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EMA/525603/2014 
 

Summary of the risk management plan (RMP) for 
Daklinza (daclatasvir) 
 

This is a summary of the risk management plan (RMP) for Daklinza, which details the measures to be 
taken in order to ensure that Daklinza is used as safely as possible. For more information on RMP 
summaries, see here. 

This RMP summary should be read in conjunction with the EPAR summary and the product information 
for Daklinza, which can be found on Daklinza’s EPAR page. 

Overview of disease epidemiology 

Daklinza is used in combination with other medicines to treat chronic (long-term) hepatitis C, an 
infectious disease of the liver, caused by the hepatitis C virus (HCV). It is estimated that between 
1.1% and 1.3% of the population in the EU is infected with the virus, which can cause long-term 
complications such as cirrhosis (scarring of the liver), liver failure or liver cancer, and may lead to 
death. 

Across the globe, most hepatitis C infections occur in the Western Pacific, South East Asia, and the 
Eastern Mediterranean region. There are several varieties (or genotypes) of the HCV, with genotype 1 
being the most common in Europe. 

Young adults and men are more frequently infected. HCV is usually transmitted through contact with 
blood of an infected person. The main risk factors for infection are illegal drug use, unsafe injections 
and blood transfusions. 

Summary of treatment benefits 

Daklinza (daclatasvir) used in combination with sofosbuvir (with or without ribavirin) was shown to be 
effective at clearing HCV from the blood in a main study involving 211 adults. The patients in the study 
were infected with genotypes 1, 2 or 3 and all received treatment for 12 or 24 weeks. Most patients 
had not been previously treated for hepatitis C, though a small group of them were infected with 
genotype 1 that was resistant to previous treatment with standard medicines (consisting of either 
telaprevir or boceprevir – so-called NS3/4A inhibitors – in combination with peginterferon and 
ribavirin).  

Around 99% of patients with genotype 1 infection (125 out of 126), 96% of patients with genotype 2 
infection (25 out of 26) and 89% of patients with genotype 3 infection (16 out of 18) did not show any 
sign of the virus in their blood 12 weeks after the end of their planned treatment. 

Additional studies involving patients with genotype 4 indicate that Daklinza is as effective against 
genotype 4 as it is against genotype 1. 

http://www.ema.europa.eu/docs/en_GB/document_library/Other/2014/05/WC500166101.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=/pages/medicines/human/medicines/003768/human_med_001792.jsp&mid=WC0b01ac058001d124
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Unknowns relating to treatment benefits 

Further studies are being conducted to evaluate Daklinza in combination with other antiviral medicines, 
particularly sofosbuvir, to find out more about its effectiveness in all HCV genotypes and in patients 
whose previous treatment with peginterferon had failed, in patients with cirrhotic livers before and 
after liver transplant, and in patients infected with both HCV and HIV. In addition the duration of 
benefits of Daklinza, resistance to treatment and the progression of liver disease in patients treated 
with Daklinza are currently being investigated. 

Summary of safety concerns 

Important identified risks 

Currently, there are no important risks identified with Daklinza. 

Important potential risks 

Risk What is known  

Liver toxicity Daclatasvir was associated with a few findings in the liver of animals. 
Relevance to humans is unknown.  

In long-term clinical studies when Daklinza is administered with 
sofosbuvir or with peginterferon alfa and ribavirin, there were no clinically 
relevant changes in liver blood tests. 

Haematologic (blood) 
toxicity 

Daclatasvir was associated with a few findings on bone marrow in 
animals. Relevance to humans is unknown. 

Some patients in the clinical studies had decreases in their blood cells 
that would not be expected to cause clinical symptoms. The changes in 
the blood cells were similar in patients who received the same treatments 
without Daklinza. No clinically relevant changes in the blood have been 
observed in clinical studies to date. 

Development of drug 
resistance (when the virus 
becomes resistant to 
treatment with the 
medicine) 

Limited data are available from an ongoing follow-up study to assess 
durability of response after treatment with daclatasvir. Relapses (i.e. 
reappearance of the virus) have been detected with patients treated with 
daclatasvir and peginterferon alfa/ribavirin. A single patient to date 
(genotype 3) had a viral relapse after treatment with daclatasvir and 
sofosbuvir. 

Embryo-fetal 
developmental toxicity 
(harm to the unborn child) 

Studies of daclatasvir in animals have shown embryotoxic and teratogenic 
effects (effects on the unborn animal in the womb). Relevance to humans 
is unknown. 

Daklinza should not be used during pregnancy or in women of 
childbearing potential not using contraception. 

Off-label use in children 
and adolescents  

The safety and efficacy of Daklinza in the treatment of HCV infection in 
children and adolescents aged below 18 years have not been established. 
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Missing information 

Risk What is known  

Pregnancy and 
breastfeeding 

The use of Daklinza in pregnancy and while breastfeeding has not been 
studied. Daklinza should not be used during pregnancy. Mothers who are 
taking Daklinza should be instructed not to breastfeed. 

Use in children and 
adolescents (<18 years of 
age) 

Daklinza has not been studied in children and adolescents and therefore 
the safety and efficacy in this population is not known. 

Co-infection with HIV and 
HCV  

The safety and efficacy of Daklinza in patients infected with both HCV and 
HIV have not been established. Studies in this population are ongoing 
(AI444043 and AI444216). 

Co-infection with hepatitis 
B virus (HBV) and HCV 

The safety and efficacy of Daklinza in patients infected with both HCV and 
HBV have not been investigated.  

Hepatic impairment and 
decompensated liver 
disease (liver damage that 
is affecting the normal 
functioning of the liver) 

The safety and efficacy of Daklinza in patients with hepatic impairment 
and decompensated liver disease have not been established. A study is 
ongoing (AI444215). 

Patients who have had a 
liver transplant 

The safety and efficacy of Daklinza in this population have not been 
established. However, a study is ongoing (AI444215). 

African origin The safety and efficacy in patients of African origin has not been 
established, although the safety profile in this population is not expected 
to be different from that in other patients. 

A study (AI444038) is ongoing. Patients receiving Daklinza and 
peginterferon alfa should be monitored during treatment. 

Use in people more than 
65 years old 

Only small numbers of this population have been included in studies. 
Although it is not expected that the safety profile will differ in this group 
from that in other patients, patients aged over 65 years will need to be 
specifically monitored during treatment. 

Interaction with medicines 
that have the potential to 
significantly reduce the 
effects of Daklinza 

Certain medicines that activate proteins known as cytochrome P450 3A 
(CYP3A4) and P-glycoprotein transporter (P-gp) may reduce the effects of 
Daklinza. 

A number of studies are planned. Study AI444093 will assess the impact 
of Daklinza dose adjustment due to drug interactions. Another study 
(AI444273) is currently evaluating drug interaction between dolutegravir 
and Daklinza in healthy adults.  

 

Summary of risk minimisation measures by safety concern 

All medicines have a summary of product characteristics (SmPC) which provides physicians, 
pharmacists and other healthcare professionals with details on how to use the medicine, and also 
describes the risks and recommendations for minimising them. Information for patients is available in 
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lay language in the package leaflet. The measures listed in these documents are known as ‘routine risk 
minimisation measures’. 

The SmPC and the package leaflet are part of the medicine’s product information. The product 
information for Daklinza can be found on Daklinza’s EPAR page. 

This medicine has no additional risk minimisation measures. 

Planned post-authorisation development plan 

List of studies in post-authorisation development plan 

Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

Status  Planned date for 
submission of 
(interim and) 
final results  

AI444052:  Phase 3 

randomized, open-label, 

comparative study of 

daclatasvir/peginterferon 

alfa/ribavirin vs 

TVR/peginterferon 

alfa/ribavirin in GT-1 

treatment-naïve subjects  

Efficacy (sustained 

virologic response)/, 

antiviral activity, safety, 

and pharmacodynamics) 

Comparison of 

daclatasvir against 

standard of care 

telaprevir. 

(~600 patients) 

Started Final clinical study 

report submission 

April 2015 

AI444038:  Phase 3 non-

randomized, open-label, 

study of 

daclatasvir/peginterferon 

alfa/ribavirin in GT-1 

treatment-naïve African 

American, 

Hispanic/Latino, and 

Caucasian subjects  

Efficacy (sustained 

virologic response )/ 

antiviral activity, safety, 

and pharmacodynamics 

Race/Ethnicity 

assessment. 

 (~230 subjects) 

Started Final clinical study 

report submission 

April 2015 

AI444043:  Phase 3 non-

randomized, open-label 

study of 

daclatasvir/peginterferon 

alfa/ribavirin in GT-1 

treatment-naïve subjects 

co-infected with HIV 

(~300 subjects) 

Efficacy (sustained 

virologic response )/ 

antiviral activity, safety, 

and pharmacodynamics 

The use of daclatasvir 

in HIV/HCV co-infected 

individual has not been 

established.  

(~300 subjects) 

Started Final clinical study 

report submission 

April 2015 

AI444046:  Phase 3 non-

randomized, open-label, 

long-term follow-up and 

observational study of 

durability of efficacy, 

resistance, and 

characterization of 

progression of liver 

disease in subjects with 

Durability of  efficacy 

(sustained virologic 

response ), resistance, 

characterization of 

progression of liver 

disease 

Durability of 

daclatasvir clinical 

benefit in large, 

observational study of 

subjects previously 

treated with 

daclatasvir-containing 

regimen. 

Started Final clinical study 

report submission 

4th quarter 2019 

http://www.ema.europa.eu/ema/index.jsp?curl=/pages/medicines/human/medicines/003768/human_med_001792.jsp&mid=WC0b01ac058001d124
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Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

Status  Planned date for 
submission of 
(interim and) 
final results  

CHC previously treated 

with daclatasvir and/or 

ASV  

(~1000 subjects) 

AI444215:  Phase 3 study 

in subjects with cirrhosis 

who may require future 

liver transplant and 

subjects post-liver 

transplant (both cases for 

GT 1-6). 

Efficacy (sustained 

virologic response )/ 

antiviral activity, safety, 

pharmacodynamics 

The use of daclatasvir 

in patients with liver 

transplant has not 

been established. 

Started Final clinical study 

report submission 

July 2015 

AI444216:  Phase 3 study 

in subjects co-infected 

with HIV and previously 

untreated (GT 1-6). 

Efficacy (sustained 

virologic response )/ 

antiviral activity, safety, 

and pharmacodynamics 

The use of daclatasvir 

in HIV/HCV co-infected 

individual has not been 

established. 

Started Final clinical study 

report submission 

July 2015 

AI444218:  A Phase 3 

Evaluation of Daclatasvir 

and Sofosbuvir in 

Treatment-naive and 

Treatment-experienced 

Subjects with GT-3 

Chronic HCV Infections 

Efficacy (sustained 

virologic response )/ 

antiviral activity, safety, 

and pharmacodynamics 

Phase 3 assessment of 

daclatasvir in patients 

infected with genotype 

3.  

(~100 treatment 

naive-subjects and 50 

treatment-experienced 

subjects) 

Started Final clinical study 

report submission 

April 2015 

AI444273:  A Phase 1, 

open-label, crossover 

study to evaluate the drug 

interaction between 

dolutegravir and 

daclatasvir in healthy 

adult subjects 

Drug interaction between 

dolutegravir and 

daclatasvir in healthy 

adult subjects 

The impact of co-

administration of these 

agents on 

pharmacokinetics has 

not been established. 

Started Final clinical study 

report submission 

April 2015 

AI444093: A Phase 1 

Clinical Study to Assess 

the Effect of 

Darunavir/Ritonavir or 

Lopinavir/Ritonavir on the 

Pharmacokinetics of 

Daclatasvir in Healthy 

Subjects 

Effect of drug-drug 

interaction on 

pharmacokinetics of 

daclatasvir in healthy 

subjects 

The impact of 

daclatasvir dose 

adjustment due to drug 

interactions has not 

been established. 

Planned Final clinical study 

report submission 

April 2015 

Paediatric Studies:  A 

pediatric investigational 

plan (PIP number EMEA-

001191-PIP01-11) has 

been proposed and agreed 

Efficacy and safety in 

children below 18 years 

The use of daclatasvir 

in children has not 

been established 

Planned To Be Determined 

(all clinical studies 

are deferred, no 

protocols) 
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Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

Status  Planned date for 
submission of 
(interim and) 
final results  

by the EMA in 2012 

(Decision number 

P/0166/2012) 

In vitro study with 

daclatasvir using a human 

hepatocyte model, and 

possibly cells expressing 

individual uptake 

transporter, to evaluate 

the involvement of 

transporters, including 

OCT1, in the hepato-bilary 

excretion of daclatasvir 

To further evaluate the 

involvement of certain 

proteins (transporters) in 

the elimination of 

daclatasvir via the liver. 

Active transport may 

contribute to the 

elimination of 

daclatasvir via the liver 

and may be a source of 

pharmacokinetic 

variability. 

Planned Final study report 

submission first 

quarter 2015 

 

Studies which are a condition of the marketing authorisation 

None of the above studies are conditions of the marketing authorisation. 

Summary of changes to the risk management plan over time 

Not applicable. 

 

This summary was last updated in 07-2014.  


	Overview of disease epidemiology
	Summary of treatment benefits
	Unknowns relating to treatment benefits
	Summary of safety concerns
	Important identified risks
	Important potential risks
	Missing information

	Summary of risk minimisation measures by safety concern
	Planned post-authorisation development plan
	List of studies in post-authorisation development plan
	Studies which are a condition of the marketing authorisation

	Summary of changes to the risk management plan over time

