their therapeutic effect and adverse reactions. Caution should be used if the medicinal 

product has a narrow therapeutic range.  

Daclatasvir is a very weak inducer of CYP3A4 and caused a 13% decrease in midazolam exposure. 

However, as this is a limited effect, dose adjustment of concomitantly administered CYP3A4 substrates 

is not necessary.  

The following table provides the information from drug interaction studies with daclatasvir including 

clinical recommendations for established or potentially significant drug interactions. Clinically relevant 

increase in concentration is indicated as “↑”, clinically relevant decrease as “↓”, no clinically relevant 

change as “↔”. If available, ratios of geometric means are shown, with 90% confidence intervals (CI) 

in parentheses.  

  



 

Table 2: Interactions and Dose Recommendations with Other Medicinal Products  

 



 

 



 

 

USAGE IN SPECIAL POPULATIONS 

Pregnancy 



 

No data with daclatasvir in pregnant women are available to inform a drug-associated risk. 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. However, embryo fetal toxicity 

was observed in rats and rabbits at maternally toxic doses that produced exposures of 33 and 98 times 

the human exposure, respectively; at the RHD of 60 mg. Benefits and risk assessment should be 

considered when prescribing daclatasvir to a pregnant woman.  

Nursing Mothers 

No information regarding the presence of daclatasvir in human milk, the effects on the breastfed 

infant, or the effects on milk production is available. Daclatasvir is present in the milk of lactating rats. 

The development and health benefits of breastfeeding should be considered along with the mother's 

clinical need for daclatasvir and any potential adverse effects on the breastfed infant from daclatasvir 

or from the underlying maternal condition. 

Pediatric Use 

Safety and effectiveness of daclatasvir in pediatric patients younger than 18 years of age have not 

been established.  

Geriatric Use 

Safety was similar across older and younger subjects and there were no safety findings unique to 

subjects 65 years and older. Sustained virologic response (SVR) rates were comparable among older 

and younger subjects. 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  

Hepatic impairment 

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. Safety and efficacy of daclatasvir have not been 

established in patients with decompensated cirrhosis.  

No clinically relevant effects on the pharmacokinetics of either medicinal product are expected when 

daclatasvir is coadministered with any of the following: PDE-5 inhibitors, medicinal products in the 

ACE inhibitor class (e.g. enalapril), medicinal products in the angiotensin II receptor antagonist class 

(e.g. losartan, irbesartan, olmesartan, candesartan, and valsartan), disopyramide, propafenone, 

flecainide, mexilitine, quinidine or antacids.  

Paediatric population 

Interaction studies have only been performed in adults. 

OVER DOSAGE 

There is no known antidote for overdose of daclatasvir. Treatment of overdose with daclatasvir should 

consist of general supportive measures, including monitoring of vital signs and observation of the 

patient's clinical status. Because daclatasvir is highly protein bound (> 99%), dialysis is unlikely to 

significantly reduce plasma concentrations of the drug.  



 

INCOMPATIBILITIES 

Not applicable 

STORAGE CONDITIONS 

Store protected from moisture at a temperature not exceeding 30°C. 

KEEP OUT OF REACH OF CHILDREN 

Keep the container tightly closed 

Dispense in original container 

SHELF-LIFE 

24 months 

PACKAGING INFORMATION 

DaclawinTM Tablets 30 mg: 28 tablets packed in HDPE container with silica gel and purified cotton 

closed with child resistant closure. 

DaclawinTM Tablets 60 mg: 28 tablets packed in HDPE container with silica gel and purified cotton 

closed with child resistant closure. 

 

For sale in India only. 

Daclawin TM 30 and Daclawin TM 60 are sold under a license from BMS and MPP. 

 

Manufactured by: 

Hetero Labs Limited (Unit II) 

Kalyanpur (Village), Chakkan Road, 

Baddi (Tehsil), Solan (Distt), 

Himachal Pradesh – 173 205. 

 

Distributed by : 

Biocon Limited 

20th KM, Hosur Road,   

Electronics City,  

Bangalore - 560 100.  

 



 

 

For further details, please contact:  

Medical Advisor  

Biocon Limited 

20th KM, Hosur Road,  

Electronics City,  

Bangalore - 560 100.  
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To report adverse events and/or product complaints visit our website www.biocon.com or call toll 

free No.: 1800 102 9465 or e mail us at drugsafety@biocon.com  
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