
Dear Friends and Families of PPMD: 

 

We at PTC want to thank you for your participation on the PPMD-led conference call 

concerning the ataluren trials earlier this month. We know how much you want 

information concerning the trials and the data analysis. We understand your frustration 

about the time it takes to come to conclusions concerning the data.  We are, however, 

somewhat like Lewis and Clark; we are the first company that has performed a DBMD 

registration-directed trial in which we are working toward obtaining a regulatory 

approval. One disadvantage of being the first company undertaking this endeavor is that 

we need to take the lead in developing the clinical endpoints that are acceptable to 

regulatory authorities. PTC is proud to be the first company to perform a registration-

directed DBMD trial and to be working with all of our investigators, patients and their 

families, advocacy groups, and the regulatory authorities. We all need to move in the 

same direction so that we define the best potential path for ataluren in DBMD. 

 

We at PTC have been working non-stop concerning the analyses of Phase 2b trial data. 

These analyses are leading to a much better understanding of the results.  We plan to 

present the initial results from this trial at the American Academy of Neurology meeting 

in Toronto April 10-17. Dr. Brenda Wong will be making this presentation.  We will 

share more details about her presentation as they become available. 

 

We also know one important point on you mind is “What are the next steps and what is 

PTC’s timeline to move forward, or at least tell me when you will know?”  

Unfortunately, this is question is difficult to answer precisely.  Our best estimate is that 

within the next 60-90 days we will complete our analysis and will have a better 

understanding of our potential regulatory path forward.  We need this time to complete 

the analysis of the data, pressure test our results, and discuss them with our partner, 

Genzyme, as well as with investigators, statisticians, regulatory experts and, potentially, 

regulatory authorities.  

 

Once we are more certain of the path forward we will ask the PPMD to set up another 

conference call with all of the families.  We recognize how difficult the waiting must be, 

especially for parents who have seen results in their sons.  Please know that we keep all 

the boys and young men who could possibly benefit from ataluren at the center of our 

thoughts and we will work tirelessly to obtain the best result for them. 

 

Thank you for your efforts and your patience. 

 

Warm regards, 

 

Stuart Peltz 

 

 

Questions submitted to PPMD 

 

To provide the most comprehensive information in the clearest manner, we have grouped 

the questions into topic areas that are intended to provide the most complete answers.  

Many questions have been answered on the summary of responses from the PPMD-

driven conference call on ataluren and other information made available by PPMD over 
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the past weeks. If you need more information, we welcome you to be in contact with 

Patient Advocacy at PTC Therapeutics, reachable at patientinfo@ptcbio.com  

 

1. Questions about the Phase 2b trial results  

 

PTC Therapeutics and Genzyme are continuing to analyze results from the Phase 2b 

clinical trial of ataluren in patients with nonsense mutation Duchenne and Becker 

muscular dystrophy (nmDBMD). The safety data from the study showed that ataluren 

was well tolerated during the course of the study and no clinical trial patients 

discontinued treatment due to an adverse event. A preliminary analysis of the data 

showed an unexpected outcome result in the comparison of dose levels; notably, the high 

dose group was particularly difficult to distinguish from the placebo group.  

 

Secondary endpoints in the trial included changes in muscle function, muscle strength, 

heart rate, cognitive ability, patient quality of life, and muscle fragility. We are currently 

putting intense effort into performing additional statistical analyses to help us fully 

understand the results. This will help us determine the clinical and regulatory path 

forward for ataluren in DBMD. 

 

We understand that results from this landmark study are extremely significant for 

patients and families and future research efforts in DBMD. As we continue to collaborate 

with investigators, regulatory authorities, and patient advocates, we will provide updates 

on results. 

 

2. Questions about stopping the trials, including who made the decision, how it was 

made, whether there were financial reasons for the decision, and how the result of 

the Phase 2b study informs the study evaluating patients with advanced disease 

 

The decision to suspend ataluren clinical trials in DBMD was based on the results of the 

Phase 2b study. The trial was stopped based on pre-specified conditions outlined in the 

study protocol; it was not stopped for financial reasons. (A protocol is a detailed plan for 

the study that must be submitted to regulatory authorities, clinical trial investigators and 

special committees at clinical trial centers before beginning a trial and it requires strict 

adherence.)  

 

The results from the high dose group were particularly difficult to distinguish from the 

placebo group. At the completion of the preliminary data analysis, all patients in the 

three ongoing DBMD clinical trials were receiving the high dose. Although an 

independent data monitoring committee (DMC) agreed that ataluren was well tolerated 

by patients, the DMC recommended that the trials be suspended because all patients in 

ongoing trials were on the high dose.  Further analysis is underway to understand the 

difference in dose response observed and to determine the clinical and regulatory path 

forward. (A DMC is an independent group of expert physicians and biostatisticians that 

audits the data externally. Having a DMC is standard practice in clinical trials.  In the 

case of the Phase 2b trial the DMC members were chosen for their expertise in various 

aspects of DBMD care.) 
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PTC Therapeutics and Genzyme made the announcement in accordance with strict 

government regulations related to the public disclosure of material information by 

publicly traded companies (Genzyme).  While this communication style is abrupt and 

does not allow for informing patients, families, and investigators prior to issuing a press 

release on trial results, it is standard practice for publicly traded companies.  It is 

important for the community to understand this process, as it will play a part of future 

communications from PTC and Genzyme, as well as other publicly traded companies 

working in DBMD. 

 

3. Questions about the 6-minute walk test (6MWT) results, its selection as the Phase 

2b trial’s primary endpoint, and how it was performed  

 

The Phase 2b trial was the first pivotal study of an investigational treatment for DBMD 

and therefore no precedent existed before this study.  Because the onset of symptoms and 

disease progression are different in each DBMD patient, choosing a primary outcome 

measure was challenging.  PTC Therapeutics consulted with academic experts, 

regulatory authorities, and patient advocacy groups while designing the Phase 2b study.  

Ultimately, the 6MWT was selected as the primary outcome measure because: 

 

 Progressive loss of walking ability is a major symptom of DBMD 

 The 6MWT has been used in clinical trials in patients with other disorders 

 The test is known to be acceptable to regulatory authorities 

 

Data from an observational study published in the journal Muscle and Nerve suggested 

that the test was safe, feasible, and reproducible in patients with DMD. Available data 

from the Phase 2b trial also support the test’s safety and feasibility. 

 

In the DBMD population, the test’s sensitivity (ability to detect changes) is not very well 

understood.  The variability (differences in performance from patient to patient and 

differences in an individual's performance in the test over time) at the conclusion of the 

Phase 2b trial was greater at 1 year than originally predicted and greater than that 

which was seen in the observational study.  We are continuing to analyze 6MWT data 

from the Phase 2b trial, which provide a wealth of valuable information about ataluren 

and the natural history of DBMD. The 6MWT appears to be a valid test for DBMD. 

(Please see the PPMD summary.) 

 

The decision to include 5- and 6-year-old boys was based in part on a study published in 

the April 2007 Journal of Pediatrics (Ralf Geiger MD et al, "Six‑Minute Walk Test in 

Children and Adolescents"), which found that although only 39% of children in the 3- to 

5‑year-old age group were able to understand and complete the 6MWT, 93% of older 

children were able to do so.  In the Phase 2b study of ataluren, the ability to complete the 

walk test consistently was found across all age groups in the study. 

 

The 6MWT is a test of walking capacity and endurance.  The target result for the 2b trial 

was an improvement of approximately 10% in distance walked in the high and low dose 

groups when compared to the placebo group, which could represent better stabilization 

or slowing of disease progression. 
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The 6MWT was performed indoors, along a flat, straight, enclosed, and seldom traveled 

corridor that was approximately 8 feet wide and had a hard surface.  The test area was 

marked with tape and cone to create a course and flags were used to record distance and 

mark falls, if any.  A training video was used to teach the test monitors how to encourage 

the boys and record their results. 

 

4. Questions concerning data analyses of patient subgroups, including those with 

specific types of nonsense mutations 

 

Additional analyses are ongoing to better understand why patients receiving low-dose 

ataluren may have had better outcomes than patients in the other two treatment groups, 

as well as to evaluate whether some subsets of patients benefited more than others.  

Characteristics such as age, height, weight, use of corticosteroids, 6-minute walk test 

results at baseline, type of nonsense mutation (stop codon type) and location of the 

nonsense mutation along the length of the gene are among many factors that are being 

considered in these analyses.  

 

 

5. Questions regarding muscle biopsies and dystrophin expression results 

 

Dystrophin expression is one of the outcome measures in the Phase 2b trial and these 

data are still being generated. The staining of muscle biopsies and the quantification of 

dystrophin expression are very complex and time-consuming processes that have not 

been validated as an endpoint in DBMD.  As with all other endpoints in the study, this 

endpoint is still exploratory, although we believe the results can be meaningful. 

 

Biopsies were obtained from each study participant before treatment and after nine 

months of treatment. In order to reduce potential bias, the two biopsies obtained from 

each patient are processed at the same time.  This is important because small changes in 

laboratory procedures could compromise the integrity of results.  We are working with 

participating academic institutions to assure assay selectivity and sensitivity and to 

complete the dystrophin expression analysis as quickly and as thoroughly as possible.  

 

Additional questions about dystrophin expression will be better able to be addressed 

when the results are available. 

 

 

6. Questions about the availability of individual data 
 

The preliminary analysis was based upon the average results for patients in each of the 

three treatment groups (placebo, ataluren low dose, or ataluren high dose).  Individual 

patients in each of the three groups may have had results that were better or worse than 

the average for that treatment group. We are conducting additional analyses of the Phase 

2b trial results to better understand the results, including analyses in patient sub-groups.  

 

We recommend that patients and families who participated in ataluren clinical trials 

follow up with their investigator to discuss their individual results. We have provided 

treatment assignments to investigators that indicate whether a patient participating in the 
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Phase 2b trial received placebo, ataluren low dose, or ataluren high dose. In addition, 

we have indicated to investigators that local medical records containing trial-related 

information, such as 6MWT results, may be shared with their patients. 

 

7. Questions about previous trial results and how those results differ from this 

DBMD study as well as other ataluren studies 

 

The Phase 2b trial included a larger number of patients treated for a longer period of 

time than in the Phase 2a study; patients were primarily evaluated for walking ability.  In 

addition, the Phase 2b trial included a placebo group, so it was possible to compare 

differences in disease progression between patients receiving ataluren and untreated 

patients. (Please see more information under trial design.) 

 

The Phase 2a trial of ataluren in patients with nmDBMD included a smaller number of 

patients treated for a shorter period of time; patients were primarily evaluated for 

dystrophin expression. 

 

PTC Therapeutics has completed four Phase 2 trials in patients with nmCF in the U.S., 

Israel, France, and Belgium. Data showed that treatment with ataluren resulted in 

statistically significant improvements in CFTR protein expression and function. 

Improvements in lung function, including forced expiratory volume in one second (FEV1) 

and forced vital capacity (FVC), were observed. No data are yet available from the 

Phase 2a trial in hemophilia, which is the first such trial of ataluren in patients with this 

disease and is ongoing.   

 

8. Questions about future ataluren research and regulatory path 

 

We remain committed to the clinical research of ataluren in nonsense mutation genetic 

disorders, given the strong evidence of activity from clinical trials and its long-term 

safety profile. In particular, we expect the ongoing data analyses in the DBMD study to 

help us to fully understand the results and to determine the clinical and regulatory path 

forward in this disorder. Upon completion of this analysis, we intend to communicate our 

findings and next steps to the DBMD community. 

 

At the same time we are continuing clinical trials of ataluren in patients with cystic 

fibrosis (CF) and hemophilia type A and B due to a nonsense mutation.  The completed 

clinical trials in CF show good activity for ataluren-mediated production of the CFTR 

chloride channel that is missing in that disease. Study data showed that treatment with 

ataluren resulted in statistically significant improvements in CFTR protein expression 

and function.  The larger, long-term study designed to show clinical benefit in CF is 

currently ongoing.  The hemophilia study is a short-term trial and is ongoing; no data 

are yet available.   

 

9. Questions about other DBMD treatments in development 

 

PTC Therapeutics is committed to discovering, developing, and delivering breakthrough 

treatments for patients with rare and life-threatening disorders.  In particular, we have 
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partnered with disease experts, patient advocates, and industry collaborators for more 

than a decade to develop new treatments for patients with DBMD. 

 

In addition to work on ataluren, PTC Therapeutics and Parent Project Muscular 

Dystrophy (PPMD) established a research collaboration called Project Catalyst in 2003 

in order to identify new treatments for patients with DBMD.  With additional support 

from the National Institutes of Health (NINDS and NIAMS), PTC Therapeutics 

researchers have identified multiple compounds that address three protein targets: 

utrophin, myostatin, and insulin-like growth factor (IGF-1). Compounds that adjust the 

level of these proteins may compensate for the loss of dystrophin and improve muscle 

growth, regeneration, and membrane stabilization. There has been significant progress 

in these target areas. 

 

10. Questions about MRI data from the Phase 2a extension study 

 

MRI’s were not conducted in the Phase 2b study.  A limited amount of MRI information 

has been collected from a small subset of boys in the Phase 2a extension study, primarily 

to see if this less invasive test could, in the future, be used in place of biopsies.  We do not 

yet have the results of the MRI analyses for these patients because these data are 

primarily being generated by the academic researchers doing the MRI scans. Of note, 

this exploratory research is continuing in the context of a natural history study and we 

encourage families who volunteered for this extra step to seek further information from 

the MRI researchers and to continue their involvement because these tests may have an 

impact on future trials and possibly on diagnosis. 

 

11. Questions about the Phase 2b trial design 

 

The Phase 2b trial of ataluren in DBMD patients was designed to show that the drug 

provides clinical benefits to patients. This means that the study is intended to demonstrate 

that the drug improves how patients feel, function, or survive.  Drug treatment effects are 

predominantly evaluated through assessment of a primary endpoint and may be 

supported by evaluation of secondary endpoints.  Secondary endpoint results may add to 

the understanding of the effects of the trial drug and the course of the disease.   

 

The Phase 2b trial of ataluren was the first large, long-term, double-blind, placebo-

controlled study. It enrolled 174 boys and young men ages 5 to 20 years at 37 trial sites 

in 11 countries.  Participants were randomly assigned to receive placebo, low-dose 

ataluren, or high-dose ataluren for 48 weeks.  Patients, investigators, and the companies 

did not know treatment assignments during the study.  The primary goal of the Phase 2b 

trial was to evaluate clinical benefit, or change in walking ability, as measured by the 

change in 6-minute walk distance over 48 weeks.  Secondary endpoints in the trial 

included changes in muscle function, muscle strength, heart rate, cognitive ability, 

patient quality of life, and muscle fragility.  About 70 percent of the boys in the trial had 

been on a stable dose of a corticosteroid such as prednisone or deflazacort for at least six 

months when they entered the study and they continued to take that drug during the trial. 
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The Phase 2b trial was designed as a global study.  All site personnel were trained 

together, followed a strict protocol, were monitored, and reported their results centrally.  

PTC Therapeutics supplied all drug.  The data suggest that the study was well conducted. 

 

 

12. Questions about access to ataluren  

 

We recognize the urgent need for treatments for patients with nmDBMD. However, until 

we better understand the data and the clinical and regulatory path forward with ataluren 

in nmDBMD, a compassionate use or other access program would be premature. Once 

we have completed our analysis we will be in a better position to discuss this possibility 

and will communicate this to the DBMD community.   

 

13. Questions regarding the Proceedings of the National Academy of Science (PNAS) 

article 

 

The Phase 2b clinical trial was designed to evaluate clinical benefit in patients and 

cannot be compared to the experimental discovery assays evaluated in the PNAS 

publications. (Our response to this manuscript was published in PNAS, June 23, 2009, 

vol. 106, no. 25 E64, and can be viewed at: 

www.pnas.org/content/106/25/E64.full?sid=8a4fc6d1-5945-48f7-9a6c-07705cd796e0) 

 

Since the discovery of ataluren via high throughput screening using a luciferase-

reporter-based assay, PTC Therapeutics has compiled a body of evidence from multiple 

studies in the laboratory, animals, and patients confirming the nonsense suppression 

activity of ataluren. These data have been published in notable peer-reviewed journals, 

including the Lancet, Nature, the Journal of Clinical Pharmacology, and PNAS. 

 

14. Questions about how PTC Therapeutics and Genzyme will communicate further 

results from the Phase 2b trial 

 

As we complete our analyses we will communicate with the DBMD community so that the 

families and patients can understand the outcome and the potential timing of the next 

steps. In addition we also plan to submit data from the Phase 2b trial for presentation at 

scientific meetings (see introductory letter) and peer-reviewed publication. We 

understand that these data are as important to the community and future DBMD research 

as they are to ataluren development.  

 

15. Questions as to the potential to gain alternate sources of ataluren 

 

Ataluren is an investigational drug that has not yet been approved for use by regulatory 

authorities in any country and thus cannot be legally purchased for use by a patient.  The 

only form of ataluren that meets regulatory requirements for safety and purity and is 

appropriate for use in humans is manufactured by PTC Therapeutics.  Because it is an 

investigational drug, ataluren is available only in PTC Therapeutics-sponsored clinical 

trials. 


