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Disclaimer

Please note that revisions to the Public Summary of Opinion are purely administrative updates.
Therefore, the scientific content of the document reflects the outcome of the Committee for Orphan Medicinal
Products (COMP) at the time of designation and is not updated after first publication.

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 and
subsequently to Eli Lilly Nederland B.V., The Netherlands, in May 2011 and finally to TRX Services
Limited, United Kingdom, in February 2015.

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
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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 is the estimated number of patients affected by the condition?

At the time of designation, malabsorption due to exocrine pancreatic enzyme insufficiency affected
approximately 3.6 in 10,000 people in the European Union (EU). This was equivalent to a total of
around 167,000 people™, and is below the ceiling for orphan designation, which is 5 people in 10,000.
This is based on the information provided by the sponsor and the knowledge of the Committee for
Orphan Medicinal Products (COMP).

What treatments are 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.

How is this medicine expected to work?

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 medicine?

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.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 22 July 2004 recommending the granting of this designation.

“Disclaimer: For the purpose of the designation, the number of patients affected by the condition is estimated and assessed
on the basis of data from the European Union (EU 25), Norway, Iceland and Liechtenstein.
At the time of designation, this represented a population of 464,200,000 (Eurostat 2004).
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Opinions on orphan medicinal product designations are based on the following three criteria:
e the seriousness of the condition;
e the existence of alternative methods of diagnosis, prevention or treatment;

e either the rarity of the condition (affecting not more than 5 in 10,000 people in the EU) or
insufficient returns on investment.

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

For more information

Sponsor’s contact details:

TRX Services Limited
Global House

5A Sandy's Row

London E1 7HW

United Kingdom

Tel. +44 (0)20 7729 8222
Fax +44 (0)20 7729 8455

For contact details of patients’ organisations whose activities are targeted at rare diseases see:

e Orphanet, a database containing information on rare diseases which includes a directory of
patients’ organisations registered in Europe.

e European Organisation for Rare Diseases (EURORDIS), a non-governmental alliance of patient

organisations and individuals active in the field of rare diseases.

Public summary of opinion on orphan designation
EMA/COMP/77766/2004 Page 3/5


http://www.orpha.net/consor/cgi-bin/index.php
http://www.eurordis.org/content/rare-disease-patient-organisations

Translations of the active ingredient and indication in all official EU
languages®, Norwegian and Icelandic

Language

Active ingredient

Indication

English

Bulgarian

Croatian

Czech

Danish

Dutch

Estonian

Finnish

French

German

Greek

Hungarian

Italian

Latvian

Lithuanian

Maltese

Pancreatic enzymes (cross linked enzyme
crystal lipase, protease, amylase)
MNMaHkpeaTU4YHW eH3uMK (CBbp3aHu
€H3MMHW KpUCTanau nmMnasa, nporeasa,
ammnasa)

Enzimi pankreasa (kriZno povezani enzim
kristalne lipaze, proteaze, amilaze)
Pankreatické enzymy (smés sitované
krystalické lipazy, proteazy a amylazy)
Pankreasenzymer (krydsbundet enzym
krystal lipase, protease, amylase)
Pancreasenzymen (“cross-linked” lipase
enzymkristal, protease, amylase)
Pankrease ensuumid (siduv ensuum-
kristall lipaas, proteaas, amulaas)

Haimaentsyymejé (silloitettu entsyymi
kristalli lipaasi, proteaasi, amylaasi)

Enzymes pancréatiques (lipase sous
forme cristalline, protéase, amylase)
Pankreasenzyme (gekoppeltes
Lipasekristall, Protease, Amylase)

MNaykpeaTika €vlupa (dlacuvoedepévn
€vCUMIKN KPUOTAAAIKN AIndon, npwTeaan,
apguAdon)

Hasnyalmirigy enzimek (keresztkotésben
Iévo lipaz, protedz, amilaz kristaly)
Enzimi pancreatici (lipasi sotto forma di
enzima cristallizzato con legami crociati,
proteasi, amilasi)

Aizkunga dziedzera enzimi (Skérssata
enzima kristala lipaze, proteaze, amilaze)

Kasos fermentai (fermento kristalinés
lipazés, proteazés, amilazés misinys)
Enzimi pankreatici (lipase f'forma ta’
enzima kristallizzata b’rabta inkrocjata,
protease, amylase)

1 At the time of transfer of sponsorship
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Treatment of malabsorption due to exocrine
pancreatic enzyme insufficiency

JleyeHne Ha Manabcopbumns B cneacTBue Ha
€K30KpWHHA NaHKpeaTU4yHa eH3MMHa
HeAOoCTaTbYHOCT

Lijecenje malapsorpcije uzrokovane
nedostatkom enzima egzokrinog pankreasa
Lécba malabsorpce pri exokrinni insuficienci
pankreatu

Behandling af malabsorption pa grund af
eksokrin pankreasenzyminsufficiens
Behandeling van malabsorptie ten gevolge
van exocriene pancreasenzyminsufficiéntie
Pankrease eksokriinsete enstiimide
puudulikkusest tingitud malabsorptsiooni
ravi

Imeytymishairién hoito, kun aiheuttajana on
eksokriinisten haimaentsyymien
vajaatoiminta

Traitement des malabsorptions dues a une
insuffisance pancréatique exocrine
Behandlung der durch eine exokrin-
pankreatische Enzyminsuffizienz
verursachten Malabsorption

Oepaneia Tng ducanoppoPnang Aoyw
€EWKPIVOUC NAYKPEATIKAG EVCUMIKNG
avenapkeiag

Hasnyalmirigy exocrin enzimhiany okozta
felszivddasi zavar kezelése

Trattamento del malassorbimento dovuto a
carenza degli enzimi pancreatici esocrini

Ierobezotas absorbcijas arstésanai sakara ar
eksokrina aizkunga dziedzera enzimu
nepietiekamibu

Malabsorbcijos del egzokrininés kasos
funkcijos nepakankamumo gydymas

Kura ta’ assorbiment hazin mill-musrana
dovut ghal nugqas ta’ enzimi pankreatici
esokrinali
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Language

Active ingredient

Indication

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

Icelandic

Enzymy trzustkowe (lipaza krystaliczna
poprzecznie sieciowana, proteaza,
amylaza)

Enzimas pancreaticas (lipase cristalina de
ligacdo cruzadas, protease, amilase)
Enzime pancreatice (amestec cristalizat
de enzime lipaza, proteaza, amilaza)
Pankreatické enzymy (vzajomne
prepojeny enzymovy krystal lipazy,
proteazy, amylazy)

Pankreasni encimi (precno povezan
encimski kristal lipaze, proteaze, amilaze)

Enzimas pancreaticas (lipasa cristalina
con puentes de unién, proteasa, amilasa)

Pankreasenzymer (korsbundna enzym
kristall lipas, proteas, amylas)

Pankreasenzymer (kryssbundet
krystallinsk lipase, protease, amylase)
Ensim briskirtils (lipasi, préteasi, amylasi)
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Leczenie zaburzen wchfaniania
powodowanych zewnatrzwydzielniczg
niewydolnosciq trzustki

Tratamento da mal-absorgéo devido a
insuficiéncia enzimatica pancreatica exocrina
Tratamentul malabsorbtiei datorate
insuficientei pancreatice exocrine

LiecCba poruch vstrebavania pre exokrinnu
pankreaticku insuficienciu

Zdravljenje malabsorpcije zaradi
pomanjkanja eksokrinih pankreasnih
encimov

Tratamiento de la malabsorcion debida a
insuficiencia enzimatica pancreatica
exocrina.

Behandling av malabsorption beroende pa
bristande funktion av enzymer fran exokrina
pankreas

Behandling av malabsorpsjon pga eksokrin
sekretorisk pankreasinsuffisiens

Til medhdndlunar a vanupptoku vegna
skorts a utkirtilsensimum brisins
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