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1.  Introduction and presentations 

During the opening address Dr Andrew Mulberg thanked all for attending the meeting, particularly at 
such short notice, but also in view of some of the obvious challenging issues being brought to the table 
for discussion. In encouraging all stakeholders to consider partnership, Dr Mulberg quoted Henry Ford, 
“Coming together is a beginning; keeping together is progress; working together is success.” 

EMA Product Team Leader Andrea Taft began the presentations, presenting the background to the 
eligibility of orphan designation within the centralised EU procedure. Dr Taft also presented current MA 
within the EU, outlining the SmPC wording in the three products currently available for Gaucher 
disease, two of which are authorised for children.  

FDA medical assessor, Carla Epps presented the background to the eligibility of orphan products in the 
USA MA process. Five products, four of which are still commercially available were presented. Carla 
also presented that FDASIA recently passed through Congress establishes a paediatric product 
development within 60 days of the end of phase II.  However PREA does not apply to orphan products, 
which has implications for timing of development plan for such products. However BPCA is now 
permanent, and offers an incentive through providing 6 months of extension of patent exclusivity. 

Clinical development issues in Gaucher disease from the FDA point of view were identified as, limited 
number of paediatric patients available; trial design and study endpoints, especially for non-ERT 
products.  

Tanya Collin-Histed presented the views of the European Gaucher Alliance (EGA), as identified through 
two sets of questionnaires sent to members, one in 2011 and a latter one earlier in 2012, on the views 
of families on recruitment into clinical trials, and the choice of ERT.  

Personal reasons/incentive for consenting to trials and compliance to treatment varies globally, 
however survey results indicated that a therapy would need to be at least as “effective” as currently 
available ERT, regardless of route of administration.  

Perception of drug administration from a burden point of view varied.   

Unmet clinical needs reported from patients were; CNS, fatigue, bone and growth problems.  

Choice of ERT was primarily reported to be based on availability. In some cases access is limited to 
just Cerezyme, as Elelyso is not authorised in the European Union; and VPRIV is not approved for Type 
3 Gaucher disease.  

The requirement of an assent as well as consent, may make paediatric trials more challenging during 
recruitment, particularly in the adolescence patient population who have no experience of “being ill” 
(symptomatic) with the disease. “Drop-outs” may be an additional challenge.  

“Research fatigue” was a key issue, agreed upon by all, as a particular problem in the Gaucher 
population given the small number of potential patients, and the very large number of on-going 
academic and industry led studies. This may lead to greater problems as more and more products 
emerge on the horizon.  

It was agreed that there was a global responsibility, beyond EU/USA to ensure that incentives for 
patients to consent into a clinical trial were appropriate in all instances and in line with each individual 
countries beliefs. In developing countries, long term access to drug supply and training beyond clinical 
trial were considered to be most essential.    

Elin Haf Davies (EMA) presented the background to the meeting, in relation to all the PIPs submitted 
for adoption of an Opinion at PDCO. Individually each one was evaluated on needs and merit, however 
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in combination it was identified that none of them addressed the current clinical needs (for e.g. bone 
data), and most crucially, the agreed PIPs may lead to problems of feasibility in recruiting patients 
(total paediatric patients to be recruited in these studies is between 107 and 120 which equals to more 
than half of the European paediatric Gaucher cohort). Furthermore, there were ethical and economical 
aspects, which raised concern.  

Referring to the background document, three options were presented as possible ways forward to 
address the issue of feasibility of recruiting into clinical trials: 

1. Creating a standard paediatric development plan (PIP and template Written Request),  

2. Utilising an extrapolation and modelling based approach, and 

3. A single study of all products with the aim of ensuring the collection of comparable data and 
reducing the overall economic burden in conducting numerous studies. 

It was emphasised that the proposals were brought to the table as starting point of discussion, as 
examples for leading the way beyond the current development of products for Gaucher disease. 
Overall, regulators were calling for voluntary and collaborative efforts from Industry for the benefit of 
paediatric patients affected with Gaucher disease. 

2.  Views from experts expressed during informal discussion.  

The choice of “optimal dose” remains a controversial issue, but one of high priority. Optimal dosing has 
not been unequivocally demonstrated, and prescribing practice varies across centres and countries,. 
Some physicians prescribe a lower dose of 30U/kg while there are other reports of physicians 
prescribing 60 U/kg in paediatrics fear of litigation as opposed to clear scientific evidence to justify the 
high dose. Providing a dosing range within SmPC/labelling was considered important for some expert 
in that context, and for reimbursements issues. 

Bone involvement remains particularly difficult to predict. As bone modelling starts very early in life, 
and is present before the onset of “classic” symptoms. Measuring and maintaining Vit D level is crucial 
to maintain bone well-being. Bone density, or bone abnormality observed on imaging does not always 
correlate to clinical manifestations of bone crisis. Although not specifically confirmed, bone crisis may 
be triggered in adults by bone trauma.  

Bone disease remains a critical outcome measures for children however, particularly as our 
understanding of bone disease and management in adults is not yet understood.  

As yet, it is unknown whether bone disease in children can be prevented with ERT. Effectiveness may 
be limited by MoA of ERT or by choice of dose. Designing a study to study this was considered to be 
scientifically and ethically challenging.   

Choice of bone assessments adds to the challenges of monitoring. Exposure to radiation, the absence 
of normative data for all age ranges, and lack of standardised format for capturing radiology all add to 
the challenges and complexity. Common bone measurements, with normative age groups are certainly 
not available globally.  

Valuable biomarkers are generally missing for all symptoms. Chitotriosidase is not considered 
important in a clinical context. Therefore, clinical status of patient remains much more important than 
any biomarker currently available.  

Good assessment of bone was believed to be related to duration of data more than how to measure, 
and more important than the choice of assessment tool itself.  
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Growth retardation was considered the best clinical marker – if growth does not reach normal velocity 
within a year of treatment, it tends to indicate something different.   

Family adjusted puberty also offers a strong clinical marker. Weight is another, particularly in Type III.  

Observing/measuring fatigue was considered to be important, but difficult, with no validated tools of 
assessing it specific to this disease group. Furthermore, patients not previously known to be “fatigued” 
identified fatigue as a problem in hindsight when experiencing increased levels of energy.  

Switching from one ERT to another has been shown to lead to increased energy levels in some 
patients, however rationale for why is unknown.  

Safety – assays to determine immune response was reported to have very limited clinical relevance, 
with no major impact on efficacy and secondary resistance to treatment (IgG does not reflect response 
to drug).   

Biomarkers and outcome measures need to be developed and validated e.g. Global score GD-S3 now 
emerging as an useful tool for cross-country/ cohort comparisons. 

3.  Views from industry expressed during informal discussion. 

The feasibility of recruiting sufficient paediatric patients into all individually agreed PIP- studies was 
collectively agreed upon as a likely challenge. However there was a general indication that a 
collaborative effort for the development of outcome measure had a higher chance of success compared 
to a collaborative study, particularly given the experience to date of introducing a combined registry.  

However a new initiative and innovative thinking was generally regarded as needed to ensure that the 
currently existing PIPs are feasible, but also to ensure that current studies of ERT would not absorb all 
eligible paediatric patients which would hinder the development of other products with potentially a 
different MoA/efficacy profile.  

Extrapolation/ partial exploration may offer a solution. However a greater understanding of acceptable 
data sets and type of cohorts at various regulatory agencies globally was considered necessary. As a 
first step, EMA is seeking the opinion of the Scientific Advice Working Party, as ultimately CHMP would 
be evaluating the data and deciding upon the SmPC wording.  

The conduct of a multi-company, multi-centre trial was considered by Industry to pose significant 
challenges both from a legal standpoint but also from an ethical viewpoint in the context of the 
currently agreed PIPs, as some of the studies are now on-going. While such an approach may not be 
feasible in Gaucher paediatric disease further exploration with the SAWP may lead the way for 
alternative approaches in other inborn errors metabolic diseases. 

Globally agreed upon treatment guideline would be a significant lead forward.  

It was reported that understanding the goals for initiating these collaborative efforts of all 
stakeholders, and which direction was being taken following the meeting in order to be able to explain 
to senior management at each respective company, was necessary. 

4.  Round- table 

The discussion led to the agreement of needs; collaborative ideas within short term reach and action 
points for moving forward, as per below. 
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5.  Outcomes: 

5.1.  Agreed needs: 

• Harmonisation of the wording used in SmPC/labelling of ERTs according to supporting data, in 
order to inform prescribing physicians better; 

• Improved dosing information in SmPC/labelling – inclusion of Type III (visceral) and acceptable 
dose range to reflect “individualised” approach based on clinical status of patients; 

• Dosing information and indication for children less than 4 years of age; 

• Reimbursement agencies require different endpoints to regulators e.g. QALY (an issue of 
effectiveness rather than efficacy). However a more detailed SmPC/ labelling may also facilitate 
some of the reimbursement challenges and availability of ERTs in some countries (e.g. for type III 
patients); 

• Agreement of choice of endpoints to monitor bone; 

• Standardisation of measurement across centres/ countries, particularly beyond pivotal trial; 

• Identifying a tier approach for monitoring according to availability of assessment tools; 

• Industry expressed the need for a “globally harmonized “Treatment Guideline” which would require 
reaching out to worldwide experts; 

• Developing CNS endpoints (agreeing definitions) for the neuronopathic types. Distinguishing the 
effect of visceral disease on CNS outcome before initiating evaluation of efficacy on CNS endpoints.  

5.2.  Collaborative ideas within short term reach: 

• Extrapolation - agree on an approach which would be acceptable by industry and regulators (for 
example partial extrapolation with/without confirmatory data, extrapolation from adults/ older 
groups to younger children, extrapolation from one ERT to another); 

• Agreement is needed on the level of data considered acceptable to regulators for utilising 
extrapolation as an approach, that is, data captured within a trial or as part of routine care (i.e. 
observational studies) and captured in a registry and/or publication context; 

• Validating an outcome measure for “fatigue”, for type I and type III; 

• Consideration of cultural difference may be required, validating in numerous languages would be 
necessary.  Contact French and German experts who are currently working on this/ similar work; 

• Survey of USA patients in a similar fashion to that conducted by the EGA in the EU. 

5.3.  Agreed action points: 

• EGA asked to update on possibility of US survey by 17 November 2012; 

• Experts were asked to send contact details of those currently active in the development of a 
disease specific fatigue assessment tool by 17 November 2012; 

• Industry representatives were asked to comment in writing on the background proposal sent, 
ideally before discussion at SAWP on the 24th of September; 
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• Industries were asked to send examples of problems with reimbursement agencies, either 
according to MA indication or where different efficacy/effectiveness endpoints were required to 
those used for regulatory approval by 17 November 2012; 

• Minutes and agreed action points to be sent to all participants within two weeks; 

• SAWP response on proposal to be sent to all by participants December 1st after adoption at CHMP. 

6.  Closing of the meeting 

For the closing remarks Dr Andrew Mulberg and Dr Elin Haf Davies thanked all the participants warmly 
for their contributions, and expressed their hopes for a fruitful and worthwhile collaboration for the 
benefit of Gaucher patients, and beyond in the world of inborn errors of metabolism. 
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