1. HME HA JIEKAPCTBEHHA ITPOAYKT

Muraycrar G.L. 100 mg tBbpayn Kancyu

Miglustat G.L. 100 mg capsules, hard

2. KAYECTBEH U KOTMYECTBEH ChCTAB
Beska kancynaa ceaspka 100 mg murnycrar (miglustat).

[lomMoniHo BewmecTBo ¢ H3BECTHO AekcThiE: Beaka kancyia cbappxka 0,23 mg HaTpH.

34 MbJIHMA CMIHCHK HA TIOMOLIHUTE BelleCTBA, BHKTE Touka 6.1.
3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna.
Henpospaynu 6 TBLpAH KEAAaTHHOBH KANCYJIH, pasmep 4, H3bJIHEHH ¢ OaT 10 nouTH 631
rpaHynar.

4. KJIMHUYHN JTAHHU
4,1 TepaneBTHURH HOKA3AHAA

Murnycrar G.L. e nokasas 3a nepopajiHo JieYeHHE HA Bb3PACTHH MALHEHTH C JIeKa 10 YMEPEHa 110
TemkeCT popma Ha Gonect Ha [ome (Gaucher) Tun 1. Murnyerar G.L. MoXke Ja ce mpuiara camo 3a
JIEYEHHE Ha TIALMEHTH, TTPH KOMTO CH3WM-3aMeCTBaIaTa Tepants € Hemoaxoaama (Bx. Touku 4.4 u

5.1).

Murnycrar G.L. € nokasaH 3a ieueHHe HA NMPOFpecHpallld HEBPOJOTHYHH NPOABU MPH Bb3PACTHH

MALKHEHTH W NPU NeAAaTPHYHHU NanueHTH ¢ 6onect Ha Human-ITuk (Niemann-Pick) Tan C (Bx. ToukH
4.4 5.1).

4.2 /lo3HpoBKa H HATHH HA NPHIOKEAHE

JicueHueTo TpsAOBA Na ce PLKOBOIHY OT JIEKAPH ¢ ONUT H CHEUUATHZIMPAHHN B TEUSHUETO HA IAUMEHTH C
bonectta Ha [Tome v crOTBeTHO OoectTa Ha HuMan-TTuk tun C.

J03UpOBKa

Ho3upoBka npu 6onect Ha l'owe Tin |

Bw3pacmuu

[TpenopbunTenHara HavaliHa 034 3a JeUeHHE HA BH3PACTHH NaldeHTH ¢ 6onect Ha ['owe Tum 1 e 100
mg TPH NMbTH JHEBHO.

[Ipyu HAKOM NArHEeHTH, [IPH NMOABA HA BHAPHA, MOKE 1A Ce HAJOXKHA BPEMEHHO peayLuHpan
ao 100 mg enuu wiu ABa TBETH JHEBHO.

IHeouampuuna nonyrayus

He € ycTaHOBeHa €(pUKACHOCTTA Ha MHUIJTYyCTaT IpH Aena ¥ wHomu o1 § 1o 17 1
Fomre THn 1. JInnesar navuu.



Hoauposka npu 6onect na Human-TTuk Tino C

Bv3pacmuu

IIpenopbyBanaTta n03a 3a JeueHHeTO HA Bb3pacTHH MalueHTH ¢ OonecT Ha Humaun-ITuk Tun C e 200
mg Tpu ITBTH THEBHO.

Ieduampuuna nonyaayus
IIpenoppunTennaTa 103a 3a JeUSCHHETO HA OHOWM (Ha 12-roqHillHA BB3pacT M NMO-rofieMH) ¢ bonect
Ha Human-1luk ™n C e 200 mg tpu neTH AHEBHO.

Jo34dpoBKaTa NPy MaLKEHTH noA | 2-rofuuHa BE3pacT TpaGBa Aa 6bae aganTHpaHa Bb3 GCHOBA Ha
TEJIECHATA MOBLPXHOCT, KAKTO € TIOKa3aHo Mo-/100Y:

Tenecaa nosuLpxuoct (m*) IIpenopn4Bana 103a

> 1,25 200 mg TpH ITETH JHEBHO
> (,88-1,25 200 mg aBa MHTH JHEBHO
>(),73-0,88 100 mg Tpyu ILTH AHEBHO
> (),47-0,73 100 mg npa MbTH AHEBHO
<047 100 mg enMH MLT AHEBHO

Bpemem{-:) HaMalTABaHC Ha J103aTa MOKC 1A C€ HATOXKH MPH HAKOH MNALUCHTH IPH [10484aTa Ha JAHApHA.

Ilon3ara 3a naumenTa npu neyenueto ¢ Murayerar G.L. Tpabpa na 6b1e peaoBHO OLICHIBaHA (BXK.
TOouKa 4.4).

ChbUIeCTBYBa OrpaHHYEH ONUT ¢ ynorpedata Ha Murnycrar G.L. npy naupeHTH moa 4-roJuilHa
Bb3pacT ¢ OonecT Ha HumaH-11pk tun C.

Creyuannu nonyagyuu

Cmapuecka eév3pacm
Hsma onuT B ynotpebara Ha MUryCTaT MPU NAMWEHTH Ha Bh3pacT Haj 70 roausu.

Hapywena 6vbpeuna gynxyus

PapMakOKMHETHUHHTE JaHHHU NMOKA3BaT YBEIHYEHA CHCTEMHA €KCNO3ALMA HA MUCAYCTAT MpH
MAHEHTH ¢ OBOpeuro yBpexkaaHe. ITpy NauHeHTH ¢ peryJHpaH KpeaTHHHHOB KIUpbHC 50— 70
ml/min/1,73 m?, TpsaGea aa ce 3anoune ¢ no3a 100 mg ABa IBETH AHEBHO HPH HAaUMEHTH ¢ Gonecrra
Ha ['ome tun 1 ¥ ¢ no3a 200 mg aBa nuTH AHEBHO ( NPOMEHEHA BB3 OCHOBA HA TelleCHATa

MOBBPXHOCT NPH MALKMEHTH o7 12-rogviiiHa Bb3pacT) NpH naitienty ¢ 6osiect Ha Human-Ilvk TN
C.

IIpH nalyeHTy ¢ peryjiupad KpeaTUHHHOB KHpsHC 30-50 ml/min/1,73 m?, tpsafea aa ce 3anouHe ¢
R03a OT eAna Kancyna 100 mg eaus nbT JHEBHO npH nauvenTy ¢ 6onectra Ha [ome TR 1 M ¢ n03a
100 mg apa mbTH AHEBHO (IIPOMEHEHA Bb3 OCHOBA HA TEJIECHATA MOBBPXHOCT PH MAUEHTH noj 12-
FOJIMIIHA Bb3pacT) Apu nauueHTH ¢ 0onecT Ha Human-TTuk Tun C. He ce npenopsyBa NpHIaraHeTo

Ha NCKapCTBEHHA MPOAYKT NpPH NMALMEHTH C TEXKO OBOpeuHO yBpexkaaHe (KpeaTHHUHOB KIHPBHC < 30
ml/min/1,73 m?) (8. Toukn 4.4 u 5.2).




Hapywena vepnodpobua gyrrxyus
He ¢ oueHapaHa ynoTpebara Ha MHINycTar IIpH YepHoApoOHO yBpexKaaHe.

Hauvnz Ha npunoxeHHe
IlepopanHo npunoxkeHue.
Murnyctar G.L. Moxke aa ObA¢ npHeT che MM 6e3 XpaHa.

4.3 HporHBonoxkazanas

CBpbXUyBCTBHTENIHOCT KBM aKTHBHATA CYOCTAHLMSA WIM KbM HAKOE OT IOMOLIHHTE BEIECTBA,
v3bpoeHn B Touka 6.1.

4.4 ChoennajliH npeaynpexkacHAs H NpeANAIHE MEPKH NPH ynoTpeda

Tpemop

[lo speme Ha KNHHUYHK U3NHUTBaHUA NpROIM3KUTENHO 37% oT nanpenTuTe ¢ Sonect na ['owe Tvn | K
38% OT nauMeHTUTE MpH KIMHUYHO H3nuTBaHe npu Hosect Ha Niemann-Pick tun C ca ¢bobumnm 3a
TpeMop. 1lpu Gonect Ha I'owe THN 1 e onMHcaH 3acuiaeH (H3HOIOTHYEH TPEMOP Ha prUETE. 1peMopeT
C€ NOsABABA OOHKHOBEHO TIpe3 MbPBHS Mecell M B MHOIrO ¢JIydYad OT3BYdaRa No BpeMe Ha JICYeHHETO
MexqTy 1-us u 3-ua mecew. PegyuMpanero Ha Aozara Moxe 1a nogoOpH TpeMopa, OOHKHOBECHO 32
HAKOIIKO IHH, HO MIOHAKOra MOKE [a C¢ HANOXKHU NIPEKPaTABAHS Ha JSUSHNETO.

['acTpOMHTECTHHAIHH HADYIIEHHA

lacTpouHTECTHHAIHEY HapYIIEHHA, TIaBHO AHapHs, ca Habmogapany npH foseve ot §0% ot
NalMCHTHTE, WIH B HAYAIOTO HA JICWCHHETO HIIH NEPHOAHTHO MO BPpEME HA JIEYEHHETO (BXK. TOUKA
4.8).

MexaHH3MBT Hal-BEPOATHO € MHXWOHpaHe HA MHTCCTHHAJIHUTE U3aXapuaas3y, KaTo

3aXap0O30M30MAalITA3aTa B raCTPOMHTECTHHAIHHA TPAKT, KOETO BOJIY 10 HaMmaieHa abcopOuus Ha
XPaHUTEIHUTE AU3aXapHan.

B winHHuHaTa npaxTHKka ce Habal0aaBaT MATITYCTAT-HHAY IMPAHH TAaCTPOMHTECTHHANHH CHOHTHS,
KOUTO OTroBapsT Ha HHAMBU/YAJTH3UPAHH ITPOMEHH B XPaHHTEITHHSA pexKUM (HallpHMeED, HAMAJIABaHe
Ha MpHUeMa Ha 3aXapo3a, JIaKT03a H HA JPYTH BBIICXHAPATH), MPUEM Ha MULTYCTAT MEXY
XpaHEHUATA UK C aHTUAUAPHYHH JIEKapCTBa, KATO IONEPAMHL.

[Ipy HAKOM MaLMEHTH MOXe [ia € HeoOX0oAMMO BpEMEHHO HaMajigBaHe Ha 7io3ara. [TaieHTHTE C
XPOHHYHA JHAPHA WIH ¢ IpYTH YIIOPHTH FaCTPOHHTECTHHAIHU HAPYHICHHS, KOHTO HE CE MTOBJIMABAT
OT Ta3H MApKa, TpA0Ba na OBAT M3CICABAHK B ChOTBETCTBUE C KJIMHMYHATA NMPaKTHKA. MuUriycrar He
€ OLICHABaH MPH NALMCHTH ¢ AHAMHE3a 32 3HAYHMO FaCTPOMHTECTHHANHO 3a00nsBaHe, BKIIOYHTENIHO
BBE3NANIMTENTHO 3a00N4BaHE HA YepBaTa.

Edexrn Bbpxy ciepmaTtorenesarta

[laumenTrre Mbke TpAOBa N2 H3MON3BAT HAASKAHH METOAH 3a KOHTpALIEMLMA 110 BpeMe Ha MpHeMa Ha
MHTIycTar. M3cnenBanus npH rTbXoBe ¢a TIOKa3aiH, Ye MHFJYCTAT BJIMSE OTPHLIATENHO BBPXY
CIICPMATOrCHE3aTa U apaMeTpUTe Ha CTIEPMAaTa ¥ HamMaspa pepraauTeTa (BXK. TouykH 4.6 1 5.3).
[Ipeau na ce nOSABY AOIBIHUTETHA HHPOPMALIHA, KOTATO HKENAAT 14 HMAT Aelia, MaMCHTHTE MbKe
TpsOBa a npeyCTaHoBAT yNoTpebara Ha MUIJIYCTAT M JIa M3MI0JI3BAT HAASKAHHM METO/IH HA
KOHTpanenuus npes cacasaiitre 3 Mecela.

CrieuualiHi monyaaluuu
Ilopamu orpanuyeHns onMT, MUTITycTaT TpAGBa Na ce H3NOM3Ba ¢ TOBHILEHO BHUMAHHAE NPHIAYHUCHTH
¢ OBOpEeUHO UMK YepPHOAPOOHO YBpEeKIaHE.

CrinecTByBa TACHA Bpb3Ka MEXAY 6bOpeunaTa pyHKIMS ¥ KIHPBHCA HA MH
MHTTYCTAT HapacTBa OTYETIUBO MPH NAIHEHTH € TEXKO OLOpeuHo yBpexa
TO3W MOMEHT HE € HA/IMLIC NOCTATHYEH KIIMHUYEH OIUT ¢ TE3H NAaLMEHTH, 32
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NMPENoPBLKH 3a Ao3HpaHe. He ce penopvupa ynorpebara Ha MUTITyCTaT NMPH NaUMEHTH C TEXKa (opma
Ha 6B0peuHO yBpexIane (KpeaTHHHHOB KIMpBHC < 30 ml/min/1,73 m?).

bonect pa [ ome tun 1

BBIpekH ye He ca NPoBeNeHH JHPSKTHU CPABHUTEIHH IPOYYBAHHA C CH3UM-3aMECTBAllaTa Tepanus
(E3T) npu nenexypanu nanmenTy ¢ Gostect Ha [Nome THN 1, HAMA N0KA3aTENCTBA 34 MPEeIUMCTEA HA
MHIJIYCTaT MO OTHOLIEHWE HA e(PUKACHOCTTA U Oe30nacHoCTTa, B cpasaeHMe ¢ E3T.

E3T e cranpaprha rprxka npn nanuenTtn ¢ Gonecr Ha ome T 1, Npy KOMTO c€ H3HCKBA JICYEHHE
(Bx. Touka 3.1). Ilpu maumMeHTH ¢ Texka dhopMa Ha bonect Ha [ome, He ca OLICHABAHH KOHKPETHO
euxacHOCTTa U 6€03MacHOCTTa Ha MU TYCTAT

IIpenopnusa ce peaoBeH KOHTPOJ Ha HHBAaTa Ha BUTaMHH Bi; mopaan BUCOKATa YECTOTa HA ReGULHT
Ha BUTaMHH Bi> ipu nauuenTn ¢ 6onect Ha I'oure tun 1.

Ilpu nainuedTH AEKYBAHH ¢ MUIIYCTAT, ca CHOOIHEHH cIyuyal Ha neprugepHa HEBpONaTus, ChC WK be3
CBITBTCTBAINH ChCTOSAHMA, KATO AehHIHT HA BATAMHH B2 HWIM MOHOKNOHATHA FaManaTHs.
Ilepudeprara HeBponaTUd UrJexaa ce cpellla No-YyecTo NPH nauuentd ¢ 6onect na lN'owe Tvn 1, B
CpaBHEHHE ¢ 0OLaTa nomynauus. Bcuyky nauuenTd Tpadsa Aa ObaaT nperiicAaHH 0T HEBPOJIOT B
Ha4aa0To U MO BpeMe Ha ICUEHHETO.

[Tpu naumentu ¢ Gonect ua ['ome Tun 1 ce npenopbyBa NpocieasBaHe Ha Gpos Ha TPOMOOLIMTHTE.
ITpu nauuent ¢ 6onect na [Nome tun 1, kouto ca npemunany ot E3T kbM NeyeHHe ¢ MHTITYCTAT, €
HabmoaaBaHo cabo HamaneHue Ha Opost Ha TpambonuTHTe, 6e3 NPosABY HA KbPBEHE.

bonect Ha Hamas-ITuk Tun C

[Tonsara oT N€YEHHUETO ¢ MHAMTYCTAT HA HEBPOIIOTHYHUTE MPOABH NPH NaIMeHTu ¢ bonecr Ha HuMak-
ITux Tun C 1pabBa na ce o1icHABA pe10BHO, HANPUMED Ha Beekd 6 Mecena. [IpoampkuTentocTra Ha
JeYEHHETO TPAOBA 1a CE€ OLIEHH OTHOBO Hai-MalKo cyieq | roJHHa eYeHUe ¢ MHTTyCTaT.

Jleko noumxeHHe Ha Opos Ha TpoMOoIMTHTE, OE3 1a € CREP33HO C KbPBCHE, © HabJFojaBaHo Npu
HAKOH NalHeHTH ¢ 6onect Ha Human-ITuk Tun C, nekypanu ¢ Murmyctar. [Ipu manuenTn, BKIIOYEHH
B KIIMHUYHO U3nUTBaHE, 40%-50% o1 nangeHTHTe MMaT H3X0JAeH Opoii Ha TPOMOOLIMTHTE MO

AoaHaTa rpaHMUA Ha HopMarta. Ilpenopbusa ce cneaene Ha Oposd Ha TPOMOOLMTHTE NPH TE3H
AUUSHTH.

llepnarpuuHa nomynauus

Cwob11eH € HaMaieH pacTeX NMPH HAKOU NMEAHATPHYHH ManMeHTH ¢ 6onect Ha Human-11uk Tvn C B
panHaTta (pa3a Ha ISYECHHE ¢ MUIVIYCTAT, IPH KOETO HaYAIHOTO HAMAJIEHO HAZUTABAHE HA TEIJIO MOXKE
1a ce MPUAPYXKABA WIIH NMOCJIEBA OT HAMaJIEHO HapacTBaHe HA BUCOYMHA. PacTexnT npH Jena u
IOHOIMH TpaOBA Na ce cneau no Bpeme Ha neveHueTo ¢ Murnycrar G.L. CBOTHOIEHHETO N0/13a/pUHCK
TPAOBA OTHOBO [1a ¢€ OLICHABA HA MHAMBHIYAaIHA OCHOBA ¢ OITIE] NPOABKABAHE HA NEUECHHUETO.

To3M TekapcTBeH NPOIYKT ChAbPKA HATPHM
Tozn nexkapcTBeH NPOOYKT ChALPXKA BLB BCAKA Karncyaa no-Manko or I mmol (23 mg) HaTpui, KoeTo

MOJXKE Aa ro onpeaesnu xarto “‘crodoien OT HATpHH .

OrpaHd4eHHTe JaHHU MOKA3BAT, Ye eAHOBPEMEHHOTO NpUiaraHe Ha MUY CT
TEpanug ¢ MMHIIyLepasa npy nanueHTH ¢ 6onect Ha [Nome Tun 1, Moxke na 1
M3J1araHe Ha MHITycTaT (B KJIHHMYHO NMPOYYBaHE ¢ MAJIKH MapalieflH| rpynu
MpUGIU3IUTENHO HaMasieHHe OT 22% Ba Chax ¥ 14% na AUC). Tora npoyusaH
MHTITYCTAT HAMA WK HMa OrpaHdu4eH edekT BbPXY (PapMAKOKMHETHKATA HA HM
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4.6 @eprTHIAMTET, GPEMEHHOCT H KbpMene

bpeMeHHOCT

HsaMa noctaTe9HO JaHHH 33 ynioTpedara Ha MULNycTaT NpH OpemeHHH A cHH. 1IpoyysanusTa nipy
AKUBOTHH MOKA3BAT PeNpo,IyKTHBHA TOKCHYHOCT, BKITFOUHTENHO JUCTOKUS (BA. Touka 5.3). He e
H3BECTEH MOTCHLHATHUAT PUCK MpPH Xopata. Muriycrat npeMu#HaBa npe3 NIIALECHTATa H He TpA0Ba J1a
CE€ U3N0JI3BA 10 BpeMe Ha OpeMEeHHOCT.

Kbpmene

He € W3B€CTHO, JanH MUIIIyCTaT Ce eKCKPEeTHpa B MaHYHHOTO MJIAKO. Muriycrar He TpabBa aa ce
MpUeMa 110 BPEME HA KbPMEHE.

DepTUIUTET

IlpoyuBaHHS NPH MTBXOBE €A [TOKA3AT, Y€ MATITYCTAT HMa HEXKE/IaHH eDEKTH BbPXY HapaMeTpUTe Ha
crniepMata (IOABIKHOCT U MOP¢oIOrus), KOETO BOAH A0 HaMallsBaHe Ha (epTHInTeTa (BK. TOUKH 4.4
u5.3).

JloKaro ce NoABH JCITBIHWTEITHA HHPOPMaLH, IIPEIH ONUTHTE 34 3a4SBaHe, NALIHEHTHTE MBIKE
TpsAOBa Aa NPEYCTAHOBAT yNoTpebaTa HA MUTITYCTAT M JIa M3MOJI3BaT HAACK/IHH METOH Ha
KOHTpalENUHA mpe3 clicABaluTe 3 MeceLa.

IanpeHTKHTE BLB epTHIHA BB3pacT TPAOBA Ja H3MOI3BAT KOHTPAUENTUBHH cpejcTia. [laneHTaTe
OT MBXKKH ITOJT TPOBA Na W3MOJI3BAT HAACAIHA METOAH HA KOHTPALICIILUMS N0 BPEME HA TIPHEMA Ha
MHIrIycTar (BXK. ToukH 4.4 1 5.3).

4.7 Edexrn Bbpxy cnocodnocTTa 32 modgupane 1 pafora ¢ MAIIAHA

Murnycrar nosiausasa npeHebpexumo cnabo cnocodbnocTTa 3a wodupaHe U paboTa ¢ MaLUUHH.
OcHOBHATa NOKJIaABaHA HEKEJIAHA ICKAPCTBEHA peakiys € 3aMaisaHe. I1aLMenTuTe Che 3aManBaHe
He TpabBa wWodupaT WM aa padboTar ¢ MauluHH.

4.8 Hexehann JexapcTBeny peakKnan

O6o0men npogun Ha HezonacHocT

Hali-uecTHTE HexkenaHH NeKapcTBEHH PeakUHK, IOKIAIBAHH N0 BPEME Ha JICYEHHE ¢ MHIJTyCTaT, Ca:
Avapus, dnatyneHuus, kopemHa 6oJka, 3aryba Ha Tersio M TpeMop (BX. Touka 4.4). Hait-yecrara
CEepHO3HA HEXKEJIaHa JIEKapCTBEHA PeakLMs, AOKIABAHA ITPH KIIHHHYHHUTE H3MUTBAaHUA C MHIJTYCTAT, €
nepudepHaTa HeBponaTHsa (BxK. Touka 4.4).

B 11 xauHM4HM NpoyyuBaHy, MPH pa3fHyuHH NOKA3aHKA, 247 NanMeHTY €a JICKYBAHH ¢ MUIITYCTaT B
no3a 50-200 mg Tpu neTH AHEBHO CpeaHO 3a nepuoa ot 2,1 rogusu. Ot Te3un nalueHTy, 132 ca Ounm
¢ bonect Ha ['owe Tun 1 u 40 ¢ GonecT Ha Human-TTuk tun C. . Hexenanute TekapcTBeHH peakLHH

ca OHIIH OT JIeKH A0 YMCPCHO TCKKH H Ca CC TMOABABAIIH C H{}ﬂ_ﬂﬁﬂﬂ YECTOTA TIPH Pas/IHYHHTC
ITOKa3aHHA H JA03H.

TabiyeH CNHCHK HA HEXENAHUTE JICKAPCTBEHU peakLiuy

HexenaHuTe NEKApPCTBEHH PEAKLUH OT KIIHHUYHUATE W3IIMTBAHWA U CIIOHTAHHHMTE CHOOINEHHS,
NOABABAlIH Ce NpH > 1% OT nauyeHTHTE, ca HIOPOSHH MO-A0JTY, KIaCH(PULIHPaHH I10 CHCTEMHO-
OpraHHM KJIACOBE M CIOpe] YeCTOTATA:

MHoro uectu: >1/10

Yectu: >1/100 no <1/10
Heuyecrtu: >1/1 000 po <1/100
Penxu: >1/10 000 no <1/1 000
MHoro peaxu: <1/10 000

C HeH3BeCTHA YECTOTA: OT HAJIMYHUTE AaHHH He MOXe Na Objie HalpaBeHa
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BbB Besika rpyna cniope 4ecTorara, HCKEJAHUTE JICKAPCTBCHH peaKlilHH Ca NpeACTaBCHH B
HHU3XOA41] ped Mo OTHOLIEHUE HAa TAXHATa CCPHO3HOCT.

TpomGouuTonenus YecTH

i

e et e bk e

3ary06a Ha Teryo |
MHoro yectH

HamasnieH anetur

Henpecwus
bescbHuUe YectH
Hamaneno nubuno

YEeCTH
Tpemop MHoOro uye

[lepudepna HeBponatus
ATakcus |

AMHE3Us

YecTH
INapecTesus 2

XHIMoeCcTe3us
I'naBoboJine .

3amMaiBaHe

Huapus

dnaryneHuus MHoro 4ectH

AbnomuHanHa 60ka -

['aneHe

[ToBpbiane Yectu

Pa3nyBaHe/aMckoM@opT Ha Kopema
O6cTunauus J{ucnencus

MyckyJiHu cnazmMu MyckysHa ciaboct

YmMopsemocT

| AcTeHus

Brpucane

A

DuU3HYECKO HEPa3MOJIOKEHHE
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OTKNOHEHUS B MU3C/IeABAHUATA Ha
HEpBHATa NPOBOJAMMOCT YectH

.....

Onucanue Ha U30paHK HEKENAHM JIEKAPCTBEHH PEaKLIMHK

ITpu 55% ot naumenTuTe e cHboOEeHO 3a 3aryba Ha TersoTo. Haii-uecTo e HabntojaBaHa mexay 6-us
U |12-us mecell.

Muraycrar e npoyuBaH npu 3a60JisBaHUSA, MPU KOWTO HAKOM NPOSBU ca OUNK NOKIaABAHH KAaTO
HEXEJIAHU JIEKapCTBEHHU PeaKLIMK, KaTO Hanp. HEBPOJIOrHYHH U HEBPOMNCHXOJIOTHYHH
CUMINTOMM/NIPU3HALM, KOTHUTHBHHU HApYLIEHHUSI U TPOMOOLIMTONEHHUS, KOUTO MOTaT ca ce JAbJKaT
CBILO H HA APYTU, HEU3ACHEHHU, CHCTOSTHUS.

ChoOiaBaHe Ha MOA03MPAHU HEKEIAHU PEaKiiuu
Cbo01aBaHeTo Ha NOIO3UPAHU HEXeNaHW PeaklinK clie]] paspeliaBaHe 3a ynotpeba Ha JieKapCTBEHHUs

IMPOAYKT € Ba’KHO. ToBa no3BossiBa Ad CC NPpOAbJ/I’KH Ha0J110/IEHUETO Ha ChOTHOLLIEHUETO I'lOﬂSﬂfplflCK
34 JICKaApCTBEHHUA TNMPOIAYKT. OT MEeTULIMHCKUTE CNELIMAIMCTH C€ U3HUCKBa J1a cboOIIaBaT BCsKa

MOJ03HpaHa HexkeNlaHa peakuus ype3 U3nbiaHuTenHaTa areHuMs no Jiekapcersara, yi. ,,Jlamsan
['pyes™ Ne 8, 1303 Codus, ten.: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpeao3upane

CumnTomu

He ca yctaHOBEHHM OCTpH CUMNTOMH NpH npeao3upareTo. [1o Bpeme Ha KIMHWYHU M3MUTBAHUSA NPH
HIV-no3utuBuu nauxenti, Murnycrar e npunaras B 1034 10 3000 mg/aneBHo 3a 6 Meceua.
HabnonaBaHuTe HEKeNaHM JIEKApPCTBEHH PeaklMKM BKJIIOYBAT MPaHyJIOLIMTONICHHS, 3aMaiBaHe H

napecresus. llpu manka rpyna naumentu, nonyyasanu 800 mg/aHeBHO MM NO-BUCOKA 1034, Ca
Ha0/1K01aBaHU JICBKOTIEHHS U HEYTPOTEHHA.

JleueHue
B cayyaii Ha npeno3upane ce npenopb4BaT 00K MEIULIMHCKH MPHIKH.

5. ®APMAKOJIOTHYHU CBOUCTBA

S.1 dapMakoJHHAMHYHH CBOHCTBA

dapmakorepaneBTHuHa rpyna: Jpyru npoaykTH, NoBIHSBaIIH XPAHOCMMJIATESTHUA TPAKT H
metabonusma, ATC koa: A16AX06.

bonect Ha [ oiue tun 1

bonectra Ha ['owe e HacneacTBeHo MeTaboMTHO 3ab0nsBaHe, NPeAM3BUKAHO OT
HEBb3MOKHOCTTA/HECTIOCOOHOCTTA 3a pa3rpak/iaHe Ha rilOKO3U/ILEPaMKIa, KOETO BOIH /10
HaTpyTNBaHe Ha TOBA BEILIECTBO B JIM3030MUTE M /10 YECTO CpellaHa naronorus. Muriycrar e
MHXMOMUTOP Ha IIIOKO3WILIEPAMUI] CHHTETA3aTa, EH3UMBT, OTTOBOPEH 3a IMbPBATa CThIIKa B CHHTE3a Ha
MOBEYETO MIHKOJIHUMUAHN. [1 Vitro TIOKO3UIILIEPAMM/L CHHTETa3aTa ce MHXHOMpa OT MUIJIYCTaT ¢ 1Cso
20-37 uM. OcBeH TOBa, annﬁmopuo JICUCTBUE BbPXY HEJIM3030MHATA ITHOKO3HIIE aMu1a:

CHHTETa3ara JaBa 000CHOBKA 3a TepanuaTa 3a cyOcTparHa peaykuus npu 6o 'gra/ﬁa Fﬁme \ r? ‘
f g \
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cpeaHa 1o TexecT fpopMa Ha DonecT Ha I'omie THN 1 ¢ca OWIHM BKINOYEHH B TOBA 12-MeCceuHO
HECPABHHUTEJIHO MPOYYBaHe, KaTo 22 malMeHTH ¢a 3aRbplHWIH [MPOYYBAHETO.

Ha 12-us Mecen ¢ ycTaHOBEHO cpe/lHO HaMaisBaHe Ha o0eMa Ha uepHus Apod ¢ 12,1% u cpeaHo
HaMajisBaHe Ha 00ema Ha creskata ¢ 19,0%. YeTaHOBEHO € cpeqHO YBEAUUCHHE Ha KOHLCHTpauusITa
Ha xeMornobuna ot ,26 g/di u cpeano ypenuueHye Ha Spos Ha TpombouwaTe oT 8,29 % 10%1. Cnen
ToBa |8 manueHTH NMpoak/LKABaT Aa NONYYaBaT MHTIYCTAT CIOPE/ OMLIMOHANIECH TIPOTOKON 33
yABJUKEHO NedeHUe. KauHuvHaTa nosa npy 13 nauneHTn € oueHena Ha 24-THs W 36-THs Mecell. Cnen
TPUTrOAMIIHO HEMPEKBCHATO JICYCHHUE ¢ MHIVIYCTAT, CPeaHOTO HaMalleHHe Ha obema Ha YepHHA 1pob
cle3KaTa € ChOTBeTHO 17,5% M 29,6%. YcTaHOBEHO e cpefHo yBenuuenue ot 22,2 x 10%/1 Ha Gpoa Ha
TpoMboUMTHTE K cpenHo yBeauueHHe ot 0,95 g/dl B koHLEHTpaluaTa Ha XeMOr100HHA.

[IpoBenieno € BTOpPO, OTKPHTO, KOHTPOIHPAHO NPOoyYBaHe. PaHaoOMH3upaHH ca 36 MalMeHTH, KOMTO ¢a
nony4YaBajlH MUHHMYM 2 rogvHu E3T, pazznenedud Ha Tpu FPYNH: NPOXBLIKABAHE HA JICUSHHETO C
UMUTIYliepasa, UMHIIIyLIEpa3a B KOMOMHALMA ¢ MUDUTYCTAT WM [IPpEMHHABAHE H3LIUIO HA MHMIJTYCTaT.
Tosa npoyusane ¢ npoeeneHo 3a nepuos oT 6 Mecelia Ha PaHJAOMU3MPaHO CPaBHEHHE, MOCNEABAH OT
18 mecelia nepHoA Ha NPOALKEHHE, NIPE3 KOMTO BCHUUKH MTALIMEHTH ONYYaBaT MHTTYCTAT KAaTO
MoHoTepanus. IIpes mbpBuTe 6 Mecena npu NMalMEHTHTE, NPEMUHAIM HA MUIITyCTa, 00eMbT Ha YepHHA
Apol W ciie3Kara, KaKToO H HHBOTO HAa XeMOII00UWHA, 0cTaBAT HEMpoMeHned . [Ipy HAKOH NALMEHTH €
HabroAaBaHO HaMmasleHHe Ha Opos Ha TPOMOOLIMTHTE M YBEIWIEHHE HAa XHTOTPHO3HAA3HATA
AKTHUBHOCT, KOCTO MOKAa3Ba, 4€ MOHOTEpanMATa ¢ MUTITYCTAaT HE MOJKe J1a TOAAbpAA €JHAKBEE KOHTPON
Ha aKTHBHOCTTA Ha 00JiecTTa IpY BCUYKH ManueHTH. B mepHoaa Ha npombixeHue yyacTsar 29
nanueHTH. IIpH cpasHeHue ¢ H3MepBaHusiTa Ha 6-UA Mecell, KOHTPOTHT HA 3a00/9BaHETO HE Ce
npoMeHs cnen 18 v 24 Mecella MoHoTepanms ¢ MHATIyCTaT (¢ChoTBeTHO 20 M 6 manuenTH). Huto equn
MaHEeHT He e 1okasan 6bp30 Biaomarane Ha Oostectra Ha ['ole Tun 1 ¢iel MpeMUHABAaHE Ha
MOHOTEpANHs C MHTJIYCTAaT.

[Ipu ropHuTe JiBe IpoyyYBaHHA € npuiarada obua gaesHa A03a ot 300 mg MULIyCTaT, pasAe/ieHa Ha
TPH npHeMa. JIombIaHTeNHO MPOyYBaHe HA MOHOTEparnHA € npoeeaeHo npH 18 nanyenTH ¢ 0bwa

AHeBHA Ho3a oT 150 mg, kaTo pe3yJsTaTure Noka3BaT HaMalleHa e(pHKACHOCT B CpaBHEHME ¢ o0mara
AHeBHa no3a ot 300 mg.

OTBOpEHO, HECPABHHUTENHO, 2-TOAHIIHO OIPOYYBAHE € BKIIOYHIO 42 nauuedTy ¢ Tanm | 6oecT Ha
'owe, kouro ca nonyunsi E3T B npoasipkeHne Ha Haii-MaIKO 3 TOAMHN U Ca NOKPHUIIH KPUTEPHHTE
3a cTabHaHa OONECT B NPOILKEHHE HA Haii-Manko 2 roaund. [lanmenTure ca GHIM DpexXBHPIEHH Ha
MoHoTepanui ¢ MUrnycTar 100 mg Tpu neri AseBHO. O6eMBT Ha YuepHHA Apo0 (KaTo MbPBUYEH
noxasares 3a epHKacHOCT) e OMJ1 HEMPOMEHEH OT W3XOJHOTO HHBO 0 KPas Ha JeyeHuero. Jledennero
C MHIUTYCTAT € MPEKPaTeHO NPEXAeBPEMEHHO NPH 6 NAUMEHTH, MOPAH TOTEHUHWAIHO BJIOIIABAHE HA
bonectra, Kakro € AedHHUpaHo B npoy4saneTo. IIpu 13 nalMenTr JeYeHHETO € NPeKpaTeHO NOpaaH
HexenaHo ¢pbHTHE. Habmoaasado e He3HaYMTENHO CpeaHO HamandBaHe Ha xemorjiobnna [—0.95 g/dL
(95% CI: —1,38, —0,53)] u Ha 6pos na TpomboumTHTe [-44.1 x 10%L (95% CI: —57,6, —30,7)] Mexay
H3XOHOTO HHBO H Kpas Ha JeYeHUETO. 2] nmaiueHTH ca 3apbpIIHIH 24 Mecelia Ha JIEYeHHE ¢
MUTJIycTaT. OT TE3H MaumueHTH, 18 Ha M3X0AHOTO HUBO ca GHIIM B PAMKHTE Ha YCTAHOBCHH
TEPaNeBTHYHA LeNH 33 0DeM Ha YyepHHs Apob U clie3kara, HHBA Ha XxeMorio6uHa 1 6poii Ha
TpoMOoUHTHTE, KaTo 16 NALKMEeHTH ca OCTAHAIH B TE3H TCPANCBTUYHH LIETIU HA 24-1ud MeCell,
Koctaute nposeH Ha 6onectra Ha [owe Tun 1 ca 6unu oneHeHy B 3 OTKPHTH KITMHHYHH POY YBaHHA
MPH NaUHEHTH, TEKYBaHH ¢ Muritycrar 100 mg 3 et qHEBHO 3a niepyod a0 2 roauun (n = 72). Ilpu
cOopeH aHanu3 Ha HeKomponﬂpaHH NaHHH, Z-CKOpPOBETE HA KOCTHATA MUHEpaJlHa [LTETHOCT Ha

CPABHCHUE ¢ U3XOAUMTE cTolHOCTH Nipy 27 (57%) n 28 (65%) oT naupenTH
U3MEPBAaHHA Ha KoCTHaTa ILThTHOCT. He ca Habmoaasauu ceOUTHA Ha KOCT
HEKPO3a HJIH (pPaKTypa 110 BpEMe Ha [IEPHO/A HA JICYEHHE.



bonect Ha HuMau-ITuk tun C

bonect na Human-ITuk tin C € MHOIO psijiko, HEM3MEHHO NMPOTPECHPAIO U eBeHTYanHo (aTanHo
HeBPOIEr¢HEpaTHBHO 3a00NABaHe, XapaKTePH3HPALIO ¢ C HapylleH BbTPEKIEThYEH TPAHCITOPT Ha
aunuam. Hesposorninnte nposen ce cudTaT 3a BTOpHYHH Ha aDHOPMHOTO HATPYNBaHe Ha
TTTHKOC(HHIOJIUIIUM B HEBPOHHTE H FITHAHHTE KIETKH.

JaHHuTe B noAkpena Ha 6e3o0nacHOCTTa U epUKACHOCTTA HA MUPITycTaT npH GonecT Ha Human-IIuk
THIT C MPOU3X0KIAT OT NPOCHEKTHBHO OTBOPEHO KIIMHUYHO H3NUTBAHE H PETPOCNIEKTHBHO 0030pHO
Mpoy4BaHe. KNIMHHYHOTO M3NMUTBAHE BKIIIOYBA 29 Bh3paCcTHH MAlMEHTH U IOHOIIH 3a | 2-MeceueH
KOHTPOJIHPaH NEPHO., NOCHEABaH OT YAB/BKEHA Tepanus ¢b¢ cpeHa 061ma npoIIKUTEAHOCT 3,9
TOAMHH ¥ 110 5,6 roaunK, Karo nonsanenne 12 nenuaTpnisn NanMeHTH €a BKJIIOYEHH B
HEKOHTPOJIMPAHO TNIOATIPOYYBAHE CBC cpefHa 00Ma MPOAB/DKHTENHOCT 3,1 roaAuHH U 1o 4,4 roanHu.
Ot 41 nauyeHTH, BITIOYEHH B M3MUTBaHETO, 14 NallMeHTH ¢a TEKYBaHH C MMITTYCTaT B IPOABILKESHHE
Ha roBeye oT 3 roguHu. OG30pPHOTO MPOYYBAHE BKIIOUBA CEPHs CITYUad Ha 66 NalHeHTH JIEKYBaHH C
MHIJIYCTaT H3BBH KIIHHHYHOTO TNPOYYBaHe Ch¢ CPEAHA npoabpkurentocT 1,5 roquny. JIBata nakera
NaHHH BKJIOYBAT I€1a, IOHOWM # Bb3PACTHH NANMEHTH ¢ BB3pacTOB HHTEpBAT OT 1 roauHa 10 43
rojuiy. OOHuyalHaTa 1032 MUy CTAT IPH BE3pacTHUTE NatmenTd € 200 mg TpH N'bTH AHEBHO M €
KOpATUpaHa CAPAMO TeNCCHATA NOBBPXHOCT NPU NEANATPUYHHTE NALMEHTH.

Karo Lm0, JlaHHHTE COYAT, Ye JIEYSHHETO C MHIUTYCTaT MOXKE 1a HAMAJIH MPOrpecHATa Ha KIIMHHYHO
3HaYHMUTE HEBPONIOTHYHH CHMITTOMHU NIPH nMauueHTH ¢ bonect Ha Human-IInx tHn C.

[lon3aTa o1 NeYSHUETO ¢ MUIITYyCTAT HA HEBPOJOTUYHUTE NIPOSBU NPH NAalUEHTH ¢ 6onecT Ha HumaH-
[Ink Tan C TpadBa aa ce oueHsABa peloBHO, HATIPHMEP HA BCekH 6 Meceua. [IpoabmKUTenHOCTTa HA

NEeYeHHETOo TpAOBA 1a Ce OlCHM OTHOBO Hali-ManKo caes | TOMHA JSYEHUE ¢ MMIAYCTAT (BXK. TOYKA
4.4).

5.2 dapmakoxkHHeTHYHH CBOiCTBA

®apMaKOKHHETHYHUTES NIAPaMETPH Ha MHIITYCTAaT Ca OLEHEHH ITPH 3APABH X0pa H 1IpH Manek Opoii
naureHTH ¢ 6ostecT Ha ['owe Tun 1, 6onectra Ha Fabry, nupexktrpanu ¢ HIV mauyeHTH 4 npH
BBE3PACTHH, IOHOWIM K Acua ¢ Honect Ha Humau-ITux tun C vwnu tvan 3 Ha Gonectra Ha ['owe,

KHHeTHKaTa HA MUTJTYCTAT H3FTIEHK/IA € JIHHEHHA M D0303aBUCHMA, A HE 3aBHCH OT BpeMeTo. ITpu
3ApaBHu Xopa MUriycrar c¢e abcopbupa 6bp30. MakcHMaHH IIa3MEHH KOHLIEHTPALMY ce JOCTUraT
OKOJIO IBa 9aca Cpefi NPHEeManHeTo Ha Ao3aTa. He e yecranosena abcomoTaaTa SroHanmiHoCT.
EQHOBpeMEHHOTO IIPHEMAHE HA XpaHA HaMAaJIsiBa cTeneHTa Ha abeopbimsa (Cpax Hamanspa ¢ 36% u

tmax C€ 3202aBs ¢ 2 yaca), HO HAMa CTATUCTHYECKY 3HAYMM e(eKT BLPXY cTeneHTa Ha abcopOLus Ha
muriycrat (AUC nvamangea ¢ 14%).

IIpyBHAHHAT 00eM Ha pasnpenenenHe Ha MurnycTar € 83 |. Murnycrtar He ce CBbP3Ba ¢ IUTA3MEHHUTE
NpoTeHHH, MUTTyCTaT ce eJIMMUHHpa [NIABHO Ype3 peHaHa eKCKpelHA, C Bh3CTAHOBABAHE B ypUHATa
Ha HENIPOMEHCHO NIeKapCcTBO, oTroBapawo Ha 70-80% or nozara. IIpMBHAHUAT NEPOpaicH KIHPBHC
(CL/F) e 230 £ 39 ml/min. Cpequuar nonyxueoT e 67 daca.

Caen npunarase Ha eaHokpatHa go3a ot 100 mg “C-murnycrar npu 3apasu ao6posoinum, 83% ot
PagHOAKTHBHOCTTA € Bb3CTaHOBEHa B ypHHata U 12% BbB dexamute. Hakonko metabosiuTa ca
YCTAHOBEHH B YpHHATa U pekanuure. IIpeobnagasammar MeTaboIUT B yPUHATE € MUTIIYTaT <o
[ ' L hiptd e e
ITIIOKY POHHA, KOHTO OTroBaps Ha 5% ot ao3ara. TepMHHATHUAT MOJYKUBOT Ha P HWN
= - -'.t.

wiasmara ¢ 150 gaca, KoeTo NpeAnonara HAIMYHETO HA SAKH WIK noBeye Metad
MoJ1YKHBOT. MeTabonursT, OTTOROpPEH 3a TOBA, HE € HAECHTHOHIMPAH, HO MOXKE
AOCTUrHE KOHLICHTPALMK, HA/IBUIIABANIA T¢3H HA MUIIIYCTAT B CTALHOHAPHO Chb



DapMaKOKHHETHKATA HA MUIIyCTaT € NoAoCHa NPY Bb3pacTHy nanmenTty ¢ 6onect Ha lome 18n 1w
Gonect Ha Human-TIuk Tun C | cpaBHeHa ¢ Ta3H, [IpU 3ApaBH Xopa.

[leanaTpH4Ha nomyaanus
DapMaKOKMHETHUHN JAHHY CA HONY4YCHN NPH NCAMATPHYHY NIaNuenTH © Oonectra na ['omie Tan 3 na

BB3pacT OT 3 A0 15 roanHM u naukeHTH ¢ 6ostect Ha Human-ITnk Tin C Ha BB3pacT 5—16 roanHy.
IIpn pena nosa ot 200 mg, npunokeHa TPH MbTH AHSBHO, AAANMTHPAHA CIIPAMO TEJIECHATA

MOBBLPXHOCT, BOAU 110 CTOHHOCTH HA Chpax 1 AUC: npubaM3uTenHo aBa IbTH NO-BHCOKH OT TE3H,
., Hp

AocTuraaTty caen 100 mg Tpu meTH AHEBHO MPH NauMenTH ¢ HodecTTa Ha I'owe THA 1, KOETO
OTroBaps Ha NHHeHHaTa (PapMaKOKHHETHKa HA MHIIIycrar. B craiuoHapHO cheTosHUE
KOHLIEHTPAIHATa HA MUTTYCTAT B LEPeOpOCITMHAIIHATA TEYHOCT TPH IHECTUMA NALHEHTH ¢ DonecTra
Ha [omie Tunm 3 e 31,4—67,2% oOT Ta3H B 1U1a3Mara.

OrpaHudeHy AaHHM NPH NaureHTH ¢ OosecTTa Ha Fabry u ¢ Hapyumena 6u0peuna pyRKiMs NoKa3ear,
ye CL/F namanapa ¢ HamansBaHe Ha OROpeunara pyHKiMA. Brnpeku 4e OpodT Ha MAUMEHTHTE C JIEKO
U cpetHO OBOPEYHO YBPEKIAHE € MHOTO MAIBK, JaHHHTE NOKA3BaT NPHOIHM3HTEIHO HAMAJICHHE Ha
CL/F cporBetHo ¢ 40% u 60%, npu neko u ymepeno 0u0peuHo yepexaane (Bx. Touka 4.2). JlaHHuTe
MpH TeKKO OBOPEUHO yBpEKIaHE Ca OrpaHU4EeHH CaMo 10 ABaMa MALMEHTH ¢ KPCATHHHHOB KJIHPHHC B
obxBata 18 — 29 ml/min 1 He Morar ga ce ekcTpanonupar noj To3H o6xsart. JJaHHUTE MpeanoJaraT
HamasnieHHe B CL/F noxe cue 70% npu nauneHTH ¢ TexxKo OB0peuHo yBpeKaaHe.

I1py Hann4HKUA 06XBAT OT JaHHU He € 0TOenA3aHa 3HaUYMMa Bpb3Ka MK BIIHAHHE MEXKILY
(papMaKOKMHETHYHHTE NAPAMETPH HA MHTJIYCTAT H IcMorpadckiuTe NPOMEHINBH (BB3PACT, HHAEKC Ha
TenecHata Maca (MUTM), non wnu paca).

Hama vanHynH gpapMaKOKHHETHYHH J3HHH 32 MALMEHTH C YepHOAPOOHO YBPEKAaHE HWIIH NPH XOpa B
cTapuecka Bb3pact (> 70 rogunan).

33 IIpeaknuuwgsed AAHHERA 32 0e30HaACHOCT

' naBHuTe edexTH, 00K 32 BCHUKH BHIOBE, Ca 3aryba Ha TErio ¥ AMAPHA, 4 MPH 10-BACOKH JO3H —
YBpEXKIAaHE HAa raCTPOUHTECTHHAIHATA TMraBuua (epo3ud U s3su). Jlpyry eextH, HabmogapaHu Npu
XKUBOTHHTE MPH JO3H, KOUTO BOJSAT 10 HHBA HA EKCIIO3HLIMA, MOJO0OHH Ha WK YMEPEHO MO-BUCOKH OT
HUBOTO HA KIMHMUYHO SKCNIO3MIINS, BKITIOYBAT: NPOMEHH B MUMGMOUIHUTE OPraHM JNIPH BCHYKH
H3CJIEABAaHH BUNIOBE, TPOMEHH HA TPAHCAMHHA3HTE, BAKYOJH3aUMd Ha I{HTOBHIHATA KIIE32 U
MaHKpeaca, KaTapakTH, HepporaTHi U MHOKapIHH NPOMEHHU TIPH MTbXOBe. Te3d NPOMEHH ce CHHTAT
32 Pe3yJITaT OT OTCNAa0BaHETO Ha OpPraHNU3Ma.

IlpunaraHeTo Ha MHUITIYCTAT P MBKKH U KEeHCKM Sprague-Dawley mirbsxoBe nocpeACTBOM
IEPOpaJICH FIpHEM TIpe3 COHJIA 3a mepuo. oT 2 roAuHy npH no3oBH HEBa 30, 60 u 180 mg/kg/nen ¢
AOBEIIO 10 NOBHILEHA YECTOTA HA XHOCPILTA3Us HA TECTUKYJIAPHUTE HHTCPCTHLHMAAHH KIETKH (KICTKH
Ha Leydig) 1 Ha aneHOMM NIPH MBKKUATE [LTHXOBE, MPH BCUYKH JO30BH HHBA. CHCTEMHOTO U3/1araHe
Ha Haii-HUCKaTa 1033 ¢ Mo M0-MaJIKO MM CPABHUMO ¢ T€3H, HaGmoaBaHH (Bb3 ocHoBa Ha AUCo.)
[pH NpenopruBaHara 3a xopa no3a. Hueoto, npu koeto He ce Habmoaaea edext (NOEL), He ¢
YCTAHOBEHO H ¢(PEKTHT He € 10303aBUCHM. He € HIMaJio CBbP3aHO ¢ IEKapCTBOTO NOBHIIABAHE HA
TYMOPHATA YECTOTa B IPYTH OPraHd HA MBXKMTE HJIA XKEHCKUTE IUTbX0Be. MeXaHHCTHYHH
MPOYYBAHHA Pa3KPHUBAT CneiMGHUEH 32 IILXOBETE MEXAHH3BM, 33 KOHTO CE CHUHTA, 4€ MMa MAJIKO
TIPAKTHYECKO 3HAYCHHME MIPH XOpara.

IIpHnoKEeHUETO HA MUIITYCTAT MPH MBKKH M KeHCkH CD1 Mumks nocpeacTBOM NepepalicH PHEM




Ca CC NoABABATH HHUMACHTHO TIPH BCUYKH A03H, KATO CTATHCTHYCCKH 3HAMHMMO NOBHILABAHE € HMAJIO
B I'pynara Ha BUCOKHUTEC /103H. 3Hau€HHETO Ha Te3H HAXOAKH [P XOpa HC MOXKE 14 ObAc H3KTOYEHO.
He e umaino CBLP3aHO € JICKAPCTBOTO [NIOBUINABAHE HA TyMOpHAaTa Y€CTOTa B ApYTr OPraH.

Murnycrar He € noKasan NOTEHLMAN 3@ MYTAreHHH WM KTaCTOTeHHU eeKTH NpU CTaHAapTHATA
GarepHs OT TECTOBE 32 TEHOTOKCHYHOCT.

[Ipoy4Banus 3a TOKCHYHOCT MTPH MHOTOKPATHO NPWIOKEHHE TIPH IUTHXOBE €a NOKA3TH e(PEKTH BLPXY
CIIEpMAaTOTeHHUA CIIUTEN Ha TecTUCHTE. JIpYTri nMpoyyBaHua ¢a NoKa3aid MPOMeHH B IAPAMETPHTE HA
crnepMara (MOTHIIMTET H MOpdonorus), KOMTO ChBMaaar ¢ HaboOAaBAHOTO MOHMKABAHE HA
¢eprunuteTa. Teas npoMen ca yCTaHOBEHM IPM HHBA HA H3JlaraHe, oA00HM HA T€3H [IPU NALMEHTH,
HO MOKa3BaT 00paTUMOcT. Muritycrar Bimse BEPXY LPEeXKHBIEMOCTTa Ha eMOpHOHA/(deTyca npH
IUTHXOBE M 3aiilM, CHOOLIABA Ce 38 AUCTOKHS, YBEIMYABAT ¢e MOCTHMILIAHTALIHOHHHUTE 3ary0H U ce
HaDNI01aBa yBEHYEHHE Ha CIYYAHTE HA CHAOBH AHOMAIHH IPpH 3aiiiy. Te3u edieKTH MOraT 4aCTHYHO
JA Ce CBBPKAT ¢ TOKCHYHOCT IIPH MaiKara.

Hpu xeHcku mrbxoBe ce HaONWOAABAT IPOMEHH B TAKTALIMATA N0 BPEME HA ¢AHOTOAHUIHO NMPOYYBaHe.
MexaHu3IMbT Ha Te3H eeKTH HE € HIBECTEH.

6. @®APMAIEBTHUYHHU JAHHHU

6.1 CHHCLK Ha ROMOIMHHTE BelllecTBA

KancynHo csabpxrMo: Harpues HHIIECTEH MUKONAT THIT A
lloBunoH

Marnesses creapar

KancynHa o6BHBKa: Turtanos nuokeun (E171)

XKenarun

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpox ma rognoct

4 roguuu

6.4 Cpoennaianm yc/IOBHS HA ChbXPAHEHHE

To3u nexkapcTBeH NPOAYKT HE H3UCKBA CNELMATHH YCIOBHSA HA CHXPaHEHHUE.

6.5 Buam cLABPXKARHE OBAKOBKATA

PVC/PE/PCTFE/anyMuHueBH 6nucTepH, ChABPKAIM 84 TBLPAM KAnCyJIH.

6.6 Chnenmannay NpeANaIHA MEPKH HPH H3XBEPJIAHE

HeuznonsgaHusr NECKAPCTRCH NPOAYKT WK OTHAABYHHTE MATCPHAIIH OT H
B CHOTBETCTBHEC C MCCTHHUTEC H3HCKBaHHA.




7. NPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

G. L. Pharma GmbH, Schlossplatz 1, 8502 Lannach, AscTpua

8. HOMEP(A) HA PA3SPEIIIEHHUETO 3A YIIOTPEBA

Per. Ne 20160417

9. JATA HA ITbPBO PAZPEHIABAHEIIOJAHOBABAHE HA PAZPEINEHHETO 3A
YIIOTPEBA

JlaTta Ha bpBO pazpemasane: 13.12.2016
Jlata Ha nocnenHo NoAHOBABAHE:

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA
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