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ʤ/ʣʡʫʰ ʤ/ʠפʥʸ 
 ̋ /ʧʷʥʸ  ʤ/ʣʡʫʰ , 

 :ʭʩʠʡʤ ʭʩʸʩʹʫʺʤ ʬʹ ʯʥʰʩʮʤ ʸʨʹʮʡ ʩʥʰʩʹ ʬʲ ʭʫʲʩʣʥʤʬ ʩʰʩʸʤ 

 
 ʤʰʸʬʱʰʸʨ125 ʢ"ʮ 
 ʤʰʸʬʱʰʸʨ250 ʢ"ʮ 
 ʤʰʸʬʱʰʸʨ1000 ʢ"ʮ 

 

Translarna 125 mg 
Translarna 250 mg 
Translarna 1000 mg 

GRANULES FOR ORAL SUSPENSION 
 

 ʬʩʲפ ʡʩʫʸʮ  : ataluren 
 
 

ʺʸʹʥʠʮ ʤʩʥʥʺʤ   : 

Translarna is indicated for the treatment of Duchenne muscular dystrophy resulting from a 

nonsense mutation in the dystrophin gene, in ambulatory patients aged 2 years and older.  The 

presence of a nonsense mutation in the dystrophin gene should be determined by genetic 

testing . 

 ʠפʥʸʬ ʯʥʬʲʡ ʭʩʰʥʫʣʲʤ ʯʬʤʬ   ʭʩʰʮʥʱʮ(ʧʫʡʬʥ) : 

 ʭʩʮʱʸʥפʮ ʯʫʥ ,ʸʥʹʩʷʡ ʭʩʠʶʮʰ ʯʫʸʶʬ ʯʥʬʲʤʥ ʠפʥʸʬ ʯʥʬʲʤ    ʺʥפʥʸʺʤ ʸʢʠʮʡʹʺʥʠʩʸʡʤ ʣʸʹʮ ʸʺʠʡ ,   ʯʺʩʰʥ
 ʭʩʱפʣʥʮ ʭʬʡʷʬ  .ʭʥʹʩʸʤ ʬʲʡʬ ʤʩʰפ ʩʣʩ ʬʲ 

4.2 Posology and method of administration 

[…] 

Renal impairment 

No dosage adjustment is required for patients with mild or moderate renal impairment. Treatment of 

patients with severe renal impairment (eGFR <30 ml/min) or end-stage renal disease is not recommended 

(see sections 4.4 and 5.2). 

Safety and efficacy of ataluren in patients with renal impairment has not been established (see section 4.4). 

 

[…] 

4.4 Special warnings and precautions for use 

renal Renal impairment 

An increase in ataluren exposure and in ataluren metabolite has been reported in patients with severe renal 

impairment (eGFR <30 ml/min). The toxicity of the metabolite is unknown. Higher ataluren exposure was 

associated with potential decrease in efficacy. Therefore, patients with severe renal impairment or end-

stage renal disease should be treated with ataluren only if the anticipated clinical benefit outweighs the 
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potential risk, and should be closely monitored for possible metabolite toxicity and decrease in efficacy. A 

lower ataluren dose should be considered. 

 

Treatment should not be initiated in previously untreated patients with eGFR <30 ml/min (see sections 4.2 

and 5.2).Patients with renal impairment should be closely monitored. 

[…] 

5.1  Pharmacodynamic properties 

Paediatric population 

The safety, pharmacokinetics and exploratory effectiveness of Translarna were assessed in an open-label study in 

children between 2 and 5 years of age with nmDMD. The efficacy of Translarna in children aged 2 - 5 years has been 

established on extrapolation from patients aged >5years. 

In the clinical program investigating the efficacy and safety of monotherapy ataluren in patients with nonsense 

mutation cystic fibrosis, no statistically significant effect was observed in the primary and key secondary clinical 

outcome measures (ppFEV1 and pulmonary exacerbation rate) in adults and children aged 6 years and older. 

An open-label exploratory study (Study 045) was conducted in 20 subjects with nonsense mutation 

Duchenne muscular dystrophy (nmDMD) aged 2 to 7 years to explore quantitative levels of dystrophin in 

muscle tissue before and after 40 weeks of treatment with ataluren. Dystrophin was measured using the 

electrochemiluminescence (ECL) and immunohistochemistry (IHC) assays. From each subject, 3 needle 

biopsies were taken from the gastrocnemius and the tibialis anterior at baseline and at the end of the 

treatment. Study 045 also included assessment of functional outcomes (i.e., the revised North Star 

Ambulatory Assessment [rNSAA] and Timed Function Tests [TFTs]). 

The baseline median dystrophin levels as measured by ECL was 0.42% of normal (range 0.00% to 

41.85%). At the end of the study, the median dystrophin level was 0.33% of normal (range 0.04% to 

48.55%). 

For IHC, the median percentage of positive fibres at baseline was 73% (range 0.42% to 99.6%). At the end 

of the study, the median percentage of positive fibres was 66% (range 0.51% to 99.77%). 

At the end of the study, the mean (median) worsening from baseline on the rNSAA was 0.1 (1.0) points in 

total score and the mean (median) change from baseline for the time to stand, to run or walk 10 meters, 

climb 4 stairs, and descend 4 stairs was -1.56 (-0.6), -0.41 (-0.35), -1.09 (-0.5), and -2.43 (-0.7) seconds, 

respectively. 

5.2 Pharmacokinetic properties 

[…] 

Biotransformation 

 

Ataluren is metabolized by conjugation via uridine diphosphate glucuronosyltransferase (UGT) enzymes, 

predominantly UGT1A9 in liver,  and intestine and kidney.  
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In vivo, the only metabolite detected in plasma after oral administration of radio-labelled ataluren was the ataluren-

O-1β-acyl glucuronide; exposure to this metabolite in humans was approximately 8% of the plasma AUC of 

ataluren.  

 

Elimination 

 

Ataluren plasma half-life ranges from 2-6 hours and is unaffected either by dose or repeated administration. The 

elimination of ataluren is likely dependent on hepatic and intestinal renal glucuronidation of ataluren followed by renal 

and hepatic excretion of the resulting glucuronide metabolite. 

After a single oral dose of radiolabelled ataluren, approximately half of the administered radioactive dose is 

recovered in the faeces and the remainder was recovered in the urine.   

In the urine, unchanged ataluren and the acyl glucuronide metabolite account for <1% and 49%, respectively, of 

the administered dose. 

  

[…] 

Renal impairment 

No dosage adjustment is required for studies have been conducted with Translarna in patients with mild or 

moderate renal impairment.  

In a pharmacokinetic study in subjects with varying degrees of renal impairment, following a single dose 

administration, ataluren plasma exposure changed by -13%, 27%, and 61% for the mild, moderate and 

severe groups, respectively, and 46% for the end-stage renal disease group compared with the normal renal 

function group. In addition, a 3 to 8 fold increase in ataluren metabolite has been reported in patients with 

severe renal impairment (eGFR <30 ml/min). Following multiple dosing, the increase in ataluren and 

ataluren metabolite is anticipated to be higher in patients with severe renal impairment and end-stage renal 

disease when compared with patients with normal renal function at steady state. Patients with severe renal 

impairment (eGFR <30 ml/min) or end-stage renal disease should be treated with ataluren only if the 

anticipated clinical benefit outweighs the potential risk (see sections 4.2 and 4.4).Patients with renal 

impairment should be monitored closely. 

 

  ʯʥʬʲʡ ʭʩʰʥʫʣʲʤ ʯʬʤʬ ʯʫʸצʬ  ʺʥʸʮʧʤ ʭʩʥʥʤʮʤ ʭʩʰʮʥʱʮ(ʧʫʡʬʥ ) : 

 

 ʤפʥʸʺʡ ʹʥʮʩʹʬ ʺʥʲʢʥʰʤ ʺʥʣʧʥʩʮ ʺʥʸʤʦʠ : 
 ]...[ 

• ʤʺʠ ʭʠ ʩʬʫ ʺʥʩʲʡʮ ʬʡʥʱ ̋ ʥʸʥʮʧ ʺʥ (GFR <30ml/mine )ʬפʥʨʮ ʤʺʠ ʭʠ ʥʠ  ʩʣʡ ʬʬʢʡ ʤʦʩʬʠ  ʸʱʥʧ  ʣʥʷפʺ
 ʬʹ ʬʥפʩʨʤ ʭʠ ʲʡʷʩ ʪʬʹ ʠפʥʸʤ )ʺʩʰפʥʱ ʺʥʩʬʫ ʺʬʧʮ( ʺʥʩʬʫʤ ʡ ʤʰʸʬʱʰʸʨ  .ʪʬ ʭʩʠʺʮ 
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