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TANIM

e DSO :Yetim / nadir hastaliklari o toplumda yasayan (yerli)
her 1000 kisiden % 0.65-1ini etkileyen patolojik kosullar
olarak tanimlar.

e AVRUPA : Prevalansi 1/2000’den az olan hastaliklar
“NADIR HASTALIK” olarak tanimlanir.

* AVUSTRALYA :2000'den daha az Avustralyali hastayi
etkileyen bir hastaliktir.

« HINDISTAN :50.000'den daha az Hintli hastayi etkileyen
bir hastaliktir.

o AMERIKA :200.000'den daha az Amerikali hastayi
etkileyen bir hastaliktir.



TANIM

e Bu hastaliklar, tlkeden ulkeye degisik
epidemiyolojik ozellikler gosterseler de,
her ulke igcin onemli bir toplumsal saglk
sorunu olustururlar ve ozel nitelikte tani
tedavi izlem gugluklerine yol agarlar.

* Bu nedenle,ozel yaklasim ve uygulamalara
ihtiya¢ duyan bu hastaliklar sik gorulen
hastaliklardan ayri olarak ele alinmay:
gerektirirler.



TANIM

* % 85-90’1 kronik, ciddi, hayati tehdit eder.
* % 80’i genetik kokenlidir.

* Yas grubuna gore etki eden bir¢ok faktor
mevcuttur.

(Multifaktoriyeldir)
 Tani uzun yillar alabilir.

* Tedaviler kesin degildir ve her zaman
ulasilamaz.

* Maliyet yuksektir.



TANIM

e Sinir bozucu
e Zaman alici

e Mutevazi olmayi gerektirir.
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Age at death in patients with rare diseases and in the general population
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Percentage distribution of prevalence and mortality rates by nosological group
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* Nadir hastaliklar siddetli, kronik, genellikle
dejeneratif ve yasaml tehdit etmektedir.

* Nadir hastaliklardan etkilenen hastalar
cogunlukla kendi bedeni ve zihni uzerindeki
kontrolu kaybederler.

* Nadir gozuken hastaliklarin baslangici%
50'sinde ¢ocukluk ¢agidir.

» Cogunlukla etkin tedavileri yoktur. Bazi
durumlarda semptomlari, yasam kalitesini ve
yasam suresini artiracak sekllde tedavi
edilebilirler.



TURKIYE'DE NADIR
HASTALIKLAR

o Akraba evliliklerinin ¢ok sik¢a rastlandiQ:
ulkemizde nadir hastaliklarin fazlasiyla mevcut
olmasi genetik arastirmacilar tarafindan da
gosterilmistir.

» DSO verilerine gore,Avrupa lilkelerinde her yiiz
bin kiside 8 bin kisi, nadir hastaliga
yakalanmaktadlr 'i'urklye de akraba evlilikleri
neticesi nadir hastaliklarin prevalansi daha
yliksektir. AB'de akraba evliligi binde 3-10 iken,
Turkiye'de ylzde 12-17 arasindadir.

* Dolayisiyla Turkiye'de yaklasik 5-7 milyon kisinin
nadir hastaliklardan etkilenmis olmasi
beklenmektedir.



TURKIYE'DE NADIR
HASTALIKLAR

* Ancak, nadir hastaliklarla ilgili tum dunyada
yasanan sorunlar bizim ulkemizde de
yasanmaktadir.

» Bilgi birikimi ve bu konularda uzman hekim
azhgi, bu hastaliklarin tedavilerin ¢ok pahal
olmasi (Nadir hastalikli bireyin Avrupa'da

yillik ortalama saglik giderinin 300 bin avro
(British Journal of Clinical Pharmacology 2006;6 1:355-60)

o Ulkemizde bu giine dek nadir hastaliklar ve
yetim ilaglarin tanimlandigi bir kanunun
bulunmamasi.



NADIR HASTALIKLAR iCiN ULUSAL SAGLIK
PLANLARININI0 TEMEL KAPSAMI

e |.Nadir Hastaliklarin epidemiyolojik bilgisinin arttirilmasi
e 2.Nadir Hastaliklarin ozelliklerinin taninmasi

* 3.Nadir Hastaliklarla ilgili bilgilerin halk, saghk uzmanlari ve
hastalar igin gelistirilmesi

4.Nadir Hastaliklar konusunda saglk uzmanlarinin egitilmesi
5.Tani testlerine erisimin ve taramanin organize edilmesi
6.Hasta balami kalitesinin arttirilmasi ve tedavi olanaklarina
erisimin gelistirilmesi

7 Yetim ilaglar konusuna daha bilingli egilimin saglanmasi

8.Hastalarda Nadir Hastaliklar ile birlikte ortaya ¢ikan ozel
ihtiyac gereksinmelerinin giderilmesi

9.Nadir Hastaliklar ile ilgili arastirmalarin gelistirilmesi
10.Ulusal ve Avrupali isbirliklerinin gelistirilmesi



2014 REPORT ON THE STATE OF THE ART
OF RARE DISEASE ACTIVITIES IN EUROPE

PART |: OVERVIEW OF RARE DISEASE
ACTIVITIES IN EUROPE

This work wae financed bv the FUCERD loint Action* Waorkine for Rare Dicaacsas N° 2011 22 01



RARE DISEASE ACTIVITIES IN 2013 IN TURKEY

National plan/strategies for rare diseases and related actions
A second symposium was held in November 2013 is to discuss the areas to be considered in the scope of a

national plan for rare diseases.

National alliances of patient organisations and patient representations
The Turkish Rare Diseases Platform™ is a new Platform bringing together yet a few rare disease patient
organisations in Turkey. Established on 28 February 2013, it aims to motivate rare disease patient communities

** Press release regarding the Pricing of Medicinal Products for Human Use
(http:/ fwww.iegm.gov. tr/Default aspi?sayfa=regulations&lang=en &thelawtype=14&thelawld=225]
** http://www.enderhastaliklar.org/

2014 Report on the State of the Art of Rare Disease Activities in Europe - Part \/ - Activities in EU Member States and other European
countries in the field of rare diseases



Nadir hastaliklar alaninda ulkelere gore plan ve stratejiler acisindan
mevcut durum-2014
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Avrupa’da tam testlen

= 1000 diseases

e 500 - 999 diseases
/ & 100 - 499 diseases
). 1-99 diseases

Ulkelerde yapilmakta olan tani testlerin sayilari
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IRDIRC

INTERNATIONAL
RARE DISEASES RESEARCH
CONSORTIUM

ABOUT US » ACTIVITIES » RARE DISEASES RESEARCH » RESEARCH FUNDING » NEWS & MEDIA » USEFUL LINKS »
UVATE WEBSITE

Search...

RDIRC Conference NEW THERAPIES
November 2014 - Shenzhen, China
E THE DATE!

}

2014
2013
2012
2011
2010

Objective 2020: 200 new therapies

Disclaimer: the numbers do not reflect IRDIRC initiative

More information
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WWW.ORPHA.NET

Avrupa Nadir Hastaliklar ve
Yetim Ilaclar Veri ve Bilgi Portal1
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The portal for rare diseases and orphan drugs

"Rare diseases are rare, but rare disease patients
are numerous "

Access our Services
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Hastalik Adi

Akromegali

Gorulme Gagi ve
Sikhgi

Yetiskin

<0.02 %

Semptomlar Tedavi

iskelet ve Yumusak CerrahiCerrahi
doku buyumesi ve  Pegvisomant

anormallikleri Cabergolin
Prognatizm Octreotid
Asiri terleme Lamreotid
Yorgunluk ve Letarji

Artrit

Ciltte yaglanma
Azalmisg libido ve
erektil disfonksiyon

Komplikasyonlar

DM

HT

KVH

Aritmi
Kolon,Troid Ca
Meme Ca
Artmis Mortalite



Hastalik Adi
Alkaptonuri

Gorulme Gagi ve
Sikhgi

Konjenital
Cocukluk ve
Yetigkinlik

1-4 / 1 Milyon

Semptomlar Tedavi

Deride siyah yada Nitisinon
mavi beneklenme

Eklem Agrisi

Eklemlerde kisithlik
(artropati)

Bobrek Tagi

Tukruk bezi tasi

idrarda siyahlasma

Sklerada

beneklenme

Komplikasyonlar

Okronik artropati
KVH
Aritmi



Hastalik Adi

Alfa-1-Antitripsin
Eksikligi

Gorulme Gagi ve
Sikhgi

Konjenital
Cocukluk ve
Yetigkinlik
1-5/10.000

Semptomlar

Okstiriik
Asiri balgam
Hirlti

Sarilik
Pannikulit
Astim KOAH
benzeri tablo

Tedavi

Transplantasyon
Semptomatik

Komplikasyonlar

KOAH
Siroz (Nadir)



Gorulme Gagi ve

Hastalik Adi Sikhig! Semptomlar Tedavi Komplikasyonlar
Ehlers-Danlos Konjenital Eklemlerde Hayat stili degisikligi Diaframatik herni
Sendromu Gocukluk ve HiperekstansibiliteD Cerrahi Aort Diseksiyonu
Yetigkinlik eride Organ Rupturu
Bilinmiyor hiperekstansibilite
Vaskuler
Degisiklikler

Dis Anomalileri
GOz Bozukluklari




Hastalik Adi

Graves hastaligi

Gorulme Gagi ve
Sikhgi

Yetiskin

1/10000

Semptomlar Tedavi
Hipertiroidizm Antitiroid ilag
Sicaklik intoleransi Radyoaktif iyot
Yorgunluk tedavisi

Kilo kaybi

Ekzoftalmi

Komplikasyonlar

Gebelik sorunlari
Kalp hastaliklari
Tiroid firtinasi
Kirilgan kemikler



Gorulme Gagi ve

“Hastalik Adi Sikhigi Semptomlar Tedavi Komplikasyonlar
Handigodu Cocukluk ve Eklemlerde Agri Semptomatik Erken Olim
“sendromu Yetigkinlik Kalga ve diz (25-30)
Bilinmiyor ekleminde sislik Ekstremite
Ekstremitelerde anomalisi
deformite

Dogumsal cucelik
Yurimede Guiclik




Hastalik Adi

Madras motor
noron hastaligi

Gorulme Gagi ve
Sikhgi

Cocukluk ve
Yetigkin
1/1000000

Semptomlar

ince ve zayif
gorunumlu hasta
Sagirhik

Felg

Gorme bozuklugu

Tedavi

Semptomatik ve
destekleyici tedavi
isitme cihaz

Komplikasyonlar

Geng yasta 6lim
Sinir defekti
nedeniyle isitme
kaybi

8-9-12

Kraniyal Sinirlerde
felg

Fasiyal ve bulbar
atrofi

Optik atrofi



Hastalik Adi

Marfan Sendromu

Gorulme Gagi ve
Sikhgi

Cocukluk ve
yetiskinlik
1-5/10.000

Semptomlar Tedavi

Uzun, ince vucut Semptomatik
yapisi Cerrahi

Aort ve mitral kapak

yetersizlik bulgulari

Akciger anomalileri

G06z anomalileri

Komplikasyonlar

Aort diseksiyonu
Myokardit
Endokardit

MY

AY

Aritmi

Ani 6lum
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~~Hastalik Adi g::(';:‘g:ne Cagrive Semptomlar Tedavi Komplikasyonlar
& Lupus Cocukluk ve Tum organlar; Antimalaryal ilaglar Organ
Yetiskin Ozellikle bébrek, Kortikostreoid Yetmezlikleri
3 ¥ Prevelans <1/1 000 damarlar, kalp, NSAIl (ibuprofen)  Hafiza kaybi, stroke
—— 000 akciger, eklem, cilt immunsupresif vb. nérolojik
Cilt dokuntusu, tedavi komplikasyolar
eklem agrisi, ates Perikardit
yorgunluk, kelebek
sekline rash,
fotosensivite,

Raynaud Fenomeni,
nefes darligi, gogus
agrisi, goz
kurulugu...
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Myastenia gravis

TUum yaslarda
1-9/1200000

Diplopi

Disfaji

Pitoz

Tipik yuz ifadesi
Genel kas
yorgunlugu

Kolinesteraz
inhibitorleri
Timektomi
immunmodiilatér
tedavisi
Kortikosteroid

idrar kagirma
Solunum guglugu
lleri yaglarda dik
durmada gugluk
Timus timora
Eslik eden diger
otoimmun

hastaliklar




- Muskuler Distrofi  Cocukluk ve Gugsuzluk Gen Tedavi Felc
‘ Yetigkinlik Yurime bozuklugu Glukokortikoid KKY
1-10/100.000 Koordinasyon Psikoterapi Aritmi
Eksikligi Solunum Guglagu

Kollari Bagin Ustlne
kaldiramamak
Hareket yetenegi
kaybi

Kotu Postur




Gorulme Gagi ve

Hastalik Adi Sikhig! Semptomlar Tedavi Komplikasyonlar
Parkinson hastaligi ileri yaslarda Tiremor Dopamin agonistleri idrar kagirma
% 0.5 Rijidite Kabizlik

Bradikinezi Dusunme
Denge bozuklugu bozukluklari
Otonom hareket Depresyon ve
bozuklugu duygusal
Konusma bozukluklar
bozuklugu Disfaji

Uyku bozukluklari




Kuduz Tum yaglar Agri Ensefalit
0.06% Ates

‘ Parastezi

Paralizi

Hidrofobi

Aerofobi

Fotofobi

Brain inflammation

Virus transmitted by
infected saliva
through bite  °

1 or wound




Hastalik Adi
Wilson Hastaligi

Gorulme Gagi ve
Sikhgi

Cocukluk ve
Yetigkinlik
1-9/100.000

Semptomlar

Sarilik

istah Kaybi
Karin Sismesi
Flapping tremor
Sakarlik
Yurimede gugluk
Konusma
bozuklugu
Anksiyete
Depresyon
Kayser
Fleishcer halkasi

Tedavi

D-Penisilamin
Bakir Selatorler
Transplantasyon

Komplikasyonlar

KC YetmezlIigi
Parkinsonizm
Norolojik
Bozukluklar
Kardiyomyopati



-Hastalik Adi

Herediter
" Anjiobdem

Gorulme Gagi ve
Sikhgi

Cocukluk ve
Yetigkinlik
1/10.000-150.000

Semptomlar

Yuz,ekstremite ve
batinda 6dem
Larinks Odemi
Abdominal Agri
Bulanti

Kusma

Tedavi Komplikasyonlar

Plazma Kaynakl C1 Ani Olim
inhibitdr

Konsantresi

Kallikrein

inhibitdrleri

TDP

Androjen Steroidler



Emoyc lopaccha For
pabcrts

E noyc lnpaecho: For
prafes=sonals

Emorgemnoy guidcdines

Sourcesproc cdurnes

List of dr=seases mn alphabxabhical omder

A

Alpha-1 antfrvpsin deficiency
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Emergency

- Familial Mediterranean fever

- This document is a franslation of the French recommendations draffted by Prof Gilles Grateau, Dr
Véronique Henfgen, Dr Katia Stankovic Stojanovic and Dr Gilles Bagou reviewed and published by
i Orphanel in 2010.
— Sorne of the procedwes rnenboned, parbicularly drug trealrments, may nol be valdated nr the country
whevre you practice

Synonyms:
Penodic disease, FMF

Definition:

Farmial Medilemmranean fever (FMF) 1s an auto-inflammatory disease of genslic ongin, affecting Mediterranean
populations and characterised by recurrent attacks of fever accompanied by polyserositis that causes the
symploms. Colchicine s the basic relerence treatment and 1s designed o lackle mflammaltory atllacks and
prevent amyloidosis, the most severe complication of FhMFPP

Further information:
See the Ormphanet abstract
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Pre-hospital emergency care recommendations
Call for a patient suffering from Familial mediterranean fever

F pariodic disaasa
»  FhAF

F aulo-inflammatory disease that affects Mediterranean populations in particular, due to mutation of the AHEFW
gans that codas pyrin or mamanostring, this baeing the undarhying causa of conganital immuouns dysfunction;
repaeated inflammatony attacks can lead to amyloidosis, paricularty renal

¢ acutae inflammatony attack, pamicularly abdominal (psasosdo-surgical), bot also thoracic, armicular (knesaes) or
testicular

F  fever as an expression of the acute inflammatory attack

colchicins

F  some patients receive an L1 -imhibitor: Aaakinra {l‘ﬁl‘ll:!l‘l::'tu} or Canakinumab {ll-EII"IS-E}

do nmot owverlook swurgical abdominal emergencies that may be mmicking frequent  inflammatony
“ allacks in pabenls sulfernng froem FRF

lay the patient down flat im a calm and warnmm place
prescribe & combination of paracetamol and NSAIDs
somctimes, lewvel 2 analgesics, even lewel 3, are requined
maintznn basehne reabtment

¥ ¥ ¥y v

mtravenous refydrabion someaiimes required an choabdremn

F Ploase visit wwaw orpha_net and type the name of the disease — in the summary page click on “Expert coentres”
on he nght tab — select “Unined Fingdom™ in the “Country” held an the Expaert centres page.




1. Acute inflammatory attacks manifest themselves in the form of:

F Fewver, wihnch may be moderate (32700 or very high (>=40°C), and 15 rarely absent
F pain associaled wilho one or more serous desorders

- most frequenthy, localised or generalised abdominal “pseudo-surgical™ abdominal pain, sometimnes
acoompanied by nausaa, woamibing, Fransit problems

chest pain with dy=spnoea, linked o pleursy, less commondy to pericarditis
joint pain or evan truee arthritis, genarally affecting madium-sizad joints (knaas++«+ amnd ankbaes)
o balles.

less commonly, an extremebhy painful skin disorder known as “pseodo-ervsipelas”, generalby adjoining &
malkealus

o an aanflammeatory reaciEon revealed n laboratory resulls, n the lorm ol rassed ESHE and CRP (hyperieok ocylosis
may bha modaratae or avan absant)

2. Emergency diagnostics

F Emergency mvesbgalions. il suspeclted, meanndy af the chnical marmfestabions and the manrmer in wihoackh ey
davalopaed are unusual, usae diagnostic imaging and appropriate investigations (o rale out an allemative
cause of:

| abdominal pain (surgical, gynaacolaogical, pyalomnaphntis, cholaecysiitis, bl
= chesl panry
| imfecticuws arhritis if there is a clear entry portal

3. Immediate treatment

F lay the patient down flat in a calm and warnm place

F Give a combination of analgesics and antipyrexial agents (parmacetamol-type) with nonstercidal anti-
inflammatory agents:

| Children:
paracetamol: 15 mgikg every & h without excesding 4 gfZ24 h
— N caongunction with NSAIDs, & g ibuprofen 8 mMaokgS h (aiarmating evary 3 h) withoot exceadimg 12200
mg' 24 h
| Adults: paracaetamol 1 f8 h altemating with NSallDs, a g, ibuprofaen 400 mgdE h (altemating evary < h)
- Sometinnes, the parenteral route s required, mainky i nauseassomiting develops
¥ I the pain is not relieved by the abowve mmedicines, lewvel 2, or even level 3 analgesics may be used:
| Children:
= Codene syrup - DS o DS mbieg every 4 o S b, wwlhoul exceaeding G mogfkagiZd h
If necessary, administration of morphine (adjwst in line with the case history):

- v, rmoubte: gwve a bolus 50 ug'kg loading dose, then administer 25 pafkg bolus doses in line with
e penn, up s masimum of & bolus dosaes every 4 h
- 1R rouls. O3 meglkg ewery 35 o & h
- Adults: tramadol hrpydnochlornide (Monm-propeestary, Jamadokn,  Pedobl®) or a2 combination of paracaetanmaol
and codeine, even morphine by separate injections, using the v, or s.c. route, depending on how the
pain devaelops

3 Infravenous rehnydration in the evant of womiting ard high fevar (paadiatric dosage: 1500 to 22000 ol SR A ()]

3 If the faver remains wary high and if pain remains sevara, despate the foregoing action, corticostercolds may
bBe used as a last resort:



- Children under 12 years of age: 0.75 to 1 mo'kg {prednisone equivalent) in a single dose, replaced with
thee aforaementionsasd analgesics and MSAID S

- Adults and children owver 12 years of age: 0.5 to .75 mgkg (prednisone equnrsalent) in a siigle dose,
replaced wilh the aloremenboned analgesics and NSAIDsSs

Ihere s o indication for a temporary increase in the colchicine dose (Nno efcacy n short-lasbing
inflammatory attacks, also haeightened sk of undesirable effects)

Colchicime must not be used i.v. (Nsk of overdosage and of severe iIntoxicaiion)
Im contrast, colchicine should be continued at the usual dose

Where? Ganarally, imflammatory attacks in FRMF are short-lasting (avarage of 2-3 days) and wospital admission
is rarely resguired

When? In cases of freguent recurrent inflammatory attacks, patients will need to be refernmead to the doctor wiho
1= realmeg thear FRFE 5o Thal they can be screenad Tor possible tngger factors and so 1hal the basehine reatment
can be adjusted

Mo speciibe dog nderachons me he context of o medicines assd in emeaerngency sibuations ad e basehne
treastment

Dreg interactions - colchicine:

| Combimnations that are not recommandaed (nisk of cumulative colchicine toxiciby) macrolides and
dermvatives, apart from spirameycin, statins, cyclosporine

| Dvug combination calling for precautions in usae: anti-witamin K (reightanad sk of haamaormhageae)

Mo specihc precaulbions

Heaeturm 2 the usual dose of caolchecine as gueckly as possible (nsk ol recurrent inflammatonrny allacks wheaen
colchicing is stoppeedd)

In the face of cerlam siluatons hal the pabenl learms o recognise and thal carmnmy a polenbal nsk regpoenng an
inflammatory attack, the idea of pravantinee use of analgasics/MNSAlDs may be sugogestad

In cartain cases, such as thaosas in which particulardhy symptomatic patients are sitting school/university
examinations and n which onset of an inflammatory attack would also bhng about socio-professionsal
COMNSaSqUenNcCas, practitionars may somaimas decide to increass the colchicing for onae or mora waasks pror to
the poteniial rigger event; the dose will then need o be reduced again immeaediately afternsvards

Put the patiant at rest

If thera is abdominal pain:
. gentle massages wilh wanmn or cool undergarments
- relasation

if theere is back pain: ot compresses
if there is a psoudo-erysipelas skin disorder: biafine, rest, hypernzlevated limmb



3 Mo comtraindication to orngan or blood donation

3 In the avent of amyloidosis, this is systemiic and affects the Kidnaeys, the alimantary canal and andocrine glands
in particular. Kidney donation is not, therefore, indicated.

e Srvewenwe rphia neliPdaladpatho Proven'bmergency  FamubaiMedilerraneantever-en roSc D ool
Erphanat LK 45

F Please wisil woeoswr orpha.ned and tbype the name of the disease — in he suamimary page chick on “Expert caentres”
on the right tab — select “United Kingdom™ in the “Country™ field in the Expert centres paae.

F Waebhsite for the Refarance Canfra for Childhood Auto-inflammatory Disaasas: hittp dAasso orpha naet O E R E PRAAL

F Weabsite for the Association frangaise de la fidgvre maditarmmrandannae familiale [French FRMFE Association]
CAFFRF ) e affinf.orog

Thase mecorrmamndations frave beanr cormpiled in collaboration with Prolf Gilles Grafeaw, D VWarornigoss Heaerfogaen
{Pacdiafirics) armd Dr Katfa Sfankowvic Stojanowvic (adoulfts) Reference Cendfre for Chwidlbrood and Adolt Ao
wreflarmrmalory Deseases, he Assocalion frangaise oe fa hsvre maeciderrgneare fammisfe (ARFME) amd Dy Gates
Bagoir SANL-G3 | wor
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Fabrazyme
Replagal
Glivec
Tracleer
Trisenox
Somavert
Zavesca

Carbaglu

Aldurazyvme

Busilvex

Ventavis
Omnsenal
Litak
Lysodren
Pedea

Photobarr

[ ist of some orphan drues.

Dirug

Hare Discase
Fabry discase
Fabry discase
Chronic Myeloid Leukaemia
Pulmonary Arterial Hypertension
Acute promyelocytic leukaemia
Acromegaly
Gaucher disecase
Hyperammonaemia
Mucopolysaccharidosis

Haematopoietic Progenitor Cell
Transplantation

Pulmonary Arterial Hypertension
Familial Adenomatous Polyposis
Hairy Cell Leukaemia
Adrenal Cortical Carcinoma
Patent Ductus Arieriosus

Barret’s Oesophagus

Company
Genzyme
Shire
MNovartis
Actelion
Cephalon
Plizer
Actelion
Orphan Europe

Genzyvme

Pierre Fabre Limited

Bayer Schering Pharma
Prizer
Lipomed Gmbh
Laboratoire HFR.A Pharma
Orphan Europe

Axcan
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