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COMMITTEE FOR ORPHAN MEDICINAL PRODUCTS

PUBLIC SUMMARY OF
POSITIVE OPINION FOR ORPHAN DESIGNATION
OF
pancreatic enzymes
(cross linked enzyme crystal lipase, protease, amylase)
for the treatment of malabsorption due to exocrine pancreatic enzyme insufficiency

On 2 September 2004, orphan designation (EU/3/04/222) was granted by the European Commission to
Dr Falk Pharma GmbH, Germany, for pancreatic enzymes (cross linked enzyme crystal lipse, protease,
amylase) for the treatment of malabsorption due to exocrine pancreatic enzyme insufficiency.

The sponsorship was transferred to Gregory Fryer Associates Ltd, United Kingdom, in June 2008.

What is malabsorption due to exocrine pancreatic enzyme insufficiency?

The pancreas is a small organ that lies behind the stomach and in front of the spine. The pancreas has
two main functions in the body. It makes hormones, such as insulin, that help to control blood sugar
levels (this is called endocrine activity). It also makes a juice that helps to digest (break down) food
(this is called exocrine activity). The juice contains enzymes, which are proteins that speed up the
transformation of certain substances (such as particles of food) into other substances.

Certain conditions affecting the pancreas, including cystic fibrosis, inflammation of the pancreas
(pancreatitis), cancer of the pancreas and an inherited disease called Shwachman-Diamond syndrome,
may interfere with its exocrine activity by reducing the synthesis and the release of pancreatic
enzymes. This may result in a defective absorption (malabsorption) of food nutrients. Typically, the
patient experiences bloating and pain in the abdominal area and loose, frequent stools. Malabsorption
due to exocrine pancreatic enzyme insufficiency is a severe chronically debilitating condition.

What are the methods of treatment available?

Several pancreatic enzyme extracts were authorised for treatment of the condition at the time of
application. Satisfactory argumentation has been submitted by the sponsor to justify the assumption
that the medicinal product might be of potential significant benefit for the treatment of malabsorption
due to exocrine pancreatic insufficiency because it may have better efficacy than other available
enzymes. The assumption will have to be confirmed at the time of marketing authorisation. This will
be necessary to maintain the orphan status.

What is the estimated number of patients affected by the condition™?

Based on the information provided by the sponsor and previous knowledge of the Committee,
malabsorption due to exocrine pancreatic enzyme insufficiency was considered to affect
approximately 3.6 in 10,000 persons in the European Union, which, at the time of designation,
corresponded to about 166,000 persons.

According to the information provided by the sponsor, malabsorption due to exocrine pancreatic
enzyme insufficiency was considered to affect about 166,000 persons in the European Union.

¥

Disclaimer: For the purpose of the designation, the number of patients affected by the condition is estimated and assessed
based on data from the European Union (EU 25), Norway, Iceland and Lichtenstein. This represents a population of
459,700,000 (Eurostat 2004). This estimate is based on available information and calculations presented by the sponsor at the
time of the application.

7 Westferry Circus, Canary Wharf, London, E14 4HB, UK
Tel. (44-20) 74 18 84 00 Fax (44-20) 75 23 70 40
E-mail: orphandrugs@emea.europa.eu http://www.emea.europa.eu
© European Medicines Agency, 2008. Reproduction is authorised provided the source is acknowledged




How is this medicinal product expected to act?
The proposed medicinal product contains the following 3 enzymes: crystal lipase, protease and
amylase. By administration of this product it is expected that it will substitute the lacking pancreatic
enzymes and ultimately restore normal digestion.

What is the stage of development of this medicinal product?
The effects of pancreatic enzymes (cross linked enzyme crystal lipase, protease, amylase) were
evaluated in experimental models.

At the time of submission of the application for orphan designation, clinical trials in patients with
malabsorption due to exocrine pancreatic insufficiency were ongoing.

Pancreatic enzymes (cross linked enzyme crystal lipase, protease, amylase) were not marketed
anywhere worldwide for malabsorption due to exocrine pancreatic insufficiency, at the time of
submission.

According to Regulation (EC) No 141/2000 of 16 December 1999, the Committee for Orphan
Medicinal Products (COMP) adopted on 22 July 2004 a positive opinion recommending the grant of
the above-mentioned designation.

Opinions on orphan medicinal products designations are based on the following cumulative criteria: (i)
the seriousness of the condition, (ii) the existence or not of alternative methods of diagnosis,
prevention or treatment and (iii) either the rarity of the condition (considered to affect not more than
five in ten thousand persons in the Community) or the insufficient return of development investments.

Designated orphan medicinal products are still investigational products which were considered for
designation on the basis of potential activity. An orphan designation is not a marketing authorisation.
As a consequence, demonstration of the quality, safety and efficacy will be necessary before this
product can be granted a marketing authorisation.

For more information:

Sponsor’s contact details:

Gregory Fryer Associates Ltd

30 St Thomas Place, Cambridgeshire Business Park
Ely, Cambridgeshire CB7 4EX

United Kingdom

Telephone: +44 1353 64 55 90

Telefax: +44 1353 64 55 99

E-mail: info@gf-associates.co.uk
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Patients’ associations contact points:

Shwachman-Diamond Support

5 Lincoln Road

Washingborough

Lincoln

LN4 1EQ

United Kingdom

Telephone / Telefax: +44 1522 79 20 39

Freephone Support Line (for UK only): 0800 781 2122
E-mail: enquiries@shwachman-diamondsupport.org

AISS : Associazione Italiana Sindrome di Shwachman
Via Pioveghetto 15

35136 Padova

Italy

Telephone: +39 04 98 73 61 30

Telefax: +39 04 98 73 61 30

E-mail: aiss@shwachman.it

CF : Cystic Fibrosis Association of Ireland
24 Lower Rathmines Road

Dublin 6

Dublin

Ireland

Telephone: +353 1 49 62 433

Telefax: +353 1 49 62 201

E-mail: info@cfireland.ie
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Translations of the active ingredient and indication in all EU languages
and Norwegian and Icelandic

Language | Active ingredient Indication

English Pancreatic enzymes (cross linked Treatment of malabsorption due to exocrine pancreatic
enzyme crystal lipase, protease, enzyme insufficiency
amylase)

Czech Pankreatické enzymy (smés sitované | Lécba malabsorpce pfi exokrinni insuficienci pankreatu
krystalické lipazy, proteazy a
amylazy)

Danish Pankreasenzymer (krydsbundet Behandling af malabsorption pa grund af eksokrin
enzym krystal lipase, protease, pankreasenzyminsufficiens
amylase)

Dutch Pancreasenzymen (“cross-linked” Behandeling van malabsorptie ten gevolge van
lipase enzymkristal, protease, exocriene pancreasenzyminsufficiéntie
amylase)

Estonian Pankrease ensiiiimid (siduv ensiiiim- | Pankrease eksokriinsete ensiiiimide puudulikkusest
kristall lipaas, proteaas, amiilaas) tingitud malabsorptsiooni ravi

Finnish Haimaentsyymejé (silloitettu Imeytymishéirion hoito, kun aiheuttajana on
entsyymi kristalli lipaasi, proteaasi, | eksokriinisten haimaentsyymien vajaatoiminta
amylaasi)

French Enzymes pancréatiques (lipase sous | Traitement des malabsorptions dues a une insuffisance
forme cristalline, protéase, amylase) | pancréatique exocrine

German Pankreasenzyme (gekoppeltes Behandlung der durch eine exokrin-pankreatische
Lipasekristall, Protease, Amylase) Enzyminsuffizienz verursachten Malabsorption

Greek IMoaykpeatucd Evlopa O¢paneia TG dSvoamoppoPNoN Ady®m eEmKPLVoNC
(d1acvvdedepuévn evivuikn TOYKPEATIKNG EVEVUIKNG OVETdpKELOG
KPLOTOAAKY Autdior, TPOTEAST,
apvAdon)

Hungarian | Hasnyalmirigy enzimek Hasnyalmirigy exocrin enzimhiany okozta felszivodasi
(keresztkotésben 1évo lipaz, proteaz, |zavar kezelése
amilaz kristaly)

Italian Enzimi pancreatici (lipasi sotto forma | Trattamento del malassorbimento dovuto a carenza
di enzima cristallizzato con legami degli enzimi pancreatici esocrini
crociati, proteasi, amilasi)

Latvian Aizkunga dziedzera enzimi (8kérssita | Ierobezotas absorbcijas arstéSanai sakara ar eksokrina
enzima kristala lipaze, proteaze, | aizkunga dziedzera enzimu nepietickamibu
amilaze)

Lithuanian | Kasos fermentai (fermento kristalinés | Malabsorbcijos dél egzokrininés kasos funkcijos
lipazés, proteazés, amilazés miSinys) | nepakankamumo gydymas

Maltese Pancreatic enzymes (cross linked Treatment of malabsorption due to exocrine pancreatic
enzyme crystal lipase, protease, enzyme insufficiency
amylase)

Polish Enzymy trzustkowe (lipaza Leczenie zaburzen wchianiania-powodowanych
krystaliczna poprzecznie sieciowana, |zewnatrzwydzielnicza niewydolno$cia trzustki
proteaza, amylaza)

Portuguese | Enzimas pancreaticas (lipase Tratamento da mal-absor¢do devido a insuficiéncia
cristalina de ligacdo cruzadas, enzimatica pancreatica exocrina
protease, amilase)

Slovak Pankreatické enzymy (vzajomne Liecba porach vstrebavania pre exokrinna pankreaticku
prepojeny enzymovy krystal lipazy, |insuficienciu
protedzy, amylazy)

Slovenian Pankreasni encimi (precno povezan | Zdravljenje malabsorpcije zaradi pomanjkanja

©EMEA 2008

Page 4/5




encimski kristal lipaze, proteaze,
amilaze)

eksokrinih pankreasnih encimov

Spanish Enzimas pancreaticas (lipasa Tratamiento de la malabsorcion debida a insuficiencia
cristalina con puentes de union, enzimatica pancreatica exocrina.
proteasa, amilasa)

Swedish Pankreasenzymer (korsbundna enzym | Behandling av malabsorption beroende pa bristande
kristall lipas, proteas, amylas) funktion av enzymer frén exokrina pankreas

Norwegian | Pankreasenzymer (kryssbundet Behandling av malabsorpsjon pga eksokrin sekretorisk
krystallinsk lipase, protease, amylase) | pankreasinsuffisiens

Icelandic Ensim briskirtils (lipasi, proteasi, Til medhondlunar &4 vanupptdku vegna skorts a

amylasi)

utkirtilsensimum brisins
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