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… in 2009 and after…
Disclaimer: These are all my own views and memories, 
as a regulatory archaeologist!

Regulatory archaeology!
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“The Committee with no products”
w

w
w

.p
ei

.d
e

Regulation 1394/2007
(„ATMP regulation“)

w
w

w
.b

io
vi

su
al

te
ch

.c
o

m

Directive 2009/120/EC
amending Directive 2001/83/EC

(”Annex I”)

Translation into a medicinal product
(”translational medicine”)

Basic research
Complex products
Top-level science

Marketing

authorisation



The early days were not easy!
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Regulatory history
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• Assessment history:
Primary marketing authorisation application:

❑ June 2011: Negative CAT opinion (by consensus)

❑ June 2011: Negative CHMP opinion (by majority)

Re-examination:

❑ October 2011: Positive CAT opinion (by majority)

❑ October 2011: Negative CHMP opinion

Re-evaluation by CHMP following EC request:

❑ April 2012: CAT consultation

❑ April 2012: Negative CHMP opinion*)

   *) 16 positive, 15 negative votes

❑ May 2012: CHMP opinion void, since required CAT 
  opinion

❑ June 2012: Another CAT oral explanation
  Positive CAT opinion (by majority)

❑ July 2012: Another CHMP oral explanation
  Positive CHMP opinion (by majority)

=> Approval under exceptional circumstances

Sources: All information in the public domain, to be found in the CAT Monthly Report June 2011;  CHMP Monthly Report June 2011; CAT Monthly Report October
2011; Q&A on re-examination October 2011; Q&A on re-evaluation by CHMP April 2012; AMT homepage: http://www.amtbiopharma.com/news/150/182/A 
msterdam-Molecular-Therapeutics-Receives-Further-Opinion-on-Glybera-Marketing-Authorisation-Application.html



Glybera
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• Alipogene tiparvovec (gene therapy medicinal product)

• Treatment of lipoprotein lipase deficiency

• rare autosomal recessive inherited condition caused by 

homozygosity or compound heterozygosity for mutations in 

the LPL gene

• Prevalence: 0.02 per 10,000

• (i.e., 2 per 1 million inhabitants).

• Alipogene tiparvovec: replication-deficient adeno-associated 

viral vector designed to deliver and express the human LPL 

gene variant LPLS447X



Chylomicron metabolism
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http://www.thenutritiondr.com/files/CarbsProFat-ChylomicronMetabolism.jpg



Glybera: Efficacy

© Christian Schneider

https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf

https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf


The CAT needed to look at the details: The 
totality of evidence
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https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf 

https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf


Glybera
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October 2011 (re-examination opinion)

• “There was (..) insufficient evidence of a 

reduction in the rate of pancreatitis 

(inflammation of the pancreas), which is a 

major complication of lipoprotein lipase 

deficiency.”

• “During the re-examination, the CAT 

concluded that these concerns could be 

addressed with additional post-marketing 

studies.”

• “Whilst the CHMP still considers Glybera to 

be potentially valuable in the treatment of 

this very rare disease, it took a different 

view.”



Glybera

© Christian Schneider

April 2012 (CHMP re-evaluation following EC request)

• “When evaluating Glybera in patients with severe or 

multiple pancreatitis attacks, the CHMP found that 

the evidence of efficacy from the small number of 

patients assessed (data from only 12 patients were 

available) was not sufficiently convincing.”

• “In addition, the reduced risk of pancreatitis seen in 

a few of the patients could have been due to other 

factors (such as changes in lifestyle and diet, and the 

natural course of the disease).”

• “In its discussions, the Committee [CHMP] 

recognized the difficulty of obtaining data in this rare 

disease and took this into account while assessing 

the data.”



Glybera: Pancreatitis as clinically relevant event
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https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf

https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf


Glybera: Comparable periods before and 
after treatment
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https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf

https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf


Glybera: ”Pharmacodynamic effects”
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https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf

https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf


Glybera: Supportive clinical data
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https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf

https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf


Glybera: Looking at (selected) individual patients
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https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf

https://www.ema.europa.eu/en/documents/assessment-report/glybera-epar-public-assessment-report_en.pdf


A scientific approach to ultra-orphan drugs
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Melchiorri D et al: Regulatory evaluation of Glybera in Europe - 
two committees, one mission.
Nat Rev Drug Discov. 2013 Sep;12(9):719.

Need for a 
wider 
perspective

„Ultra-orphan drugs“:
Could be defined as prevalence
of the disease of equal to or less
than 0.1 in 10,000.



© Christian Schneider
Melchiorri D et al: Regulatory evaluation of Glybera in Europe - two committees, one mission. Nat Rev Drug Discov. 2013 Sep;12(9):719.

Pivotal data for ultra-orphan drugs



The CAT as a scientific player



The CAT took a stance



Analysis of the EudraCT database
(2004-2010):
318 trials with ATMPs

Our environment was (is) different than for conventional medicines



We filled a powerhouse of innovation with life!
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Legal 

basis

CAT involved

Market 

authorization 

application

Non-clinical 

development

Phase I

(first-in-human)

Phase II

(exploratory)

Phase III

(confirmatory)

CAT specific task CAT involved

Innovation Task Force briefing 

meeting

The ITF is a multidisciplinary group that 

includes, scientific, regulatory and legal 

competencies, set up to ensure Agency-

wide coordination in the areas of interest 

and to provide a forum for early dialogue 

with applicants (15).

Article 17 of Regulation (EC) 

1394/2007 (2)

Article 18 of Regulation (EC) 

1394/2007 (2)

Article 56 and 57  of Regulation 

(EC) 726/2004 (19)

Maturation of product development (pre-authorization)

European
Medicines

Agency
(EMA)

The figure shows the usual sequence on when the procedures are requested by Applicants.
Note that all procedures can be requested at any time during development

ATMP

Classification

To determine whether a product meets 

the scientific criteria which define ATMPs. 

This procedure has been established with 

a view to addressing, as early as possible, 

questions of borderline with other areas 

such as medical devices (18).

ATMP

Certification

The certification procedure is an incentive 

that consists of a scientific evaluation by 

the Committee for Advanced  Therapies of 

quality (where available) non-clinical data 

for ATMPs under development by Small 

and Medium-sized Enterprises  (SMEs), 
resulting in a certificate issued by EMA (3).

Scientific

Advice

Scientific advice is when the EMA gives 

optional and non-binding advice to a 

company on the appropriate tests and 

studies in the development of a medicine. 

This is designed to facilitate the 

development and availability of high-
quality, effective and acceptably safe 

medicines (4). 



Our scientific approach led to…
…the first authorized ATMP in the EU (ChondroCelect®!



Where were we after the first term (3 years)?

• First ATMP licensed
• Several ones under review
• First certification issued
• Two papers published

(Nature Reviews Drug Discovery, The Lancet)
• Framework further defined

(Guidelines, Reflection Papers)

• Work programme adopted
• Interaction with stakeholders intensified
• Gaps identified

(Hospital exemption, minimally manipulated ATMPs, borderline classifications, lack of incentives for 
academia,…)



”The Committee with only two products”?

© Christian Schneider
Source: CAT monthly report, EMA website



What made (and makes) the CAT so special?

• Multidisciplinary committee – this was (is) vital
➢ CMC discussions, for example, can impact clinical debates, and clinical experts can be important to put CMC 

and non-clinical findings into perspective
➢ We sometimes found solutions to problems at hand which we had not thought of in our individual disciplines

• The CAT had decent time to discuss items in-depth which was an important
aspect, at least in the early days
➢ It was a time where not only Pharmaceutical Companies with new developments, but also the Regulators 

had to bring the field forward

• These discussions trained members, assessors and others involved, beyond their
core disciplines – a true forum of scientific excellence.

• Every member was active and involved – a true European undertaking.



We became:
The Committee with the large pipeline
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That’s one small step for a man,

but one giant step for mankind…

Datei:Neil Armstrong in suit.jpg

Neil Armstrong

…but I am not going to take it,

because it‘s too risky.

//euema.sharepoint.com///euema.sharepoint.com/upload.wikimedia.org/wikipedia/commons/7/72/Neil_Armstrong_in_suit.jpg
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Thank you!

Dr Christian K Schneider, M.D.

VP & Chief Medical Officer

Clinical Development Services

Cencora PharmaLex A/S, Denmark

Christian.Schneider@Pharmalex.com 
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