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Upozornenie pre lekdrov tykajiice sa doddvok lieku Fabrazyme® (agalsidase beta).
PredlZenie meskania v normdlnom zdsobovani a odporucenia pre lieCbu u pacientov vykazujucich klinické

zhorsenie priznakov ochorenia.

Vazena pani doktorka, vdZeny pan doktor,

nasledne po komunikacii vo februdri 2010, v ktorej bol ozndmeny ndavrat k normalnemu zasobovaniu liekom
Fabrazyme od konca juna 2010, spolo¢nost Genzyme si Vés dovoluje informovat o dalsom predizeni nedostatku
lieku Fabrazyme a odporuceniach pre liecbu.

Spolo¢nost Genzyme zistila poruchu zariadenia vo vyrobnom zdvode Allston, ktord povedie
k pokra¢ovaniu nedostatku lieku Fabrazyme na eurépskom trhu. To znamena, Ze minimalne az do
konca septembra 2010 bude spoloénost Genzyme mat k dispozicii liek Fabrazyme len k pokrytiu
30 % celosvetového dopytu.

Spolo¢nost Genzyme preto vydava docCasné odporucenia pre lie¢bu, aby sa pacientom s Fabryho
chorobou umoznila dalSia adekvatna liecba. Odporucania liecby uvedené v predchadzajicom
DHCP (september 2009) zostavaju platné.

Na zaklade spontannych hlaseni neZiaducich ucinkov bol zaznamenany zvySeny vyskyt
klinickych priznakov progresie Fabryho choroby u pacientov so znizenym davkovanim. Bolest,
srdcové priznaky a strata sluchu predstavuju zvycajné priznaky Fabryho choroby. U pacientov
so znizenym davkovanim, ktori maju zostat pod sprisnenym lekarskym dozorom a pre tych,
ktori vykazuju zhor$enie zndmok ochorenia a/aleboneZiaduce Gé€inky prisidené znizenému
davkovaniu liekom Fabrazyme, sa odporuc¢a znovuobnovenie liecby v povodnom davkovani
alebo liecba alternativnym schvalenym liekom.

Vsetci pacienti, obzvlast ale ti, ktorym bolo upravené déavkovanie, maju byt pod sprisnenym
klinickym dohladom. Kazdé dva mesiace maju absolvovat kompletnd zdravotnd prehliadku
zahfnajucu vsetky vyznamné klinické parametre. Je nanajvys dolezité sledovat hladiny GL-3 v
plazme alebo v moci, pretoZe uroven GL-3 je momentalne ten najcitlivejsi parameter.

NeZiaduce ucinky maja byt nadalej hlasené obvyklym spdsobom. Pripominame tieZ oSetrujicim
lekdrom, aby pokracovali v zaznamenavani Cisiel podanych Sarzi lieku do zdravotnej dokumentdcie
pacientov.

Ide odocasné odporucenia pre liecbu ana aktudlne platnej Informdcii olieku v Suhrne charakteristickych
vlastnosti lieku Fabrazyme sa ni¢ nemeni. Toto odporucenie na liecbu zostane v platnosti len do vyriesSenia
problémov s dodavkami lieku.
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V pripade, Ze potrebujete akékolvek dalsie informacie, obratte sa, prosim, na miestne zastlpenie spolo¢nosti
Genzyme prostrednictvom e-mailu janette.fartelova@genzyme.com alebo telefonicky +421903425736.

S Uctou,

G A

Carlo Incerti, MD.
Riaditel R&D Europe

Priloha: Odporucanie pre liecbu liekom Fabrazyme , September 2009
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m Eurcpean Medicines Agency

Press office

London, 25 September 2009
Doc. Ref EMEAGI2SE3/2009

PRESS RELEASE
Supply shortage of Fabrazyme — updated treatment recommendations required for
adult male patients

of Fabrazyme (agalsidase betz), that the supply shortage of the medicme is more severe than
previously expected. The Agency’s Commuttes for Medicinal Products for Human Use (CHMP) has
therafore agreed to new temporary treatment recommendations, saying that not only female but also
male patients should receive 2 reduced dose of Fabrazyme. These recommendations revise the
recommendations proposed by the company in June 2009,

The updated recommendations during the supply shertage are as follows:

= Children and adolescents (=18 years) should receive Fabrazyme according to the recommended
dose and frequency.

= Adult male patients and adult female patients already treated/stabilised may recerve Fabrazyme
with an adjusted dose of 0.3 mgkg as maintenance dose every two weeks.

= Patients with adjusted dose regimens should be under close clmical surveillance. & fill madical
examination, including all relevant climical parameters, should be performed every two months.
It iz of the utmost importance to momtor the plasma GL-3 or winary GL-3 levels, as for the
moment the GL-3 level is the most sensitive parameter. Patients who demonstrate a deterioration of
diseasze should remitiate the crignal treatment with Fabrazyme.

These are temporary recommendations and do not change the currently approved Product Information
for Fabrayme. It is expected that these changes will need to continue until the end of the year.

Fabrazyme is used m the freatment of patients with Fabry disease, a rare, mherited enzyme-deficiency
disorder m which patients do not have enough of an enzyme called alpha-galactosidase A
The deficiency i this enryme cauwses certam fat melecules to accummlate m the body's tissues,
particularly the heart, kidneys, eyes and nerve tissue.

The supply shortage 15 caused by the shuttmgz down of Genzyme's production site for Cerezyme and
Fabrazyme m Allston Landing, in the Umited States of America in Jume 2009, becaunse wiral
contamymation (calicivirus of the type Vesivirus 2117) required samitisation of the bioreactors.
Therefore, the CHMP 1ssued temporary changes to the way Cerezyme and Fabrazyme are prescribed
and used in June 2009 to ensure that patients could contmue to have access to these medicines while
Genzyme was solving the manufacturing issues.

In August 2009, the Agency had to update the tempeorary changes for Cerezyme following notification
by the company that the existmg stocks for this medicime were lower than previously commumicated.

Genzyme has now mformed the Agency that mmwentories of Fabrazyme will also be lower than
anticipated because of low yields of the enzyme after the manufacturing process was restarted.
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