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Proposal for a national health technology 
assessment 

 

Important information – look at this first and remember to tick! 

 Submitted proposals for national technology assessments will be published in their entirety. 
If you have any information that you believe cannot be made public, please contact the 
secretariat before submitting.  

The proposer is aware that the form will be published in its entirety (tick):         ☒ 

 The proposer has completed item 18 below: «Interests and any conflicts of interest» (tick):            

  ☒ 

 This form is used to submit proposals for method evaluation at a national level in New 
Methods. The form does not apply to proposals for research projects. A technology 
assessment is a type of knowledge summary, and in order for this to be carried out, 
documentation must be provided, for example, from completed clinical studies. A lack of 
documentation can be one of the reasons that the Ordering Forum does not commission a 
method evaluation.  

 If the proposal concerns a medical equipment, the proposal is familiar with the Document 
Guidelines for handling medical equipment in New Methods (link) (tick):   
https://nyemetoder.no/Documents/Om systemet/Veiledende kriterier for medisinsk utstyr i 

Nye metoder (29.06.17).pdf☐          

Information on proposal forms  
Name/contact person Eivind Jørgensen 

Any organization/workplace Oecona AS 

Contact information (e-mail/telephone) Eivind@oecona.no/ 969 06 294 

Date for submission of proposal November 24, 2022 

 

Information about the method proposed 

1. The proposal’s title of the proposal:**This can be changed during the further processing in the 
New Methods system: 

 

Translarna™ (ataluren) for the treatment of nonsense mutation Duchenne muscular 
dystrophy. 

https://nyemetoder.no/Documents/Om%20systemet/Veiledende%20kriterier%20for%20medisinsk%20utstyr%20i%20Nye%20metoder%20(29.06.17).pdf
https://nyemetoder.no/Documents/Om%20systemet/Veiledende%20kriterier%20for%20medisinsk%20utstyr%20i%20Nye%20metoder%20(29.06.17).pdf
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2. Short description of the method proposed assessed:  

  

 

Translarna is the only EMA-approved treatment for patients with Duchenne muscular 
dystrophy. Patients with this disease have deficiencies in the production of dystrophin, an 
important muscle protein. Translarna is a drug for patients with Duchenne muscular 
dystrophy caused by a nonsense mutation in the dystrophin gene (nmDMD). In patients 
with this gene defect, an incomplete dystrophin protein is produced, and Translarna makes 
it possible for cells to produce a full-length functional protein. Translarna will be used in 
addition to the current standard treatment, including corticosteroids 

Translarna targets the underlying cause of nmDMD, and is the first and only drug to 
demonstrate efficacy and safety in patients with nmDMD. Translarna was first approved in 
the European Union in 2014 for the treatment of ambulatory patients with nmDMD aged 5 
years and older, and is currently approved for all ambulatory nmDMD patients aged 2 years 
and older (Translarna SmPC 2022). The long-term study results provide compelling 
evidence that Translarna slows the disease progression in terms of preserved ambulation 
and pulmonary function (Mercuri C. et al., 2020). 
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3. Give a brief explanation as to why it is important that the health technology assessment that is 
proposed should be carried out:  

 

  

NoMA performed a simplified technology assessment of Translarna in 2021 (ID2019_062). As a 
simplified technology assessment, the cost effectiveness of Translarna was not assessed. In the 
STA that formed the basis for NoMA's report, results from several studies were reported. 
Among these were Study 007 (Bushby, K., et al. 2014) and Study 020 (McDonald, C.M., et al. 
2017), which served as the pivotal studies for conditional marketing approval.  

Long-term real-world data are now available from the STRIDE registry (Study 025), where 
nmDMD patients are treated with Translarna plus standard of care. Efficacy results for STRIDE 
patients were compared with those of a cohort of DMD patients from the Cooperative 
International Neuromuscular Research Group (CINRG) natural history study treated with 
standard of care alone using propensity-score matching to make the populations comparable. 
The results from a June 2018 data cut showed that the loss of ambulation was 3.5 years later in 
patients treated with Translarna, with a hazard ratio (HR) of 0.283 (p-value <0.0001) (Mercuri 
C. et al., 2020). A later data cut in January 2022 including 261 patients in the STRIDE 
effectiveness population was recently presented at the World Muscle Society (WMS) meeting 
and confirms the significant delay in loss of ambulation, with a difference of 4 years and a 
corresponding HR of 0.375 (p-value <0.0001) (Halifax October 2022). 

Results are also now available from the double-blind randomised Phase 3 study 
PTC124-GD-041-DMD (Study 041), the design of which has been submitted previously. 
Translarna treatment for 72 weeks resulted in significant benefits in the change in 6-minute 
walk distance (6MWD) in the broad intention-to-treat (ITT) population, with a mean difference 
(rate of change) of 14.4 metres (0.20 metres/week) in favor of Translarna (p=0.0248). The 
significant differences in mean 6MWD change from baseline and rate of change were even 
greater in the subgroup of patients with baseline 6MWD ≥300 and <400 metres, with a mean 
difference of 24.2 metres (0.34 metres/week) in favor of Translarna (p=0.0310) (data on file). 
Results from this study were presented at the WMS meeting (Halifax October 2022). 

The treatment benefit seen in Study 041 is further supported by the results of a pooled analysis 
of the 3 placebo-controlled studies, PTC124-GD-007-DMD (Study 007), PTC124-GD-020-DMD 
(Study 020), and Study 041, which comprise the largest and most comprehensive dataset in 
nmDMD, consisting of data for 701 unique subjects. Subjects randomised to receive Translarna 
therapy demonstrated significant preservation of walking ability as assessed by 6MWD relative 
to placebo (mean difference of 19.3 metres, p=0.0002). Similarly, Translarna was associated 
with statistically significant preservation of physical function compared with placebo, with 
statistically significant treatment effects in the 10-metre run/walk (mean difference of -1.31 
seconds, p=0.0001), 4-stair climb (mean difference of -1.45 seconds, p=0.0003), and 4‑stair 
descent (mean difference of -1.54 seconds, p=0.0003). Pooled analysis of Studies 020 and 041 
also demonstrated a significant effect on preservation of critical functions of daily life with a 
mean difference of 1.07 (p=0.0010) in North Star Ambulatory Assessment (NSAA) Total Score 
(data on file). 

The previous submission was a simplified Type D submission, which precluded documentation 
of cost-effectiveness. In subsequent communication with Hospital Procurement, their starting 
point has necessarily reflected NoMA's report based on this simplified submission.  

In clinical trials and long-term studies, the observed safety and tolerability profile of Translarna 
is comparable to that of placebo. Therefore, it is therefore important to carry out a Type C 
technology assessment as there is now updated information with new efficacy data, and 
because the type D submission did not facilitate a health economic analysis.  
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4. Suggest what should be the main problem(s) for the technology assessment, as well as any sub-
problems. For those familiar with the term «PICO (Patient, Intervention, Comparator, 
Outcome)», please include the tentative proposal for PICO.* 
 

 
*PICO is a tool for formulating precise issues in method evaluation work. PICO is an abbreviation for Population/Problem – 
Intervention – Comparison – Outcome. PICO is used to specify which population/problem to study, which measure(s) to evaluate 
(method/treatment), which measure it is appropriate to compare with, and which outcome/endpoints it is relevant to 
measure/consider. PICO is important for the planning and implementation of a method evaluation. 
 
 

5. Short description of the current offer (Which method is used now? Status of the method 
(provides curative treatment, extended lifetime, etc.). Will the proposed method replace or be in 
addition to the current offer?) 

 

6. The proposal concerns: Yes No  

A method that is relevant to the specialist health service  ☒ ☐ 

A new and innovative method ☒ ☐ 

A new area of use, or a new indication for an established method ☐ ☒ 

A comparison between several methods ☐ ☒ 

Is the method used?   ☐ ☒ 

P (patient): People aged 2 years and older with Duchenne muscular dystrophy resulting 
from a nonsense mutation in the dystrophin gene who are able to walk 

I (intervention): Translarna with best supportive care (BSC) 

C (comparator): BSC alone 

O (outcomes that are relevant to consider): walking ability (ambulation), muscle function, 
muscle strength, ability to undertake activities of daily living, cardiac function, lung 
function, time to wheelchair, number of falls, mortality, adverse effects of treatment, 
health-related quality of life (for patients and caregivers).  

As stated in NoMA's reimbursement report, there is currently no curative treatment for 
nmDMD. Despite full alignment to the current Standard of Care, there is a continued critical 
unmet medical need as disease progression follows a well-defined pattern in which 
patients experience progressive decline in muscle function, including ambulation and 
decline of pulmonary and cardiac function, resulting in respiratory death at a mean age of 
27.9 years (Birnkrant 2018, Passamano 2012). This disease is also associated with mental 
health disorders and a decrease in quality of life for both patients and their caregivers 
(Landfeldt 2018).  It is documented that treatment with glucocorticoid improves muscle 
strength and motor function in the short term (Marden J.R. et al., 2020). However, these 
treatments are associated with serious side effects and do not address the underlying 
cause of the disease. Therefore, the medical needs remain great in this serious disease. 

Treatment options are needed for nmDMD that go beyond supportive and symptom 
management and address the underlying lack of dystrophin protein. Translarna is the first 
and only drug to demonstrate efficacy and be approved by the EMA for the treatment of 
DMD resulting from a nonsense mutation in the dystrophin gene, in ambulatory patients 
aged 2 years and older. 
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                If yes – method is used in clinical practice ☐ ☐ 

                If yes – method is used in research/trial ☐ ☐ 

Reassessment/phase-out of a method that has been used in clinical practice ☐ ☐ 

 
Any comments on the use of the method: 

 

7. What does the proposed method include (multiple crosses possible)? 

Drug   ☒ 

Medical equipment that is CE marked*  ☐ 

*Specify classification and area of use:  

 
 

Non-CE marked medical equipment  ☐ 

Procedure   ☐ 

Screening   ☐ 

Highly-specialised services/national offers   ☐ 

Organisational setup of the health service   ☐ 

Other (describe)   ☐ 

 

The method has been adopted by transferring financial responsibility from the National 
Insurance Scheme to the RHFs. The method has not been used in that it has been approved 
by the Decision Forum.  
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8. Financial responsibility  Yes  No  

Does the specialist health service currently have financial responsibility  

for the method? ☒ ☐ 
 

Will the specialist health service be able to assume financial responsibility  

for the method? ☒ ☐  
 

Any comments: 

 
 

9. Is the method mentioned in national professional guidelines or action  Yes No 

programmes prepared by the Norwegian Directorate of Health? ☐ ☒ 
 
If applicable, state which and comments on any need for changes:  

 
 

10. Does the method involve the use of radiation (ionising/non-ionising)? Yes No  

 ☐ ☒ 
Specify any type of radiation source, equipment. and radiation exposure: 

 
 

11. Which subject area(s) applies to the method, and which patients are affected? (Is the method 
potentially also having consequences for other groups (such as staff, relatives?)

 
 

Financial responsibility has been transferred from the National Insurance Scheme to the 
RHFs for patients who started treatment prior to the transfer of financial responsibility.  

 

 

This disease is also associated with a decrease in quality of life for both patients and their 
caregivers (Landfeldt 2018). An increase in caregiver burden and decrease in caregiver’s 
quality of life are positively correlated with increasing DMD patient age (de Moura 2015). 
Parents experience the greatest emotional impact of their child's DMD around the time of 
loss of ambulation (Bray 2011).  

In addition to the health effects of the method, the patients’ relatives will be affected in 
particular by maintaining the ability to walk further, preserving self-feeding, and preserving 
overall patient autonomy. Most important is the preservation of ambulation, which also 
serves as a predictor of the need for ventilation support and is often acknowledged 
amongst the clinical experts with central meaning for these patients and their families.   
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12. What aspects are relevant to the technology assessment? (multiple crosses possible)  

Clinical effect ☒ 

Safety/adverse events ☒ 

Costs/resource use ☒ 

Cost effectiveness ☒ 

Organisational consequences  ☐ 

Ethical  ☐ 

Legal  ☐ 

 
13. Comment on the proposed method with regard to the following points: 

The severity of the condition that the method is intended for 

 

Expected effect 

 

Safety and side effects 

 

The total number of patients in the Norwegian method is relevant for 

 

In the 2022 reimbursement report, NoMA states that Duchenne muscular dystrophy is a 
non-curative, chronic and progressive disease that results in early disability and death. 
NoMA therefore believes that nmDMD is a very serious disease, but points out that since it 
is a matter of a simplified technology assessment, no tentative calculations of severity have 
been performed. However, it seems obvious that the number of lost good years of life 
reaches the highest degree of severity in the so-called Magnustrappen.  

DMD is a devastating disease, subjecting patients to a lifelong loss of independence and a 
marked reduced life expectancy. Delaying the loss of ability to walk independently and 
delaying the subsequent need for ventilation support are the two most important effects of 
Translarna that allow patients to maintain autonomy in everyday living and prolong 
survival. This will free up resources within the healthcare system as well as increasing the 
lifespan of patients and increasing the quality of life of both patients and their families.  

Across the 3 randomised, double-blind studies (007, 020, and 041), the most common 
adverse reactions (frequency of ≥10% and numerically greater than in the placebo group) 
for Translarna-treated patients (n=356) were vomiting, nasopharyngitis, headache, pyrexia, 
and diarrhoea. Adverse reactions were generally mild or moderate in severity, and only 
2 Translarna-treated patients had treatment-related serious adverse events. One patient 
discontinued treatment due to constipation. Safety data from 28 weeks of Translarna 
treatment in patients aged 2 to 5 years showed a similar safety profile to that in patients 
aged 5 years and older.  

In the ongoing long-term real-world STRIDE registry in usual care (Study 025o), TEAEs have 
been mostly mild or moderate and primarily assessed as not related to Translarna (Mercuri 
2020). 

Currently, there are 3 patients in Norway being treated with Translarna. Incidence figures 
suggest 1 new patient with nmDMD would be identified every 2 years, but there is 
considerable variability in the estimates (2 new patients have been diagnosed since 2008). 
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Consequences for resource use in the health service 

 

Longitudinal interim data from the STRIDE registry (4.6 years of follow-up) confirm that 
Translarna has a significant clinically relevant effect. A time-to-event analysis of the registry 
data, presented at the World Muscle Society (WMS) 2022 Congress, showed the median 
age for the loss of ambulation was 17 years for patients treated with Translarna compared 
to 13 years for those who received only standard of care treatment in the CINRG natural 
history study. These data demonstrate that treatment with Translarna plus standard of care 
in routine clinical practice slows disease progression in patients with nmDMD (Mercuri, 
WMS Oct 2022). 

Furthermore, the study shows that treatment with Translarna prolonged patients’ ability to 
breathe without assistance. The median age at which forced vital capacity (FVC) fell below 
30% (severe respiratory insufficiency) was not met for patients who were treated with 
Translarna in STRIDE but was 22 years for patients in the CINRG study.  

There are obviously major savings associated with patients maintaining the ability to walk 
independently and to breathe without assistance. Landfeldt et al. (2014) shows that there 
is a significant cost increase when a patient loses the ability to walk.  

There are thus significant benefits for patients and relatives in the form of increased life 
expectancy and quality of life, and for the health care service and society in general, by 
freeing resources for other necessary purposes.  
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14. Provide references to documentation on the efficacy and safety of the method (e.g. previous 
technology assessments). (As many as 10 key references are given. Do not send attachments 
now.)  

 

Bushby, K., et al., Ataluren treatment of patients with nonsense mutation dystrophinopathy. 
Muscle Nerve, 2014. 50(4): p. 477-87. 

Birnkrant DJ, Bushby K, Bann CM, Alman BA, Apkon SD, Blackwell A, et al. Diagnosis and 
Management of Duchenne Muscular Dystrophy, Part 2: Respiratory, Cardiac, Bone Health, 
and Orthopaedic Management. Lancet Neurol 2018b;17(4):347-361 

Bray P, Bundy AC, Ryan MM, North KN, and Burns J. Health Status of Boys with Duchenne 
Muscular Dystrophy: A Parent’s Perspective. Journal of Paediatric Child Health 
2011;47(8):557-562. 

de Moura MC, Wutzki HC, Voos MC, Resende MB, Reed UC, and Hasue RH. Is Functional 
Dependence of Duchenne Muscular Dystrophy Patients Determinant of the Quality of Life 
and Burden of Their Caregivers? Arq Neuropsiquiatr 2015;73(1):52-57. 

Landfeldt E, et al. The burden of Duchenne muscular dystrophy: an international, cross-
sectional study. Neurology 2014 Vol. 83 Issue 6 Pages 529-36. 

Landfeldt E, Edstrom J, Buccella F, Kirschner J, and Lochmuller H. Duchenne Muscular 
Dystrophy and Caregiver Burden: A Systematic Review. Dev Med Child Neurol 
2018;60(10):987-996. 

Marden JR, Freimark J, Yao Z, Signorovitch J, Tian C, Wong BL. Real-world outcomes of long-
term prednisone and deflazacort use in patients with Duchenne muscular dystrophy: 
experience at a single, large care center. J Comp Eff Res. 2020;9(3):177-89. 

McDonald, CM et al., Ataluren in patients with nonsense mutation Duchenne muscular 
dystrophy (ACT DMD): a multicentre, randomised, double-blind, placebo-controlled, phase 3 
trial. Volume 390 Number 10101, 2017, p1465-1562. 

McDonald, CM et al., Ataluren delays loss of ambulation and respiratory decline in nonsense 
mutation Duchenne muscular dystrophy patients. J. Comp. Eff. Res. (2022) 11(3), 139-155 

McDonald CJ, et al. Safety and efficacy of ataluren in nmDMD patients from Study 041, a 
phase 3 placebo-controlled trial, Poster presented at the 27th International Annual 
Congress of the World Muscle Society (WMS), Halifax, NS, Canada, October 11–15, 2022, 
LSVP 37 

Mercuri, E. et al., Safety and effectiveness of ataluren: comparison of results from the 
STRIDE Registry and CINRG DMD Natural History Study. Comp. Eff. Res. (2020) 9(5), 341–
360. 

Mercuri E, et al, Age at loss of ambulation in patients with DMD from the STRIDE Registry 
and the CINRG Duchenne Natural History Study: a matched cohort analysis, Poster 
Presented at the 27th International Annual Congress of the World Muscle Society (WMS), 
Halifax, NS, Canada, October 11–15, 2022, Poster number: P22 

Passamano L, Taglia A, Palladino A, Viggiano E, D'Ambrosio P, Scutifero M, et al. 
Improvement of Survival in Duchenne Muscular Dystrophy: Retrospective Analysis of 835 
Patients. Acta Myol 2012;31(2):121-125. 

Study 041 Clinical Study Report – data on file 
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15. State name of manufacturer/supplier regarding the method (if applicable/available): 

 
 

16. Status of marketing authorisation (MA) or CE marking: When are MT or CE markings expected? 
Any information about the planned time for marketing.  

 

17. Free-text headline (Supplementary relevant information, up to 300 words.) 

 

18. Interests and any conflicts of interest. Describe the relationships or activities of the proposal 
manager that may affect, be affected by or perceived by others as having an impact on the 
further handling of the method proposed for method evaluation. 
(Examples: The proposer has financial interests in the case. The proposer has, or has had, an 
assignment in connection with, or other links related to the method or operators who have an 
interest in the method.) 

 

PTC Therapeutics International Limited 

Translarna has a conditional marketing authorisation.  

The STA submitted in 2019 was of type D. In subsequent communication, Hospital 
Procurement has informed PTC that it cannot consider other documentation than that used 
in NoMA's report. Consequently, both because new scientific documentation has been 
added and because it has proved difficult to reach an agreement about the 
cost-effectiveness of Translarna and whether it satisfies the priority criteria as presented in 
the Priority report, it is important that a new STA, this time of type C, is prepared.  

Oecona is submitting this proposal on behalf of, and in agreement with, PTC.  If the 
Decision Forum orders a technology assessment from the Medicines Agency, Oecona will, 
as a paid assignment, assist PTC in the preparation of the technology assessment report. 


