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KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA
2% ¢ 16 -07- 2075

1. UME HA JIEKAPCTBEHMUSI ITPOAYKT

Honeagekc 10 mg dpunmupanu TabneTku

Nolvadex 10 mg film-coated tablets

2. KAUECTBEH U KOJIMYECTBEH CbCTAB

Tamoxcudenos uutpar Ph. Eur. 15,2 mg, eKBHBAJICHTEH Ha 10 mg Tamokcuden (tamoxifen).

[TOMOLLIHO BELECTBO C U3BECTHO J€HCTBHE: JIAKTO34.
3a MbJIHUA CITHCHK HA MTOMOLIHUTE BELLECTBA BUXKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana tabjerka

Befu 710 CBETJIO KpeMaBH, KPbIJH, JBOHHOM3MbKHAIN TabNeTKH, MapKHpaHH OT €/lHaTa CTpaHa H
0e3 MapKHUpOBKa OT Jpyrara.

4. KIMHUYHU JAHHH

4.1 TepaneBTHYHH NMOKA3aHHHA

HonBajaekc e nokasaH 3a Jie4eHHe Ha KapLiHHOM Ha I'bpJaTa.
4.2 Jo3MpoBKa H HAYHH HA NMPHJIOKEHHE

L 0o3upoBKa

Bw3pacmuu

[IpenopbuBaHaTa AHEBHA 1032 TaMOKCH(peH e 20 mg. OnUTBT C NMO-BUCOKH JI03H HE €
[IEMOHCTPHPAJ JIOITBIHUTEIHA 110133 KaTo 3a0aBeH PeLH/IMB WITH TIOBHILICHA MPEXHBAEMOCT.
Hsma chLIECTBEHH NaHHU 3a Jiedyenue ¢ 30 — 40 mg AHEBHO, BBIIPEKH, Y€ TE3H 03HUPOBKH Ca
W3M0JI3BaHU NPH HAKOM MAlMEHTKU ¢ HanpeaHasi cTaquil Ha OonecTTa.

Iayuenmu 6 cmapyecka 6b3pacm
[Togo6eH pexuM Ha J03HpaHe € NpHJaraH Mpu MauueHTKH ¢ KapUMHOM Ha rep/iaTa B
HanpeaHaJa Bb3PacT, KaTo MPH HAKOH OT Te3W NALHEeHTKH TOBa ¢ Onna CAMHCTBeHATa TeparHusl.

[Teouampuuna nonyrayus
He ce npenopbuBa npujioxkeHnero Ha Honsanexce npy neua, TbH KaTo 6e30MacHOCTTa U
e(h)MKaCHOCTTA HE Ca YCTaHOBEHHU.

HayuH Ha NpHUI0KEHHE
3a nepopayiHO MPUIIOKEHHE.




4.3 IlpoTHBONOKA3AHHA

Honsaznekc He Tps0Ba Aa ce npuiara no BpeMe Ha 6peMeHHoCT. MiMa Marbk Opoit cpobinenus 3a
CIOHTaHHK 260pTH, BpOAEHH MalpopMaluy K (eranHa CMBPT IPH KCHH, JICKyBaHH C
HonBazekc, BLOPEKH Y€ MPUIHHHO-CICACTBCHA BPB3Ka HE € YCTAHOBEHA (BX. ¥ TOUuKa 4.6).

Homeagexc He TpA6Ba ca ce npHeMa OT MallieHTH ¢ H3BECTHA CBPBXUYBCTBHTETHOCT KbM
NpOAYKTA H/IH HAKOE OT IIOMOLUHHTE BEILECCTBA.

4.4 CnenuaJny NpeAynpeXxIenns H CleNHAJIHH NPEANA3HH MEPKH IIDH ynorpeba

TTpu YacT OT XEHHTe NpenH MeHomay3a, Nojly4aBally Homnsaneke 3a 1e4CHHe Ha KAPLUHHOM Ha
rbpAaTa, Ce MOTHCKA MEHCTDPYalHATa.

IMpu neuenue ¢ HonBageke ce cholluasa 3a MOBHLICHA Y€CTOTA Ha pak Ha CHAOMCTPHyMa 1
MaTOYeH CapkoM (IPEAHMHO CMECEHH 3/10KaYecTBeHH MioepoBH TYMOpPH). MeXaHu3MBT Ha
BEAHHKBAHETO HM € HEM3BECTeH, HO MOXe OH € CBBP3aH C eCTPOreHHO NOJ0OHHTE CBOACTBA HA
Honsaneke. TTaluesTKHTE, KOKTO NPHEMAT WK ca npueMai HonBazeke H 3a TAX ca
NOKJTaABaHM HEeCTECTBEHH THHEKOIOTHYHA CHMITOMH, 0COOSHO BarvHaIIHO KBPBEHE,
HapyllleHHe Ha MEHCTPYAJIHHUS LIMKBJI, yCellaHe 38 BAriHaluHa TeXECT 1 OOJIKM B Ta3a HIH
HanpexeHue TpA6Ba He3abaBHO Aa ObAAT NperneiaHy.

Ilpu mauMesTH ¢ HacneaCTBeH aHrHoeaeM, HonBajexe MoXe 13 MPpeaH3BHKa HIIH obocTpH
CHMITOMHMTE Ha AaHI'HOCEM.

[Ipy KAMHHYHENTE U3MHTBAHU, Cle] JICYCHHE Ha NALHCHTKATA C TAMOKCH(EH I10 TOBOA
KapLIHHOM Ha IbpAaTa, ca HabMoaaBaHH HAKOW BTOPHYHH TYMOPH, NOABABAUIH ce Ha ApYry
MECTa OCBEH B SHIOMETPHYMA U Apyrata repia. He € yctaHOBeHa NpHYHHHO-CJIEICTBCHA BPb3Ka
1 KIMHUYHOTO 3HAYEHHE Ha Te3d HaOmoaeHHS He € ACHO.

Berno3eH TpoMO0eMOONH3EM
e PuckbT OT BeHOo3eH TpoMOoeMGOoaH3BM Ce € MOBHIIKA OT ABa 0 TPH MBTH NPH 31pABH
NALHEHTKH JEeKYBaHH ¢ TaMokcHdeH (BX. Touka 4.8).

o [Ipu n3nucpaxe Ha HonBanekc nexapute TpA0Ba BAHMATE/HO [ia PAa3NHUTBAT 38 HAIHYHE HA
ceMeliHa 06peMeHEHOCT ¢ BeHo3eH TpoMboeMO0oNn3bM. AKO HMa CbMHEHHA 3a
npoTpoMGOTHYEH PUCK, TAUMEHTHTE TPsOBA Ja OBAAT CKPHHHPAHH 32 TpoMOOGUIHH
dakTopH. [lanMeHTy, YHHTO Pe3yNTaTh ca NO3UTHBHY TPAORA a Ob1aT KOHCYNTHPAHH BLB
BpB3Ka ¢ TPOMOOTHYHHSA PHCK. PelleHHEeTO 3a MpHJarase Ha TaMOKCH()CH MpPH TE3H
NALFEHTH TPAOBA 1a ce ChoGpa3y ¢ LIOCTHHA PHCK 3a naiHenTa. [1pH onpenenesu
NalHEeHTH eJHOBPEMEHHATa ynoTpebaTa Ha TaMoKCHeH ¢ mpogHIakTHIHA

aHTHKOATYJIAHTHA TEpanus Moxe Aa 6bae onpasaaHa (BXK. Touka 4.5).
¢ PucksT or BTE ce noBHImasa npu Texka ¢opMa Ha 3aTIBCTABaHE, C HANPENBAHE HA

BB3PACTTA M BCHUKHU Apyrn puckosH axropu 32 BTE. PUCKET 1 nonsute TpsabBa Ja Obaat
B3€TH N0 BHEMAHHUE IIPH 6CuyKy MALMEHTH NMPEAH JIEUCHHE ¢ TAMOKCH(eH. [IpH MauHCHTKH
¢ KapIMHOM Ha IbPHATA PUCKBT € MIOBHIIICH H OT CBITBTCTBALIA XHMHOTEpammus (BX,
rouka 4.5). TIpOIEIKUTENHA AHTHKOArYTAHTHA POdHIAKTUKE MOXKe 14 Gbe oTipaBaKE 3
HSKOM MALHEHTKH, KOKTO Ca ¢ MHOXECTBO pHCKOBH taktoph 3a BTE. /7 = .~ ~
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o Onepanus H 00e3/IBIKBAHE: IEYEHHETO C ramokcudeH Tpabsa na Obae npeyCTaHOBSHO CaMo
aKO PHCKBT OT TAMOKCH(EH HHAYLHPaHa TpomG03a ACHO HAIXBHPJIA PHCKE OT NPEKHCBAHE
A JleqeHHeTo. BCHYUKY MANHeNTH TpA6Ba Aa NOMydaT MOAXOAAMA Tepanys 32 NPOPHIAKTHKA
Ha TpoM603a, KOSTO I BKIIOYBA KOMIIDECHBHH 4OPalM 0 BpEME HA GonHUYHEA IpecToH, Mo
BE3MOXHOCT PAHHO Pa3/BIUKBaHE H AHTHKOATYJAHTHO JICHCHHUE.

e Axo ce Ha6monapa BTE, Tamokcuden tpabsa ga 6p1¢ HezabaBHO IPEYCTAHOBEH H Ka C€
npeAnpEEeMe NOAXOAAIIO AHTHTPOMOOTHYHO JIECHHE. PemieHHETO Ja ¢€ NOJHOBH TEPAMATa
¢ TamoxcudeH TpaGBa na ce B3eMe Cle]l ONeHKA Ha [ANOCTHHA PHCK 32 NALACHTA. ITpn

onpejie/ieHd NAMEHTH € ONPaBJaH0 MPOXBIDKABAIIO JIEUCHHE C TaMOKCH(EH K

npoxbokaTensa npodanaxruxa Ha BTE.
o Bcnuky nampenTH Tps6Ba Aa 6bhAaT MOCHBETBAHE Na C& CBHPIKAT C JICKYBAIIY:A CH JIeKap, axo

sabenexar camMmroMu Ha BTE.

ITps KbCHA MEXPOXMpPYPrHIHA PeKOHCTPYKUMA Ha rbpAa Hompazeke Moxke Na MOBHIIK PUCKA OT
MHKPOBACKY/IAPHHE YCIOXHEHHA Ha NpACAKaTa.

B eAHO HEKOHTPOMHPAHO HPOydBaHe NpH 28 MOMHYCTa Ha BB3PACT OT 2 o 10 rogdHH CBC
caaapoM Ha McCune Albright (MAS), koHTO Ca Moy4aBa tamoxcHben 20 mg BeARBXK
IHEBHO B IPOb/DKEHHE Ha 12 Mecena, CpeXHAST 00eM Ha MATKaTa Ce € yBOIHTHII ClICA 6 Mecena
NedeHHe U Ce © YABOMI B Kpas Ha eIHOTO/IHIIHOTO MpoyyBaHe. BBIpexH, 4 Te3H NaHHH
CHOTBETCTBAT Ha (apMaKoJHHAMHYHHUTE CBOKCTBA HA TAMOKCH(EH, He e Onna ycTaHOBeHa
MPHYHEHO-CNEACTBEHA BPB3KA (BX. TOUKa 5.1).

Honpazgekc B IPeNoOpLYATENHATA 1038 MOXe A8 YALDKE QTc HHTEpBaNa Ba KapHorpaMaTa
(EKI), ocofeHO NpH NAUHeHTH ¢ NOAJIEXKAIH PHCKOBE 38 YAB/DKABAHC Ha QT uHTEpBaNa,
BKMIOYATENHO NAlMEeHTH ChC CHITHTCTBAINH ChPACUHH 3aD0NABAHKA HJIH NALMEHTH, KOHTO BEHE
ca JIeKYBaHH ¢ APYTH JIeKapCTBEHH MPOAYKTH, 38 KOHTO € H3BECTHO, 1€ yAb/DKABAT QT
urtepnana (Bk. Touka 4.5). [Ipa TakKBa NAUACHTH CE NNPENOPBYBa EKI" H eNneKTpOAMTHO
npocneaAsBaHe.

B nuTepaTypaTa € n0Kas3aHo, ge GapauTe CYP2D6 MeTabONH3ATOPA HMAT NOHIKEHO ILIA3MEHO

HHBO HA eHJOKCH(EH, eIHE 0T Hall-BaXKHHUTE aKTHBHH MeTab0oIHTH Ha TaMOKCH(bEH (BXK.
TOYKA 5.2).

ERHOBpEMEHHOTO IPHOKEHHE C JleKapeTBa, kouto muxubupar CYP2D6, Moxe na noseae 1o
HaMaeHH KOHIERTPALHA Ha AKTHBHES MeTaGoHT eH0KCA(deH. [lopany T0OBa, MOIIHATE
unxuburopr Ba CYP2D6 (Hanp. napoKCeTHH, QIIyOKCeTHH, XHHEJIAH, IIHHAKAIICT KM
SynpomuoH) TpAGBa Aa ce n36ATBAT, KOraTo € Bb3MOXHO, 110 BpEME HA JIETCHHE C TAMOKCH(}CH
(B%. TOUKA 4.5 1 5.2).

Hompaaekc chAbPKa JakTo3a. IlauneHTd ¢ peAkH Hacn¢ACTBCHH 3a00/1ABaHHASA KaTO
HENOHOCHMOCT KbM FaJIaKkTo3a, Lapp JIakTa3Ha HEAOCTaTHYHOCT HIIH [VIFOKO030 rajlakTO3Ha
MmanaScopbuns He TpafBa A2 MPHEMAT TOBA JICKAPCTBO.

B1B Bph3Ka ¢ neuenneto ¢ Honsaaeke ce cho0mana 3a TEKKH KOXKHH HEXKESIAHH PEAKIMH
(SCAR), BIUTIOUHTENIHO CHHAPOM Ha Stevens-Johnson (SJS) u TOKkCHYHA ennAepManHa
Hexkpomu3a (TEN), kouTo MoraT sia GBbJaT XKHBOTO3aCTpAlIaBAIIH HIH C JIETANCH HIXOJL, Ilpn
NpeanHCcBaHE NanueHTHTe TpAGBa Aa 6baaT uHGOPMHEpPAHH 3a IIPH3HALMTE SRS
6b1aT Ha6MOAABAHA BHAMATEIHO 38 KOXHH peakiMi. AKO C¢ MOABAT IppzHant




AJITCPHATHBHO NedeHne (Cnopen cayyad). AKo npu ynorpebara Ha HonBagekc naiueHTsT pasBHe
cepHo3Ha peakums, karo Hanp. SIS mwi TEN, JeqeHHeTo Ha NaNHEHTa C Honsaaekc ue Tpsadba
TIoBe4e Ja C¢ IOTHOBABA.

ITpu nalMeHTH C HACIEACTBEH aHTHOEEM TaMOKCH(EH MOKeE 1a NPeH3BHKA HIlH Ja ofocTpH
CHMIITOMHATE Ha 8HTHOEHEM.

4.5 BaaamojelcTBHES ¢ ADYTH nempcmetm NPOAYKTH B APYrH GopMH HA B3aHMOJeHCTBHE

Koraro Honsagexc ce nmpunara B KoMOHHAIHA ¢ KYMapHHOBH aHTHKOAryIaHTH,
aHTHKOATyYNAHTHOTO ACHCTBHE MOXE /a Ce 3aCHIIA 3Ha9HTeNHO. IIpA eHOBpPEMEHHA ynotpeda Ha
TAKHBA NPENAPATH CE MPeNnopbYBa BAUMATE/THO HA0MOACHHE HA MAHCHTKATE,

Korato Hompagexc ce H3noa3sa B KOMOHHAIMA ¢ UMTOTOKCHYHH areHTH, ChLICCTBYBA ITOBHIICH
PHCK OT Bh3HMKBaHe Ha TpPOMOoeMOOTHIHH HHIHACHTH (BX. H To4uKa 4.8).

[IpunoxkeHueTo Ha TaMoKCH(pen B KoMOHHAINA C 8POMATA3CH HHXKOHTOP KATO AXIOBAHTHA
Tepamus He € [0Ka3aio nofxoOpABate Ha €QUKACHOCTTa B CPABHCHHE CBHC CAMOCTOATEIHOTO
NpUIIOKEHHEe HA TAMOKCH(}EH.

Tait kaTo HonBagexc ce Merabomasupa oT muroxpoM P450 3A4, Reo0XomuMoO ¢ BHHMAHHE,
KOTATO TOH Ce MpHJara €HOBPEMERHO C IEKAPCTBA KATO pU(AaMIHINH, 38 KOMTO CE 3HAE, e
HE/{YIMPAT TO3H CH3AM H HHBATA Ha TAMOKCH(eH ce noHnxkasaT. KIHHHIHOTO 3HA4EHHE Ha TOBA
NOHIDKEHHE HEe € H3CceaBaHo.

dapMakokHEeTHYHA B3arMoZelicTeas ¢ BHXuGATOpHE Ha CYP2D6, npH KoHTO € HabmoaaBana
pe/lyKIis Ha IJIA3MEHHTEe HUBA Ha aKTHBHHSA MeTAGO/HT Ha taMOKcH(eH — 4-xydroxy-N-
desmethyltamoxifen (engokcuden) ca cpo0lIaBAKH B IATEPATYPATA.

B JmTepaTypara ce cho0masa 3a GapMakOKHHETHHHO B3aHMO/eCTBAE ¢ HHXHOHTODH Ha
CYP2D6, Bogemo A0 65-75% HaManeRHe Ha MUIa3MCHHTE HWBA Ha €AHA OT NO-aKTHBHATE (POPMH
Ha JIEKAPCTBOTO, T.€. CHAOKCH (e . B HIKOM KIMHHYHH H3NHTBAHHSA CE CHOOINABA 32 HAMANICHA
eduKacHOCT Ha TaMOKCHGEH NPy eNHOBPEMEHHA yNoTpeda ¢ HAKOH SSRI auTHACTIPECAHTH
(Ranp. napokceTHH). Thit Karo He Moxe 1a ce M3KMOYA HaMaNeH e(eKT Ba TaMOKCH(eH,
eIHOBPEMEHHOTO IpHNoKeHHe ¢ Momypy HEXKOHTOpH HAa CYP2D6 (Hanp. napoxceTHH,

GQIYyOKCeTHH, XMHHIMH, HHaKameT Wik GynponHoH) TpatBa A2 ce H36Arsa, KOraro € Bb3MOXHO
(BX. ToUKa 4.4 4 5.2).

JlexapcTReHH NPOIYKTH, 38 KOHTO € M3BECTHO, Ye yabmkapaT QT uuTepBana

HonBajekc B NpenopbuaHaTa A03a Moxe ha yasDkd QTc HHTepBana Ha €NeKTPOKapanorpaMara
(EKT'), a enHoBpeMeHHara ynorpeba Ha Honsaaekc ¢ ApyrH JEKapCTBCHH NPOAYKTH, 32 KOKTO ©
W3BeCTHO, 9¢ yAbnkanaT QT HHTepBana, MoXe JONBIHHTEIHO a 3aCAM yAbKkasaHeTo Ha QT
unTepBaia. IIopaad TOBR, C& NPEnopbyBa NOBHIIEHO BHUMAHHE B CIyval HA TaKapa

KOMOHHAIES, a DY TaKHBA NauyeHTh ce npenopbyusa EKT™ K eNeKTPONMTHO MOHATOPHpaKe (BK.
To4Ka 4.4).

4.6 ®eprunurer, 6peMEeHHOCT H KbpMeHe
BpemeHROCT




Honpazexc He TpSGBa Aa ce MPHUIIAra o BpeMe Ha 6peMeRHOCT. MiMa MalrbK 6polf cpobimenws 3a

croOHTAHHH aGopTH, BpoAeHH MandopMaky K ¢eransa CMBLPT NPH XKCHH, ICKYBAHH C
Honeanexc, BRAPEKH de He e 6una ycTanoBeHA MPAIHHHO-CICICTBEHA BPBH3KA.

PenpoAyKTHBHATE TOKCHKOJIOrHYHH H3C/ICIBAHHA MPH ILTEXOBE, 3afium ¥ MalfMYHH He ca
NOKA3AIH TEPATOr¢HER MMOTeHIHA.

IIpn MoZeHpaHe HA PAa3BHTHETO Ha (eTaTHUA PeNPOAYKTHBEH TPAKT BbPXy rpH3a'iH,
NpuJlaraHeTo Ha TaMoKCcH(beH ce CBBp3Ba C MPOMEHH, TOJ00HH Ha NPOMEHUTE, NPHYHHCHHA OT
eCTPaiHoOJl, CTHHAJIECTPAHON, KIOMH(peEH H mietwncrunbecrpon (DES). Beopeku 4e
KIHHMMBOTO 3HAUCHHE Ha Te3H MPOMEHH € HEM3BECTHO, HAKOM OT TAX, 0c00eHO BArHHANHATA
aJicHO3a, ca moAOOHH Ha MPOMEHHTE, HabmoaBaHH B MJIAIH XKCHH, KOATO Ca OHIH H3ANOXKEHH HA
geticruero na DES in utero u npu xouro HMa puck 1:1 000 or pasBHTHE HA CBETIOKICTRYICH
KApIHHOM Ha BIArAIMINETO HIH Ha WmiKkaTa Ha MaTkara. CaMo MareK 6poit GpeMenHH XKEeHH ca
6HIIH HATOXKEeHH Ha delicTBHero Ha TaMoxcHden. He ce cpolinasa 3a nocneapailia BarnHanHa
aJleH034 HJTH CBETIOKJIEThYCH KapMHOM Ha BIArajHiNeTo HITH HA MAHKATA HA MATKATa NpH
MJIATH JKEHH, KOHTO ca GHIIH H3710°KeHH in utero Ha AEHCTBHETO HA TaMOKCH(EH.

*Kenure Tpa6Ba Jja Ce CHBETBAT fia HE 3a0peMEHABAT JOKATO ynorpetsasaT Hosanekc ¥ 10 AeBeT
Mecera clie]] MpeKpaTABaHe HA NeYCHHETO H aKO Ca CEKCYaIHO aKTHBHH, TpsbBa a H3MOA3BAT
GapHepHH MK APYr'H HEXOPMOHANIHA KOHTPALCITHBHE METOIH. [TanHEHTKHTE B IPEAMEHOTIAY3a
Tpa6Ba [a ce MperyexaT BEAMATENHO, 32 /1A ¢ H3KMOIA OPEMERHOCT. Tpa0Ba Ja ce MpenecHABa
NOTeHIMAMHHA PHCK 38 IIOJA, 8KO KeHHTe 3a0peMeHesT J0KATO ynoTpebsBaT HoNBafeke wik
IO HEeBET Mecela cllel NpeKpaTABaHe Ha JICYSHHETO.

KupMmene
OrpaHHYeHH JAHAH NIOKA3BaT, Ye HomBa/leKe A AKTHBHATE My METabONINTH C¢ EKCKPETHPAT X

XyMYJIIDAT C BpEMETO B KbPMaTa, OPajM TOBa He C¢ ITPeNopsyBa ynorpebaTa Ha IEKAPCTBOTO
1o BpeMe Ha KepMeHe. TIpa pelllaBaHe JaH ia ¢€ NPpeKbCHE KbPMEHETO KK ia ce IIpEYCTaHOBM
negenuero ¢ Honsanexc Tpsa6sa 1a ce B3eMe MpeaBAl 3HAYSHAETO HA JIEKapCTBOTO 38 MaHKaTa.

4.7 Edextn pLpXy cnocofuocTTa 38 modnpane B pabora ¢ MAITHHH

Manxo BeposTHO ¢ HoBazeke Aa Hapymy CocoGHOCTTA Ha NALMEHTHTe A8 WO(HPAT HIH Aa
paboTaT ¢ MamMEH. Beipekn ToBa HMa choOMICHAS 32 YMOpa NpH ynoTpebara Ha Homsazieke u e
HeoOX0QUMO ITOBHIISHO BHHMAHUE IO BpeMe Ha modupane WM npy paboTa ¢ MAIIMHA, JOKETO
Te3H CHMIITOMH NPOXLIDKABAT.

4.8 Hexenane AexapcTBeHH PeAKIHA

Tabnuuen cnHCHK HA HEXENAHUTE PDEAKIIHH
OcBeH aKo He € YKa3aHo APYro, CeIHUTe KATErOPHH MECTOTH Ca H3YHCIEHH OT 6pod Ha

HexeNauuTe ChOHTHA, CHOSIIEHH IPK €HO NOJIAMO KIHHHYAO H3nuTBane ¢asa III, mposeneHo
npu 9 366 NauMeHTKH B NOCTMEHONAYy3a ¢ onepabuiieH pak Ha rbp/aTa, JeKyBaHH B

NPOXL/DKEHHE HA 5 NOAMHA, KATO HE € B3€Ta MPEABH] YECTOTATA B IPYTIATa ChC CPABHUTE/IHOTO
JieueHHe HIH MHEHHETO HA H3CJIeAOBATENS OTHOCHO BPB3KaTa C H3MHTBAHOTO JIEKAPCTBO (OCBEH

aKo He € yKa3aHo IpyTo). e N




HegecTH (>1/1 000 o <1/100), peaxn (=1/10 000 no <1/1 000), maOrO peaxu (<1/10 000),
Hep3BecTHA 1eCTOTa (OT HaJIMYHUTE AaHHH He MOXe Aa OpAc HanmpaBeHa OLICHKA).

TaGauus 1: HexelaHH Peaknni M0 YeCTOTa H CHCTEMO-OPraHeH KJAC

CHeTeMO-OpraHeH Kiac YecTOTA HA HEREJIRAHATE PLAKIHH
| Heenana peaxnny -
_CroMamHO-upepHHE HAPYINCHAS | R —
lanesHe _ MHOI'o YeCTH L L
IToBpsinaHe YectH
JlAapus _ _ _ YectHn _ _ _ _ |
3anex _ _ L YecTH _ _ L B
TlarKpeaty _ Heuectn
eTalo M H XpaseHe L _
3anDEIKE Ha_TEqHOOTH _ _ ___M_HGTE‘WGTE . - — —_
XunepxanuueMus (Npa NalMeHTH ¢ KOCTHH Heuectu
MeTacTasH o ¢\ _ _ |
Br3npoH3BOAHTEAHA CHCTEMA H 'bpPAA _ -

BarusHaHO KbpBSHE _ MHoro 4e¢cTH
BarpHaaHo Te4CHHC | MHor0 YecTH

AHrfoezeM
C M Ha CTHBBHC-JDKOHCHH

Cs Ha BY/IBATA _ Yecrhn _ _ _ ]
[IpoMeHH Ha EHAOMETPHYMa (BICTIOUHTETHO YectH
XHNepIIasis 1 NOTATHA) _
EnniomMeTpro3a® | Pemxu _ B L
KHuCTO3HO yBe/IHYeHHE Ha SfyRumATe” | Peaxn _ _ ~ .
BarMHaJHH HONHNH L Pelxu -

| Koxka ¥ NOAKOKHA THKAH | _ -
Koxen oOpHB _ MHoOro 4ecTH I
Anonenus YecTH _ 3

KoxeH packymr _ -
Bynosen nempHronT Penxu N L
Epurema mynrudopme . Peaxu _ _ _
TOKCHYHA elEAepMATHA HEKPONH3a™ Penxn _
KoxeH JYIyc epATEMATO3YC’ _ MHOro penxH
O6oCTpsHE HA HACIEACTBCH AHTHOCACM | C HEH3BECTHA HECTOTa _
| Cna0BH |
[openiy BJIHH _ MHOTr0 4eCTH _ _ _
| O0mu HapymeHHs H HADYUIEHHS HA MACTOTO B
HA NPHIOKEHHE _ _ I _ _
YMopa | MHoro uecTH
| Kpbs # tambua cHCTEMA _ | _ _ _ .
AHeMHA _ ecth ]
TpombonTOonenna HedectH )
JleBKOTEHAS _ Heuectn S iy
Heyrponenus® - Pemxn [T/ #pe N
i [ AT\
../ EE el |
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I | Peakn _
YecTH _ _ |
PeTHHONATHA _ ETr _ _
3pHTENHHA HApYIIeHUS _ Heuwectn _ i
| IlpoMeRE B KOpHeATa __(Pemkm I
OnTHYHA HEBPONATHA" Penxu |
HapymenHs HA BMYHHATA CHCTEMA _ L |
Peaximn B CBPBXTYBCTBHTENHOCT Yecra 00
HachenBanns |
| TIopMmeny TDHITHICDHIH Yectn 0
MycKyJIRO-CKeJIETHH H CheAHHHATEIHO-
THKAHHH . i
Cna3pM HA AONHHTE KparHHKIH YecTH \
Muanrng _ YecTH

Heonnasmu — fofpoxavecTsenH,
VIOKAYCCTBEeHH H HEOnpeaAeIeHH
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Bponens, HAC/ICACTBOHHE H reBeTHIHH

mapymemms
Ic XDUPHA KYTAHCA Tapia _,____PMHO COXH —_— Sammm——

Vepexaase, OTpABsHE B NPONEAYPHE !

CAOKHeHHS _ _ _ _
S— A e _—T—-'_—
KBHCHH TOKCHYHH IDOABH ¢iiex o0 TbYBaHe MBEOr0O peiKH

s Ta3H HCXSTAHA ICKEPCTBCHA PCAKIHA He ¢ CholmeHa B rpynara ¢ TaMokchder (= 3 094) HA rOPECTO KIIHHATHO
asmarsase. Ta ce cpobmasa 06aue B APyrH KIMHEIHE HIMHTBAHAS WIH B APYTH H3TOYHALH, HeCTOTRTA € HIUHCICH?,
K&TO € K30/ 3BANA NOPHEATA rpanstia Ha 95% HoBepATENeH HHTEpBA 32 OLCHKA HE TOUKHTe (BB3 OCHOBA BA 3/X,
k6610 X NpeacTANILBA OGIIUA PaIMep Ha KIBaIKara, Hanp. 3 094). Tosa ce wsaMcaaBa kaTo 3/3 094, koeTo cnana B
KOTSIOpHA FECTOTA “PeAKH”.

bTopa culHTHE HE ¢ HAGMIOABAHO B APYTH FNABHH KIHHHYHA IpoyupaHus. YecToTara ¢ HITHCICHA YPES HINOI3BAHE
Ha TOPHATA MPAHALA HA 953% JOBEPHTE/ICH HHTEPBAI 32 NPEOTHIHTCIHO ONCHNBAHATA TECTOTR (na 6aza 3/X, xppero X
npeacTaBassa OOmaTa rolCMEHEA HA H3BAKATA OT 13 357 NanmeHTH B IJABHATE KTHHAMENA OpoywBadus). Tosa ce
A3UHCIABE Ka10 3/13 357, K0eTo CHOTBETCTBA HA KATEIOPHA HECTOTH ,MHOIO PEAKH .

HexenanuTe peaxiidy MOTAT Aa ce KIaCHQHIMpPaT WIH KATO Peakl|H, AbJDKALIH CC Ha
hapMaKonorsHOTO AcHCTBHE Ha NEKApPCTBOTO, HaNp. rOPCIIH BBJIHK, BATHHAIHO KbPBCHS,

BArHHAIHO TeueHHe, Chpbex Ha By/BaTa H 3aCH/IBaHe Ha MPOSBHTE HA TYMOPA, HJIH KaTO 1i0-
oM HeskenaHH Peakilin, HANP. CTOMAITHO-YPEBHA HEMOHOCHMOCT, TlIaBoGoHe,
rnaso3aMaiiBage H MOHAKOra 3aphKKa Ha TeHHOCTH U &JIONCIHA.

KoraTo Te3H HEeXe/laHA PeaKIHA ca TeKKH, Moke O ¢ MOraT J1a ce KOHTPOJIMPAT POCTO ¥pe3
HaMaJBaHe Ha po3ata (10 He no-Maiko ot 20 mg Ha AeH), 6e3 Aa ce 3ary0u KOHTPOX Hakl
1a00/IABaeTO. AKO HEKEIaHHTe peaK(Hi He OTUIYMST Clell NPeanpHeTHTe MEPKH, MOXE 1a Ce
HAJIOXH CIEpaHe Ha JICYCHHETO.

HMma choBIeHNA 38 KOKHH 0OpHBH (BIUTIOUBALIH PelIKH CIydaH Ha €pHTeMa MyATH(HOPME,
CHHAPOM HA Cmugvrc-JxconcoH, TOKCHYHA eAiepMaHa HeKPOITH3a, KOXEH BaCKYJHT H
Gynosex neMGHroua) H HeCTH peakiiii Ha CBPLXYYBCTBHTEHOCT, BKINOYBAINY AHI'HOCACM.

CopobmapaHH ca C/TyaH Ha 0GOCTpAHS Ha AHTHOEAEME NIPH NMAMEHTKHA C HaC/CACTBCH
aATHOEAeM, npreMammy Honsazaekec.

HeuecTo NamHeHTKH ¢ KOCTHHA METAacTa3y Pa3BHBAT XHIIEPKAIINEMHS TPH 3aMIOYBAHE HA
JIEUEHHETO.

ITpu nmanuenTkH, ynorpebssamu Homnsaneke 3a neueHue Ha KapIMHOM Ha rbpAara, €
HAG/ONABANO HAMANABAHE Ha Gpos Ha TpoMGouUMTHTE, oGHKHOBEHO 10 80 000 — 90 000 Ha MM’
a [MOHAKOra H NoBeYe,

[Tpr nammenTxH, nekyBank ¢ Honpaneke, ce OMMCBAT ciiyyad Ba HAPYIICHHE HA 3PEHHETO,
BKITIOYATENHO PEJIKM CHOGINEHN 33 IPOMEHH B KOPHEATA H 9CTH CHOOILEHHSA 32 PETHHONATHI.
YecTo ce cho0IaBa 3a KaTapakTa BbB BPb3Ka ¢ mpHiaraHeTo Ha Honsaaekc.

CrobmaBans ca crydad Ha ONTHIHA HEBPONATHA H HEBPUT Ha OYHHA HCPB NPH MAHCHTKH,
npHeManH TaMOKCHGeH, KATO NpH Marbk Opoit OT cilydauTe € BB3HHKHAA CIICHOTa.

HalHeHTH, npueMani Hoxsanexc.




MiMa cro0ImeHns 38 MATOYHH MHOMH, €¢HIOMETPHO34 B JIPYTH NMPOMCHK HA CHAOMETPHYMA,
BKJIOUMTENHO NMOJMOY M XHIIEPIIa3Hsi.

MBEOTr0 4ecTO ce ChoOMmABa 38 JenpecHs, CBbp3aHa ¢ ynorpebara Ha HosmBanekc.

Panko ce HabMOAABaT KMCTO3HH OBApHAHHA o0pasyBauud NpH xkeHH, noydasamy Homsanexc.
Ipw xeHH, nomydasamm HoxBazeke, pAako ca HabmojaBaHH BATHHAIHHA TOTHIIH.

HedecTd cay4ad Ha pak Ha CHAOMETPHYMA H PEAKH ClTyYaH Ha MATO4CH CapKOM (mpeauMHO
CMeCeHH 3J10kaYecTBeHH MioiepoBH TYMODH) ca GHIIi cBBp3aHH ¢ NedeHueTo ¢ Homsaneke.

MBHOro psaKo, NPH NANEHTH, NoMydasamy HonBaaekc, e HabmonaBaH KOXKEH JYIYC
€pUTEMATO3YC.

MHoOro psyiko, IpH NalUeHTH, nomyqasaii Honpaaexc, e HabnoapaHa noppHpHs KyTaHea
Tapaa.

Cnep npunoxenne Ha HomBazexc e 6una HabmonapaHa JIEBKONCHHUS, IIOHAKOra BB BPB3Ka C

aHeMns w/wym TpoMGomuToneHns. B pefku ciaydaH ce cp00maBa 3a HEYTPONEHHS, KaTO
MOHSKOTA T MOXe Ja 0bJe TexKa U ce cho0IaBa 38 PeAKH CIydan Ha ArpaHyJIOoIHTO3a.

Mma fanHM 338 HCXEMAYHH MO3BYHO-CHAOBH H TpOMOGoeMOOIMYHA CHOHTHSA, BKIOIHTEHO
Tpom603a Ha IBIOOKHTE BeHH, MEKpoBacKynapHa Tpombo3a 1 Genoapober eMOOIH3BM, KOUTO
BBL3HHKBAT 4ECTO NO BpeMe Ha nedeHue ¢ Hompazeke (Bx. Touka 4.3, 4.4 u 4.5). Koraro
Honeagexc ce H3MoN3Ba B KOMOHHAIHA ¢ IJHTOTOKCHYHH Ar€¢HTH, ChIIECTBYBA MIOBHIICH PHCK OT
Bb3HHKBaHE Ha TpoMO0eMOOIHIHY HHIMIEHTH.

Cp0o0maBaHo e 4eCTO 3a KPaMITH Ha JOJHHTE KpaliHHI(H ¥ MUAITHA NPH NaUHCHTKH, NOTy4HaBallH
Hompanexc.

HegecTo HMa CROOIIEHHA 38 CYMAad HA HHTEPCTHIHANCH THeBMOHHT.

[Tpunoxenrero Ha Honpamexc ce cB5P3Ba € IPOMEHH B YePHOAPOOHATE CH3MMH H C PEIHLIA I10-
TeXKH 9EPHOAPOOHH HAPYIIEHAS, KOHTO B HAKOM CITydaH ca Ounn araisy, BIOTHTEIHO
MACTHA AereHepanus, X0JeCTas’a i XeNaTHT, YepHOApoOHa HeI0CTATEYHOCT, LHPO3a H
XenaToueTyIapHo yBpexane (BIIIOMHTENHO YepHOApobHa HeKpo3a).

Yecro NOBHIICHHAE HA HUBATA HA CEPYMHHTE TPHIIIMLEPHIHN, B HAKOH CITy'uaH C NIABKPCATHT,
MOXe JIa e cBBpxKe ¢ ynoTpebara Ha HonBanexe.

YMopa e ZOKIaJBaHa MHOTO YeCTO NPH MAUMEHTH, MpHeMamH Horsaaekc.

KBCHH TOKCHYHH HPOsABH cliel ofrpuBane ca Hab/moAaBaHH MHOTO PAJKO NPH NALIHCHTH,
npuemamy Hoasagekc.

CrolfmaBane Ha HOAO3HPAHHE HEXENAHH PeaKIHH
Cro0mapaHeTO Ha NOJIO3HPAHH HEXEIaHH PEakIH Cle]] paspelmasaHe 3a yn

NIEKApCTBEHHS NPOAYKT € BaXHO, TOBA MO3BOMNABA A4 NPOXB/DKH HAOIONCHHETE:
CHOTHOILIEHHETO [MOJI38/PHCK 38 NIEKapCTBEHHA MPOAYKT. OT MEAHIIHHC
H3HCKBA J1a ChOOIIABAT BCAKA MOAO3HpaHA HEXKEIAaHA PEAKIHA 0!
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4.9 IIpenocinpane

TeopeTHuno, MOXe Ja ce 0UaKBa, Ye NPH Npeo3npaHe IIe C& 3aCHJIAT FrOpeClOMCHATATE
aHTHECTPOreHHH HexXeJiaHH peakilun. HalmoieHns TIpH XXHBOTHH NOKA3BAT, 1€ MHOTO TEXKO
npenosupane (100-200 METH HAX NPENIOPHUBAHKTE AHEBHH JO3H) MOXE 1A NMPEH3BAKA

eCTPOr¢HHE e(eKTH.

HiMa choOLIeHHA B TATepaTypara, e Homsaaeke npaemad Hax oOutvaliHAaTa 1034 € Bb3MOXKHO Aa
nosene a0 ysennyasane Ha QT unTeppaia Ha EKT.

Hsama cnemududer SHTHAOT OPH OpeJo3HpaHe H JeYeHAETO TpabBea Aa Obae CHMITOMATHYHO.

5. PAPMAKOJOI'MYHHA CBOMCTBA
5.1 ®apMaRoIRHAMHAYHE CBOHCTBA

MdapmaxkoOrnyHa rpyna: aHTH-€CTPOreHH ATC xon: LO2BA 01
DapMakoIMHAMAYHY edeKTH

HosBaaekc e HeCTEPOHIHO JISKApCTBO, Ha 6azaTa Ha TPHEHWIETHICH, KOETO MOKA3BA CAOXKCH
CHEKTHP OT GpapMaKkoNOrHIHH eeKTH Ha AaHTArOHHCT H MoA00He Ha ATOHACT Ha €CTPOTCHA B
pasIHYHETe THKAHH. [IpH MAHEHTKATE C pak HA PAATA HA TYMOPHO HHBO TAMOKCH(EH
ne#icTBa MPeJHMHO KATO QaHTHECTPOreH KaTO NPEROTBPATABA CBBP3BAHETO HA €CTPOrCHA C
eCTPOreHOBHTE pelenTopH. B KINHHIHH YCIOBHA € YCTAaHOBCHO, Y€ NPANIOKEHHETO HA
TaMoKcHdeH BOAM 10 HAMANIBaHe Ha OOMHs XONeCTepoll B KPHBTA H HA JIMNONPOTCHHHTE C
HACK& IUTBTHOCT OT nopAnbKa Ha 10-20% npH xkeHd B noctMeHonaysa. OCBCH TOBa HMa
cho0ImeHns, ue TaMOKCH(PEH NOANLPAKa MUHEpaIHATa IUTBTHOCT HA KOCTHTE MPH KEHH B
NOCTMEHONAay3a.

Knuauasa edukacHocT 1 6e30MacHOCT

[IpoBeeHO € HEKOHTPONHPaHO NpOy4Bane NPH XETEPOreHHa rpyna or 28 MOMHYETa Ha Bb3pacT
ot 2 1o 10 romunm crc curapoM Ha McCune Albright (MAS), KOHTO Ca mony4aBaIH

tamokcHer 20 mg BeIHHK AHEBHO B Npoxab/keRHe Ha 12 Mecena. Cpext NalHeHTKATE,
cHOOIIMIHE 38 BArMHAJHO KbPBEHE NI0 BpEME Ha nepuojia, peAnlecTsal npoyusanero, 62% (13
ot 21 nanMenTKH) ca CHOOIMIINA 33 JTANCA HA KbpBeHE npe3 6-MeceqHHs nepron H 33% (7 ot 21)
ca cLOGIIAMM 38 TUTICA HA KbPBeHe N0 BpeMe Ha npoy4saneTo. CpeaHusaT obeM maw e

YBEJIHUHA cliel 6 Mecena NedeHne | ce ¢ yABOHI B Kpas Ha 6XHOTOIHIIH
Bobopexd, 4ye Te3H AaHHA ChOTBETCTBAT Ha PapMaKOTHHAMUYIHHTE CBOAC
e 6una ycTaHOBEHA MPHIMHHO-C/IEACTBEHA BPB3Ka (BK. TOUKa 4.4),
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Ge30macHOCT NPH fena. B 4aCTHOCT, ABJITOCPOYHHTE cekTH Ha TAMOKCH(EH BBPXY pacTexa,
nySepreTHrs nepuoj H oOmoTo pa3sBUTHE He ¢a OMIIM DpOyYBaHH.

CrarycsT Ha nomaMopussm Ha CYP2D6 Moxe na 6bae CBbp3aH ¢ BAPHAOHIHOCTTA Ha
KIMHAYHAA OTTOBOP KBM TaMokcr(en, Ctaryc Ha GaBHK MeTabONH3aTOpH MOXe Aa ObAe
CBBP3aH ¢ HaMaleH OTroBop. [IocnenCTBHATa OT TE3H Pe3yIITaTH 32 JeUCHHETO Ha 6aBHH
CYP2D6 MeTabonH3aTOpH HE CA HATBJIHO M3ACHEHH (BXK. TOUKH 4.4, 4.5 1 3.2).

I'en
Hanwyaute KIKAMYHE OAHHH [OKA3BAT, Y€ MallHCHTKH, KOHTO €& XOMO3HIOTHH M0
sedynkupormpanm CYP2D6 aneny, Moxe Ja AMAT HaMalleH eeKT Ha TaMOKCH(EH NpH

neueHue Ha pak Ha I'bpJara.
HaiuaATe KIMHAYHA H3HTBAHUS CA [IPOBEAECHH MPEAHMHO IIPH XEeHH B IOCTMEHONay3a (BX.

TOIKH 4.4 ¥ 5.2). |

5.2 OapMaKOKHHETHIHH CBOMCTBA

AGcopbuus
Cnex opanHo npunoxenue, Hommanekc ce pezopbapa 05p30, kKATO MAKCHMAIHHTE CEPYMHH
KOHIEHTpAIMH Ce JOCTHTAT cliel 4-7 Jaca. PaBRoBeCHMTE KOHUEHTpaUKH (okono 300 ng/ml) ce

AOCTHTET CJER YeTHPH CeAMHUYHO JedeHne ¢ 40 mg XHEBHO.

Pasnpeziencawe
JIeKapcTBOTO CE CBBP3Ba BBB BHCOKA CTETeEH Che cepyMuhs anbymus (> 99%).

burotparcpopMains
Merabomi3Hpa ce Ipe3 XHIpOKCHIHpaHe, AeMETUIHPaHe H KOHIOralsa, KATo C¢ nojyyanar
HAKOJIKO MeTaboIMTa, KOUTO HMAT CPOAcH dapMakonorudeH OpodH ¢ H3XOAHOTO ChbeAHHEHHE U

O TO3H HAYHH AONPHHACAT 38 TEPaNCBTHYHHS C(EKT.

TamokcHber ce Merabommsapa npeaumuo upe3 CYP3 A4 no N-gemerun-raMOKCH(peH, KOHTO 11o-
HaTaThK ce MeraGomasupa ot CYP2D$6 n0 apyr akTHBeH MeTaboHT enziokcHdeH. Ipu
NAlUeHTKH, Npy¥ KOHTO Nuncea ea3uMbT CYP2D6, KOHUEGHTpauHUTE Ha EHAOKCH(EH ca
NpEGHIATENHO CBC 75% NO-HHCKH OTKOJKOTO MIPH MANHEHTKH ¢ HOPMATHA aKTHBHOCT Ha
CYP2Dé6. ITpunoxenneto Ha MolHy HEXEOGHTOPH Ha CYP2D6 HamanfBa RUBATa Ha
mMpKyaupall eEaokcuder B moxobHa cremne.

EnqMUHHpase

ExcxpenmnaTa ce H3BBPIMBA NPEAEMHO ¢ dexamHTe i eMMMHHANKOHEH NONTy-)KHBOT, H3YHC/ICH 33
CAMHS TIPENAapaT, € NPHGAHIUTENHO ceieM IHH, JOKATO TO3d Ha N-Ie3MeTuiTaMokcH(ena,
OCHOBHHA I[HPKYJupainy MeTabonur, € 14 AHK.

B KIMHMYHO OpOyYBaHe NIPH MOMHYETA HA BE3pacT Mexcay 2 H 10 roqdHy CbC CHHAPOM Ha
McCune Albright (MAS), kouTO ca momy4aBand TaMokcuder 20 mg BeAHBXK JHEBHO B
npogb/DKeHHe Ha 12 Mecella, ce OTKpHBa Bh3pPacTOBO-3ABHCHMO ITOHIXKEHHE Ha KIIAPBHCA H
nosumapane Ha excno3nnuara (AUC) (cbe croitaoct 10 50% no-BHCOKH NpM Hal-MaJIKHTE
NMAUWEHTKH) B CPABHEHHE ¢ BH3PACTHHTE.

5.3 IlpeaxmaEEYHE AABHH 38 fesonacHocT
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TamokcH(peH He e 611 MyTareHeH IIpH PelHIia TECTOBE 338 MyTAreHHOCT in Vifro H in vivo.
Tamokcndes e 6 FeHOTOKCHICH NTPH HAKOH TECTOBE 38 N'CHOTOKCHYIHOCT BHPXY MPH3AtH

in vitro ¥ in vivo. TIpM NPOABIKHTENTHO NPHIOKEHHE e Ch00IIABa 38 TYMOPH HA MOHANKTE NPH
MIIIKE H 9epHOAPOOHA TYMOPH NpH ILTBXOBE, NOMyYaBalli TaMokcH(per. KIMHAYHOTO
3HAYEHHE HA Te3H HaXOMKH HE € H3BeCTHO.

TamoxcHdeH e JIeKApCTBO, IPH KOEeTO € MONy4eH MIHPOK KAHHHYEH onuT. CHOTBETHATA
AHGOpMAITHA 38 MPEATHCBAIKS JIeKap € Aa/cHa Ha ApYro MACTO B KpaTkaTa XapaKkTCpHCTHKA Ha
npoxykra (BX. Touka 4.6).

6. DPAPMALIEBTHYHH JAHHHA

6.1 CnuchK HA NOMOIHNTE BEeHIeCTBA
Kpockapmenosa Harpulf USNF
Xenaruu B.P.

JlaxTosa Ph. Eur.

Maxporoa 300 B.P.
Maruxe3ues creapat Ph. Eur.
Iapeswano sumecte Ph. Eur.

Mernmxuapoxcunponwiteryaosa USP
Tutanos gnoxcug Ph. Eur. (E171)

6.2 HechbBMECTHEMOCTH

He ca W3BeCTHH,

6.3 Cpok ma rogsocTt

5 rOAuHH.

6.4 Cnenuannn ycjioBus Ha ChXpAHEHHAE

Ha ce cexpanssa nox 30°C.
Ha ce coXpaHsasa B OpHIHHAJIHATA ONRKOBKA.

6.5 Bua u CRALPAXAHEE 38 OTIAKOBKATA
Anymunsepd 6mucrep no 10 TabneTks B BTOpHYHA ONIAKOBKA, ChABPKAINA 50 TabneTkH.

6.6 CneNanHR NpeANa3HA MEPKH NPH H3XBLpAsSHE H paboTa

Ha ce ynorpe04Ba Cliopes YKa3aHHATa Ha [IPEANHCBALIHA ICKap.

7. MPUTEXATEJI HA PASPEIIEHMETO 3A YIIOTPEBA

AstraZeneca AB
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SE-151 85 Stdertilje
Isenus

8. HOMEP HA PA3SPELIEHHETO 3A YIIOTPEBA

20000509

9, IATA HA ITBPBO PA3PELNIEHHE 3A YIIOTPEBA/TIOZHOBSIBAHE HA
PA3SPEIIEHHUETO |

2000-08-15/2011-03-29

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA
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