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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 6 February 2009, orphan designation (EU/3/08/610) was granted by the European Commission to
PPD Global Ltd, United Kingdom, for Cyclopropane-1,1-dicarboxylic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-phenyl]-amide (4-fluoro-phenyl)-amide, (L)-malate salt for the treatment of medullary thyroid
carcinoma.

The sponsorship was transferred to TMC Pharma Services Ltd, United Kingdom, in August 2011.
What is medullary thyroid carcinoma?

Thyroid carcinoma is a disease in which cancer (malignant) cells are found in certain tissues of the
thyroid. The thyroid is a gland in the neck that is composed of mainly two different cell types: the
follicular and parafollicular cells. The so-called follicular cells help to concentrate iodine and produce
thyroid hormones. These hormones are important for the body’s growth and metabolism. The
parafollicular cells produce a hormone called calcitonin that reduces calcium level in the blood.
Depending on the type of cell in which the cancer cells originate, different types of thyroid cancer exist.

Medullary thyroid carcinoma originates from the parafollicular cells (also called C cells), and represents
only 5-9% of all thyroid cancers. Signs of cancer are difficult to detect in early stages of the disease
and are often limited to a single local swelling of the thyroid gland which is not painful but can be felt
by touching. Patients are frequently diagnosed when the disease has spread locally giving symptoms
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such as shortness of breath, difficulties in swallowing or changes in the voice. Some patients may have
severe diarrhoea as a first sign of the disease.

Medullary thyroid carcinoma is a life-threatening disease.
What is the estimated number of patients affected by the condition?

At the time of designation, medullary thyroid carcinoma affected less than 0.7 in 10,000 people in the
European Union (EU). This was equivalent to a total of fewer than 35,000 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?

The treatment consists of a complete surgical removal of the thyroid. When patients can no longer be
managed by surgery alone, various treatment approaches are tried. At the time of submission of the
application for orphan drug designation, another medicine, doxorubicin, was authorised for the
treatment of thyroid cancer in Sweden.

The sponsor has provided sufficient information to show that cyclopropane-1,1-dicarboxylic acid [4-
(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-amide (4-fluoro-phenyl)-amide, (L)-malate salt might be of
significant benefit for the patients because it might improve the long-term outcome of these patients.
This assumption will need to be confirmed at the time of marketing authorisation, in order to maintain
the orphan status.

How is this medicine expected to work?

Enzymes are proteins produced by the human body that speed up the transformation of certain
substances into other substances. Cyclopropane-1,1-dicarboxylic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-phenyl]-amide (4-fluoro-phenyl)-amide, (L)-malate blocks (inhibits) a certain class of enzymes
called tyrosine kinases. These enzymes play a role in a cascade of molecular reactions to bring a
certain signal from outside the cell into the cell thereby controlling the growth of cells. In medullary
thyroid carcinoma, the function of some of these enzymes is disturbed causing uncontrolled growth
and multiplication of the cancer cells. By inhibiting this enzyme activity, the product might help in
slowing down or stopping the further growth of the cancer cells.

What is the stage of development of this medicine?
The effects of cyclopropane-1,1-dicarboxylic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-amide
(4-fluoro-phenyl)-amide, (L)-malate salt have been evaluated in experimental models.

At the time of submission of the application for orphan designation, clinical trials in patients with
medullary thyroid carcinoma were ongoing.

At the time of submission, the medicinal product was not authorised anywhere in the world for
medullary thyroid carcinoma or desighated as orphan medicinal product elsewhere for this condition.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 10 December 2008 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 27), Norway, Iceland and Liechtenstein.
At the time of designation, this represented a population of 504,800,000 (Eurostat 2009).
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Update: Cyclopropane-1,1-dicarboxylic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-amide (4-
fluoro-phenyl)-amide, (L)-malate salt (Cometriq) has been authorised in the EU since 21 March 2014
for treatment of adult patients with progressive, unresectable locally advanced or metastatic medullary
thyroid carcinoma.

More information on Cometriq can be found in the European public assessment report (EPAR) on the
Agency’s website: ema.europa.eu/Find medicine/Human medicines/European Public Assessment

Reports

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:

TMC Pharma Services Ltd

Lodge Farm Barn

Elvetham Park Estate

Fleet Road

Hartley Wintney

United Kingdom

Tel. +44 1252 84 22 55

Fax +44 1252 84 22 77

E-mail: info@tmconsultancy.com

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.
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Translations of the active ingredient and indication in all official EU

languages®, Norwegian and Icelandic

Language Active Ingredient

Indication

English Cyclopropane-1,1-dicarboxylic acid [4-(6,7-
dimethoxy-quinolin-4-yloxy)-phenyl]-amide
(4-fluoro-phenyl)-amide, (L)-malate salt

Bulgarian LuknonponaH-1,1-agnkapbokcunHa KncenmHa
[4-(6,7-BMMETOKCN-KBUHONNH-4-UNOKCH)-
deHun]-ammg (4-dbnyopo-derHun)-amma, (L)-
con Ha a6bnyeHaTa KncenmHa

Czech [4-(6,7-dimetoxy-chinolin-4-yloxy)-fenyl]-
amid (4-fluoro-fenyl)-amid, (L)-malatova sdl
kyseliny cyklopropan-1,1-dikarboxylové

Danish Cyclopropan-1,1-dicarboxylsyre [4-(6,7-
dimethoxy-quinolin-4-yloxy)-phenyl]-
amid(4-fluor-phenyl)-amid, (L)-malatsalt

Dutch Cyclopropaan-1, 1-dicarbonzuur [4-(6,7-
dimethoxy-chinolin-4-yloxy)-fenyl]-amide
(4-fluoro-fenyl)-amide, (L)-malaat zout

Estonian Tsuklopropaan-1,1-dikarboksuulhappe [4-
(6,7-dimetoksukinoliin-4-utuloksu)fenudl]-
amiid (4-fluorofentil)-amiid, (L)-malaatsool

Finnish Syklopropaani-1,1-dikarboksyylihappo [4-
(6,7-dimetoksi-kinoliini-4-yloksi)fenyyli]-
amidi (4-fluoro-fenyyli)-amidi, (L)-
malaattisuola

French (L)-Malate de I'acide cyclopropane-1,1-
dicarboxylique [4-(6,7-diméthoxy-quinolin-
4-yloxy)-phényl]-amide (4-fluoro-phényl)-
amide

German Cyclopropan-1,1-Dicarbonsaure [4-(6,7-
Dimethoxy-quinolin-4-yloxy)-Phenyl]-amid
(4-Fluorophenyl)-amid, (L)-Malat

Greek KukAonponavio-1,1-31kapBo&uAikd ofU [4-
(6,7-014€BOEU-KIVOAIVO-4-UANOEU)-Paivulo]-
apidoio (4-pBopo@aivulo)-apidio, (L)-pnAiko
ahag

Hungarian Ciklopropan-1,1-dikarbonsav [4-(6,7-
dimetoxi-kinolin-4-iloxi)-fenilJamid (4-
fluorfenil)amid, (L)-malat s6

Italian Acido ciclopropan-1,1-dicarbossilico [4-(6,7-
dimetossi-chinolin-4-ilossi)-fenil]-amide (4-
fluoro-fenil)-amide, sale (L)-malato

1 At the time of designation
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Language

Active Ingredient

Indication

Latvian

Lithuanian

Maltese

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

Icelandic

Ciklopropana-1,1-dikarboksilskabes [4-(6,7-
dimetoksi-kvinolin-4-iloksi)-fenil]-amid (4-
fluoro-fenil)-amida, (L)-malata sals
Ciklopropano-1,1-dikarboksiliné ragstis [4-
(6,7-dimetoksi-kvinolino-4-iloksi)-fenil]-
amidas (4-fluorofenil)-amidas, (L)-malato
druska

Cyclopropane-1,1-dicarboxylic acid [4-(6,7-
dimethoxy-quinolin-4-yloxy)-phenyl]-amide
(4-fluoro-phenyl)-amide, (L)-malate salt
Cyklopropan-1,1-kwas dikarboksylowy [4-
(6,7-dimetoksy-chinolino-4-yloksy)-fenyl]-
amid (4-fluoro-fenyl)-amidu, (L)-s6l kwasu
maleinowego

Acido ciclopropano-1,1-dicarboxilico [4-(6,7-
dimetoxi-quinolina-4-iloxi)-fenil]-amida (4-
fluoro-fenil)-amida, sal de (L)-malato
(L)-malat de ciclopropan-1,1-acid
dicarboxilic [4-(6,7-dimetoxi-chinolin-4-
iloxi)-fenil]-amida (4-fluoro-fenil)-amida
(L)-malat kyseliny cyklopropan-1,1-
dikarboxylovej [4-(6,7-dimetoxychinolin-4-
yloxy)-fenyl]-amid (4-fluérfenyl)-amid
Ciklopropan-1,1-dikarboksilna kislina [4-
(6,7-dimetoksi-kinolin-4-iloksi)-fenil]-amid
(4-fluoro-fenil)-amid, (L)-malat

Acido ciclopropano-1,1-dicarboxilico [4-(6,7-
dimetoxi-quinolin-4-iloxi)-fenil]-amida (4-
fluoro-fenil)-amida, sal del L-malato
Cyklopropan-1,1-dikarboxylsyra [4-(6,7-
dimetoxikinolin-4-yloxi)-fenyl]-amid (4-
fluorfenyl)-amid, (L)-malatsalt
Syklopropan-1,1-dikarboksylsyre [4-(6,7-
dimetoksy-kinolin-4-yloksy)-fenyl]-amid (4-
fluorofenyl)-amid, (L)-malatsalt
Cykléprépan-1,1-dikarboxylsyru [4-(6,7-
dimetoxy-kinélin-4-yloxy)-fenyl]-amio (4-
floré-fenyl)-amiod, (L)-malatsalt
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