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I[HCTPYKLiA NMpo 3acToCyBaHHA NikapcbKoro 3acoby abo iHdopmalia Npo 3acToCyBaHHA
nikapcbKoro 3acoby, 3aTBepAXeHa 3rigHO 3 HOPMAaTUBHUMM BUMOramn KpaiHu 3asBHWKa/
BupobHuka abo KpaiHw, perynaTopHui opraH AKOi KepyeTbCs BUMCOKMMWU CTaHAapTamu
AKOCTI, WO BiANOBIAalOTb CTaHAapTam, pekomeHaoBaHum BOO3, Ta/abo 3rigHO 3
pe3ynbTaTaMu KNiHIYHMX BUNPOOyBaHb, BMKNageHa MOBOIK BignoBigHO A0 BUMOT WWOAO
MOBMW, BM3HauyeHWx ab3aLom APYrvuM YacTUHW TPeTboi CTaTTi 26 3akoHy YKpaiHu «[po

3acaav Aep>kaBHOI MOBHOI NONITUKN Y.

o Peectpauiiinoro nocBijueHHst
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IHCTpyKLiA Npo 3acTocyBaHHA NikapcbKoro 3acoby abo iHGopmaLlia NPo 3aCToCyBaHHA NiKapCbKoro 3acoby, 3aTBepLKeHa 3riffHO 3 HOPMATUBHUMM
BUMOramm KpaiHu 3asBHMKa/BUpo6HMKa abo KpaiHu, perynaTopHUM opraH sKOI KepyeTbCs BUCOKUMM CTaHA3PTamMu AKOCTI, WO BiANOBIAAOTH
CTaHfaprtam, pekomergosaHum BOO3, Ta/abo 3rigHo 3 pesynbTaTamMu KNiHiYHWX BUNPOBYBaHb, BUKNaAeHa MOBOIO BiANOBIAHO A0 BUMOT LLIOAO MOBMU,
BU3HaYeHnX ab3aljom APYrM YaCTUHN TPETLOI CTaTTi 26 3aKoHy YKpaiHu «[1po 3acaav AepKaBHOI MOBHOI NOMITUKMU».

Package leaflet: Information for the user o Peccrpauiiinoro nocsinuenus
No BiJl p.

Elaprase 2 mg/ml concentrate for solution for infusion
idursulfase

¥V This medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how
to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet.

What is in this leaflet:

What Elaprase is and what it is used for

What you need to know before you use Elaprase
How to use Elaprase

Possible side effects

How to store Elaprase

Contents of the pack and other information
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1 What Elaprase is and what it is used for

Elaprase is used as enzyme replacement therapy to treat children and adults with Hunter syndrome
(Mucopolysaccharidosis IT) when the level of the enzyme iduronate-2-sulfatase in the body is lower
than normal, helping improve the symptoms of the disease. If you suffer from Hunter syndrome, a
carbohydrate called glycosaminoglycan which is normally broken down by your body, is not broken
down and slowly accumulates in various organs in your body. This causes cells to function
abnormally, thereby causing problems for various organs in your body which can lead to tissue
destruction and organ malfunction and failure. Typical organs where glycosaminoglycan accumulates
are spleen, liver, lungs, heart, and connective tissue. In some patients glycosaminoglycan accumulates
also in the brain. Elaprase contains an active substance called idursulfase which works by acting as a
replacement for the enzyme that is at a low level, thereby breaking down this carbohydrate in affected
cells.

Enzyme replacement therapy is usually administered as a long-term treatment.

2. What you need to know before you use Elaprase
Do not use Elaprase:
If you have experienced severe or potentially life-threatening allergic-type reactions to idursulfase or

any of the other ingredients of this medicine (listed in section 6) and these cannot be control
appropriate medical treatment.
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Warnings and precautions
Talk to your doctor or nurse before using this medicine.

If you are treated with Elaprase you may experience side effects during or following an infusion (see
section 4 Possible side effects). The most common symptoms are itching, rash, hives, fever, headache,
increased blood pressure, and flushing (redness). Most of the time you can still be given this medicine
even if these symptoms occur. If you experience an allergic side effect following administration of
this medicine, you should contact your doctor immediately. You may be given additional medicines
such as antihistamines and corticosteroids to treat or help prevent allergic-type reactions.

If severe allergic reactions occur, your doctor will stop the infusion immediately, and start giving you
suitable treatment. You may need to stay in hospital.

The nature of your genotype (a genetic make up of all active genes in human cells, which determines
one’s specific, individual characteristics) may influence your therapeutic response to this medicine, as
well as your risk of developing antibodies and infusion-related side effects. In individual cases, so-
called ‘neutralising antibodies’ may develop, which may diminish activity of Elaprase and your

response to treatment. The longer term effects of antibody development on response to treatment have
not been established. Please consult your doctor for additional information.

Other medicines and Elaprase
There is no known interaction of this medicine with other medicines.

Tell your doctor, pharmacist or nurse if you are taking, have recently taken or might take any other
medicines.

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor or pharmacist for advice before taking this medicine.

Driving and using machines
This medicine has no or negligible influence on the ability to drive and use machines.
Elaprase contains sodium

This medicine contains 0.482 mmol sodium (or 11.1 mg) per vial. To be taken into consideration by
patients on a controlled sodium diet.

3 How to use Elaprase

Always use this medicine exactly as your doctor has told you. Check with your doctor if you are not
sure.

This medicine will be given to you under the supervision of a doctor or nurse who is knowledgeable
in the treatment of Hunter syndrome or other inherited metabolic disorders.

The recommended dose is an infusion of 0.5 mg (half a milligram) for every kg you weigh

Elaprase has to be diluted in sodium chloride 9 mg/ml (0.9%) solution for infusion befo,
dilution this medicine is given through a vein (drip feed). The infusion will normally 1
3 hours and will be given every week.
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Use in children and adolescents
The recommended dosage in children and adolescents is the same as in adults.

If you use more Elaprase than you should

There is no experience with overdoses of this medicine.

If you forget to use Elaprase

If you have missed an Elaprase infusion, please contact your doctor.

If you have any further questions on the use of this medicine, ask your doctor or nurse.

4.  Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Most side effects are mild to moderate and associated with the infusion, however some side effects
may be serious. Over time the number of these infusion-associated reactions decreases.

If you have problems breathing, with or without bluish skin, tell your doctor straight away and
seek immediate medical assistance.

Very common side effects (may affect more than 1 in 10 people) are:
. Headache

. Flushing (redness)

. Shortness of breath, wheezing

. Abdominal pain, nausea, vomiting, frequent and/or loose stools

. Chest pain

. Hives, rash, itching, redness of the skin

. Fever

- Infusion-related reaction (see section entitled “Warnings and precautions”)

Common side effects (may affect up to 1 in 10 people) are:

. Dizziness, tremor

. Rapid heartbeat, irregular heartbeat, bluish skin

. Increased blood pressure, decreased blood pressure

. Difficulty breathing, cough, low oxygen levels in your blood

. Swollen tongue, indigestion

. Pain in the joints

. Infusion-site swelling, swelling of the extremities, facial swelling

Uncommon side effects (may affect up to 1 in 100 people) are:
. Quickened breathing

Side effects for which frequency is not known (cannot be estimated from available data) are:
. Serious allergic reactions

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any [possi
effects not listed in this leaflet. You can also report side effects directly via the nation
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system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

S. How to store Elaprase
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the label and carton after EXP. The
expiry date refers to the last day of that month.

Store in a refrigerator (2°C — 8°C)

Do not freeze

Do not use this medicine if you notice that there is discolouration or presence of foreign particles.

Do not throw away any medicines s via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Elaprase contains

The active substance is idursulfase, which is a form of the human enzyme iduronate-2-sulfatase.
Idursulfase is produced in a human cell line by genetic engineering technology (it involves the

introduction of genetic information into human cells in the lab, which will then produce the desired
product).

Each vial of Elaprase contains 6 mg of idursulfase. Each ml contains 2 mg of idursulfase.

The other ingredients are Polysorbate 20, sodium chloride, dibasic sodium phosphate, heptahydrate,
monobasic sodium phosphate, monohydrate and water for injections.

What Elaprase looks like and contents of the pack

This medicine is a concentrate for solution for infusion. It is supplied in a glass vial as a clear to
slightly opalescent, colourless solution.

Each vial contains 3 ml of concentrate for solution for infusion.
Elaprase is supplied in pack sizes of 1, 4 and 10 vials per carton. Not all pack sizes may be marketed.
Marketing Authorisation Holder

Shire Human Genetic Therapies AB
Vasagatan 7

111 20 Stockholm

Sweden

Tel: +44(0)1256 894 959

E-mail: medinfoEMEA @shire.com
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Manufacturer

Shire Pharmaceuticals Ireland Limited
Block 2 & 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

Ireland

This leaflet was last revised in

This medicine has been authorised under “exceptional circumstances”. This means that because of the
rarity of this disease it has been impossible to get complete information on this medicine.

The European Medicines Agency will review any new information on the medicine every year and
this leaflet will be updated as necessary.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.cu. There are also links to other websites about rare diseases and treatments.

This leaflet is available in all EU/EEA languages on the European Medicines Agency website.

The following information is intended for healthcare professionals only:
Instructions for use, handling and disposal
L. Calculate the total dose to be administered and number of Elaprase vials needed.

2. Dilute the total volume of Elaprase concentrate for solution for infusion required in 100 ml of
sodium chloride 9 mg/ml (0.9%) solution for infusion . It is recommended to deliver the total
volume of the infusion using a 0.2 um in line filter. Care must be taken to ensure the sterility of
the prepared solutions since Elaprase does not contain any preservative or bacteriostatic agent;
aseptic technique must be observed. Once diluted, the solution should be mixed gently, but not
shaken.

3; The solution should be inspected visually for particulate matter and discolouration prior to
administration. Do not shake.

4. It is recommended that administration is started as soon as possible. The chemical and physical
stability of the diluted solution has been demonstrated for 8 hours at 25°C.

= Do not infuse Elaprase concomitantly in the same intravenous line with other medicinal
products.

6. For single use only. Any unused product or waste material should be disposed of in accordance
with local requirements.
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JIncrok-Braaaui: Indopmauis nis kopucTyBaya

Enanpasa 2 mr/ma
KOHIIEHTPAT /Ul PO3YMHY 1J18 IHQY3iii
inypcynbdaza
V1leii nikapcbkuii 3aci0 miaisirae 10JaTKOBOMY MOHITOPHHTY, LIO J03BOJMTH IUBHIKO BHSBUTH
HOBY iH(opMalito moao Oe3nekr. Bu MoxeTe JTOMOMOTTH, MOBIIOMMBIIHN MPO OYIb-AKi MOXIUBI
no6iuni epexru. JuB. kineup Po3ainy 4 sik noBimoMisTi mpo noGiuHi peaxiii.

Ilepen 3acTrocyBaHHSIM JaHOro JKapchbKoOro 3aco0y YBakHO NPOYHTATE el JHCTOK-
BKJIAJHUI, OCKIJILKH BiH MiCTHTh BaxJIuBY iHdopMaliio 115 Bac.

— 36epiraiiTe ueii nucTok-BKIaML. MoxinBo, Bam notpi6Ho Gy/e 3BepHYTHCS 10 HBOTO i€ pas.
— Slxkmo y Bac BunHuKIM Oyap-siki 10JATKOBI NMUTaHHS, 3BEPHITBCSA OO Jiikaps, dapmaneBra abo
MEJICECTPH.

— Le¥i npenapar npusHaueHui ocobucro Bam. He mepenasaiite Horo iHmmm ocobam. Bin moske
3aBJlaTH IM LIKOJIH, HaBITh AKIO CUMITOMH iX 3aXBOPIOBaHHS NOAIOHI 10 Barmx.

— SIxkmo y Bac € O6ynp-ski mo6iuHi peakuii, 3BepHiThcs 10 Bamoro sikaps, dapmauesra abo 10
meacectpu. Lle Bkmodae Gyap-ski MOXIIMBI MOOIYHI peakilii, HE MepesiyeHi B IbOMY JIHCTKY-
BKJIQALII].

1I{o € B uboMy JIMCTKY-BKJIAAMILI:

1. Ilo Take Enanpasa i u1st 40ro BOHa 3aCTOCOBY€ETHCS

2. Ilo Bam notpiOHO 3HaTH nepen 3actocyBanHsM Emanpasu
3. SIx 3actocoByBatu Enampasy

4. Mo>nuBi no0iuHi peaxiil

5. Sk 36epirarun Enanpasy

6. BmicT ynakoBkH Ta iHIIa iHpopMmallis

1. o Take Enanpasa i 1,151 4oro BoHa 3aCTOCOBY€EThCS

Enanpasa BMKOpUCTOBYETbCS B SIKOCTI 3aMicHOI (hepMEHTHOI Tepamil s JiKyBaHHs iTeil i
nopoenux i3 cunapomoM Xantepa (Mykonosnicaxapuno3 II), npu piBai depmenty imyponar—2-
cyipdarasy B OpraHisMi HH)KYe HOPMH, [UIsi TOKpAIlEHHs CHUMOTOMIB XBopobu. Skimo Bu
CTpaK/a€Te Ha CUHAPOM XaHTepa, BYIJIEBOJ, SIKMH Ha3MBAETHLCS TUIIKO3aMIHOTIIIKaH, 10 3BHYaiiHO
PO3LIENIIOETECs y Bamomy opranismi, He pO3IIEIUTIOETBCS | MOBUIBHO HAKONHYYEThCS Y Pi3HUX
opranax Bamoro opranizmy. lle npu3BoauTe 10 NOpYmIeHHS (GYHKUIOHYBAHHS KIITHH, IO
CNIPUYUHSIE TIOPYLIEHHS Pi3HUX OpraHiB y BamoMy opranismi, 110 MOe MPU3BECTH 10 PYHHYBaHHs
TKaHWH, a TAKOXK MOPYIIEHHs (YHKUIH Ta BiIMOBM opraHiB. THIIOBI opraiu, B IKUX HAKOMMYYETHCS
TJIIKO3aMiHOTJIKaH, — cesle3iHKa, NediHka, JereHi, ceple i CrojydHa TKaHuHa. Y JesKuX XBOPHX
TJIIKO3aMiHOTIIIKaH TaKOK HAaKONHMYYeTbCs y MO3Ky. Enanmpasa MicTTB [il0dy pedoBHHY —
inypcynbdasy — sxa 3aMinsge GepMeHT, piBeHb SKOTO € HEeJOCTATHIM, PO3ILEIIIOYH Lii BYIJIEBOIM
B YpaXXCHUX KIIITHHAX.

depMeHTHO3aMiCHA Teparlis 3a3BUYail IPU3HAYAETHCS! LISl TPUBAJIOTO JTIKYBaHHS.

2. lllo Bam noTpi6Ho 3HaTH nepexn 3acrocyBanusm Enanpasn

He 3actocoByiite Enanpas3y:

SAxwo y Bac BunukiM cepitosni abo moteHIiiiHo HeGe3neuHi Uisi )KUTTs peakilii arepriyHoro THITY
1o inypcyabdasu, abo 10 Gyab-SKUX JOMOMDKHAX PEYOBHMH JAHOTO JIKapchKOro 3acoby (3a3HaueHi
y Po3nini 6), i ix He MOXHA KOHTPOJIOBATH 3a JAONIOMOTOIO BiIMOBITHOTO JiKYBaHHS.

OcobauBocTi 3acTocyBaHHs i 3ax011 0e3neKH

[IpokoHcynpTyiiTech 3 JikapeM abo MeICecTpOIO Nepe]] 3aCTOCYBAaHHSM 1bOI'0 IIpena
Slkwo Bu npuiimaere Enanpasy, y Bac MOxyTh BUHMKHYTH TO6i4HI peakuii mix
indys3ii (nuB. Po3nin 4 « Moscausi nobiuni eghexmuy). HalinommpeHimmmmMu cuMIToN
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BUCHUIIAHHSI, KPOTIMB JHKA, JUXOMAaHKa, TOJOBHUI Oilb, MiABUIIEHUH THCK i NPUIUIMBH KPOBI 10
00nnyys. HapiTh SKIIO LI CMMNTOMM BHHHKAIOTh, y OUIBLIOCT] BUMaakis Bam Bce 1ie mMoxHa
BUKOPUCTOBYBaTtH NaHuWi npenapar. Sxmo y Bac Bunukia anepriyna noGidna peakiis micis
NpU3HAYEHHS LBOTO mpenapary, Bam HeoOXinHO HeraitHO 3BepHyTHCs 0 Jjikaps. Jlus nikyBaHHs
abo 3anobiranus peakliif anepriyHoro Tumy Bam MOKyTh MPU3HAYHTH J0AATKOBI JTiKapchki 3aco0u,
TaKi K aHTHTiCTaMiHHI IpenapaTi abo KOPTUKOCTEPOI/IH.

Ilpn BUHMKHEHHI rocTpoi anepridHoi peakuii Baiu jikap Mae HeraiiHo 3ynuHUTH iHOY3il0 iHaTaTh
HeoOX1IHy MeanyHy Jonomory. MoxuiiBo, BaM HeoOXinHo Gyzie 3anuIInTHCD y JliKapHi.
OcobmuBocti Bamoro reHoTunmy (CyKymHIiCTh BCIX aKTMBHHX T€HIB y IIOACBKMX KIiTHHAX, 1O
BU3HAYae crneuu@iuni, iHAMBiMyanbHi XapaKTEPUCTHUKH JIIOIWHM) MOXe BIUIMBATH Ha Bamy
BIANOBI/b Ha JiKyBaHHA JaHUM JiKapbKUM 3ac000M, Tak caMo SIK i Ha pU3HK YTBOPEHHS aHTHTIN i
NOB's3aHKX 3 iH(Dy3iero MoOIMHMX peakiiii. B oKkpeMHX BHIIaKax MOXKYTh YTBOPMTHCS Tak 3BaHi
"HeHTpani3yioui aHTUTIIA", sIKi MOXKYTh 3MEHIUWTH aKTUBHicTh Enanpasu Ta Bamy peakuiio Ha
nikyBaHHs. JIOBroCcTpOKOBHX e(heKTiB Bil yTBOPEHHs AHTHTL1 y BiANOBiNb Ha JiKyBaHHs He
BCTAHOBJICHO. Bynb nacka, NpOKOHCYnbTyHTecss 3 Bammwm Jikapem i OTpUMaHHS 0JaTKOBOT
iHdopmarii.

Inmi nikapebki 3aco6u Ta Enanpasa

Hemae nanux npo B3aeMoziito 1aHOTO JIKapchbKoro 3aco0y 3 IHIIMMH JIKapChbKUMHU 3aC00aMHu.
Iosinomre Bamoro nikaps, dapmaresra abo MejcecTpy, AKIO Bu npuiimaere, HellogaBHO
npuiiMany abo naHyere NpuiiMary Oyab-sKi iHIIi JTiKapchbKi 3aco0Hu.

BariTnicTs i ronyBanus rpyaaio

Sxwo Bu Barithi, abo romyere rpynmo, abo BBaxaere, WO MOXeTe OyTH BariTHO0, abo MyaHyeTe
MaTH JUTHHY, TiopaabTecs 3 Bamum sikapeM abo ¢apMaleBTOM Hepea THUM, sK NpuiiMaty uei
JiKapchKUi 3acio.

Bniue Ha 31aTHiCTH KepyBaTH aBTOMOGiIEM Ta BHKOPHCTOBYBATH MeXaHi3MH
Leit nikapcekuii 3aci® He Mae KOXHOTO YM Mae HE3HAYHMN BIUIMB Ha 3/aTHICTH KepyBaTH
aBTOMOOLIEM Ta BAKOPHCTOBYBATH MEXaHI3MH.

Enanpasa mictuth HaTpiii
Leii npenapar mictuth 0,482 Mmob Hatpito (abo 11.1 mr) y ¢nakoni. Lle notpi6Ho BpaxoByBaTH
NalieHTam, 110 KOHTPOJIKOIOT CIIOKUBAHHs HaTpio.

3. sIk 3acrocoByBaTH Ejanpa3sy

3aBXx/¥ 3aCTOCOBYHTe e Jikapchkuii 3acib came Tak, sk Horo Bam npusnauns Baw sikap. Skimo
Bu He BreBHeHi, MopajbTeCh Ta NepeBipTe MPU3HAYEHHs pa3oM 3 BammM jikapem.

By moBuHHI ipuiiMaTy Nanuit npenapar mia HarIsgoM Jikapsi, 860 MeZcecTpH, AKi MaroTh JTOCBI y
JIKyBaHHi CMHApOMY XaHTepa, abo HIINX MeTaboiHUX PO3IaiB.

PexoMennioBana no3a — ingysis 0,5 mr (miB-mizirpama) Ha KokeH Kinorpam Mmacu Tima. Ilepen
3acrocyBaHHsM Enanpasa possoautscs y 9 mr/mi (0,9%) po3uuHy HaTpiro XI0pUAY Als iHpys3i.
Ilicns  po3sesieHHs mnpenapar BBOAMTBCS LLISXOM BHYTPIIUHBOBEHHOT iH(Y3ii (KparembHo).
3BuyaiiHo iH]y3is TpuBae Big 1 10 3 TOAMH i MPOBOAMTHCS IOTHIKHSL.

3acrocyBaHHs y AiTeil i miamiTkiB
Jlikapebkuii 3aci6 3aCTOCOBYIOTE AITSIM Ta MiATITKaM B OJHAKOBIH 3 T0pOCIMMHE 1031,
Slkwo Bu npuiinanu Enanpasu 6inbuie Hixk noTpiono

Hewmae nanmx IIpO BUITAIKH MIE€PEA03YBAHHS JaHUM JIiKapCbKI/IM 3ac000M.

SIxkuo Bu 3a0ysiu npuiinsitn Enanpasy
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Sxio Bu nponyctunm indysito Enanpasy, Gya nacka, 38'sokitbes 3 Bawum sikapem.
Sxuto y Bac e 6yab-ski nmojankiui 3anuTalHs mo40 3aCTOCYBaHHs bOTO Mpenapary, 3BEPHIThCs 10
Bamoro nikaps abo mexacectpu.

4. Mox1uBi nobiuni peakuii

Ak 1 Oyap-skuii nikapebkuil 3aci6, neil npemapar Moxe BMKIMKAaTH MOGIYHI peakiii,aki, omHak,
CIIOCTEPIraloThCsl He Y BCIiX Malli€HTIB.

Bubwicts noGiunux peaxilii nerki ao MomipHi 3a cTyneHeM TAKKOCTI, Ta € iHdy3iHIMH, 0HaK,
Jesiki 3 HHX MOXYTh OYTH CepHO3HMMH. 3 4YacoM KUIBKIiCTh TOB'S3aHUX 3 iHDY3i€l0 peakiiit
3MEHIIYEThCS.

Sxwmo y Bac € npoGsiemn 3 quxanHsam 3 abo Ge3 niaHo3y, Heraiino nosizomre Bamoro jikaps i
HEraiiHo 3BepPHIThCs 32 MeIHYHOIO 10IIOMOT 010,

Hyxe yacTumy MOGIYHUMH peaKIisiMU (MOXKYTh BAHMKHYTH Ginbin Hixk y 1 3 10 nauieHTiB) €:

* TOJIOBHUI O1Ib;

* IPUILIMBY KPOBi 710 001Myyst (MOYEPBOHIHHS);

* 33]IMIIKA, CBUCTSUE TUXAHHS;

* GIb y KMBOTI, HYZ0Ta, GIIOBAHHS, PO3JIajl LLIYHKY, 4acTi i/a60 pinki BUIOPOKHEHHS;

* OlIb y Ipyasx;

* KPOIIUB'sIHKA, BUCHII, CBEPODK, MOUYEPBOHIHHS LIKipH

* IMXOMAaHKa; v

* peakuii, moB's3ani 3 indysismu (auB. Posnin «Ocobausocmi sacmocyeanns i 3anobischi 3ax00u»).

Hactumu noGiYHMMY peakuisMu (MOXYTh BAHMKHYTH y 1 3 10 nauienTis) e:
* 3a1laMOPOYEHHS, TPEMOD;

* TaxikapAis, apuTMisi, I[iaHo3;

* MiZIBUILEHUH apTepianbHUil THCK, 3HMIKEHUH apTepialbHui THCK;

* YCKJIa[HEHHs IMXaHHsl, KallleJlb, HU3bKHI PiIBEHb KMCHIO B KPOBI;

* HaOpsIK A3UKa, PO3Jaj IUIYHKY;

* apTpanris;

* HabpsiK y Micli npoBeneHHs iH(y3ii, HaGpsAK KiHUIBOK, HAOPSK 0BIMYYS.

Heuactimu npo6iunmumu peakiismMu (MokyTh BUHHKHYTH y 1 3 100 nauienTis) e:
* IPUCKOPEHE JTHUXaHHS.

[oGiuHnMH peakuismu, 4acTOTa sSKMX HeBiIOMa (YacTOTy HE MOKHA po3paxyBaTH 3a HasBHUMH
JaHUMH) €:
* CepHO3HI allepriuHi peakii.

IToBizomaenns npo no6iyni peakuii

Sxmo y Bac Bunnkim Gyap-siki noGiuni peakuii, 3BepHiThes g0 Bamoro sikaps, dapmaresra aGo
no mencectpu. lle Brmoyae Oyab-sxi MOKIMBI M0GIHI peakuii, He 3a3HaueHi B LBOMY JIHCTKY-
BKJIAJHLIL. By Takox MoskeTe MOBIZOMUTH Npo nobiuni peakiii Ge3nocepeaHbo yepe3 HalllOHATbHY
cucTeMy 3BITHOCTI (auB. Hukue). TloBimomisoun npo noGiuni peakuii, Bu Moere ZOMOMOIrTH
Hajaty Giibie iHpopmanii moo Ge3rneku uboro npenapary.

Cnoayuyene Kopoaiserso
Cxema x0BTOT KapTH

Bebcaiit: http://www.mhra.gov.uk/yellowcard a6o 3uaiinits )KoBTy kapTy AreHtcTBa
34 UKICTIO JiKApebKUX 3ac00iB Ha Google Play aGo Apple App Store.

Ipnanpis
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DapmMakoHarjs ] ipJ1aHachbKol paau 3 JiKapchbKux 3aco0iB
Epncdopr Teppac (Earlsfort Terrace)

IRL - qyGmin 2

Ten.: +353 1 6764971

®axc: +353 1 6762517

BebGcaiit: www.hpra.ie

e-mail: medsafety@hpra.ie

5. 51k 30epiratu Enanpa3sy

36epiraiiTe y HEIOCTYITHOMY Ulsi JIiT€H MiCILi.

He 3actocoByiiTe npenapar niciist 3akiH4eHHs TEPMiHY IPUIATHOCTI, 3a3HAYEHOT0 Ha YIAKOBIIi.
Jlata 3aKiHUeHHs TepMiHy NPUJATHOCTI BITHOCHTBLCSA 10 OCTAHHBOIO JHS Micslls, 3a3HAUEHOro Ha
YTIaKOBIIi.

36epiratv B XOJNOAMIBHUKY IpH Temmneparypi 2°C — 8°C.

He 3amopoxyBatu.

He 3actocosyiiTe neit npenapar, sikio Bu nomitiuiam 3miny xonbopy abo MpHCYTHICTH CTOPOHHIX
YaCTOK.

He cxunaiite Oynp-siki niku y kaHami3auiifiHi CTOKM i He BUKMIaiiTe iX pa3oM 3 MOGYTOBUMH
Bixojamu. 3anmTaiite dapmaieBTa, SK yTHI3yBaTH Jiikd, siki Bu Ginbme He 3actocoByere. Ili
3aX0/11 I0TIOMOXKYTh 3aXUCTUTH HABKOJIMIIIHE CEPEIOBHIIIE.

6. BmicT ynakoBku Ta iHwa ingopmanis

{0 mictuTh Enanpasa

Hito4oto pedoBHHOIO € inmypcynbbhaza, ska € (OPMOIO JHOACBKOTO (DepMEHTY imypoHaT—2-
cyabdarasu. Inypcynsdasa oTpuMana Ha JiHii KIITHH JFOIMHM 33 JOIIOMOIOIO TE€XHOJOTIH IeHHO
1HKeHepii (BOHa BKIOYae JabopaTOpHe BHECEHHS MeHeTHYHOT iHhopMallii y MoackKi KIiTHHY, AKi
noTiM OyayTh BUPOOISTH HeoOXimHMME hepMeHT).

Koxen ¢nakon Enanpasu MicTuTs 6 Mr igypeysibdasn.

1 MJI KOHUIEHTpATy U1 PO3YMHY JUIst iH(Y3ii MicTUTb 2 MI inypcyabhasi.

HonomikHi peuoBuHM — mojicopbar 20, HaTpilo Xxiopua, Hartpilo rigpodocdary remrarimpar,
HaTpito auriapodocdary MoHOTIApaT, BoAa VIS iH'€KITiH.

SIx Burasinae Enanpasa ta BMicT ynakoBKu

Lleii stixapcbkuit 3acid € KOHLEHTPATOM Ul PO3YMHY Aist iHQys3iil, wo ABse co6o10 mpo3opy abo
3JIerKa OManecueHTHy 6e30apBHY PIIMHY Y CKISHUX (BIaKkoHaX.

Kosken pnakon MicTHTE 3 M1 KOHLIEHTpATY U1 pO3UHMHY 1715 iHbY3ii.

Enanpasa Moxe Gytu pospacosana nmo 1, 4 ta 10 ¢nakoHiB B kapToHHMX KopoOkax. Y mpogaxy
MOXYTb OYTH He BCi pO3MipH yakoOBOK.

BuiiacHuk peectpaniiinoro nocsiguenns

Ilaiiep Xpromen Ixenetik Teparic AB (Shire Human Genetic Therapies AB)
Bacararan 7

111 20 Crokroasm

IlIBeuis

Ten.: +44(0)1256 894 959

E-mail: medinfoEMEA @shire.com

Vasagatan 7

111 20 Stockholm

Sweden

Tel.: 144(0)1256 894 959

E-mail: medinfoEMEA @shire.com
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BupobHuk

Iaitep ®apmacbrotrkans Ainen Jita (Shire Pharmaceuticals Ireland Limited)
Brnox 2 ta 3, Maiizen Ilnasa,

ByJ. Jloyep Berror 50-58,

Jy6nin 2, Ipnanmis

Block 2 & 3, Miesian Plaza,
50-58 Baggot Street Lower,
Dublin 2, Ireland

JlaTa 0cTaHHBOIO NeperJisiay UbOro JHCTKA-BKJIA/HINA —

Llert mpenapar 3apeecTpoBaHMi 3a NpoLEypolo "BUHATKOBI obcTaBunm”. Lle o3Hauae, mo yepes
piaKicTb XBOpoOHU Gy/10 HEMOKIMBO OTPUMATH TIOBHY iH(pOpMaIilo NpoJanuii Jikapchkuii 3aci6.
€Bponelicbka areHuis 3 JikapchKMX 3aco0iB WOPOKY po3risgaTiMe Oyb-AKy HOBY iH(pOpMAIlilo,
sIKa CTOCYETHCA Nperapara, i OHOBJIIOBATH AaHM# JTMCTOK-BKIANII Y Mipy HEOOXiIHOCTI.

Inwi poxepena indopmanii

Hetanbna inpopmanis mpo mei mpemapar noctynHa Ha BeG-calfTi €Bpomeiichkoi areHmil 3
JiKapchkuX 3acobiB: http://www.ema.europa.eu. € TakoX NOCHIAHHS Ha iHIII BeG-cailTH OO0
PUIKICHUX 3aXBOPIOBAHb Ta iX JIKyBaHHS.

Lledt mmcTok-BKIAmMII JOCTYNHUH Ha Beix mMoBax €C/€E3 ma caiiti €Bponeiichkol areHuii 3
JKapChKUX 3ac00iB.

Hacrtynna inpopmallis npusHadeHa e Uik MeJMYHHX NPalliBHUKIB:

IncTpykuisi i3 3acTocyBanus, po3BeaeHHs i yTuiaizaunii

1. Pospaxysatu 3arajibHy /103y, 110 OBHHHA OYTH BBeJeHa i KinbKicTh drakoHis 3 Enanpasoro.

2. Pospectn 3aranphuii o6car Enanpasy, KOHUEHTpaTy Uls IPUrOTYBaHHA PO3YMHY Uls iHAY3ii,
AKUH  HeoOximHo BBectH, y 100 Ma posunmHy Hatpito xaopuay 9 wmr/ma (0,9%) s
in(dy3ii. PekoMenayeThes BBOANTH 3aranbhuii 06°eM iHbY3ii, BUKOPUCTOBYIOUH HiHiHMHA GLILTD 3
aiaverpomM mop 0,2 wmkMm. HeoOxigHo moTpumyBaTmcs oOepexkHOCTi 1isi  3a0e3ledeHHst
CTEpHJIBHOCTI NPUrOTOBAaHMX pO3YMHIB, OCKUIbKM Enanpasa He MicTHTL KoHCepBaHTIB aGo
0aKTepioCTaTMYHOTO areHTy; HEOOXiAHO NOTpUMyBaTHcs acenTuku. Onpasy Ticis po3BeAeHHs
PO34MH 00EPEKHO NEePEMILIYIOTh, alle HE CTPYILYIOTh.

3. Ilepen 3acTOCYBaHHSAM L€l PO3YMH NOTPIOHO Bi3yalbHO MEPEBIPHTH LI0J0 HASBHOCTI TBEPAMX
4acTOK Ta 3MiH kosbopy. He ctpymysary.

4. PexoMeHyeTbcs MOYMHATH BBEJCHHs SKHAMLIBAJLIE Ticas po3BeaeHHs. Ximiuna i disuuna
CTabUIbHICTL PO3BE/IEHOTO PO3YKHY IIPOJEMOHCTPOBAHA MPOTATOM 8 roauH mpu 25°C.

5. He cnin BBognTn Enanpasy onnoyacHo 3 iHIIMMH Jlikapchkumu 3aco6aMu B Tiii ke iH(y3iiiHiii
TpyOIIi.

6. Jluwe 151 oxHOpasoBoro BUKopucTaHHs. HeBukopucTanmii mikapebkuit 3aci6 cain yruisysaru
BIIMOBIZIHO JI0 MiCLIEBMX BUMOT.
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ANNEX T

SUMMARY OF PRODUCT CHARACTERISTICS




178

¥ This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1.  NAME OF THE MEDICINAL PRODUCT

Elaprase 2 mg/ml concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains 6 mg of idursulfase. Each ml contains 2 mg of idursulfase*.

Excipient with known effect
Each vial contains 0.482 mmol of sodium.

For the full list of excipients, see section 6.1.

* idursulfase is produced by recombinant DNA technology in a continuous human cell line.

3.  PHARMACEUTICAL FORM

Concentrate for solution for infusion (sterile concentrate).
A clear to slightly opalescent, colourless solution.

4.  CLINICAL PARTICULARS

4.1 Therapeutic indications

Elaprase is indicated for the long-term treatment of patients with Hunter syndrome
(Mucopolysaccharidosis II, MPS II).

Heterozygous females were not studied in the clinical trials.
4.2 Posology and method of administration

This treatment should be supervised by a physician or other healthcare professional experienced in the
management of patients with MPS II disease or other inherited metabolic disorders.

Posology
Elaprase is administered at a dose of 0.5 mg/kg body weight every week by intravenous infusion over

a 3 hour period, which may be gradually reduced to 1 hour if no infusion-associated reactions are
observed (see section 4.4).

For instructions for use, see section 6.6.

Infusion at home may be considered for patients who have received several months of tr
clinic and who are tolerating their infusions well. Home infusions should be perform
surveillance of a physician or other healthcare professional.
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Special populations
Elderly patients
There is no clinical experience in patients over 65 years of age.

Patients with renal or hepatic impairment
There is no clinical experience in patients with renal or hepatic insufficiency. (see section 5.2).

Paediatric population
The dose for children and adolescents is the same as for adults, 0.5 mg/kg body weight weekly.

Method of administration
For instructions on dilution of the medicinal product before administration, see section 6.6

4.3 Contraindications

Severe or life-threatening hypersensitivity to the active substance or to any of the excipients if
hypersensitivity is not controllable.

4.4 Special warnings and precautions for use

Infusion-related reactions

Patients treated with idursulfase may develop infusion-related reactions (see section 4.8). During
clinical trials, the most common infusion-related reactions included cutaneous reactions (rash,
pruritus, urticaria), pyrexia, headache, hypertension, and flushing. Infusion-related reactions were
treated or ameliorated by slowing the infusion rate, interrupting the infusion, or by administration of
medicinal products, such as antihistamines, antipyretics, low-dose corticosteroids (prednisone and
methylprednisolone), or beta-agonist nebulisation. No patient discontinued treatment due to an
infusion reaction during clinical studies.

Special care should be taken when administering an infusion in patients with severe underlying
airway disease. These patients should be closely monitored and infused in an appropriate clinical
setting. Caution must be exercised in the management and treatment of such patients by limitation or
careful monitoring of antihistamine and other sedative medicinal product use. Institution of
positive-airway pressure may be necessary in some cases.

Delaying the infusion in patients who present with an acute febrile respiratory illness should be
considered. Patients using supplemental oxygen should have this treatment readily available during
infusion in the event of an infusion-related reaction.

Anaphylactoid/anaphylactic reactions
Anaphylactoid/anaphylactic reactions, which have the potential to be life threatening, have been
observed in some patients treated with idursulfase up to several years after initiating treatment. Late
emergent symptoms and signs of anaphylactoid/anaphylactic reactions have been observed as long as
24 hours after an initial reaction. If an anaphylactoid/anaphylactic reaction occurs the infusion should
be immediately suspended and appropriate treatment and observation initiated. The current medical
standards for emergency treatment are to be observed. Patients experiencing severe or refractory
anaphylactoid/anaphylactic reactions may require prolonged clinical monitoring. Patients who have
experienced anaphylactoid/anaphylactic reactions should be treated with caution when re-
administering idursulfase, appropriately trained personnel and equipment for emergency resuscitation
(including epinephrine) should be available during infusions. Severe or potentially life-threatening
hypersensitivity is a contraindication to rechallenge, if hypersensitivity is not controllable (see
section 4.3).

Patients with the complete deletion/large rearrangement genotype
Paediatric patients with the complete deletion/large rearrangement genotype have a high prg
of developing antibodies, including neutralizing antibodies, in response to exposure to idurfy
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Patients with this genotype have a higher probability of developing infusion-related adverse events
and tend to show a muted response as assessed by decrease in urinary output of glycosaminoglycans,
liver size and spleen volume compared to patients with the missense genotype. Management of
patients must be decided on an individual basis (see section 4.8).

Sodium
This medicinal product contains 0.482 mmol sodium (or 11.1 mg) per vial. To be taken into
consideration by patients on a controlled sodium diet.

4.5 Interaction with other medicinal products and other forms of interaction
No formal medicinal product interaction studies have been conducted with idursulfase.

Based on its metabolism in cellular lysosomes, idursulfase would not be a candidate for cytochrome
P450 mediated interactions.

4.6  Fertility, pregnancy and lactation

Pregnancy
There are no data or limited amount of data from the use of idursulfase in pregnant women. Animal

studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity (see
section 5.3). As a precautionary measure, it is preferable to avoid the use of idursulfase during

pregnancy.

Breast-feeding
It is not known whether idursulfase is excreted in human breast milk. Available data in animals have

shown excretion of idursulfase in milk (see section 5.3). A risk to the newborns/infants cannot be
excluded. A decision must be made whether to discontinue breast-feeding or to discontinue/abstain
from idursulfase therapy taking into account the benefit of breast feeding for the child and the benefit
of therapy for the woman.

Fertility

No effects on male fertility were seen in reproductive studies in male rats.
4.7  Effects on ability to drive and use machines
Idursulfase has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

Adverse reactions that were reported for the 32 patients treated with 0.5 mg/kg idursulfase weekly in
the TKT024 phase II/IIl 52-week placebo-controlled study were almost all mild to moderate in
severity. The most common were infusion-related reactions, 202 of which were reported in 22 out of
32 patients following administration of a total of 1580 infusions. In the placebo treatment group

128 infusion-related reactions were reported in 21 out of 32 patients following administration of a
total of 1612 infusions. Since more than one infusion-related reaction may have occurred during any
single infusion, the above numbers are likely to overestimate the true incidence of infusion reactions.
Related reactions in the placebo group were similar in nature and severity to those in the treated
group. The most common of these infusion-related reactions included cutaneous reactions (rash,
pruritus, urticaria, and erythema), pyrexia, flushing, wheezing, dyspnoea, headache, vomiting,
abdominal pain, nausea, and chest pain. The frequency of infusion-related reactions decreased ov,
time with continued treatment.
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Tabulated list of adverse reactions

Adverse reactions are listed in table 1 with information presented by system organ class and
frequency. Frequency is given as very common (>1/10), common (>1/100 to <1/10) or uncommon
(21/1,000 to <1/100). The occurrence of an adverse reaction in a single patient is defined as common
in view of the number of patients treated. Within each frequency grouping, adverse reactions are
presented in order of decreasing seriousness. Adverse reactions only reported during the post
marketing period are also included in the table with a frequency “not known” (cannot be estimated
from the available data)

Table 1: Adverse reactions from clinical trials and post-marketing experience in patients
treated with Elaprase.

System organ Adverse reaction (preferred term)
class
Very common | Common | Uncommon | Not known
Immune system disorders
Anaphylactoid/
anaphylactic
reaction

Nervous system disorders

| Headache | Dizziness, tremor |

Cardiac disorders

Cyanosis,
arrhythmia,
tachycardia
Vascular disorders
Flushing Hypertension,
Hypotension
Respiratory, thoracic and mediastinal disorders
Wheezing, Hypoxia, Tachypnoea
dyspnoea bronchospasm,
cough
Gastrointestinal disorders
Abdominal pain, Swollen tongue,
nausea, diarrhoea, | dyspepsia
vomiting
Skin and subcutaneous tissue disorders
Urticaria, rash,
pruritus, erythema

Musculoskeletal and connective disorders

l l Arthralgia
General disorders and administration site conditions
Pyrexia, chest Infusion-site
pain swelling, face
oedema, oedema
peripheral

Injury, poisoning and procedural complications

Infusion-related
reaction

Description of selected adverse reactions

Across clinical studies, serious adverse reactions were reported in a total of 5 patients who rec
0.5 mg/kg weekly or every other week. Four patients experienced a hypoxic episode during g
several infusions, which necessitated oxygen therapy in 3 patients with severe underlying 4b
airway disease (2 with a pre-existing tracheostomy). The most severe episode occurred irffAp3 ofit, Q

with a febrile respiratory illness and was associated with hypoxia during the infusion, req glé ina-z,]
ay

el ie *




182

short seizure. In the fourth patient, who had less severe underlying disease, spontaneous resolution
occurred shortly after the infusion was interrupted. These events did not recur with subsequent
infusions using a slower infusion rate and administration of pre-infusion medicinal products, usually
low-dose steroids, antihistamine, and beta-agonist nebulisation. The fifth patient, who had pre-
existing cardiopathy, was diagnosed with ventricular premature complexes and pulmonary embolism
during the study.

There have been post-marketing reports of anaphylactoid/anaphylactic reactions (see section 4.4).

Patients with complete deletion/large rearrangement genotype have a higher probability of developing
infusion related adverse events (see section 4.4).

Immunogenicity
Across 4 clinical studies (TKT008, TKT018, TKT024 and TKT024EXT), 53/107 patients (50%)

developed anti-idursulfase IgG antibodies at some point. The overall neutralizing antibody rate was
26/107 patients (24%).

In the post-hoc immunogenicity analysis of data from TKT024/024EXT studies, 51% (32/63) patients
treated with 0.5mg/kg weekly idursulfase had at least 1 blood sample that tested positive for anti-
idursulfase antibodies, and 37 % (23/63) tested positive for antibodies on at least 3 consecutive study
visits. Twenty-one percent (13/63) tested positive for neutralizing antibodies at least once and 13 %
(8/63) tested positive for neutralizing antibodies on at least 3 consecutive study visits.

Clinical study HGT-ELA-038 evaluated immunogenicity in children 16 months to 7.5 years of age.
During the 53-week study, 67.9% (19 of 28) of patients had at least one blood sample that tested
positive for anti-idursulfase antibodies, and 57.1% (16 of 28) tested positive for antibodies on at least
three consecutive study visits. Fifty-four percent of patients tested positive for neutralizing antibodies
at least once and half of the patients tested positive for neutralizing antibodies on at least three
consecutive study visits.

All patients with the complete deletion/large rearrangement genotype developed antibodies, and the
majority of them (7/8) also tested positive for neutralizing antibodies on at least 3 consecutive
occasions. All patients with the frameshift/splice site mutation genotype developed antibodies and 4/6
also tested positive for neutralizing antibodies on at least 3 consecutive study visits. Antibody-
negative patients were found exclusively in the missense mutation genotype group (see sections 4.4
and 5.1)

Paediatric population
Adverse reactions reported in the paediatric population were, in general, similar to those reported in
adults.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4.9 Overdose

There is no experience with overdoses of Elaprase.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other alimentary tract and metabolism products — enzymes, ATC code:
A16AB09.

Mechanism of action

Hunter syndrome is an X-linked disease caused by insufficient levels of the lysosomal enzyme
iduronate-2-sulfatase. Iduronate-2-sulfatase functions to catabolize the glycosaminoglycans (GAG)
dermatan sulfate and heparan sulfate by cleavage of oligosaccharide-linked sulfate moieties. Due to
the missing or defective iduronate-2-sulfatase enzyme in patients with Hunter syndrome,
glycosaminoglycans progressively accumulate in the cells, leading to cellular engorgement,
organomegaly, tissue destruction, and organ system dysfunction.

Idursulfase is a purified form of the lysosomal enzyme iduronate-2-sulfatase, produced in a human
cell line providing a human glycosylation profile, which is analogous to the naturally occurring
enzyme. Idursulfase is secreted as a 525 amino acid glycoprotein and contains 8 N-linked
glycosylation sites that are occupied by complex, hybrid, and high-mannose type oligosaccharide
chains. Idursulfase has a molecular weight of approximately 76 kD.

Treatment of Hunter syndrome patients with intravenous idursulfase provides exogenous enzyme for
uptake into cellular lysosomes. Mannose-6-phosphate (M6P) residues on the oligosaccharide chains
allow specific binding of the enzyme to the M6P receptors on the cell surface, leading to cellular
internalization of the enzyme, targeting to intracellular lysosomes and subsequent catabolism of
accumulated GAG.

Clinical efficacy and safety

The safety and efficacy of Elaprase has been shown in three clinical studies: two randomised,
placebo-controlled clinical studies (TKT008 and TKT024) in adults and children above the age of 5
years and one open-label, safety study (HGT-ELA-038) in children between the age of 16 months and
7.5 years.

A total of 108 male Hunter syndrome patients with a broad spectrum of symptoms were enrolled in
the two randomized, placebo-controlled clinical studies, 106 continued treatment in two open-label,
extension studies.

Study TKT024

In a 52-week, randomized, double-blind, placebo-controlled clinical study, 96 patients between the
ages of 5 and 31 years received Elaprase 0.5 mg/kg every week (n=32) or 0.5 mg/kg every other week
(n=32), or placebo (n=32). The study included patients with a documented deficiency in iduronate-2-
sulfatase enzyme activity, a percent predicted FVC <80%, and a broad spectrum of disease severity.

The primary efficacy endpoint was a two-component composite score based on the sum of the ranks
of the change from baseline to the end of the study in the distance walked during six minutes (6-
minute walk test or 6MWT) as a measure of endurance, and % predicted forced vital capacity (FVC)
as a measure of pulmonary function. This endpoint differed significantly from placebo for patients
treated weekly (p=0.0049).

Additional clinical benefit analyses were performed on individual components of the primary
endpoint composite score, absolute changes in FVC, changes in urine GAG levels, liver and splee
volumes, measurement of forced expiratory volume in 1 second (FEV), and changes in left
ventricular mass (LVM). The results are presented in Table 2.

' Gt 0n 40@;‘;0 /
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Table 2. Results from pivotal clinical study at 0.5 mg/kg per week (Study TKT024).
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52 weeks of treatment
0.5 mg/kg weekly
Marginally weighted (OM) Mean treatment | P-value
mean (SE) difference (compared with
Idursulfase Placebo compared with | placebo)
Endpoint placebo (SE)
Composite 74.5 (4.5) 55.5(4.5) 19.0 (6.5) 0.0049
(6MWT and
%FVC)
6MWT (m) 43.3(9.6) 8.2 (9.6) 35.1(13.7) 0.0131
% Predicted FVC | 4.2 (1.6) -0.04 (1.6) 4.3(2.3) 0.0650
FVC absolute 0.23 (0.04) 0.05 (0.04) 0.19 (0.06) 0.0011
volume (L)
Urine GAG levels | -223.3 (20.7) 52.23 (20.7) -275.5 (30.1) <0.0001
(ng GAG/mg
creatinine)
% Change in liver | -25.7 (1.5) 0.5 (1.6) B E <0.0001
volume
% Change in -25.5(3.3) 7.7 (3.4) -33.2 (4.8) <0.0001
spleen volume

A total of 11 of 31 (36%) patients in the weekly treatment group versus 5 of 31 (16%) patients in the
placebo group had an increase in FEV of at least 0.02 1 at or before the end of the study, indicating a
dose-related improvement in airway obstruction. The patients in the weekly treatment group
experienced a clinically significant 15% mean improvement in FEV at the end of the study.

Urine GAG levels were normalized below the upper limit of normal (defined as 126.6 ng GAG/mg
creatinine) in 50% of the patients receiving weekly treatment.

Of the 25 patients with abnormally large livers at baseline in the weekly treatment group, 80% (20
patients) had reductions in liver volume to within the normal range by the end of the study.

Of the 9 patients in the weekly treatment group with abnormally large spleens at baseline, 3 had
spleen volumes that normalized by the end of the study.

Approximately half of the patients in the weekly treatment group (15 of 32; 47%) had left ventricular
hypertrophy at baseline, defined as LVM index >103 g/m”. Of these 6 (40%) had normalised LVM by
the end of the study.

All patients received weekly idursulfase up to 3.2 years in an extension to this study (TKT024EXT).

Among patients who were originally randomised to weekly idursulfase in TK T024, mean maximum
improvement in distance walked during six minutes occurred at Month 20 and mean percent predicted
FVC peaked at Month 16.

Among all patients, statistically significant mean increases from treatment baseline (TKT024 baseline
for TKT024 idursulfase patients and Week 53 baseline for TK T024 placebo patients) were seen in the
distance walked 6MWT at the majority of time points tested, with significant mean and percent
increases ranging from 13.7m to 41.5m (maximum at Month 20) and from 6.4% to 13.3% (maximum
at Month 24) respectively. At most time points fested, patients who were from the original TKT024
weekly treatment group improved their walking distance to a greater extent that patients in the other 2
treatment groups.
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Among all patients, mean % predicted FVC was significantly increased at Month 16, although by
Month 36, it was similar to the baseline. Patients with the most severe pulmonary impairment at
baseline (as measured by % predicted FVC) tended to show the least improvement.

Statistically significant increases from treatment baseline in absolute FVC volume were seen at most
visits for all treatment groups combined and for each of the prior TKT024 treatment groups. Mean
changes from 0.07 1 to 0.31 1 and percent ranged from 6.3% to 25.5% (maximum at Month 30). The
mean and percent changes from treatment baseline were greatest in the group of patients from the
TKT024 study who had received the weekly dosing, across all time points.

At their final visit 21/31 patients in the TKT024 Weekly group, 24/32 in the TKT024 EOW group and
18/31 patients in the TKT024 placebo group had final normalised urine GAG levels that were below
the upper limit of normal. Changes in urinary GAG levels were the earliest signs of clinical
improvement with idursulfase treatment and the greatest decreases in urinary GAG were seen within
the first 4 months of treatment in all treatment groups; changes from Month 4 to 36 were small. The
higher the urinary GAG levels at baseline, the greater the magnitude of decreases in urinary GAG
with idursulfase treatment.

The decreases in liver and spleen volumes observed at the end of study TKT024 (week 53) were
maintained during the extension study (TKT024EXT) in all patients regardless of the prior treatment
they had been assigned. Liver volume normalised by Month 24 for 73% (52 out of 71) of patients with
hepatomegaly at baseline. In addition, mean liver volume decreased to a near maximum extent by
Month 8 in all patients previously treated, with a slight increase observed at Month 36. The decreases
in mean liver volume were seen regardless of age, disease severity, IgG antibody status or neutralising
antibody status. Spleen volume normalised by Months 12 and 24 for 9.7% of patients in the TKT024
Weekly group with splenomegaly.

Mean cardiac LVMI remained stable over 36 months of idursulfase treatment within each TKT024
treatment group.

In a post-hoc analysis of immunogenicity in studies TKT024 and TKT024EXT (see section 4.8),
patients were shown to have either the mis-sense mutation or the frameshift / nonsense mutation.
After 105 weeks of exposure to idursulfase, neither antibody status nor genotype affected reductions
in liver and spleen size or distance walked in the 6-minute walk test or forced vital capacity
measurements. Patients who tested antibody-positive displayed less reduction in urinary output of
glycosaminoglycans than antibody-negative patients. The longer-term effects of antibody
development on clinical outcomes have not been established.

Study HGT-ELA-038
This was an open-label, multicenter, single-arm study of idursulfase infusions in male Hunter
syndrome patients between the age of 16 months and 7.5 years.

Idursulfase treatment resulted in up to 60% reduction in urine output of glycosaminoglycans and in
reductions of liver and spleen size: results were comparable to those found in study TKT024.
Reductions were evident by week 18 and were maintained to week 53. Patients who developed a high
titre of antibodies displayed less response to idursulfase as assessed by urine output of
glycosaminoglycans and by liver and spleen size.

Analyses of genotypes of patients in study HGT-ELA-038

Patients were classified into the following groups: missense (13), complete deletion/large
rearrangement (8), and frameshift/ splice site mutations (5). One patient was unclassified /
unclassifiable.

The complete deletion/ large rearrangement genotype was most commonly associated with £
development of high titre of antibodies and neutralising antibodies to idursultase and was most lifedy.”
to display a muted response to the medicinal product. It was not possible, however, to accuratel
predict individual clinical outcome based on antibody response or genotype.
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No clinical data exist demonstrating a benefit on the neurological manifestations of the disorder.

This medicinal product has been authorised under “exceptional circumstances”.
This means that due to the rarity of the disease it has not been possible to obtain complete information
on this medicinal product.

The European Medicines Agency will review any new information which may become available every
year and this SmPC will be updated as necessary.

5.2 Pharmacokinetic properties

Idursulfase is taken up by selective receptor-mediated mechanisms involving binding to mannose 6-
phosphate receptors. Upon internalization by cells, it is localized within cellular lysosomes, thereby
limiting distribution of the protein. Degradation of idursulfase is achieved by generally well
understood protein hydrolysis mechanisms to produce small peptides and amino acids, consequently
renal and liver function impairment is not expected to affect the pharmacokinetics of idursulfase.
Pharmacokinetic parameters measured during the first infusion at week 1 of studies TKT024 (0.5
mg/kg weekly arm) and HGT-ELA-038 are displayed in table 3 and table 4 below as a function of age
and body weight, respectively.

Table 3. Pharmacokinetic parameters at week 1 as a function of age in Studies TKT024 and
HGT-ELA-038

Study
HGT-ELA-038 TKT024

Age (years) 14t07.5 Stoll 12to 18 >18

(n=27) (n=11) (n=8) (n=9)
Crnax (Hg/mL) 1.3+0.8 1.6 0.7 1.4+0.3 1.9+0.5
Mean + SD
AUCq. 2243 +76.9 238 + 103.7 196 +£40.5 262 +74.5
(min*pg/mL)
Mean + SD
CL 24+0.7 27+1.3 2.8+0.7 22+0.7
(mL/min/kg)
Mean = SD
Vs (mL/kg) 394 +423 217+ 109 184 + 38 169 + 32
Mean + SD

Patients in the TKT024 and HGT-ELA-038 studies were also stratified across five weight categories;
as shown in the following table:

Table 4. Pharmacokinetic parameters at week 1 as a function of body weight in studies TKT024
and HGT-ELA-038

Weight (kg) <20 >20and <30 | >30and <40 | >40 and < 50 > 50
(n=17) (n=18) (n=9) (n=5) (n=6)
Cnax (ng/mL) 12+0.3 1.5+ 1.0 1.7+ 0.4 1.7+0.7 1.7+0.7
Mean + SD
AUC,.., 206.2+33.9 | 2343+103.0 | 231.1+681.0 | 2602+ 113.8 | 251.3 = 86.2
(min*pg/mL)
CL 2.5+0.5 26=+1.1 24+06 24+1.0 2.4 -
(mL/min/kg) S ¢ allidp
Mean £ SD (e~
Vs 321+ 105 397 + 528 171+ 52 160 + 59 //;@7/

(mL/kg) g%

Se

- %

by —— Q &
0,24 40002 o2,
O%omgo >
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A higher volume of distribution at steady state (Vss) was observed in the lowest weight groups.

Overall, there was no apparent trend in either systemic exposure or clearance rate of idursulfase with
respect to either age or body weight.

5.3 Preclinical safety data

Nonclinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, single dose toxicity, repeated dose toxicity, toxicity to reproduction and development
and to male fertility.

Animal studies do not indicate direct or indirect harmful effects with respect to pregnancy,
embryonal/ foetal development, parturition or postnatal development.

Animal studies have shown excretion of idursulfase in breast milk.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Polysorbate 20

Sodium chloride

Dibasic sodium phosphate heptahydrate
Monobasic sodium phosphate monohydrate
Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life

3 years.
Chemical and physical in-use stability has been demonstrated for 8 hours at 25°C.

After dilution

From a microbiological safety point of view, the diluted product should be used immediately. If not
used immediately, in-use storage times and conditions prior to use are the responsibility of the user
and should not be longer than 24 hours at 2 to 8°C.

6.4 Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Do not freeze.

For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

off cap. Each vial contains 3 ml of concentrate for solution for infusion.

Pack sizes of 1, 4 and 10 vials. Not all pack sizes may be marketed.
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6.6  Special precautions for disposal and other handling

Each vial of Elaprase is intended for single use only and contains 6 mg of idursulfase in 3 ml of
solution. Elaprase is for intravenous infusion and must be diluted in sodium chloride 9 mg/ml (0.9%)
solution for infusion prior to use. It is recommended to deliver the total volume of infusion using a 0.2
pm in line filter. Elaprase should not be infused with other medicinal products in the infusion tubing.

- The number of vials to be diluted should be determined based on the individual patient’s weight
and the recommended dose of 0.5 mg/kg.

- The solution in the vials should not be used if it is discoloured or if particulate matter is
present. The solution should not be shaken.

- The calculated volume of Elaprase should be withdrawn from the appropriate number of vials.

- The total volume required of Elaprase should be diluted in 100 ml of 9 mg/ml (0.9%) sodium
chloride solution for infusion. Care must be taken to ensure the sterility of the prepared
solutions since Elaprase does not contain any preservative or bacteriostatic agent; aseptic
technique must be observed. Once diluted, the solution should be mixed gently, but not shaken.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7.  MARKETING AUTHORISATION HOLDER

Shire Human Genetic Therapies AB

Vasagatan 7

111 20 Stockholm

Sweden

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/365/001-003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 08 January 2007

Date of latest renewal: 09 September 2016

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu.
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JTOJATOK I

KOPOTKA XAPAKTEPUCTHUKA JIIKAPCBKOI'O 3ACOBY
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V 1leit nikapcekuii 3aci6 niasirae 101aTKOBOMY MOHITOPHHTY. Il T03BONHMTE IBHAKO BHABUTH HOBY
inpopmarito mozo Gesnexn. MeINYHNX MPaLiBHAKIB NPOCATH TOBIIOMISTH PO y/b-AKi TMiA03pIoBaHi
nobiuni peaxuii. JluB. Po3xin 4.8 npo Te, sk moBiaoMIsTH Npo MobiuKi peakiiii.

1. HA3BA JIKAPCBKOT O 3ACOBY

Enanpasa, KoHIeHTpaT U1 po34yuHy st iHdy3iit, 2 Mr/mi

2.  KUIBKICHHUM TA SIKICHUM CKJAJ
1 naxon MicTHTE 6 Mr izypcyabdasu. 1 mi MicTHTS 2 MT ixypcyabdazu*,

JlonOMDKHI PEYOBHMHMU 3 BiTOMUM edheKToM
1 dnaxon mictuth 0,482 MMOIIB HATpIO.

IToBHwuii nepesntik TOMOMDKHHX PEYOBHH JUB. y po3aini 6.1.

* inypcynbdaza NpoxyKTyeThesl OCTIHHOK JiHIEI0 KIITHH TIOJIMHMU 32 JOTTOMOT OO TEXHOJIOTT
pekombinanTHux JJHK.

3. JIKAPCBKA ®OPMA

KonuenTtpat a1 pozunny 1ist iHdy3ii (cTepUIbHUI KOHLEHTPAT).
IIpo3opuit abo 31erka onanecieHTHH Ge30apBHUI PO3UHH.

(49) KJIHIYHI XAPAKTEPUCTUKHU
4,1 Tloxa3aHHs 10 3aCTOCYBAHHS

Ilpenapar Enanpasa nokasanuii JUis TpHBAJIOro JiKyBaHHs XBOPUX 3 CHHIPOMOM XaHTepa
(myxomnonicaxapunozom I1 tuny (MIIC 1I)).

JKiHKM 3 reTepO3UrOTHHM IeHOTHIIOM He Opajli ydacTi y KIiHIYHHX BUIIPOOYBaHHAX.
4,2 Cnocid 3acTocyBaHHs Ta 1031

JlikyBaHHs IPOBOAATE M/l HATTIAAOM JliKapsi a00 MeaACcecTpH, 06i3HaHUX Y JTiKyBaHHi marientis 3 MIIC 11
ab0 IHIIMMH CTIaIKOBUMH MeTabO0JIiuHUMHU NOPYIIEHHIMU.

EO3YB8HH}I

[Ipernapat BBOAATE 3a J0TIOMOTOIO BHYTPIIIHEOBEHHOT iH(Y3ii y 103yBanHi 0,5 MI/KT MacH Tija MOTHXHS
IPOTATOM 3-TOJMHHOIO NEPiofLy, IKHH MOXKHA TIOCTYIIOBO CKOPOYYBATH J10 | TOAMHH, AKIIO Y MAIi€HTa
He CIocTepirarTh iHQY3iiHi peakwii (aus. Posain 4.4).

IncTpyK1ito IMOA0 3acTocyBaHHs AUB. Y Po3nini 6.6.

Jlnst manieHTiB, AKi RKe OTPUMAITM TIKYRAHHS NPOTATOM KilTbKOX MicAIIiB i fKi 100pe mepeHo
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1HQYy3ii, MoxkINBe IPOBeAeHHs iHY3iii amOynaTopHo. AMOynaTopHi iH(y3ii MOBMHHI 31iHCHIOBATHCH I
HarJa10M Jikaps ab0 HIINX MEANUHUX MPALiBHHKIB.

Oco01BI Ipynu HaceneHHs

Iayienmu noxuio20o 6ixy

BincyTHil KIiHIYHMA OCBiZ 3aCTOCYBaHHs Y MALIEHTIB cTapIue 65 poKiB.

Tayienmu 3 HUPKOBOIO MA NEYIHKOBOIO HEOOCMAMHICINIO

BincyThi# kniHi4HKIHA 10CBIJ 3aCTOCYBaHHSA y MAI[I€HTIB 3 HAPKOBOIO Ta II€YiHKOBOIO HEJOCTATHICTIO
(zuB. Poznin 5.2).

Limu

Jlis niTed i miATITKIB 1032 Taka 5K caMa, SIK 1 U1 qopociux — 0,5 MI/KT Macy Tia pa3 Ha THKIEHb.

Crnoci6 3acTocyBanHs
IncTpyKuii o0 po3BeIeH s penapaTy Iepei BBEAeHHSM auB. y Poszini 6.6

4,3 IIporunokazanHs

CunbHa abo Hebe3neuHa Juist JKUTTS TiNepuyTIMBICTb 10 aKTHBHOI peYOBUHH a0 110 Oy ab-aKOi
TIOTIOMIKHOT PeYOBHHH, SKIIO TiIepuyTIHBICTh HEKOHTPOILOBAHA.

4.4  Oco0.auBi BKa3iBKH Ta 3acTepesKEeHHs L1010 32CTOCYBAHHS

Indy3iiini peakuii

V nauieHTis, ki OTPUMYIOTH ilypcynbdasy, MOKXyTh BAHHKATH iHQys3iiini peakuii (muB. Poszin 4.8). ITix
yac KJIHIYHKMX BUNpoOyBaHb HalnmommpeHiii iHdy3iliHi peakiii BKIH0YaIn MWKipHi peaxiii (BucHm,
CBepOIkK, KPOIUB’AHKa), TiNepTepMito, FOJIOBHHIT Oijib, MiNEPTOHIIO Ta MPUILIABY KPOBi 10 OOIHYYS.
[Hysiiini peakuii nikyBanu abo 3MEHIIYBaIH LIIXOM YIIOBiIbHEHHS IIBMKOCTI iHDY3il, MpH3ymHHEHH s
iHdys3ii ab0 MIAXOM 3acTOCYBaHHsI JIIKAPCHKUX 3ac00iB, TAKUX K aHTHTiCTaMiHHI 3aco0H,
KapO3HWKYBaJIbHI 3aC00M, KOPTUKOCTEPOINHN Y HU3bKHX J03aX (MPEAHI30I0H i METHIINPEAHI30/10H), 260
iHramsuiil 6era-aronicTis. ITix yac KIIHIYHUX JOCITIPKEHbD YKO/IEH MAIliEHT He IIPUIIHMHSAB JIIKyBaHHS uepes
iHQY3iiHI peakiil.

[ndysiiiny Tepanio 3 0co6IMBOKO 06EPEKHICTIO MPOBOAATE MAI[IEHTAM 3 TSHKKMM OCHOBHHUM
3aXBOPIOBAHHAM JHXaTbHUX LULAXIB. Ll KaTeropis namienTiB noTpeGy€e peTeIbHOr0 MOHITOPUHTY i
TNpoBe/IeHHs IH(Y3iiHOT Tepanii y BiAnoBigHUX KIiHIYHKX yMoBax. Llili kaTeropii nauieHTis 3
00EpEeXHICTIO MPU3HAYAIOT 3aCO0H KOHTPOJIIO Ta JIIKyBaHHS 3aXBOPIOBAHHS, 0OMEKYIOUH abo
3a0e311e4yr0uH peTeIbHUI MOHITOPHHT 3aCTOCYBaHHS aHTUTICTaMiHY Ta iHIIIOTO CeJaTHBHOrO
JKapChKOro 3acoly. Y eAkux BHIAAKaX MOKe BUHAKATH N0Tpeba y 3a6e3MedenHi Mo3SMTHBHOIO THCKY Y
JMXATBHUX LITAXaX.

Jnist mauieHTis 3 roctpum GeOPHIBHAM PeCIipaTOPHUM 3aXBOPIOBAHHSAM CJIiJl PO3TISHYTH MOK/IHBICTD
3acToCyBaHHs 1H(Y3ilHOI Tepanii Ha ni3HimoMy eTami. JUIs nauieHTIB, AKUM JOAATKOBO 3aCTOCOBYIOTH
KHCHEBY Tepario, HeoOXi/IHO 3a0e3redynTn KuceHb il yac indysiinol Tepanii Ha BUNAa 0K BUHHKHEHHS
iHOy3ilHOT peakiil.

AHadinakToinHi/aHadinakTnyni peakmii
Y AesKuX NauieHTiB, SKi OTPUMYBAIH JiKYBaHHs iypcy b(hasoro, crocTepiraai MOTeHLIHHO H

KUTTS aHA(LIAKTOIHI/aHadinakTHyni peakilii, sKi BUHHKAIM Ha NPOTSA3i JEKUTHKOX POKIB/A
nikyBauHs. [TisHi HeOakaHi CHMITOMM Ta O3HaKH aHa(uIaKTOIIHMX/aHADITAKTHYHIX pea
IPOTATOM 24 TOIMII MiCIA MoYaTKOBHX peattiii. [Tpu nospi anadinaxroimioi/anadimaxTirn

< @
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CIIiJI HEraMHO 3YIMHMTH i pO31OYATH BIJMOBiIHE JKyBaHHs i criocTepekeHHs. HeoOXimHO HOTpuMyBaTHCs
YMHHHX MEIMYHMX CTAHIApTIB T HEBiIKmamHoi Tepamii. IMamientam 3 TskkMMH abo pedpakTepHUMMI
aHaQLIaKTOITHUMI/aHADIIAKTHYHMMH  PEaKUisiMi MOXKe MOTpeOyBAaTHCS TpHUBale KIHIYHE CHOCTEPEKEHH.
[losropue  BBeleHHA  imypcymbdasH  maumieHtaM, |y AKMX B MHHYJIOMY  BiA3Hauamucs
aHaginakToiTHi/aHadinaKTIHyHI peaKiii Ha BBEAEHHs i1ypCy ib(asy, TOBMHHE TPOBOIMTHCH HATEKHUM YMHOM
HaBYEHMM TIEPCOHAIIOM 1 MiJ 4ac MpOBeAeHHs iHQy3ii mMae OyTH B HAfBHOCTI OONaHaHHs Ul peaHiMarii
(BKyOYArOuN azpeHanin). Tsbkka, a60 MOTEHIHO Hebe3neyHa 1S KHUTTA TiNepyuyTINBICTh € MPOTHIIOKA3AHHAM
JUIs1 TIOBTOPHOT'O BBEJIEHHS, Y Pa3i SKILO TiNepuyTIMBICTh HEe KOHTpoIboBaHa (1B, Posin 4.3).

[ManienTy 3 OBHOIO JeJIeLi€l0/3HaYHUM peapaHKyBaHHIM reHa

JliTy 3 NOBHOIO JeNeli€l0/3HaYHIM peapaHKyBaHHAM I'eHa MaroTh BUCOKY HMOBIpHICTL PO3BUTKY
AHTUTIJ, Y TOMY YHCII HEHTPali3yro4nX aHTHTLI y BiNOBIIb Ha BILIMB idypcynbdasu. IlamienTy 3 num
FEHOTHIIOM, SIK TIPABHUJIO, MaOTh OiIbII BUCOKY HMOBIPHICTb PO3BUTKY iHGDY3iHHHUX peakiliif i BUABIAIOTE
CTPMMaHilIy BiiNOBi/Ib HA JIIKYBaHHS, Ky BU3HAYAlOTh 3a PIBHEM 3HIKEHHs IIOKA3HHKA
TI1IKO3aMIiHOIJIIKaHIB y cedi, po3MipiB MediHkH Ta 00’ €My cesle3iHKK TOPiBHAHO 3 MaLlicHTAMH 3 MiCCEHC-
redotunoM. JlikyBaHHS U1 TaKMX NALI€HTIB IPU3HAYAIOTH 1HAKBITyalbHO (1uB. Po3nin 4.8).

Harpiit
B onnomy dnaxoni nporo npenapaty mictutbes 0,482 mmons (a6o 11,1 mr) Hatpiro. Lle noTpiGHo
BPaxOBYBATH NaLi€HTaM, IO KOHTPOJIIOIOTH CTIOKMBAHHS HATPIIO.

4.5 Bsaemopisi 3 iHIIMMH JiKapCHKUMHU 3ac00aMHM i iHIII BUAM B3aeMopiii

DopmanbHi 10CTiIKEeHHs B3aeMOJil penaparty ixypcyibhasu 3 iIHIIMMH JTiKapChbKUMHU 3ac00aMu He
IPOBOIMIIN.

Ha miacrasi meTabonismy nmpenapaTy B KJIITHHHHX J1i30COMaX, iypcy/b(asa He IOBUHHA BCTYIIATH Y
B3a€EMOIIIO 3 IIpenapaTamM, ski MeTaboi3yroThesl B OpraHi3Mi 3a J0MOMOrOK CHCTEMH LUTOXpoMy P450.

4.6 @epTHIBHICTDH, BATiTHICTS i JIaKTaUis

BaritHicTb

Janux npo 3acTocyBaHHS iMypcyabdasu y BariTHUX KiHOK HeMae abo Mao. Y J0CHiIKeHHIX Ha
TBapuHax He OyJ10 BUABICHO NPAMOro abo HENpsIMOro HEraTMBHOIO BILIMBY Yepe3 PErpOAyKTUBHY
TOKCHYHICTB (AUB. po3ain 5.3). Crin yHuKaTH 3acTOCYBaHHS ixypcyibasu B SKOCTI 3a11001KHOTO 3aX0Ly
ITiJ1 4ac BariTHOCTI.

l'ogyBaHHs rpymuo:
Hesinomo, uu BuainseTbes igypeyaboasa y rpyaHe Mosioko. Jlani, oTpumaHi mia 9ac JocIipkeHb Ha

TBapHHaX, [I0Ka3alu eKCKpeLilo iypeyabhasu y rpyane Moiaoko (auB. Posain 5.3). He Moxxna
BHKJIFOYATH PU3UK IS HOBOHAPOIXKEHNX/HEMOBILIT. PillIeHHs PO nepepuBaHHs IPyAHOrO FOLyBaHHs
abo mepepUBaHHs/yTPMMaHHS BiJl JIIKyBaHHS iypcyib(ha3oro NpUiMaioTh 3 ypaxyBaHHIM KOPUCTI
IPyIHOT0 BUIOZOBYBAaHHS ULl JUTHHU Ta KOPHUCTI JIKYBaHHS /sl MaTepi.

DepTunbHiCTh
[IpoTsrom nocniKeHb Ha caMUsX LIypiB He OyJ10 BUSBIEHO KOJHOIO BILIMBY HA iX PEIpo]

(dhyHKirO.

4.7 BnauB Ha 3J1aTHICTH KepyBaTH aBTOTPAHCIOPTOM i NPALIOBATH 3 MeXxa A}
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Inypcynbdasa He Mae xK0AHOTO UM Mae He3HAYHHH BIUTHB HA 3ATHICTh KEPYBATH ABTOTPAHCTIOPTOM i
NPALIOBATH 3 MEXAHI3MAMH.

4.8 TIlobiuni edpexTn

Ornsan npodinto Ge3nexu

TToGiuni peakuii, BusBieHi y 32 mauieHTis, ski oTpuMyBam ixypcynbdasy y 103i 0,5 MI/KT OTHKHS T
4ac 52-THKHEBOTo M1aned0-KOHTPOIBOBAHOTO nocimkerHs dasu II/111 (gocnimkenHs TKT024), maitxe
B yCIX BANajaKax Oy/u JerkMMH 4M IOMIPHOTO CTyIEHIO TSKKOCTi. Halinommpenimmimu Gy iHOYy3iiHI
peaxuii, 202 3 skux 3acikcysanu y 22 3 32 nauienTis nicns npoBeaeHHs 3aranoM 1580 indysiit. Y rpymi
niKyBaHHs 11anebo sadikcysamu 128 indysiiiHux peakwiii y 21 3 32 naiientis micis npopegeHHs
3aranom 1612 ingysiit. Ockinbku mix yac oxniei iHdy3ii MO/ MaTH Miclie AeKinbka iHdy3iiHIX
peaKLii, 3a3Haueni BUIIe MHGPH, IBULLIE 32 BCE, MEPEBUIIYIOTh CTIPABXKHIO YacTOTy iHY3iHHAX
peakuiii. Binnosinmi peakuii 3a XxapakTepoM Ta cTyleHeM TSKKOCTI y Ipymi miane6o ta y rpymi
JiKyBaHHs aKTUBHUM TIpeniapatoM Oyiu aHanorignumu. Hai6inemm moumpeni indysiiini peaxuii
BKJTFOYa/TH LIKIpHi peakwii (BucHI, cBepbix, KpONNB’sIHKa Td €PUTEMA), [iepTepMilo, TIPHILIABH KPOBI 10
0671144st (MOYEpPBOHIHHS), CBHCTAYE AMXAHHS, 3aHIIKY, TOTOBHUIH OilIb, OroBaHHs, Oi1b y XKHBOTI,
HyZI0Ty Ta OUtb y rpyasx.. Hactora indysiifHux peakuiil 3MeHUIyBanacs 3 4acoM y Mipy HPOIOBKEHHS
JIKyBaHHSL

Crnycok no0iYHUX peakiiil Y BUIIAl TaOauI

Hebaxkani peakuii, nepepaxosani y Tabmuui 1 3 iHpopMmariero, npeacTaBIeHo0 32 CHCTEMaMHi OPraHiB
BIJTIOBIZHO /10 KJIacy Ta yactoTH. YacTora, pezcTasiena sk Ayxke dacto (>1/10) abo gacto (>1/100 1o
<1/10). YacToTa HebaxkaHOI peakiil Ha OHOrO XBOPOro BU3HAYAETHCS 3aI€XKHO Bi KITbKOCTI XBOpHX,
SIKi OTpUMAIIA NiKYBaHHS. Y MeXkaX KOKHOI [Pyl 4acToTa nobiuHoi peakilii mpecTaBieHa B MOPSIIKY
3MEHIICHHA cepiio3HocTi. Takok 10 Tabnuli BKIIOYeH] HebaxkaHi peakilii, Binmiyeni micis peecTparii
Tpenapary, i3 KaTeropi€to 4acToTH — HeBIZOMO (YacTOTy He MOKHA PO3PaXyBaTH 33 HASBHUMH JIaHUMH)

Tabauus 1: Hebaxani peakuii, 1110 BHHHKAJIM NPOTATOM KJIIHIYHHX JOCTiKEHD T 3
MOCTPeECTPALIHHOIO 10CBiTy 32CTOCYBAaHHS Y NALIEHTIB, siKi JikyBanuck Enanpasoro.

Knac cucrem opranis [IToGiuna peakiiis (6axanuii TepMin)
Hyxe dacto [‘{acro IHeBiJlOMO
IopymenHs 3 60Ky iIMyHHOT CHCTEMHU

Anainakroinna/anadinaktuyna
peaxiis

Posnaznu 3 60Ky HEpBOBOI cucTEMHI

I"onoBuu#t 6inb 3anmaMopoYeHHs,
Tpemop

CepueBi posnaan

1iaHo3, apuT™is,
Taxikapis

CynuHHI po3nanu

ITpunmBmM KpoBi 10 I'inepTeHs3isi, rinorensis
o6yt

Ilopymenns 3 60Ky OpraHiB JUXaHHs, FPYAHOT KJIITKM Ta CepeNOCTIHHS

CBUCISIYE JUXAHHS, Tiokeis,
TIACTTHOE OpoHXOCTa3M, Karenh
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Posniany 3 00Ky 1LTyHKOBO-KHIIIKOBOT'O TPAKTY

Binb y %uBOTI, Hyn0Ta, |Habpsx s3uka,
niapest, OrOBaHHS JIUCIIenICig

Poznanu 3 6oky mkipu Ta miaUIKipHOI TKAHUHH

Bucumn, cBep0Oix,
KpONUB’sIHKA Ta

epuTemMa
Posnanu 3 60Ky KiCTKOBO-M'SI30BOT Ta CIOIYYHOI TKAHUHM
ApTpanris
3arajbHi po3Jajiu Ta MiClLIeBi YCKJIAIHEHHS B MiCIli BBEIECHHS
ITipekcis, 6inb y Habpsix B micti
TPYISIX BBEJICHHS, HAOPSK
o0y,
niepuepruIHni HabpsIK

TpaBma, OTpY€HHS Ta yCKJIAIHEHHS, BUKJIMKaHi IPOBEIEHHAM JOCTITHUIIBKIX MTPOLIEILYP
lIH¢)y3iI7IHi peaxuii ‘ |

Onuc okpeMHux NoOIYHUX peakxilii

Cepitosni HebakaHi peakwil M| yac KIHIYHMX JOCIIDKEHb Oy BiIMideH] 3araioM y 5 naiienTis, sKi
OTpUMYBaJM Ipenapar y 103i 0,5 MI/kr Ha Tk aeHb ab0 yepe3 Tik/aeHb. Ha hoHi oHieT ab0 eKinbKox iH(y3iH
y 4 XBOpHX po3BUJIacs TIIOKCIS, siKa ToTpedyBasia BBEIEHHS KHCHIO 3 MAlli€HTaM 3 TSDKKMMH 00CTPYKTUBHUMU
3aXBOPHOBAaHHAMM IMXaJIbHUX LIULIXIB (2 MallieHTaM paHille poBOAMIIACS TpaxeoToMist). HaiOumbI Tshkka
iHy3iliHa peakulis, sKa NPOSBUIIACS KOPOTKOUYACHIMH CyIOMaMH, Maja Mictie y 1 nauienTa na ¢oui
3arocTpeHHs (HeOPHIBHOTO PecnipaTOpPHOro 3aXBOPIOBAHHS 1 CYTIPOBOIKYBAJIAcs TIIIOKCIErO i yac iHdysil. YV
YETBEPTOrO XBOPOI0 3 MEHLI TSDKKUM IepediroM OCHOBHOIO 3aXBOPIOBAHHS HECTIPHATIINBA PEaKLlisi CTIOHTAHHO
MHHYJ1a iCJ1sl IPUITMHEHHs BBEICHHSI IIpenapary. 3rofioM IpH BUKOPUCTaHHI OLTbII MOBLILHOT IIBUIKOCTI
BIIMBAHH 1 TPOBE/IEHHS NIpeMeuKaLii (MpU3HaveHH s HU3BKUX 103 KOPTUKOCTEPOIB, AHTHUTICTAMIHHIX
Tpenaparis, iHraysLil OeTa-aroHiCTIB), 1ii ABHILA TOBTOPHO HE PO3BUBAIKCA. Y I’STOr0 XBOPOIoO 3 paHille
BUSBJIEHOIO Kap/lionaTi€ero il 4ac JOCITiDKeHHs Oyl 3apeecTpoBaHi Iepe4acHi IUTyHOYKOBI KOMIUIEKCH i
TpoMO0eMOoITist JIereHeBoi aprepii.

Bynu nmocr-peccrpauiiini 38iTH npo anaginakroiani/anadinaktuuni peaknii (nus. Posain 4.4).

ITauieHTH 3 MOBHOIO J€Jeli€0/3HaYHIM peapaHKyBaHHSIM FeHa MaloTh BUCOKY MOBIPHICTh PO3BHTKY
iHdy3iiHuX peakuiii (1B, Po3min 4.4).

IMyHOreHHICTh
ITin vac 4 xninivanx pocnimkers (TKT008, TKT018, TKT024 Ta TKT024EXT) y 53 3i 107 nauienTin

(50 %) na neBHOMy eTtani BUsSBMIM aHTUTINA 10 IgG inypcynbdasu. 3aranbHuil HOKa3HUK MOSBHU
HeHTpani3ylounx aHTHTII cTaHOBHB 26 Ha 107 nauieHTiB (24 %).

Y peTpocneKTHBHOMY aHalli3i IMyHOreHHocTi 3a nanumu nociimpkenb TKT024/024EXT y 51 % (32/63)
nauieHTis, AKi orpuMyBanu Enanpasy y no3i 0,5 Mr/kr Ha THXKIeHb, BUSBIEHO IPUHANWMHI 1 3pa30K KpoBi,
SIKUH J1aB IO3MTHBHUN pe3ynbTaT Ha aHTUTLIA 10 Enanpasu, iy 37 % (23/63) nauieHTiB BUABJIEHO
NO3UTUBHUH pe3yabTaT Ha aHTHUTINA IIiJ] Yyac IOHaAMMeHIIe 3 MOCIiJOBHUX Bi3HTIiB. [IBaUATh OIUH
BiZIcOTOK (13/63) Manyu NO3UTUBHHIN pe3yNbTaT Ha HEHTpai3yt0ui aHTUTLIA IPYHANMHI OMH pa3, a
(8/63) Ma TO3UTHBHUI pe3yNIbTAT HA HEUTPAJIi3yl04i aHTUTLIAa NpUMHAKMHI 1Tix Yac 3 Bi3uTiB.
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I1in yac kniniynoro nocmimkents HGT-ELA-038 ouinioBany iMyHOreHHicTh y JliTeid BikoM Bia 16
micauis 1o 7,5 poky. ITix yac 53-tiskHeBoro nocnimkenss 67,9 % nauientis (19 3 28) Manu npuHaiiMHi
OIMH 3Pa30K KPOBi 3 I03UTUBHHM PE3yNbTATOM TECTY HAa aHTUTLIA 40 Enanpasu ta 57,1 % nauienris (16
3 28) MaJIM NO3UTUBHUIA Pe3yIbTAT Ha AHTUTLIA IIPUHANMHI i/l 4ac TPLOX MOCIIOBHUX Bi3HTIB.
[T'sTaecaT YOTMPH BiZICOTKM MAL[iEHTIB MaJli IO3MTHBHMM Pe3y/IbTAaT Ha HEWTpali3yloui aHTUTINA
MiHIMYM OJIMIH pa3, 1 y IIOJIOBHHHM NAL€HTIB BUABJIEHO MIO3MTUBHY PEAKIIil0 Ha HeHTpalnizyroui aHTHTiNa
NPHHAMMHI i Yac TPHOX MOCITOBHUX Bi3UTIB.

Y BCiX NaL[i€HTIB 3 TTIOBHOIO J€JIEIL[i€I0/3HAYHUM PeapaHKyBaHHIM I'eHa 3 sIBUJIMCS aHTUTLNA, 1 OUIBIIICTD 3
uuX nauieHTiB (7/8) TakoXk MajM HO3UTHBHHUI pe3ysIbTaT Ha HEHTpali3yrodi aHTUTI/Ia, IIPUHAiMHI 3 pasu
nocMinb. Y BCIX MallieHTiB 3 reHOTHIAMH (peiiMuidT-MyTauii/MyTauii caiiTy crniaiicHHry 3’ SBUIHCS
aHTHTINA, a 4 3 6 NMallieHTIB TAKOX MaJIi IO3UTHBHUI Pe3y/IbTaT Ha HEWTpPasIi3yloui aHTUTiNa MiHIMyM TIi]
4ac 3 MOCIiIOBHUX Bi3UTiB. [1aI[ieHTH 3 HEraTUBHMMH pe3yIbTATAMMU TeCTy Ha aHTUTLIA HaJeKaIu
BUKJIFOYHO JI0 TPYNH 3 TEHOTUIIOM MicceHc-MyTauil (auB. Po3min 4.4 15.1)

it
ITo6i4ni peakuii, BUABJIEH] y NeAiaTpUYHIN NOMIALIT TA y J0POCIHX, OY/IM 3araloM aHaJOTYHUMH.

[ToBiIoOMJIEHHS [IPO Mi/I03PIOBaHI OOIYHI peakiii

Jy’xe BaXXJIMBO MOBIIOMJIATH NPO Mi03proBaHi MobiuHi peakuii micis peectpauii npenapaty. Le
J03BOJISIE€ TPOBOAMTH MOCTIMHUN MOHITOPUHT OallaHCy KOPHCTI Ta pU3KKY JIiKapchKoro 3acoy. J1o
MeIMYHMX NPaLliBHUKIB 3BEPTAlOTHCS 3 IPOXAHHSAM TOBIIOMIISATH TIPO Oy 1b-AKi Migo3pioBani nobiuni
peaxilii yepe3 HalliOHAIbHY CUCTEMY 3BiTYBaHHs, BKa3aHy B [omatky V.

4,9 TlepenosyBaHHsi

Hemae nanux mono nepenosysanns Enanpasy.

5.  ®APMAKOJIOI'TYHI BJJACTHUBOCTI

5,1 ®apmakogunamika

(dapmakorepaneBTHYHa rpyna: 3aco0H, 110 BIUIMBAIOTL HA CHCTEMY TPaBJIeHHS Ta METaboIi3M -
tdepmentH, kogq ATX: A16AB09.

MexaHi3M ail
Cunapom Xantepa siBjisie co60t0 X-3uerieHe 3aXBOPIOBAHHS, BAKIMKAHE HE0CTaTHIM PiBHEM B

Oprasismi Ji30cOManbHOroO (hepMeHTy inypoHat-2-cynbarasu. OyHKiero iMyponaT-2-cyabdhaTasy €
KaTabosi3m riiko3aminornikanis (I"AT") nepmarascyibdary i renapancynbhaTy MUIIXoM pyiHYBaHHS
0Iirocaxapy103B’13aHUX CyIb(GATHUX MONOBHHOK. Y 3B’S3Ky 3 BiICYTHICTIO 260 HASBHICTIO 1€(EKTHOro
(epmenTy inyponar-2-cynbgarasu y nauieHTiB 3 CHHIPOMOM XaHTepa IU1iK03aMiHOKaHU TPOrPecHBHO
HaKOIMMYYIOTHCS y KIITUHAX, IPU3BOJIYHM [0 KIITHHHOIO NlepeHacH4eHH s, OpraHoMeraii, pyiiHyBaHHs
TKaHWH 1 IOpyIIeHHs QYHKLIT OpraHis.

Inypcynbdasa — ne ounimena hopma Ji30cOMaIbHOro HepMeHTy ixypoHaT-2-cyibharasu, OTpMMaHa Ha
JHIT KJTITHH JIIOIMHY, 10 3a6e3nedye npodiib IIiK03UIIOBAHHS, aHAIONYHHI TPUPOIHOMY (hepMEHTY.

TIIKO3UJIbOBAHHX NIIAHOK, sKi 3aiiMarOTh JIAHIFXKKH CKJIAJHKUX MOPUIHMX OJirocaxapyis,
oJlirocaxapHIiB 3 BeJTHKHM BMICTOM Mailo3d. MoJexysipiia Maca ixypcyaLgass cTaloBHTE
76 x/la.
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Inypcynbhasa, mo BBOTUTBECSA BHYTPILIHBOBEHHO MALlIEHTaM 3 CHHAPOMOM XaHTepa, 3abe3neuye
HaJIXO/KEHHS! eK30reHHOro (hepMeHTY y KITHHHI JIi3ocoMu. ManH030-6-(hocharni (M6MD) 3anuiky Ha
0J1irocaxapiIHKUX AHIIOTaX J03BONSIOTE hepMeHTy crienniuno 38’ s3yBaTics 3 M6®-peLienTopamu Ha
KJIITHHHIH NOBEPXHi, 110 NPU3BOMTE 10 KIITHHHOI iHTepHai3allii (hepMeHTy, Halinenoro Ha
BHYTPILIHBOKJIITHHHI JT130COMH, 1 TTOAATBLIOrO karabounizmy HakonuueHnux IAT.

Kniniuna edexkTuBHicTh Ta 6e3neka

besnexa ta epextunicTh Enanpasu Oyia npoaeMoHCTpOBaHa y TphOX KITiHIYHHX JOCTiKEHHSX: 1Ba
PaHIOMi30BaHKX M1ale60-KOHTPOIBLOBAHNX KIIiHIYHKX Hociimkerns (TKT008 Ta TKT024) 3a yuactio
AOPOCIHUX Ta JiTel BikoM Bial 5 pokiB i onHe Binkpute nocnimkenns 6esneku (HGT-ELA- 038) 3a
y4JacTio aireif BikoM Bix 16 Micsuis 10 7,5 poky.

3aranom 108 namuienTiB 4onOBiYOI cTATi 3 CHHAPOMOM XaHTepa i MMPOKMM CHIEKTPOM CHMIITOMIB Oy/Iu
BKJIIOYEHI y JIBa PaHIOMI30BaHMX IUIale00-KOHTPOILOBAHUX KIIHIYHUX pochimkeHHs, 106 3 HuX
IPOJIOBXKMJIM TEpAriro il 4ac JBOX BIAKPHTHX PO3LIMPEHHX JOCITIIKEHb.

[Hocnioocenns TKT024

ITin yac 52-THXHEBOro paHIOMi30BaHOr0, MOJABIHHOIO CIINOro Miane6o-KOHTPOIEOBAHOTO JOCiIKEeHHS
96 nauientis BikoM Bin 5 10 31 poky oTpumyBanu npenapat Enanpasa B 103i 0,5 mMr/xr 1 pas Ha
THKIeHb (n=32) abo y 1031 0,5 mr/kr 1 pas Ha 2 TixHi (n=32), a6o nmuaue6o (n=32). Y 10ciIKeHHs
OyJI1 BKJIFOYEH] AL[IEHTH 3 IOKYMEHTAIBHO MiATBEPUKEHNM J1eDilluTOM aKTUBHOCTI (JEPMEHTY
imyponar-2-cynbdarasu, 4acTKOIO IIPOrHO30BaHOI (JOPCOBAHOI KUTTEBOT eMHOCTI Jerens (MIKEJT) < 80
% i IIMPOKHMM Jiana30HOM KJIIHI4HOT BUPA3HOCTI 3aXBOPIOBAHHS.

ITepBHHHMM KpUTEpieM OLIHKH eeKTUBHOCTI OYB IBOKOMIIAPTMEHTHMIT KOMOIHOBAHMI TTOKA3HUK Ha
OCHOBI CyMHM paHTiB 3MiHH BiJl IOYaTKy 0 KiHIs JOC/i/UKEHHs BiACTaHi, poiineHoi 3a 6 xa. (6-
XBUJIMHHA#H TeCT X01601 a60 6-XTX), sik moka3HHKa BUTPUBAJIOCTI, @ TAKOXK BiZICOTOK TPOrHO30BAHOT
DXKEJT six noxasuuka GyHKUil nerensb. Lleit kpuTepiit cyTTeBO BiApi3HABCA Y NALlIEHTIB, SKi IOTHKHA
OTPMMYBAJIM JIiKyBaHHs, BiZl Takoro y rpymi miane6o (p=0,0049).

Jlonatkosuii ananis kiiHiuHOT e)eKTUBHOCTI IPOBOMBCS 38 OKPEMUMH KOMIIOHEHTAMH TIEPBHHHOTO
KOMOiHOBaHOro KpuTepito, abcomoTanmu 3minamu OIKEJL, 3min koHuentpauii AT B cedi i po3Mipis
TNeYiHKH Ta cenesinku, 06’eMoM dopcoBaHoro BuaKxy 3a neputy cekyuay (O®B,) i muHaMiKo0 MacH
niBoro muryHouka (MJILL). Pesynsraty naBeneni B Tabnumi 2.

Tadauus 2. PesynibTaTi 0cHOBHOrO KJiHIYHOro gocaixkenns npu 0.5 MI/Kr mOTHAKHS
(nocaipxenns TKT024).

52-TikHeBe JiKyBaHHs
0.5 Mr/Kr Ha TH3KIEHb
OnocepeaxoBano 3Baxkeni (OM) Cepenns 3HayeHns P
cepenHi (SE) BiIMiHHICTB y (nopiBHSIHO 3
Inypeyabgasa Maane6o JiKyBaHHS njaaneoo)
MOPIBHSIHO 3
KinueBa rouka nuanedo (SE)
KombinoBanwmii 74.5 (4.5) 55.5 (4.5) 19.0 (6,5) 0,0049
kpurepiit (6-XTX ta
% DXKE)
6-XTX (m) 43.3 (9.6) 8.2 (9.6) 35.1 (13.7)
% nporso3oBanoro (4.2 (1,6) -0.04 (1.6) 4.3 (2.3)
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OXKETT
Ab6comotanit 060’em  [0.23 (0.04) 0.05 (0.04) 0.19 (0.06) 0,0011
OXKETI (1)
PigHi 'Al" y ceui -223.3 (20.7) 52.23 (20.7) -275.5 (30.1) <0.0001
(mxr TAI'/mr
KpEaTHHiH)

% 3miHa 00’emy -25.7(1.5) -0.5 (1.6) -25.2(2.2) <0.0001
NeYiHKH

% 3MiHH 00’eMy -25.5(3.3) 7.7 (3,4) -33.2 (4.8) <0.0001
celIe31HKU

3aranom y 11 3 31 (36 %) namieHTiB y rpyni IIOTHKHEBOT Teparlii B opiBHAHHI 3 53 31 (16 %) xBopuMu
y rpymni mianebo niasuiuaocs 3HadenHss OOB, npunaiimMHi Ha 0,02 71 mix yac abo nepes 3aKiHIeHHIM
JOCIIDKEHHS, 110 BKa3ye Ha JI0303aJ1€KHE 3HIKEHHs 00CTPYKIIT AMXaIbHUX LUXIB. Y NALIEHTIB Y
rpyni IOTHXXHEBOI Teparil icTOTHO, B cepeaHboMy Ha 15 %, nokpaumses O®B, Ha MOMEHT 3aBepIlICHHS
JIOCITiKEHHS.

Konuentpanis I'AI" B ceui 3un3unacs Hikye BMH (Busnavaetses sk 126,6 Mxr I'Al'/Mr kpeaTuHiHy) y
50 % XBopHX, AKi OTPUMYBAJIH LIOTHKHEBY TEPaITiko.

VY 80 % (20 xBopuX) 3 25 XBOPUX 3 reraToMerasielo Ha MOMEHT OLIIHKM BUXIZHOIO CTaHy, Ki IOTHKHS
OTPUMYBAJIY JIiIKYBaHHS NIPENapaToM, BiI3HAYEHO 3MEHIIEHHS PO3MIPIB MEYiHKH 10 KiHI JOCIIKEHHS
JI0 HOPMH.

3 9 XBOpHX y rpyni IOTHKHEBOI Tepartii 31 CrJIeHOMeralielo Ha MOMEHT OLIIHKHM BUXIIHOTO CTaHy y 3
XBOPMX PO3MIPH CeJIe31HKM BiIHOBHIIUCS 10 HOPMAIBHUX JI0 KiHIA JOCIIDKEHHS.

[Ipn6an3HO y MONOBMHY MALIEHTIB 3 TPy WOTHXHEBOI Teparmii (15 3 32; 47 %) BusBieHa rineprpodis
MiBOTO IITYHOYKA Ha TOYATKy AOCHiKEHHs, ika BU3Hauanacs 3a ingexcom MJILI > 103 /M. Y 6 (40
%) 3 nux xBopux MJIII HopMastisyBaacs 10 KiHLS JOCIIIKEHHS.

Yci XBOpi LOTHAKHS OTPUMYBAIH iaypeynbdasy y nepiox 10 3,2 poKy B paMKax 101aTKOBOTO
posmupenHs 1uporo aocuimkenns (TKT024EXT).

V nauieHTiB, sKi Mpy paHIoMi3allil IOTHKHSA OTPUMYBAIH iypcy/ibdasy B paMKax J0C/TiIKEHHs
TKTO024, cepenne MakcumanbHe MOJIMIIIEHHs! AMCTaHIT, IPONHAEHOT 3a IiCTh XBHIMH, HACTAJIO Y MiCSIb
20, a cepeans yacTka nmporHosoBanoi @XKEJI gocsria MaKCHMyMy y Micsb 16.

Y BCIX Nali€HTIB Bijl MOYATKY JIKYBaHHs CIIOCTEPIrald CTATHCTMYHO 3HAYYIIE CepeaHe 30iIblIeHHs
JMCTaHLLi, MpoiieHol 3a 6 XB. (y NAL€HTIB, SKi OTPUMYBAaIH iTypcyibdasy, — Bill MOYATKy JAOCHiKEHHS
TKTO024, a y nauienTiB, AKi oTpuMyBaJH 11anedo, — 3 THXKHs 53), TIpH LIbOMY CEpEIHE 3HAYEHHs i YacTKa
301TbIIeHHs IMCTaHiT X001 BapitoBam Bix 13,7 M 10 41,5 M (MakcumyM - y micans 20) i Bix 6,4 1o
13,3 % (MakcuMyM — y Micsnb 24) BinoBinHo. Y GUIBIIOCTI XBOPHX, AKi CIIOYATKY OTPUMYBAIH
IIOTHIXKHEBY Tepanito B pamkax jgociikenHs TKT024, noka3HUK AUCTaHLiT X0a601 MOKpaluBes
OiIB1IO MIPOIO, HIXK Y IBOX IHIIMX IPymNax JiKyBaHHS.

Cepennst yactka npornososanoi ®IKEJI icToTHo 36inpImMIacs y Micsupb 16 y BCix XBopuX, Xo4a

Ba)KKMMH JIET€HEBMMH 3aXBOPIOBAHHAMH Ha IOMATKY NOCIIKEHHS (3riIHO 3 BUMIpIOBa
nporxosoBanoi @XKEJI) cnocrepiranocst MiHiMaIbHe NOMINIIEHHS.
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Cratuctuyno 3HaunMe 30iabLieHHs adbcomotnoro obcary ©IKEJI Bin noyaTky Teparii crocrepiraiu mijx
yac OLIBIIOCTI BI3UTIB y KOXKHIH nonepeauiii rpyni nikyBaHHs B pamkax pociimkenns TKT024. 3minu
cepenHixX 3HayeHb BapiroBaym Bin 0,07 1 110 0,31 11, @ yacTkM — Bin 6,3 10 25,5 % (MakcuMyMm y Micsiib
30). 3MiHM cepeaHixX Ta MPOLUEHTHUX 3HAYeHb BiJl MOYATKY JNiKyBaHHS OyIH HAROUTBIIMMH Y TPYTI
HIOTHKHEBOT Teparmii B pamkax pocnimkenas TKT024, Ha mpoTsi3i BCix KiHIIEBHX TOYOK.

ITin yac ocTaHHBOTO Bi3UTY B paMkax gociimkerns TKT024 y 21 3 31 mariieHTa 3 rpyI [OTHKHEBOT
Tepamii, y 24 3 32 XBOpHX 3 TPYIIH JIIKyBaHHS OIUH pa3 Ha 2 THokHi Tay 18 3 31 mamienTa 3 rpymu
mianebo crocTepiranacs ocraTouHa HopMastizauis konentpauii A" B ceui, sika Oysa Hukye BMH.
3minu koHueHTpauii Al B ceui Oynu HaiGiIbII paHHIMH 03HAKAMH KJTIHIYHOTO MOJIIIIEHHS Ha (OHi
Tepanii inypcynabdasoro, a HailbinblIe 3HMKeHHs KoHIeHTpawil ['AT” B ceui criocTepiraiocs mpoTsaroMm
nepumx 4 MicsuiB Tepamii y BCix rpymnax JiKyBaHHS; 3MiHH 3 Micsals 4 1o micsib 36 OyJin He3HAYHUMH.
Yum Buwie koHueHTpalis A" y cedi Ha MOMEHT OLIHKH BUXIHOTO CTaHy, TUM OiBIIOI MipOrO
3HWKYEThCs KoHIeHTpalis ['Al" B ceui y mepiof niKyBaHHs iTypcyab(hasoro.

3MeHIIIeHHs pO3MIpiIB MeYiHKK Ta CeJIe3iHKH, SKi CIocTepirany Hanpukinii gocuimkenHs TKT024
(Troxzens 53), 36epiranucs mij yac gonatkoBoro gpociimkenHs (TKT024EXT) y BeixX NallieHTiB
HE3AJIeKHO BiJl HONEPEAHBOr0 PO3IOALLY 33 IPYIaMH JliKyBaHHs. P0o3Mipu Ne4iHKH HOpMali3yBallkcs 10
Micsus 24y 73 % (52 3 71) mamieHTiB, 1110 MaJH remaTOMEraIifo HAa MOMEHT OLIIHKH BHXiIHOTO CTaHy.
KpiM TOro, po3Mipu neviHku B cepelHbOMY CKOPOTHIIMCS HaHOIIBIIO Miporo 10 8-T0 Micsls y BCiX
NalieHTIB, Ki paHillle OTPUMYBaH JIIKyBaHHS, IPU LILOMY 10 36-TO MiCAIIS CIIOCTEPIiranocst He3HaYHe
301IbIIEHHS] PO3MIpPIB NEUiHKU. 3MEHIIEHHS PO3Mipy MeYiHKH He 3aJ1eKalio Bijl BiKY, TSIKKOCTI
3axXBOpPIOBaHHs, HassBHOCTI 1gG aHTUTLI abo HelTpanizyrouux anTutin. I[lix yac gocnimkenns TKT024
PO3MIipH Cesle3iHKM HopMaJlizyBanucs 10 Micsist 12 ta o micsiust 24 y 9,7 % XBOpHX i3 CIIEHOMETali€lo,
SIKi OTPUMYBAJIH LIOTH)KHEBY TepaIlito.

ITix yac nocnimxenns TKT024 cepenniit innexc MJILL 3amimaBcest cTabiIbHAM yIIPOIOBXK 36 MiCs1IiB
Teparnii inypcyib(a3oro y BCiX rpynax JiKyBaHHSL.

PerpocniektuBHMi aHani3 iMyHoreHHocTi 3a ganumu gociimkedb TKT024 ta TKT024EXT (auB. Po3min
4.8) BCTaHOBMB, 110 MAI[IEHTH MarOTh a00 MicCeHC-MyTallito, abo dpeiminidr/HoHCceHC-MyTalio. [Ticis
105 TwXKHIB 3aCTOCYBaHHS iMypcynbdasu aHi CTaTyC aHTUTI, aHi TEHOTHIT HE BIUTHHYJIM Ha 3MEHILECHHS
PO3MipiB EUiHKH Ta CeNIe3iHKH, MPOHAEHY BIACTaHb IiJl Yac 6-XBUIMHHOIO TECTY X0ap0u abo hopcoBaHy
’KUTTEBY €MHICTB NereHiB. [larieHTH, siki Majli O3UTHBHHI pe3yJbTAT TECTY HA aHTUTLIA,
JIEMOHCTPYBaJIM MEHLIE 3MEHIIEHHS PiBHA IN1iKO3aMiHOIUIIKaHiB y cedi, HiXK Nali€HTH 3 HeraTHBHUM
PE3yJNbTaTOM TECTY Ha aHTUTLIA. JIOBrOCTPOKOBI e(heKTH MOSIBH aHTHTLI HA KJIIHIYHI HACI KA
BCTAHOBJIEHI He OyJIH.

Jocniowcenns HGT-ELA-038
Lle Oy70 BinkpuTe, GaraToleHTpOBe JOCIIIKEHHS B OJHIN IpyTIi i3 3acTOCYBaHHAM iH(Y3ii
imypeynbdasy XJI0m4InKaM i3 CHHApOoMOM XaHTepa BikoM Bix 16 Micauis 10 7,5 poky.

JlixyBanHs imypcyibdasoro 3abesneunio Maike 60 % 3HMKEHHs OKa3HUKA IIIIK03aMiHOIIIIKaHIB y ceui
1 CKOPOYEHHS pO3MIpiB II€UIHKH Ta CeJe31HKH: pe3ybTaTH L[OT0 A0CTiKeHHs Ta nociimkerns TKT024
OyJu TIOpiBHSIHI.

3MEHIIeHHs IUX NapaMeTpiB CIOCTepiraay Ha THXKHI 18 1 poIoBKyBali CIIOCTEpiraTy Ha THXKHI 53.
ITamieHTy, y IKUX 3’IBUBCSI BUCOKUH TUTpP aHTHUTLI, IEMOHCTPYBAJIM CabIIy BiAMOBiAb Ha i :
. . . . . . . . . . o "4 e
3a OLIIHKOKO MOKa3HMKA ITIK03aMiHOITIIKaHIB y cedl Ta 3a OLIIHKOK PO3MipiB NEUiHKH Ta Ce, ,;ﬂ{ixyﬁf.i
*

Ananiz eenomunie nayienmis y oocniodcenni HGT-ELA-038
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MauienTis knacuikyBanu 3a TaKHMH TpynaMu: MicceHc-myTaitis (13), moBHa jenenis/3Hadne
peapanKyBanus (8) ta GppelmMiuipT-MyTanii/MyTanil caifty cninaiicuury (5). Onus namiedr He 6yB
KnacH(iKOBaHHUIL.

['enoTun noBHa Jenenis/3HauHe peapawKyBaHHs reHa HalfyacTillle OB A3yBajH 3 TIOSBOKO BUCOKHX
THTPIB AHTHTLI Ta HEHTPAi3yr04uX aHTUTLI 10 14ypCyib(asy, i NalieHTH 3 TAKUM TeHOTHIIOM
HaHiMOBIpHillle IEMOHCTPYIOTh CTPUMaHY BIATIOBIAb Ha JiKapchKHii 3aci6. OHaK HEMOXKIIUBO TOUYHO
MPOTHO3YBAaTH OKPEMY KJIiHI4HY BIiINOBIAb Ha OCHOBI BiANOBii aHTUTLI a00 reHOTHILY.

Hemae KIiHIYHMX JaHUX, SKi JEMOHCTPYIOTh MEPEBar 3 TOYKH 30py HEBPOIOTIYHHX TIPOSBIB
3aXBOPIOBAHHSI.

Leit mpeniapat 3apeecTpoBaHMi 3a MpoLEypoto "BHHATKOBI 06cTaBuHK " Lle 03HaYaE, 1110 Yepes PilKicTh
ui€i xBopobu 6yJ10 HEMOXKIIHBO OTPUMATH MOBHY iH(OpPMAiIO Tpo el mpenapar.

€BporneiceKa areH1is 3 JiKapchKUX 3ac0o0iB LIOPOKY Oyze po3risaatu 6yab-9Ky HOBY iH(opMallilo, ska
CTOCYEThCsl IIPEnapary, i s KOpoTka XapaKTepHCTHKa JiKapchKoro 3aco0y Oyie OHOBIIFOBATHCH Y Mipy
HEeoOX1HOCTI.

5.2 ®apmakokiHeTHKa

[lorminanns iqypcyib(asy onocepesKkoBaHe CeeKTHBHIM 3B’ A3YBAaHHSM 3 PELENTOPaMi MaHHO030-6-
¢docdary. Ilicns inTepHanizauii KIITHHAME BOHA JIOKAI3Ye€ThCs B KJIITHHHUX J1i30COMaX, THM CAMHM
obMexyroun posnoainenss Ginka. Jlerpanauis ixypcynbdasu BindyBaeTbes IUIAX0M 106pe 3p03yMiTuX
MeXaHi3MiB OLIKOBOro riiponizy 3 yTBOPEHHSM HEBEIUKHMX TIENTHIHMX 3aJMIIKIB i aMiHOKHCIIOT, OTXKE,
nopyuenHs GpyHkuii HEpok abo MmediHKH He BIUIMBAE Ha (papMaKOKiHETHYHI IapaMeTpy ixypcyabhasu.

dapmaxoKiHeTHYHi TapaMeTpH, BU3HaueHi Ha TikHI 1 nocnimkens TKT024 (rpyna 3actocyBaHHs
npenapary y 103i 0,5 mr/kr Ha Tk aeHb) Ta HGT-ELA-038 npezcraBieHo y NOAaHUX HUKYe TabIHIIIX
BIZUITOBIZIHO 110 BiKy Ta MacH Tina.

Tabanus 3. @apmakokiHeTHYHI NapaMeTpH y THAAeHb 1 BiANOBIAHO 10 BiKy: J0CaiKeHHs
TKT024 Ta HGT-ELA-038

JlocaimkeHHs

HGT-ELA-038 TKT024

Bik (pokn) 1,4-7,5 5-11 12-18 > 18
(n=27) (n=11) (n=8) (n=9)

Chmax (MKI/M) 1,3+0,8 1,6 £0,7 1,4+0,3 1,9+0,5
cepenne = SD
AUC . 224,3 +£76.9 238 £ 103.7 196 + 40,5 262 + 74,5
(XB*MKI/MII)
cepense = SD
Kunipenc (Mi/xB/kr) 2,4+0,7 2,7+1,3 2,8+0,7 2,2+0,7
cepense + SD
Vs (Mn1/kr) 394 + 423 217 £ 109 184 + 38
cepenHe + SD

Baru; sIK I0Ka3aHO B HW)KYEHABEIEeH1M Ta6.IIPIH1




Tabauua 4. @apmakokiHeTHYHI NapaMeTPH Ha TH/KHI 1 BIAMOBIAHO 10 MacH Tiia: J0CHiKeHHS
TKT024 ta HGT-ELA-038

Maca Tina (xr) <20 >20Ta<30 > 30 Ta <40 >40Ta <50 54,2%
(n=17) (n=18) (n=9) (n=5) (n=6)

Crnax (MKT/MIT) 1,2:4£0.3 1,5+1,0 1,7+0,4 1,7+0,7 1,78:0.7

cepense £ SD

AUC 206,2 £ 33,9 234,3+£103,0 | 231,1+681,0 | 260,2+113,8 | 251,3 + 86,2

(xB*MKI/™M)

Knipenc 2505 2,6 1,1 2,4+0,6 24+1,0 2,4+1,1

(MI1/XB/KT)

cepenne = SD

Vs (MIT/KT) 321+ 105 397 £ 528 171 £ 52 160 + 59 181+ 34

Binbi Bucokuit 06’eM po3noniny B piBHOBaXHOMY cTaHi (VsS) CriocTepiraiy y rpynax 3 MEHIIIOK Macoro

Tija.

3aranomM 3aleXxHO Bij Biky ab0 MacHu Tijia He BUSIBIIEHO OYE€BH/IHOI TeHIEHIIIT a00 3 TOYKH 30py
CHCTEMHOI0 BILIMBY, a00 3 TOYKH 30py LIBHAKOCTI KIIPEHCY.

5,3 Joxainiuni aaHi mono 6e3nexn npenapary

Jlani ZOKJIHIYHUX JOCTIIKEeHb, OTPUMAaH] Ha OCHOBI TPAAMIIMHUX TOCIiIKeHb (hapMaKoIOTiyHOT
Oe3rnexu, TOKCMYHOCTI 0THOPa30BOI 03, TOKCHYHOCTI 6araTopa3oBHX 103, TOKCHKOJIOTYHOTO
JIOCITIDKEHHST PEeNpOAYyKIIil, PO3BUTKY Ta 3aIlIiJHIOBAJILHOI 3IaTHOCTI CaMIliB, HE BUSBJISIOTH OCOOJINBOT
HeOe3neku ISl JTIOINHH.

JlocnikenHs Ha TBapMHaX He BKa3ylOThb Ha NPSIMHI UM HEMPSIMHM LIKiUTMBUI BIUTMB Ha BaTiTHICTb,
eMOpioHanbHUI/(eTanbHuil PO3BUTOK, TIOJOTH X MOCTHATATBHHNA PO3BHTOK.

Jlani, oTpMaHi i yac IOCHi/UKeHb Ha TBapHHAX, MIATBEPANIIM eKCKPELo iypeybdasu y rpyaHe

MOJIOKO.
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6. ®APMAKOJIOI'TYHI BJJACTUBOCTI

6,1 Ilepenik JONOMIXKHUX Pe4OBHH

[omicopbat 20

Hatpiro xmopun

Harpiro rigpodocdary renrarigpar
Hartpito nurigpodocdary MoHorimpaT
Bona nns in’exuiit

6,2 HecymicHicTb
Ileit npenapat He MO>KHA 3MIILIYBaTH 3 IHIIMMHM IIperapaTaMy, KpiMm 3a3HadeHux y Pozmimi 6.6.
6.3 Tepmin npuaaTHocTi

3 poku
XimiyHa Ta (i3uyHa cTabLIBHICTh y Hpoleci BUKOPUCTaHHs Oya MpoieMOHCTPOBaHa YIPOJIOBXK 8 rOAMH
npu Temreparypi 25 °C.

[icas po3BeeHHs

3 TOUKH 30py MiKpoOionoriyHoi Oe3meku, po3BeleHUH Mpenapar Mijsirae HeralHOMY 3acTOCYBaHHIO.
SIkmo mnpenapaT He OyB 3aCTOCOBaHWM HeraiHoO, CTPOKM Ta YMOBH 30epiraHHsi IPHTOTOBIEHOTO
npenapaTy 0 HOro 3acTOCYBaHHS € BIANOBIJANBHICTIO KOPUCTYBa4ya i HE MOXYTh INEpEBUINYyBaTH 24
TOAIMHHU IpH Temnepatypi Bia 2 1o 8°C.

6,4 OcobauBi BKa3iBKH 1110710 30epiraHusi

36epiratu y xonoquiasHUKY (2°C — 8°C).
He 3amopoxxyBaTH.
YMoBH 30epiraHHs miciis po3BeAeHHs JIiIKapChKOro 3aco0y aAuB. y Po3ain 6.3.

6.5 XapakTep i BMiCT yNaKOBKH

®naxon 5 mi (ckio tumy 1) 3 mpobkoro (hTopkaydyk, MOKPUTHI OYTHIIKaydyKOM), OIHOPa30BHi
YLIUIbHIOBAY Ta CHHIN BiOKUAHUA KoBrnayok. KoxeH ¢akoH MiCTUTB 3 MJI KOHIIEHTpATY IJIs PO3YHHY
JUISL 1H'€KITIH.

ITo 1, 4 1 10 dakoHiB B KapTOHHI KOpoOILi. Y mpoaaky MOKYTh OyTH He BCI pO3MIpH YIIaKOBOK.
6.6  Oco0.MBi BKa3iBKH 11010 YTHJIi3a11il Ta iHIIOro BUKOPHCTAHHS

Kosxen ¢nakon 3 npenapatom Enanpasa npu3zHaueHUi TiTBKH U1 OZTHOPA30BOrO BUKOPUCTAHHS i

MICTUTB 6 MT igypcyibdasu y 3 Mi po3uuHy. Enanpasa npusHadena uis BHYTPILIHBOBEHHOT 1yt

nepen iHQy3iiHUM 3acTOCYBaHHAM Mae OyTH pPO3BeAeHa Y PO3YHHI HATPit0 XJIOpUIy 9 Mr/ y ?,% Ry e

PexoMenyeThCsl BBOIUTH 3aralibHui 00°eM iHDY3Il, BHKOPHCTOBYIOUH TiHIHHUH QinkTp ma,h)"efpom\ e

nop 0,2 mxm. Enanpasy He MO)xHa BBOAMTH OJHOYACHO 3 IHIIMMM IIpernapaTamMu B iHdy3h

- KinpxicTs (rakoHiB, sSKi NOTpiGHO pO3BOANTH, TOBUHHA BU3HAYATHCH 1HIMBI
HiJcTaBi MacH Tija NamieHTa Ta peKoMeHI0BaHOol 1031 0,5 MI/KT.
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- He 3acrocoByiiTe npenapar, SKIo po3uuH y (GaakoHax 3MiHHB KoJip abo MpH HasBHOCTI
TBEPJMX YaCTHHOK. He cTpylyBaT po3umH.

= Habepitb pozpaxoBanuii 06’em npenapary Enanpasa 3 BiinoBiqHo1 KiibkocTi (paakoHiB.

= PossejiTh 3aransanit obcsr npenapary Enanpasa, skuit HeoOxiaHo BBecTH, y 100 Mit po3unny
xjopuay Hatpito 9 mr/mi (0,9 %) nns indysii. HeoOxinHo noTpumyBaTics 00epexHOCTI U1t
3abe3TedeHHs] CTepHILHOCTI NPUTOTOBAaHUX PO3UMHIB, OCKiNbKH Enanpa3sa He MiCTUTh KOHCEPBAaHTIB
ab0 6aKTepioCTaTUYHOrO areHTy; HeoOXIAHO JOTpUMYBAaTHCs acenTHku. Ompasy Iicisi PO3BEICHHS
PO3YHH 00EPEeKHO NEePeMIlIyIOTh, ajle He CTPYLIYIOTh.

Bynb-sxuil HeBUKOpUCTaHUM JTiKapchkHii 3acib Mae OyTH yTUITI30BaHHMM BiIIOBIAHO 0 MiCLIEBUX BHUMOT.

Ts BJACHUK PEECTPAIIMHOI'O NOCBIITYEHHSI
Iaiiep Xeromen [xenerik Tepanic Ab (Shire Human Genetic Therapies AB)
Bacararan 7

11120 Ctokronsm
lsenia /™

8.  HOMEP(-U) PEECTPALIIIHUX MOCBUTYEHD

EU/1/06/365/001-003

9. JIATA PEECTPALIII/IEPEPEECTPAIIII

Jara nepiuoi peectpauii: 8 cigas 2007
Jlara ocranHbOI nepepeectpauii: 9 Bepecus 2016

10.  JJATA OCTAHHBOTI'O IEPEIJISAAY TEKCTY

JeranpHa iHdopMallis npo 1ei npenapar A0cTylHa Ha BeO-caidTi €BporneichKoi areniii 3 JikapchKux
3aco0iB: htip://www.ema.europa.eu.




