KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUSA ITPOAYKT

Apumuaekc 1 mg punmupanu TabneTku
Arimidex 1 mg film-coated tablets }O

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska punmupana rabnerka cbabpka 1 mg aHacTpo3on (anastrozole).

[loMOILIIHH BeLECTBA C M3BECTHO JeHCTBHUE

Beska punmupana Tabnerka cbabpka 93 mg 1akro3a MOHOXHAPAT (BXK. TOUka 4.4).
3a MbJIHKA CMUCHK Ha MOMOILIHUTE BELLIECTBA BHXKTE TO4Ka 6.1.

3. JEKAPCTBEHA ®OPMA

Punmupana tadsietka. bana, kpbria, ABOHOUW3NMbKHANA (PUIMHUpaHa TabneTka okono 6,1 mm,
MapkupaHa ¢ ,,A” OT eaHara crpaHa H ,,Adx1” or apyrara cTpaHa.

4. KIHHWUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHHA

APpPHUMHIEKC € MT0Ka3aH 3a.

® JleyeHne Ha NOJIOKHUTEIEH 32 XOPMOHAJIHU PELENTOPH aBAHCHPAJl PaK Ha I'bpjiarta Nnpu
MOCTMEHONAY3aJIHU HEHMU.

@ AJIIOBAHTHO JIEYEHHE HA MOJIOKHUTEJIEH 32 XOPMOHAJIHH PELIENTOPH paHEH MHBA3UBEH paK Ha
rbpAaTa NpH NOCTMEHOMNAY3aIHH )KEHH.

s AZIFOBaHTHO JIEYEHHE HA MOJIOKUTEJIEH 32 XOPMOHAJIHU PELIENTOPH paHeH HHBa3UBEH pakK Ha

rbpAaTa npu NOCTMEHOMNAy3aJHH )KEHHU, KOUTO B NMPOAbJKEHHEe Ha 2 10 3 roJIMHMU ca OMIH Ha
aJIFOBAHTHO JIeYeHHE C TaMOKCH(DeH.

4.2 J103MpOBKA H HAYHH HA NPHJI0KEHHE

Zlo3upoBKa

[IpenopbunTenHara 103MpoOBKa HA APUMHUIEKC NMPU Bb3PACTHH, BKJIOUYHUTENIHO U B CTapyecka
Bb3pacT, € eaHa TabneTrka oT 1 mg BeAHBXK AHEBHO.

an MOCTMEHOIMNAY3a/THH KCHH C NMOJIOKHUTEIICH 3a XOPMOHAJ/IHH pE€UENTOPH paHEH HHBA3HBECH paK Ha
FbpAdTa NperopbyuTC/iHATA NMPOAB/DKUTCITHOCT HA AAKBAHTHOTO €HAOKPHHHO JIECYHCHHE € 5 roJIUHH.

Cneyuannu nonyiayuu

lleduampuuna nonynrayus
[IpunaraHeTo Ha ApUMHAEKC MPH A€Lla U FOHOLLM HE C€ NMpenopbyBa Mopajay Juncara Ha J10CTaTb4yHO
JaHHWU OTHOCHO Oe30macHOCTTa U epUKacHoOCTTa MY (BX. TOukH 4.4 1 5.1).



bvbpeuno yapeorcoane

He ce npenopbuBa KOpPEKLHA HA 103aTa TPH NALUKMEHTH C IEKO WIK YMEpPEHO ObOPEUHO YBPEXKIaHe.
[lpu naumeHTH ¢ Texkko ObOpeuHo yBpexknaHe Apumuaekc Tpabaa na ce npunara ¢ MOBHIEHO
BHUMAaHHE (BX. TOUKH 4.4 1 5.2).

Yeprodpobro yepesicoane

He ce nmpenopbyBa KOpeKLHA Ha A03aTa [TPYU MALMEHTH C JIEKO 4epHOAPOOHO yBpexkaaHe. [TpenoppyBa
ce MOBHIICHO BHUMAHHE NPH NALMEHTH ¢ YMEPEHO A0 TEXKO HEpHOAPOOHO yBpexuaHe (BX.

TO4YKa 4.4).

Ha4uH Ha NpUIQKEHHE

ApuUMHIeKc TpaOBa fa ce rpueMa nepopasHo.
4.3 IIporHBONOKAa3AHNSA

APHMHIEKC € MTPOTUBOIOKA3AH IIpU:

° bpeMeHHH H KbpMauKH.

J [TauneHTKH ¢ U3BECTHA CBPBbXUYYBCTBHTENHOCT KbM aHACTPO30/1 HIIH KBM HAKOE OT MOMOLHUTE
BElUeCTBa, H3OpOCHH B TOYKa 6.1,

CnennajiHn npeaynpexaeHHs 1 npeInasHH MepKn npu ynorpeba

4.4
O0uun

ApUMHAEKC He TpsAOBa 1a ce nmpunara nNpy npeaMeHonay3ansy xenu. [1py Beaka mauMeHTKa, IpH
KOATO HMa CbMHEHHMS OTHOCHO MEHOMay3alHMs CTaTyC, MEHoNnay3ara Tpabsa na ce MoTBRbPIH
OHOXMMHYHO (4pe3 U3cNeaABaHe Ha TyTeuHu3npail xopmon [LH], donuxynoctumynupain xopMoH
[FSH] u/unu nuBara Ha ectpaaron). HaMa naHHH B noaxpena Ha ynoTpebara Ha ApHMHIEKC C
aHano3d Ha LHRH.

TpsabBa na ce n36arsa eNHOBPEMEHHOTO NPIJIOKEHNE HR APUMHAEKC C TAMOKCH(EH H TEpanuu,
ChbAbpXKallld ECTPOreH, ThH KaTo Te MOrar aa otcaadsaT gapMakoOrHuyHOTO My JAeHCTBHE (BXK.
TOYKH 4.5 n 5.1).

@EKT BEPXY MHHEDAITHATa KOCTHA IUTETHOCT

[Tonexe Apumuaekc HaMansBa KOHLUCHTPAUNATA Ha LIMPKYJIMpalHA eCTpOred, TOH MOXe Ja
Npean3BHKa HAMaNdBaHE HA MHHEPATHATA KOCTHA IUTBTHOCT ¢ €BEHTYAIHO NMOBUILEH PHCK 34

$pakTypH KaTo NocleacTBUE OT TOBa (BXK. Touka 4.8).

I1pH skeHU ¢ 0CTEONOPO3a UK ¢ PHCK 32 Pa3BUTHE HA OCTEONOPO3a MUHEPATHATA KOCTHA MTBTHOCT
TpA0OBa Aa ce onpeneia B HAYanoTo Ha JIEYEHHETO, Cliell KOETO — Npe3 peA0BHH HHTEPBAIH.
Jleuenuero nian npodHNaKTHKATa Ha OCTEOnopo3aTa TpadBa Ja ce 3armovHaT, KoraTo € HeobxoauMo
BHUMATENHO Aa ce npocaeasnart. [Ipy nocTMeHONay3anHH KEeHU MOXE a Ce HMa NpeBH
€BEHTYANTHOTO MpHWIaraHe Ha cneupUyHo reueHune, HanpuMmep 6udocdoHaTh, KOeTo MOXeE Ja CIpe
MOHHXABAHETO Ha MUHEPATTHATA KOCTHA IUIBTHOCT, MPHYUHEHO 0T ApUMHAEKC (BK. Touka 4.8).

YepuoapoOHO yBpex aaHe

APHMHIEKC HE € U3C/EABAH MTPH MAUMEHTH € PaK Ha I'bPJAaTa ¢ YMEPEHO MM TEXKO YepHoapobHO
yBpexkaaHe, EKCrIo3uiMaATa Ha ApPUMHUIEKC MOXE Aa C€ MOBHILM NMPH NALUEHTH ¢ YEPHOAPOOHO
YBpexaaHe (BX. TouKa 5.2); NPUIaraHeTo Ha aHACTPO30J NPH NALMEHTH C YMEPEHO 10 TEXKKO

yepHOAPOOHO yBpexkAaHe TpsOBa Aa ce H3BLPLIBA C TOBUILEHO BHHMaHKE (BXK. TOUKa 4.2). Jleyenuere,

TpaGBa 1a ¢€ OCHOBABA HA OLICHKA MOJI3a-PHCK 33 OTAEIHHA MTALIHEHT. N
;?’ ~‘ff"'~ ;::*' .;i‘:.;"f’." !.-;‘h o



brOpeuHo yBpexaaHe

ApPHUMHIIEKC HE € H3CICABAH MPH MALIMEHTH € PaK Ha rpplaTa ¢ TEKKO OBOpeuHO YBpeKaaHe.
Excrio3uLMaTa Ha aHACTpO301 HE C€ MOBUIDABRA MTPY NMAUMEHTH ¢ TEXKO ObOpeUHo yBpexaHe
(ckopocT Ha rnoMepynHa guntpauud, GRF< 30ml/min, Bxk. Touka 5.2); npy ManHeHTH ¢ TEXKO
OBOpeuHo yBpexaaHe NPUNAraHeTO Ha aHACcTPO30 TPAOBA Aa C€ U3BBPIIBA C NOBHIIIEHO BHUMaHHUE
(Bx. TOUKaA 4.2).

[leguaTpuyHa Nomynalus

He ce npenopbyBa ynorpebara Ha ApMMHAEKC NPH J€Lia U FOHOIIY, Thil Kato 6€30nacHOCTTa H
ePUKACHOCTTA HE €A YCTAHOBEHH NMPH Ta3M I'pyna NnauueHTH (BX. Touka 5.1).

Apumuzexc He TpsaOBa na ce U3N0N3Ba B AOTTLIIHEHUE KbM IEYEHUETO C XOPMOH Ha pacTexa npu
MOMUYETA ¢ AS(HLMT Ha XOpPMOHA Ha pacTeka . B OCHOBHOTO KIMHHYHO NPOYHBAHE HE € A0Ka3aHa
eduxacHocT U 6€30MaCHOCT Ha NPWIOKeEHUETO My (BxX. Touka 5.1). [ToHexe aHacTpO30J1 HaMalABa
KOHLIEHTPALIMATA Ha eCTpanHoi, ApUMHKAEKC He TpaOBa a ce U3MNON3Ba KaTo JAOMMEIIHEHHE KbM
AEYECHUETO C XOPMOH Ha pacTexka Mnpu MOMHYETA ¢ AeULMT HAa XOpPMOHA Ha pacTexa . Hama
ABLJIrOCPOUYHHM JaHHH 3a 6e30MacHOCTTa IMPH ACLia Y IOHOILIH.

CBpPBLXYYBCTBHTEIHOCT KBM JIaKTO3a

To3u NMpORYKT ChbAbpXKa JlakTo3a. I1auMeHTH ¢ peaAKH HacNeACTBEHH 3a00NABaAHHA KaTO HEMMOHOCHMOCT
KbM rajakTo3a, obLa nakrazHa HeOCTATHYHOCT WK II0KO30-raIakTO3Ha MastabcopOLus He OHBa na

NPUEMAT TOBA JIEKAPCTBO.

CrabpxaHue Ha HATPHHN B ApUMHAEKC

‘ToBa nexapcTBo ChabpKa no-Manko ot 1 mmol HaTpu# (23 mg) Ha Tabnerka, Taka ye NPaKTHYECKH
HE ChABbPKA HATPHH.

4.5 B3aumoaeicTBHe ¢ APYrH JJEKAPCTBEHH NPOAYKTH H ApYrH ¢opMH Ha B3auMoneiicTene

AHactpo3on HHxHOHpa CYP A2, 2C8/9 n 3A4 in vitro. KnMHUYHH NPOYYBAHHS ¢ AHTUNHPHH H
BapdapvH NOKa3BaT, Y€ aHACTPO30N B A03a OT | mg He HHXHOHpa 3HauHMO MeTaboIu3Ma Ha
AHTUNUPHH U Ha R- 1 S-BapdapunH, KOeTo NOCOYBA, Ye eJHOBPEeMEHHOTO NPHIoKEHNE HA APHMHAEKC
C RPYTH JIEKAapCTBEHH NMPOAYKTH € MAJIKO BEPOATHO 1A AOBEAE N0 KIMHHYHO 3aHAYHMH JIEKApCTBEHH
B3auMoaeHcTams, Meauupann ot CYP eH3uMuUTE.

He ca yCTaHOBEHH €H3IUMUTE, MeAUKpaLIH MeTabONM3Ma HA aHacTpo3oi. LlumeTuauH, cnab,
HecnieuM¢puueHn uaxuburop Ha CYP eH3UMHTE, He NOBNMABA IUTA3MEHUTE KOHLIEHTPALlMH Ha
aHacTpo3oi. EdekTsT Ha MOIIHA HHXHOKMTOPH Ha CYP He e n3BecTen.

[Ipernen Ha pesyararure 3a Oe3zonacHocTTa B 6a3ara-JaHHM OT KIIMHHYHH TPOYUMBaHUA HE MOKA3B4
HaTHYKeE Ha JaHHY 34 KJIMHUYHO 3HaYUMHU B3aUMOAEHCTBUA MPH JIEKYBaHH ¢ APUMHIEKC MallMEHTH,
KOUTO Ca MOMYYABATH H IPYTH YE€CTO NPEANUCBAHHY NEKAPCTBEHN NMpoaykTH. HAMa KNIHHHYHO
3HaYMMH B3auMmoaekcTeus ¢ OndocdonaTtH (Bx. Touka 5.1).

Tpadra aa ce n3b6Arsa e1HOBPEMEHHOTO NPHNIOKEHUE HA APUMHUACKC ¢ TAMOKCH(EH U TEparuH,
ChABPXAILK ECTPOTreH, ThH KaTO T€ MOraT Aa oTcaadAT papMaKoJIOrM4HOTO MY AelicTBHeE (BXK.

TO4YKH 4.5 1 3.1).

4.6 @epruanTeT, OPEMEHHOCT H KbPMEHE e
-~ X I T N
,/.;f . ';,L_ | Fr_s _!‘:.."-
oo L o
BpeMeHHOCT A0 e T
{ ___I';-u::"‘ f.i"'r L ,h!:_... T,
r{r’{ LI e T e
4 i’ b D
S | o PR
! o . P s
"'LE'L\ ol '~'!'- 1".,;'v;.- -
\, R
\:\ ? A, | qﬂ‘::'.{ ) '
~ {f?y&rwp‘ ,:/,-' :
‘.“'-i__.t—-"“/‘/

s



HsMa naHHHM OT NpUNOXEHUE HA ApUMUIEKC NpU OpeMEHHH *eHU. [IpoyuBaHus NIpH KHUBOTHH
NOKAa3BaT PENpOAYKTHBHA TOKCHYHOCT (BX. TOUKa 3.3). ApUMHIEKC € NMPOTHBOIIOKA3AH 110 BpEME Ha
OpeMeHHOCT (BX. TOouka 4.3).

Kbpmene

Hsawma pannn ot npunoxeHne Ha ApUMHAEKC 110 BpeMe Ha KbpMeHe. APHMHIEKC € TPOTHBONOKa3aH B
nepHoaa Ha KbpMeHe (BX. To4Ka 4.3).

OepTHINTET

Edexture Ha ApMMHIEKC BbPXY QEPTWIHTETA IPU XOpa HE ca npoyuBaHH. [IpoyusaHusTa npu
XXUBOTHH MOKAa3BaT PENPOIYKTHBHA TOKCHYHOCT (BX. To4yka 3.3).

4.7 EgexTH BLpXY cnnocofHOCcTTA 33 wodupane u pabora ¢ MANIBHH

ApHMMHJIEKC He MOB/IMABA KIH MOBIHMABA NpeHeOpex Mo criocoOHOCTTA 3a WwodHpaHe U paboTta ¢
MalIMHH. Bee nak uMa ChoOLUEHNSA 32 ACTEHUA U COMHOJIEHTHOCT MPH NMpUNaraHe Ha ApHMHIEKC U,
npy wodupane Wiy pabora ¢ MamiMHU TpAOBaA a CE€ NMOAX0XKAA ¢ NOBULIEHO BHUMAaHKE, TOKATO Te3H
CUMNTOMH NPOALIKABAT.

4.8 HexeaaHu JeKapcTBeHH peaKIHH

B naneHarta no-gony tabnMua ca NpeacTaBeHY HEXEIAHU PeaKUHUH OT KIHHHYHH OPOoYyUYBaHUs, [0CT-
MapKeTHHIOBY NPOYYBaHNA WIIH CIOHTAHHU CHoOLeH s, OCBEH aK0 HE € NOCOYEHO JIPYTo, 4ecToTaTa
€ H3UKC/IEHa Bb3 OCHOBA Ha Bpos HexeNnaHU peakunH, ChOOIIEHH B roIAMO KIHHHYHO NTPOYYBaHe BbB
¢a3a [, BxmoyBaino 9 366 nocTMeHONAY3ANHH XeHH ¢ onepabiuleH pak Ha rbpAaTa, Ha KOMTO e
NPHAaraHo aJloBaHTHO JIEYEHHE B NMpoABKeHre Ha 5 roausH (IIpoyuBane 3a neueHne ¢ rTamokcudeH
U ApUMHIEKC CAMOCTOATENHO WK B koMOuHauus, The Arimidex, Tamoxifen, Alone or in
Combination [ATAC])).

H30poeHnTe 110-00y HEXKENAHH peakLiMM ca IpYIIHpaHu 110 YECTOTA H cHeTeMo-opradeH Kiac {COK).
['pynuTe NO 4eCTOTa Ca ACPHUHUPAHH KAKTO cieaBa: MHOro dyectu (> 1/10), yectu (> 1/100 o < 1/10),
HeuecTd (> 1/1 000 no < 1/100), peaxu (= 1/10 000 go < 1/1 000) u muoro peaku (< 1/10 000). Haii-
YECTO CHOOLIABAHHTE HEXEIAHH PEakLIMU ca rMaBobONKE, ropelly BLIIHM, raficHe, 0OpHR, apTpanras,
CKOB3HOCT HA CTAaBHTE, APTPHUT H aCTEHMA.

Tabnnua 1 Hexe1aHH PEAKIHH N0 CHCTEMO-0PraHeH KJIAC H MeCTOTR

Hexenann peaxunn no COK n qyecrora

HapyuieHusa Ha Metabonuima u xpaHeHero' Yecru AHOpeKCcHS
XHNEPX0JIECTEPOJICMHS
Heuectn Xunepkaniuemus (¢ Win 6e3 noBpHIlaBaHe Ha
apaTxopMoHa)
[TCHXHYHH HapyLIEHHS MHoro yectn Henpecus
Hapyuienusa Ha HepBHAaTa CHCTEMA MHOTr0 4ecTH I'napobonue
Yectu COMHONIEHTHOCT

CuHApoM Ha KapnalaHua kaHan* CeH3opHH
HAPYWEHHUS (BKTIOYHTETHO
napecre3nd, saryba Ha BKyca U H3BPaTEH BKYC).

C newssecTHa | Hapymeuue Ha namerra

HeCTOTA
Hapyurenna Ha C HeH3BECTHA Cyxo okxo
Oyure YyecToTa
CbIOOBH HapyLICHHS M&goro yectH ["'opeuy BbiaHu
CTOMaLUHO-YPEBHY HApY IIEHHA MHoro yect ["anene

Yectu JAuapus

[loBpuilane
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Tabanua 1 HexenaHH PEAKLIHH MO0 CHCTEMO-0PraHeH KJIAC H YECTOTA

Hexenann PeaAKIHE 10 COK # qecToT2

XenaroGunHapHu HapyUICHHA

HEP}’ HICHHUA Ha KOXXaTa H ICOKOXAHATA

ThKdH

Yectu [NToBuiiaBane Ha ankanHara $pocdaraza,
aNnaHHHAMHMHOTpaHCc(epa3aTa #
acnapraramMMHOTpaHc(epasaTa

HeuecTH [TosuinaBane Ha I'T' T u OnnupyOnHa Xenarur

MHoro yectH Ob6pus

Yectu Koconan (anonetus)

AJIeprUyHH peaKLHH

HeuectH Y prHxapus

Peaxs EputeMa myatudgopme
AHadunakTOHZHH peaKkUnH
KoxeH RaCKYIHUT { BKIIOMHTEIHO HEKONKO
croOlenns 3a nypnypa Ha Henoch-
Schonlein)**

MHoro peakn CuHapom Ha Stevens-Johnson Anrioenem

C Heu3zBeCcTHa

JluxenonaHa epynuus

H4eCcTOTa
Hapyiwuenus na Muoro yectH APTpairHa/CKOBAHOCT Ra CTABHTE APTPHT
MY CKYJTHO-CKEJIETHATA CHCTEMA W Ocreonopo3sa
ChEAHHHTE/IHATA ThKaH

YectH KoctHu 601xu

Muanirus

Heuectn Ulpakam npnet

C neuspectHa | TeHAHHHT

HeCTOTa Pyntypa Ha CYXOXHKHAHE
Hapymenus Ha YectH BarunanHa cyxota
BB3IIPOU3BOANTENHATA CHCTEMA H T'LPAATA BaruHaJHO KbpseHe ***
O01wH HapylieHns ¥ epeKTH Ha MACTOTO | MHuoro yectH ACTEHHA
Ha NPHUTIOXKEHHE
* Cnyvante Ha CHHAPOM HA KAPMATHHA KaHan ca ChOOLIEHH NPH No-roiaM Gpo# NAHEHTH, MOTYYaBally

NeveHHe ¢ APHMHIEKC B KIIMHHHYHY NPOYYBAHHKA, OTKOJIKOTO TE3H, NOJYYABAILH JICYEHHE C
TaMokcHe. [Mo-roasamara yacT oT Te3H cnyyas, o6ade ce NOABABAT PH MALHEHTH ¢ HACHTU(HEHPAHH
PHCKOBH HaKTOPH 38 PA3BHTHE Ha TOBA ChCTOSHHE,

¥k

[Tonexe or npoyuBaneTo ATAC HaMa chOOIUCHHS 3a KOKEH BACKYIUT H nypnypa Ha Henoch-

Schénlein, TE3N HEXENAHH JNEKAPCTBEHH PEaKIIMK MOraT Aa 6b4aT OTHECEHH KBM KaTEropHs
wpedakH” (> 0,01 % u < 0,1 %), ocHoBapaliku ce Ha Haif-roaaMaTa NPUOIH3NTEIHO OLICHEHA YeCToTa.

» ¥ Xk

CoolieHHATa 38 BaArHHAJIHO KbpPBCHC Ca YCCTH, MPEIHMHO MPH NALMCHTKH ¢ aBaHCHpan pak Ha repjaara,

I"IAaBHO NTPC3 BPBHTC HAKOJIKO CEAMHIIN CNE NPEMHHABAHC OT XOPMOHATHC NICYCHHE KbM JIEUEHHE C
APHMMEI{C. AKo KEPBCHETO NICPCHCTHPA, TpHﬁBH Aa €€ ﬂﬁC’bﬂH MIPpOBCAAAHETO HA JOMBIHHTCITHHA

H3CJICIBAHHA,

B naneHaTa no-gony tabnmiia ca NpeACTaBEHH YECTOTUTE HA NPEIBAPUTE/IHO ONPEAEICHH HEXENaHu
cpOUTHA oT mpoyuBaHeTo ATAC cnea MenuaHa Ha nepyoaa Ha mpocneassaHe ot 68 Mecena, Oes
3HAYCHHE OT NPUUHHHO-CIIEACTBEHATa BPb3Ka, CbODILIEHN NPH NALIMEHTH, NOAYyYaBalH IIPOYYBAHOTO
JIEKAPCTBO H pa3BUIM ce A0 14 AHM cnea crupaHe Ha MPOYYBaHOTO NEYEHHE.

Tabanua 2 [IpeaABapuTe/IHO 32AAACHH HEXKENZHH PeaKUHH oT npoyuBaHeTo ATAC

He:xeaHH peaKiHH ApHMHIEKC Tamoxcuden
(N=3 092) (N=3 094)
["opely BuIHK 1 104 (35,7 %) 12 '

bonkuy B cCTapuTe/CKOBAHOCT HA CTABUTE

i)
'
Dy -
. -
P
E 3
. "-..'-

1 100 (35,6 %)

PascTpoiicTBa Ha HACTPOCHUETO

397 (19,3 %)

O'I‘l'la.IIHaJTGCT/aC’IEHHH-

575 (18,6 %)




Tabauna 2 lpeABapHTEJaHO 381a1eHH HeKeTaHH peakuHn o1 npoy4ysaneTo ATAC

HexeraHH peakuHH ApHMHIEKC TamMoxcugen
(N=3 092) (N=3 094)
I"'ageHe ¥ NOBpbLIAHE 393 (12,7 %) 384 (12,4 %)
_ OpaxTypH 315(10,2 %) 209 (6,8 %)
QpakTYpH Ha MpellsieH:, MpokcuManHata OejipeHa KoCT 133 (4,3 %) 91 (2,9 %)
HWIH KuTKaTa/(ppakTypu Ha Colles
OpakTypu Ha kuTKaTa/ppakTypH Ha Colles 67 (2,2 %) 50 (1,6 %)
@paxTypn Ha NpeLUICHH 43 (1,4 %) 22 (0,7 %)
QpaxTypy Ha mpokcuMalHara feapeHa KocT 28 (0,9 %) 26 (0,8 %)
Karapakra 182 (5,9 %) 213 (6,9 %)
BarvHa/HO KbpBeHe 167 (5,4 %) 317 (10,2 %)
Hcxemuana bonecr 127 (4,1 %) 104 (3,4 %)
AHIHHA NEKTOPUC 71 (2,3 %) 531 (1,6 %)
HHdapkT Ha MBOKapaa 37 (1,2 %) 34 (1,1 %)
KopoHapHo-Ch0Ba O0NecT 25 (0,8 %) 23 (0,7 %)
MuokapaHa HCXeMHs 22 (0,7 %) 14 (0,5 %)
BarunanHo reueHne 109 (3,5 %) 408 (13,2 %)
BeHoseH TpoMO0oeMOONIHYEH HHLMAEHT OT KaKbBTO U A3 87 (2,8 %) 140 (4,5 %)
€ NNpOM3X0],
Jsnboka BeHo3HA TpoMO03a, BKMouHTenHo U BTE 48 (1,6 %) 74 (2,4 %)
(6benonpobua Tpomboembonus)
Mo3Bp4UHO-CBAOBA HCXEMHA 62 (2,0 %) 88 (2,8 %)
Pak Ha eHaoMeTpHyMa 4 (0,2 %) 13 (0,6 %)

[Ipn Mennana Ha nepyoaa Ha NpOCHcAABaHE OT CpeaHo 68 Mecela MPH NALIHEHTKHTE Ha APHMHIEKC H
TaMOKcHpeH e HabmogaBaHa yecToTa Ha ppakTypH choTBeTHO 22 Ha | 000 nauueHToroanyu u 15 Ha
1 000 mauueHTOrOAUHH. PHCKET MpH npreM Ha ApHMHUIEKC € CXOeH ¢ TO3H 3a MOMynalluATa
MOCTMECHONAY3aIHH )KE€HH Ha ChIllaTa Bb3pacT. HecToTara Ha pa3BUTUE Ha ocTeonoposa € 10,5 % npu
NEKYBAHUTE ¢ APHMHIEKC NALMEHTKHU U 7,3 % NpU NeKyBaHUTE ¢ TAMOKCH(EH NALIMEHTKH.

He € H3BECTHO NAJTH YECTOTHTE Ha pa3BHTHE Ha PpakTypH H OCTEONOpo3a, HabNAaBaHH NpH
NEKYBaHHTE ¢ APUMHIEKC NalMeHTKH B nipoydyBaHeTo ATAC, orpassBaT npoTeKTHBEH edekT Ha
TaMOKCHOeH, crnieuudHucH edexT Ha ApHMHIEKC, HIH U ABETE.

Crobuiapane Ha MONO3UPAHH HEKEITAHH DEAKI]

CroblaBaHeTo Ha MOAO3HPAHU HEXETAHH PeaklLdy clel pa3pellapaHe 3a ynorpeba Ha TeKapCTBeHHS
IPOAYKT € BaxxHO. ToBa No3sonaBa Aa NpoALIDKH HaGAIOAEHHETO HA CHOTHOLLEHHETO NOJ3a/PHCK 34
NeKapcTBeHHs NpoayKT. OT MEIUUMHCKHUTE CIEHHATHCTH C€ H3MCKBA Ja ChoOLaBaT BCAKA
Nof03UpaHa HeXeNnaHa peakLns ao:

brarapus

H3menHuTENHA areHLMA NO JICKapeTBaTa
yi. ,JlamsaH I'pyer” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcalT: www.bda.bg

4.9 IIpeno3upane

KNMHHYHHAT ONHUT ¢ HHIMIEHTHOTO NPEao3HpaHe ¢ orpaHuyeH. B npoyusanuaTa npy XHBOTHH
aHaCTpO30] MoKa3Ba OrpaHHYeHa OCTpa TOKCHYHOCT. [IpoBeacHH Ca KANHHUYHH MTPOYUBAHHA C
Pa3H4HH A03U ApHUMHJEKC — 10 60 mg KaTo eaHOKpaTHA 1032 NpH 3ApaBH J1o00pOBONIH- Prnﬁ .
10 mg nHeBHO NpU NOCTMEHONAY3aNHH XEHH ¢ aBAaHCHPAN pakK Ha IbpAaTa; Te3H nnw |
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’KUBOTO3acTpallaBal CMMIToMu. [1pn npenosvpane HAMA crieUMPUYEH AHTHIOT K IEUYCHHETO
TpadBa na € CHMIITOMAaTU4HO.

[Tpu neuexue B cny4yan Ha IPEAO3MpaHE TPAOBA 13 C€ HMA NIPEABHI BEPOATHOCTTA NALMEHTDT 14 €
[IPHENT HAKOJIKO JIEKApCTBa. AKO MALMEHTHT € KOHTAaKTEH, MOXKE /1a C€ NMPEeAH3BHKA MOBPBINAHE.
Huanuzarta MOXe La € OT NoJ3a, MOHEKEe APUMHUIEKC HE CE CBBP3Ba BbB BUCOKA CTEMNEH € IUVIA3MEHHUTE
npoteunH, [lokazanu ca oOM MoAABPKALIM MEPKH, BKIIOUHTENTHO CTPHKTHO HabmoaeHHe Ha
NaUMEHTa H YeCT KOHTPOJ1 Ha XKU3IHEHHTE [TOKA3ATEIH.

5. @®APMAKOJIOTrMYHM CBOHCTBA
5.1 dDapMaxKoAHHAMHYHH CBOHCTBA
PapmakorepanesTHyHa rpyna: Ensumprud naxuburopu, ATC kon: L02B G0O3

MexaHH3bM Ha feficTBHE U papMaKoaMHAMHMHHN e€dekTy

ApPUMHIEKC € MOLIEH H BUCOKO CEIEKTHBEH HECTEpOUAEH apoMaTaseH nHxuburop. [pu
MOCTMEHONAY3AIHH XEHH ECTPAAHON c€ NMPOAYUHMPA MMABHO Ype3 NpeBpbilane B nepudepHUTe THKaHU
Ha aHAPOCTEHAMOH B €CTPOH MOA ACHCTBHE HA apOMAaTa3HHA CHIWMEH KOMIUIEKC. Bniocneacrene
€CTPOHBT C€ NPEBpPDIIa B CTPaANON. Joka3aHo €, Ye npH KeHH ¢ paK Ha rbpAaTa HaMaJIABAHETO Ha
KOHLIEHTpaLMATa HA LIMPKYJIHpALINA ecTpanuon uMa dnaronpusareH egekt. Upes usnonspaHe Ha
BHCOKOYYBCTBHTENEH METO CE I0KA3Ba, Y€ NPU MOCTMEHOMNAY3aIHH XEHHN NPAEMBT HAa APHMUIEKC B
JHEBHa 032 1 mg NpeaU3BHKBA CYNPECHA Ha ecTpanHona Hag 80 %.

ApPHUMHAECKC HAMA MPOreCTEPOHOBA, AHIPOr¢HHA WIH €CTPOTE€HHA AKTUBHOCT,
JueBun no3u ApuMuaexc Ao 10 mg HaMaT edeKT BEPXY CEKPELIMATa Ha KOPTH30] HIH alI0CTEPOH,
H3IMEPECHU Mpeau Wi CNeA CTAHOAPTHO U3NUTBAHE ¢ aAPEHOKOPTHKOTponeH XopMoH (AKTX).

CnenoBaTeTHO, HE € HEOOXOAMMO 3aMECTHTENIHO JIETEHHE C KOPTHKOCTEPOHIH.

KnnHu4yHa eHKACHOCT W 6€30MacHOCT

Aesancupan pak na 2vpoama

Jleuenue om nepea AuRUA NPy NOCMMEHONAY3ATHU HCEHU C QBAHCUPAT PAK HA Zbpoamd

[IpoBenenu ca 2 ABOIHO-CIENH, KOHTPOJIHPaHH KIHHHYHH [IPOYYBAHUA ChC CXOMEH IH3aiiH
(Ilpoyusane 10331L/0030 u Ilpoyusane 10331L/0027) ¢ uen oueHka Ha ¢PUKACHOCTTa Ha APUMHACKC
B CpaBHEHHUE ¢ TAMOKCH(EH, KaTo JIeYEHHE OT ITbpBa JIMHUA HA NOJIOKHTENIEH 38 XOPMOHATHH
pPEUENTOPH WIH C HEU3BECTHA EKCIIPECHUA Ha XOPMOHAITHH PELIENTTOPH JIOKANTHO aBAHCHpas WiN
METacTa3Hpal pak Ha repAarta npy nocrMeHonay3aiiy xeHu. Oomo 1 021 nauneHTKH ca
paHJIOMU3UPAHH Jia NoJIy4aBaT UKW ApuMHAEKC | mg eAHOKpaTHO AHEBHO, WIH TaMokcupeH 20 mg
eIHOKpaTHO AHEBHO. U1 B BETE NMpOYy4BaHHA MBPBHMHHUTE KPaHHH TOYKH Ca BpEME 10 NPOrpecHs Ha
TYMOpa, CTENEH Ha 0O0EKTUBHO NMOBNIMABAHE HA TyMopa H 6e30MnacHOCT.

[To oTHOWIEHHE Ha NbPBHYHHTE KpaiHU TO4KH, [Tpoyusane 1033IL/0030 nokassa, ye ApMMHAEKC €
CbC CTATUCTHUECKH 3HAYUMO IIPEAUMCTBO Npel TaMOKCH(EH 3a BpEMETO N0 Iporpecus Ha TyMopa
(KoepuumenTt Ha puck (HR) 1,42; 95 % Jloepurenen nurepsan (CI) [1,11;1,82]; Meanana Ha
BpeMeTo Ao nporpecus 11,1 1 5,6 Mecena CLOTBETHO 3a ApuMHAREKC U TamokchdeH, p=0,006);
CTENEHTa Ha OOEKTHBHO NOBIIHABAHE HA TYMOpA € CXOAHA NMpH APHMHIEKC H TAMOKCH(EH.
[IpoyuBane 10331L/0027 noka3ssa, 4ye ApuMHAEXC H TAMOKCH(EH €a ChC CXOIHH CTeneH Ha
0OCKTHUBHO MOBIMABAHE HA TYMOPA U BpeEME A0 NpPOrpecHs Ha TyMopa. PesysraTure 3a BTOpHYHHTE

KpaliHH TOUKH NOAKPEILAT PE3yNTATHTE 32 MPBHYHHTE KPaHHH TOUKH 38 epukacHocT. B . — |
TepaneBTUYHHUTE IPYNH H B [iBETE NMPOYYBaHH HM3 TBLPAE MATKO CMBLPTHH cnyqau;’za 2@ ,mm 53 c
MPaBAT 3aKNIOYEHHSA OTHOCHO pa3fIHKUTE B 001LATa MPEKHBAEMOCT. e T
R
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Jleuenue om emopa nURWA NPU ROCMMEHONAY3ANHU JHCEHU C ABAHCUPAN PAK HA 2bpoama

ApUMHJCKC € IPOY4YBaH B ABE KOHTPONHPAHH KITHHHYHA npoyyBaHua (Ilpoyurane 0004 n
I1poyusane 00035) npH NOCTMEHOMNAY3AJIHM AKEHH ¢ aBaHCUPAJT pak Ha rbpaaTa M NporpecHd Ha
3afonsBaHeTo cnen JeueHHe ¢ TaMokcudeH 3a aBaHCHpan WM paHeH pak Ha repaata. O6mo

764 nauMeHTKH ca paHAOMH3INPAHYU Ja MMOTyYaBaT WiH eAMHUYHA AHEBHA N03a ApuMHiaeke | mg uim
10 mg, unu Merecrpon auerar 40 mg YeTHpH TbTH AHEBHO. IIbPBHYHHTE MPOMEHIHBH 33 ¢PHKACHOCT
ca BpEME 10 NPOrpecHs 1 CTEneHu Ha OOEKTHRHO NMoRIusABaHe. M34nucieHa € U cTeneHTa Ha
OBLATOCPOYHO cTabWIH3HpaHe (Han 24 CeAMHULUM), CTENEHTa Ha NPOrPeCHs H Ha npexuBaemoct. [lo
OTHOIIICHHE Ha MOKA3ATEJIHTE 32 €(PHKACHOCT U B IBETE NIPOYHBAHHA HAMA 3HAYHMH Pa3NIMKA MEKIY

TEPaNncBTUYHHUTE PAMECHA.

ACI08aHMHO NE€HeHUE HA PAHER UHBAZUBEH DAK HA 2bPAama NP NOAONCUMENHY 30 XODMOHANY

PeYeERMopu nayueRmKu

B ronamo npoy4saHe BbB da3a III, nposeaeHo npu 9 366 nocTMenonaysanHH >KeHU ¢ onepabuieH pak
HA rbPAATA, IEKYBaHH B TPOABIKCHUE HA 5 FOAHHU (BX. NO-10/y), ApHMHAEKC NMOKa3pa
CTaTUCTHYECKH 3HAYUMO NPEBL3XOACTBO Npea TaMOKCHGEH Mo OTHOUIEHHE Ha cBODOIHATA OT
3a0onsaBaHe MpeXKHBAEMOCT. B npocnekTHBHO nepHHHpAHATA NTONOXKHTENHA 32 XOPMOHATHH
pELENTOpH NOIMyJIalliA C€ YCTAHOBABA MPEBb3XOACTBO HA APUMHIEKC MO OTHOIUEHHe Ha cBoboaHaTa
OT 3abonsgBaHe NPEKMUBAESMOCT B CpaBHEHHE ¢ TaMOKCHEH.

Ta6anna 3 Pe3tome Ha KpalinuTte ToukH ot ATAC: ARAAM3 caen NPHKIIYBAHE HA S-roanmHoTO

JECUYCHHE

Kpai#iRs To1UKH 32 ehHKACHOCT

bpo# ¢ce6HTHE (decTOTA)

Intention-To-Treat nonynauus

IIo10:KHTe1eH 38 XOPMOHAIHH
PELENTOPH TYMOPEH CTATYC

ApuMagexc Tamoxcuden ApHMHERC Tamokcuden
(N=3 125) (N=3116) (N=2 618) (N=2 598)
Cpoloana ot 3alonapane 575 (18,4) 651 (20,9) 424 (16,2) 497 (19,1)
ApeKHBAEMOCT"
KoeduuueHT Ha puck 0,87 0,83
Jsycrpanen 95 % Cl 0,78 no 0,97 0,73 no 0,94
p-CTOHHOCT 0,0127 0,0049
Oraaeqena ceoboana or 500 (16,0) 530 (17,0) 370 (14,1) 394 (15,2)
3afongBaHe npexUBaeMocT
Koeduuuent Ha puck 0,94 (.93
Asycrpanen 95 % Cl 0,83 no 1,06 0,80 no 1,07
p-CTOHHOCT 0,2850 0,2838
Bpese 10 HACTLNBARHE HA 402 (12,9) 498 (16,0) 282 (10,8) 370 (14,2)
_peunaus’
KoeduiuHeHT Ha pHcK 0,79 0,74
Jisycrpanen 95 % CI 0,70 no 0,90 0,64 no 0,87
P-CTOMHOCT 0,0005 0,0002
Bpeme 10 HACTBNIBaHE HA 324 (10,4) 375(12,0) 226 (8,6) 265 (10,2)
JajiedeH peuAHs’
KoedmuHeHT Ha pucK 0,86 0,84
Nsycrpanen 95 % Cl 0,74 no 0,99 0,70 10 1,00
pP-CTORHOCT 0,0427 0,0559
IIupBAYHO 3aCATAHE HA 35(L1) 59(1,9) 26(1,0) 54 (2,1)
KOHTPAJIATCPAJHATA rbpAa
CroTHoLIEHHE HA LIAHCOBETE 0,59
Jsyctpanen 95 % Cl 0,39 no 0,89
p-CTOHHOCT 0,0131
O6ma npexnsgeMoct* 411 (13,2) 420 (13,5)




TaGanua 3 Pealome Ha kpaitniite ToukH oT ATAC: AHAJH3 cJied NPHKAIOYBAHE HA S5-rOAHIIHOTO

JICHCHHE

KpaiiHH TOUKH 38 ¢ePHKACHOCT

bpo#i cubuTHA (YecToTa)

Intention-To-Treat nonyauns ITonoxKHTeICH 32 XOPMOHAINA
pPeLENTOPH TYMOPEH CTaTYC
ApuMAaCKC Tamoxchaden ApHMHACKC Tamoxcrpen
(N=3 125) (N=3 116) (N=2 618) (N=2 598)
KoepHUMEHT Ha PHCK 0,97 0,97
HOBycrpanen 95 % Cl 0,85 no 1,12 0,83 no 1,14
p-croiiHOCT 0,7142 0,7339
3 B cBobosHaTa oT 3ab0nsBaHe NpexHBAEMOCT CE BKIIOYBAT BCHYKH PELUHIHBH H ce AepHHHDPA KATO

BPEMETO N0 ITbPBH JJOKO-PErHOHaNeH PELNAMB, HOB PAaK HA KOHTpAlIaTepaHara rspAa, AaJIeUcH PElHIHUB
HJIH CMBPT (110 KAKBATO H 1A € MIPHYHHA).

b Otnaneuena ceoboaHa OT 3a0019BaHE NPEKNBAEMOCT ce Ae(PHHUPE KaTO BPEMETC A0 ITbPBH AaleyeH
PELIMJIMB HJIH CMBPT (110 KAKBATO H Aa € [IPHYMHA).

¢ BpemeTo 10 HACTBNBAHE HA PELMOHB ce AeUuHHPA KATO BPEMETO J0 ITEPBH Clyuail Ha JTIOKO-perHoHanes
PCHUANB, HOB PAK Ha KOHTpanaTepaltHaTa repia, RajleYeH PEIHIHB HIH CMBPT BCACACTBHE HA PAKA Ha
I'spAATA.

d BpeMeTo 10 HACTBLNBAHE HA JAICUCH PEUHANB C¢ JePHHKHPaA KATO BpPeMeTo A0 HACTBLIIBAHE HA ITHPBH

AaNncydcH pCUHAMB HITH CMBPT BCIICACTBHUEC HA PaK HA rep/jaTta.

c bpo# (%) noyvHanu nauBeHTH.

B cpaBseHKe ¢ TaMOKCH(EH, kKoMOHHalMATa OT APIMHAEKC H TaMOKCH(GEH He NMOKa3Ba NPeaHMCTBO
M0 OTHOHICHHE HA e(PUKACHOCTTA — KAaKTO B 00LATA IPYNA, TaKd U B NONYJIANMATA TONOXHUTENHH 3a
XOPMOHA/HY PELENTOPH NauueHTKH. To3H TepaneBTHUYEH pbKaB OTTIAHA OT MTPOYUBAHETO.

[Ipy yawnokaBaHe Ha OPOCNEAABAHETO N0 cpeAHo 10 roaMHM Ce YCTAaHOBABA, Y€ ABJITOCPOYHOTO
CpaBHEHHE Ha TepaneBTHUHHMTE e(deKTH Ha ApPUMHAEKC U TaMOKCH(EH € B CBOTBETCTBHE C

MPeRLICCTBAILMTE aHATTH3H.

Aowearnmuo 1eyenue Ha PAHEH UHBA3UBER PAK HA zbmama, RPUW NAQYUEeHMKU, noaoxIcumentii 3d

XOPDMOHATHU peyenmopu, Ha QOI0B8aHMHO AeMeHUe C mmmccuqberr

B npoyusaHe BB ¢asa III ([Tpoyusane 8 Ha ApcTpuiickara rpyna 3a H3y4aBaHe Ha paka Ha FbpIAAaTa H
KOJIOpeKTalHUA KapuHOM, Austrian Breast and Colorectal Cancer Study Group [ABCSG] 8),
[MpoBeJeHo NpH 2 579 nocTMEHONAaY3allHH )KEeHH € NMOJIOKHUTENNEH 3a XOPMOHANIHK PeLICTOPH paHeH
PaK Ha rbpRaTa, KOMTO Ca ONEPHPaHU ¢ WK 0€3 NpoBeXXAaHe Ha IbYENcUeHUE, B 6e3 npoBeXxaaHe Ha
XUMHOTEpAIH (BX. NO-A0MY), PH KOUTO Clied 2-rOAMIIHO AIOBAHTHO JIeYEHHE ¢ TAMOKCH(EH Ce
NpEMHHABA KbM JI€UCHHE C APHMHIIEKC, ClieA CpeRHO 24-MeceuHO MpocneaaBaHe aHaIH3bT NOKa3sa
CTATUCTHYECKH 3HAYHMO MPEBB3XOACTRO MO OTHOLIEHHE CBOOOXHATA OT 3a00NABaHe NPEXHBAEMOCT B
CPABHEHHE € rpynara NalHeHTKH, OCTaHaJIM Ha JIeYeHHe ¢ TaMOKCH(eH.

Tabauna 4 Kpafinu TOYKH H pe3loMe Ha pe3yaTaTHTE oT npoyuysaHeTo ABCSG 8

KpaiiHR TOUKH 32 ePHKACHOCT bpoi cubuTHE (9ecTOTA)
ApHMHIEKC Tamoxcuden
(N=1 297) (N=1 282)
CBoboana ot 3afongaBaHe 65 (5,0) 93 (7,3)
NpEAXHBAEMOCT
KoeduuueHT Ha pucK 0,67
Asycrpaned 95 % Cl 0,49 no 0,92
p-CTOAHOCT 0,014
Bpeme 10 HacTHLNIBAHE HA KAKBEBTO H 36 (2,8) 66 (5,1)
A3 ¢ pCUHAHB
KoedpuuneHT Ha pHCK 0,53
Jisycrpanen 95 % Cl 0,35 n0 0,79
p-CTOHHOCT 0,002 |
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Tabanua 4 Kpalinu TOMKH M pe3toMe Ha pe3yartaTure ot npoyusanero ABCSG 8

KpaiiHi TO4KH 32 ePpHKACHOCT bpo#i cb0HTHE (NecTOTa)
APpHMHICKC Tamoxcuden
(N=1 297) (N=1 282)
Bpeme N0 HaCTHNBAHE HA AAICHEH 22 (1,7) 41(3,2)
_peuHAHB
KoedHiueHT Ha pUCK 0,52
JBycrpanen 95 % CI 0,31 no 0,88
___p-CTOHHOCT 0,015
Hob pax Ha rppaaTa B 7 (0,5) 15(1,2)
KOHTPAJATEPATHATA IbpAA
ChOTHOLICHHE HA LIAHCOBETE 0,46
Jsycrpanen 95 % CI 0,19 10 1,13
P-CTOHHOCT 0,090
O6ma npexHBAEMOCT 43(3,3) 45 (3,5)
KoedHLHEHT Ha pUCK 0,96
JiByctpanen 95 % Cl 0,63 no 1,46
p-CTOHHOCT 0,840

Te3n pe3ysnTaTH c€ NOAKPENAT U OT JAHHHUTE OT ABE APYrH cXoaHH mpoyuBaHuia (GABG/ARNO 95 u

ITA), B €NHOTO OT KOMTO NALMEHTKHUTE €a OMEPHPAHH M NMPEMUHATH KYpPC XUMHOTEPAIHA, KAKTO U

koMOMHUpaHusT aHanu3 Ha ABCSG 8 u GABG/ARNO 95,

B Te3u 3 npoyuBaHusa NpouabT Ha 6€30NacHOCT Ha APHMHUIEKC € B ChOTBETCTBHE C NpodHna Ha
6€30nacHOCT, YTOUHEH NPY MMOCTMEHOMNAY3ATHU XKEHH € MOJIOKHUTENEH 33 XOPMOHATHH PELIEIITOPH

paHeH paK Ha repAaara.

Munepannag xocmua navmuocm (MKII)

B npoyusane BuB ¢pasa III/TV (T1poyusane Ha npunoxkeHHero Ha aHacTpo3on ¢ Oudocdonara
puseapoHar, Study of Anastrozole with the Bisphosphonate Risedronate [SABRE]),

234 nOCTMEHONAY3aTHH XKEHH C MONOXKHUTENEH 33 XOPMOHAJIHA PELISTTOPH paHeH PaK Ha I'bpAata,
TUTAHHPAHH 33 JIEYEHHE C ApUMHIEKC | mg/nIHEBHO, Ca pa3AeNicHH B IPYNH C HUCHK, YMEPEH H BHCOK
PUCK CMIOpEA PHCKA 34 PasBUTHE HA NMATOMOTH4HA PpakTypa. [IbpBHYHHAT NoKa3aTen 3a ePHKACHOCT €
aHANU3bLT HA KOCTHATA IUTBTHOCT Ha MOACHHTE NPELLUIEHH, onpeaeicHa ypes DEXA ckanupane.
BCHYKHY NatMEHTKH ca folyqyaBaid BUTaMHH D » kanumii. [TauneHTKHUTe B rpynara ¢ HHCbK PHCK ca
noayyapanu caMmo ApuMuaeke (N=42), nau¥eHTKHTe B rpynara ¢ yMepeH PHCK ca paHJAOMUIHPaHH Aa

Noay4aBaT Wiv APHMHAEKC IUIIOC pU3eApOHAT 35 mg BeIHbXK ceaAMUdHOo (N=77), unu ApuMuaekc
nnroc nnauedo (N=77), a mauHeHTKHTE B I'PynaTa ¢ BUCOK PHCK Ca MOIYYaBaTIn ApHMHAEKC IUTIOC

puseapoHat 35 mg BeaAHbk ceAMH4HO (N=38). [IspBauYHaTa KpaliHa TOYKA € MPOMAHATa HA KOCTHATA
NNBTHOCT Ha NOSCHHUTE IMPEULIEHU Ha 12-us Mecell B CpaBHEHHE ¢ H3XOOHOTO HHBO.

['nasuuAT 12-MeceyeH aHaH3 N0Ka3Ba, e MALMEHTKHTE, KOUTO U3XOOHO Ca OMIH ¢ YMEPEH H BHCOK

PHCK 33 [IaTOJIOTHYHH GPaKTYpH, HE NoKa3BaT NOHWKABAHE HAa KOCTHATA IJILTHOCT (OnpeneneHa KaTo
KOCTHA IUTBTHOCT Ha NMOACHHUTE npeuuieHH Ype3 DEXA ckaHHpaHe) npH neueHue ¢ ApUMHUIEKC
| mg/auesHo B KoMOMHaUMA ¢ pH3eIpOHAT 35 mg eIHOKPAaTHO CEAMHYHO. B n0mbnHeHUe, B rpynara

MalUHEHTKH C HUCBK PHCK, JIEKYBAHU CaMO ¢ ApUMUIEKC | mg/nHeBHO, ¢ YCTRHOBABA NOHMXXABaHE Ha
MKII, xoero He € craTucTHYECKH 3HauuMo. Te3Hn pe3ynTaru ce NOTBbPHKIABAT H OT BTOPHUHUA
nokasaTen 3a ePUKaCHOCT — MPOMAHATA Ha | 2-us Mecell B CpaBHEHHE ¢ W3X0OHaTa cToiHocT Ha MKIT

Ha MPOKCHUMaTHaTa GenpeHa Kocr.

ToBa npoyuBaHe NPENOCTABR NaAHHH, CIIOPel KOMTO B JIEHEHHETO HAa EBEHTYAJIHOTO HAMagBaHe Ha

MMHEPATHaTa KOCTHA IUILTHOCT NPH NOCTMEHONAY 3A/IHM XEHU € PAHEH PaK Ha bP/aTa, MPeABHIACHU
L " Nt

3a JICUCHHE ¢ APHMHBACKC, MOXE Ja ce MMa NpeABua npunarakde Ha OudocoHary. PO

[leanaTpuyvHa Nomyaaus
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ApHUMHIEKC HE € NTOKa3aH 3a ynotpeba npy aeua v HOWH. EpuKkacHOCTTa My He € yCTaHOBEHA B
NpOoy4BaHUTE NEAHATPHYHYM BOMyNauus {BX. NO-10/y). BposAT nekyBanu aelia € TBLpAE MATBK, 3a 1a
CC HanpaBAT HAJCKIHH 3aKJII0UYEHUA OTHOCHO 6esonacHocTTa. HaMa 1anH# 3a noreHUMaTHUTE
ABJITOCPOUHH €(PEKTH Ha NEUEHHETO C APUMHACKC NMpH ACLA U IOHOLWH (BX. Touka 5.3).

EsponelickaTa areHUHA N0 NeKapcTBara ocB000XK1aBa OT 3aAb/DKEHHETO 33 NPENOCTaBAHE Ha
pe3yATATHTE OT NPOYYRAHUATA C APUMMACKC B €1HA WIH NOBEYE NMOArpyny Ha NeaAuaTpuyHaTa
MOMyJallks MPH AeLA € HUCBHK PBCT B pE3Y/ITAT Ha AePHUUUT HA XOPMOH Ha pacTexa,
FOHAAOTPONHH-HE3aBHCHM MBIKKH NIPESKICBPEMEHEH MyOepTeT, TAHEKOMACTHA H CHHAPOM Ha
McCune-Albright (BX. TOUKa 4.2).

Hucvx pvem 6 pesynmam na dechuyum na xopMona Ha pacmexca

[IpoBeaeHo € paHAOMH3IHPAHO ABOHHO-CIANIO MHOTOLIEHTPOBO NMPOYYRAHE, OLCHABALIO 52 MOMYETa B
myOepreTa (Ha Bb3pacT OoT 11 a0 16 roaAMHyU BKIIOYHTENHO) ¢ AchHULIMT Ha XOpMOH Ha pacTtexa (JIXP),
JIEKyBaHH B NpoAb/DKEHHUE HA 12 no 36 mecena ¢ Apumuaekc | mg/nHeBHo WiH wauebo B
KOMOHHaALKMA ¢ XOPMOH Ha pacTexa. CaMo 14 OT nalMeHTHTE Ha JIeYeHHE ¢ APMMHAEKC ¢a 3aBbPLINIU
36-MeceuHHA KYPC Ha JICHEHHE.

He ce ycTaHOBABa CTATHCTUYECKH 3IHAYMMA pa3iiHKa OT 1ayedo no OTHOIWEHHE Ha CBBP3aHHUTE ¢
pacTexa napaMeTpH — OYaKBaH PBCT MPH 3aBBPILIBAHE HA PacTeka, pueT, pbeT UCO (uHpexc Ha
CTaHJAPTHOTO OTKJIOHEHHE) H CKOPOCT Ha pacTex. He ca HAIMYMHH JaHHHUTE 32 OKOHYATEIHHA PBCT.
Makap OpoAT Ha NeKyBaHHTE AeLa Aa € TEbPAC MalbK, 32 1a MOXeE Ja Ce HalpaBH JOCTOBEPHO
3AKTIIOYEHHE OTHOCHO 0€30MacHOCTTA, B CpaBHEHHE ¢ rpynara Ha riauebo B rpyrnara Ha JIeYeHHe C
APHMHEKC CE€ YCTAHOBABA NMOBUIICHA YECTOTA HA PPAKTYPHTE H TEHAECHLIMA KbM HAMAJISBaHE Ha
MHHEPAITHATA KOCTHA [JIBTHOCT.

[ oHadOMpoOnuH-HE3ABUCUM MBICKU RpeNCOespeMeHeH nybepmem

OTKpUTO, HE-CPABHUTEHO, MHOTOLIEHTPOBO NpOyYBaHe oLeHABa 14 MoMueTa (Ha Bb3pacT ot 2 10

9 rOAMHK) C HACTEACTBEH FOHANOTPOIMH-HE3aBHCHM MbXKKHM NpeXaAeBpeMeHeH MyOepTeT, EeKYBaHH C
KoMOHHaALUA OT ApuMHAEKC H OukanyTamMua. [IbpBHUHATA HEN HA NPOYYBAHETO € OLEHKAaTa Ha
erkacHOCTTa M O€30MacHOCTTA Ha Ta3y TEPANEeBTHYHA CXEMa NIPH MTPHIOKEHHUETO i B MPOABLIIKEHHE
Ha 12 Meceua. TpHHaaeceT OT BKIIOMEHHTE 14 mauMeHTa ca 3aBbpiiiny 12-MeceqHoTo KOMOMHHPaHO
neyeHue (€MH MaiueHT e 3aryOen 3a npocneaapadeTo). Cuen 12-MeceuHo NeveHHe HAMA 3HAYMMA
Pa3yiMKa B CKOPOCTTA Ha PacTekK B CPABHEHHE ChC CKOPOCTTA Ha pacTex npes 6-te Mecela npeay
BIUTIOYBAHE B MPOYUYBAHETO.

IIpoyysarius 3a AeveHue Ha 2UHEeKOMACMUR

[Ipoyusane 0006 e paHDOMH3MpaHO, ABOHHO-C/IATIO, MHOTOLEHTPOBO NMPOYYBaHe nNpyH 82 MOMueTa B
nmySepret (Ha Bb3pacT OT 11 0o 18 roAiMHHU BKIIOUNTENHO) ¢ FTHHEKOMACTHA ¢ JABHOCT Haj 12 Meceua,
NEKYBaHU ¢ ApUMHIEKC | mg/nHeBHO WM Iauedo B npoab/KeHHe Ha He nopeyde ot 6 meceua. Cnen
6-MeceyHo NIeYeHHEe He ¢ HabMoaaBa 3HaMMMa paszniuka MEXAy rpynuTe Ha ApUMHAEKC | mg u
nnaauedo o oTHOLUSHHE HAa OpoA NaLMeHTH ¢ HamMansaBaHe ¢ 50 % WK noBeue Ha obuIKA 0beM Ha
rbpANTE.

[Tpoyusane 0001 e oTkpuTO PapMaKOKMHETHUHO NPOYYBAHE C MHOTOKPATHO NPUNaraHe Ha
Apumugekc | mg/aHeBHo npy 36 moM4era B mybeprer ¢ rHHEKOMACTHUA ¢ AasHoCT oA 12 mecela.
BTopHduHHTE LIENTH HA MPOYYBAHETO Ca ONPEALIAHETO HA NPOLUEHTA NALMEHTH ¢ HAMANABAHE Clel
0-MECeYHO JIeYeHHE Ha H34HcIIeHHa odul 06em Ha aBere repau ¢ noHe 50 % B cpaBHEHKE C H3XOJHMA,
ONpeaensHe Ha MOHOCUMOCTTA H ONpeAcnsaHe Ha 6€30MacHOCTTa Ha neyeHuero. HabnonasaHo e
Hamanssase ¢ 50 % u nosede ot o6IMA 0OeM Ha repanTe npH 56 % (20/36) or MomuerarTa cnen

6 Meceua.

Hpoyueane npu cundpom na McCune-Albright

[Ipoyusane (0046 ¢ MeXKAyHapOAHO, MHOTOLIEHTPOBO, OTKPHTO EKCIUIOPATOPHO NPOyY .. L . .

NpHAoKEHHEe Ha ApUMHUIEKe npy 28 MoMHueTa (Ha Bp3pacT oT 2 10 < 10 roanHH) cb Hapm HH‘
McCune-Albright (MAS). [IspBHYHaTA LN HA NPOYYBAHETO € OIIEHKATa Ha ﬁeaonac;ﬁocrpa
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eprKacHOCTTA Ha NPIWIOKEHHETO Ha ApMHUaeke | mg/mHeBHO Npy naumeHTH ¢ MAS. OueHkara Ha
e(pMKaCHOCTTa Ha NpOYYBaHOTO JICYEHHE CE MPaBH Bb3 OCHOBA HA NPOLIEHTA NALMEHTKH, NOKPHBALIH
nedHHUpaAHHUTE KPHTEPHH, CBBP3aHH C BArMHAITHO KbPBEHE, KOCTHA BB3PAacT H CKOPOCT Ha pacTex. He
C€ YCTAHOBABA CTATUCTHYECKH 3HAYMMa NPOMAHA B PE3yNTAT HA IeYEHHETO Ha OpOsA AHH C BArHHAIHO
KbpBeHe. HAMa KNTHHHYHO 3HAYHMa NMPOMAHA B CTaAMpaHeTo 110 TaHep, cpeHns SHYHHKOB 00eM U
cpenHus Mato4eH odem. He ¢ HabniogapaHa CTaTUCTUMECKH 3HAYMMa NPOMIHA B CKOPOCTTA Ha
YBENHYABAaHE HA KOCTHATA BB3PACT [10 BPEME HA IEYEHHETO B CPaBHEHHME € u3xoaHara. CkopocTra Ha
pacTex (B CM/TORHIIHO) NOKa3Ba 3HaYMMo HamanaraHe (p<0,05) mexay uaxoaHara croifHocT (mpeau
JIEYEHHETO) H MO BpEME Ha 12-MeceyHOoTOo IeUEHHUE, KaTo M MEXKIY H3XOAHaTa CTOMHOCT (Npean
NEYCHUETO) H BTOPOTO 6-Meceune oT neueHuero (o1 7-u no 12-tu Mecel).

5.2 @apMaxKoKHHeTHYHH cBolicTBa

AbBCO

AbcopOLusATa Ha aHACTPO30J1 € Obp3a M HOPMATHO MaKCHMAJTHATA TU1a3MeHa KOHLIEHTPAUHA ce
AOCTHIa RO 2 yaca CNeA NMpHeMa (NpH pueM Ha rnaaHo). [IpueMbT ¢ XpaHa BoAH 10 N€KO HAMATABaHE
Ha CKOpOCTTa Ha abcopllLiKs, Ho He B Ha crenenTa i. He ce ouakBa MankoTto 3a0aBsiHe Ha CKOPOCTTA
Ha abcopOuus Aa 1oBefe A0 KAHHHYHO 3HAUYMM ePEKT BbpPXY CTALMOHAPHATA [U1a3MEHa
KOHLIEHTpAaluA NpH NPHEM Ha TabeTkH APUMUMAEKC eHOKPATHO AHEBHO, [1pubnusnrento 90 1o

95 % oT paBHOBeCHATA IUIa3MEHA KOHLEHTPALHA Ha aHacTPO30J ce ROCTHra cliell 7 JHEBHHU JI03H, a
KyMyIHpaHeTo € 3 no 4 meTH. HaMa naHHu 32 3aBHCHMOCT Ha GapMaKOKHHETHYHMTE NMapaMeTPH Ha
AHACTPO30J1 OT BPEMETO WK 03aTa.

[1pu nocrMenonay3anHy xeHH papMakOKMHETHKATa Ha aHACTPO30M HE 3aBHCH OT Bb3pacCTTa.

PasnpenencHue

Camo 40 % ot aHacTpo304 B IJla3MaTa € CBBP3aH C IUIa3sMEHHTE MTPOTEHHM.

EnuMuHupane

AHacTpo307 ce eTKMHHUPA DaBHO, C IUIa3MEH ENMMKBHALIMOHEH nonyxHuBoT 40 go 50 yaca. [Ipn
MOCTMEHONAY3AHH )KEHH aHaCTpOo30J1 ce MeTaboNU3Upa HHTEH3UBHO, KaTo A0 72 yaca ciies nprueMa
camo 10 % ot no3ara ce ekCkpeTupa HEMPOMEHEHA B ypHHaTa. AHAcTpo30n ce MeTabonnsupa Hpes
N-ae3ankuaHpaHe, XHIPOKCHIHpaHe H MIOKYpoHUpaHe. MetabGonuTHTe ce ekCkpeTHpaT rJIaBHO B
ypHHarta. TpHa3oJj, rmnaBHHAT MeTaOOJIMT B IUIa3Mata, He HHXHOMpa apoMarTasara.

bvbpeuno wiu ueprodpobro yepexcoane

[TpuBHAHAAT KIHPEHC (CL/F) Ha aHacTpo30n cliea NepopaliHO NpHIokeHHe € npubnusurento 30 %
MO-HUCHK MpU J0OpoBonuM ¢be cTabunHa YepHoApoOHA LIMPO3a B CPABHEHHE ChC ChOTBETCTRALLUTE
“M KOHTponH (Study 1033IL/0014). Bee nak nmnasmeHHTe KOHLIEHTPALIHK Ha aHACTPO30J1 [IPH
100pOBOJILMTE ¢ YepHOAPOOHA LMpO3a ca B AMANa30Ha OT KOHLIEHTPALIMH, Ha0M0AaBaHH TIpH
HOPMAalTHH JIHLA B ApYTH Npoy4BaHui. [11asMeHUTe KOHLEHTPALIHY Ha aHACTPO30, HabMIogaBasH no
BpeMe Ha ALJIFOCPOYHH H3MHTBAHMA 3a €PUKACHOCT NPH NALMEHTH ¢ YEPHONPOOHO YBpeXIaHe ca B
AUara3oHa OT IU1a3MeHH KOHLICHTPpaUHH Ha aHacTpo30J1, HabnoAaBaHH NMPH MAalMEHTH Oe3

YepHOAPOOHO YBpEXKAaHE.

[Tpusuaunat knupeHC (CL/F) Ha anacTpo3on, cien nepopanHo NpUNoXeHHe He € IPOMEHEH NpH
nobposonuy ¢ Texxko 6p6peyuHo yBpexkaane (CKkOpocT Ha riomepynsa ¢punrpaumsa, GFR < 30 ml/min)

B IIpoyusane 1033IL/0018, xoeto e B choTBETCTBYE C (pakTa, e aHACTPO30JI € ETHMHUHUPA [IaBHO
ype3 MeTabonu3bM. [L1a3MeHHTE KOHLEHTPALIMK Ha AHACTPO30J1, HabNI0IaBaHHK No BpeMe Ha
IBLJIrOCPOYHH NMPOYYBaHHs 33 €PUKACHOCT NPH NAaLMEHTH ¢ H1LOPEYHO yBpekaaHe ca B AMarnasoHa oT
NnasMeHN KOHUEHTPALHN Ha aHacTpo30a, HabniogaBaHH NpH naLneHTH 6e3 6bOpeuHo yape:maam
Apumunekc Tpabpa aa ce npuiara ¢ NOBHIIEHO BHUMaHUE NPH MAaUUEHTH C TEXKO 6176136%-:1. e :r‘;.;.-

yBpexaaHe (Bx. Touku 4.2 u 4.4), i N ‘; RN
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IHleduampuuna nonyvrayus

ITpu MomueTa ¢ rHexomacTys (10-17 ronunu) npes nyGeprera anactposon ce pesopbupa 6np3o,
pasnpeaens ce HPOKo M ¢¢ eNUMHUHNpa 0aBHO ¢ NONYKUBOT Npubnusutenno 2 aud. [1pu MoMH4eTa
(3-10 ronHK) KIMTHPBHCHT Ha aHACTPO30N € NO-HHUCHK, OTKOIIKOTO MPH MO-FOJEMHTE MOMYETA, a
€KCMO3HLMATA MY € no-Bucoka. [Ipn MoMHuueTa aHacTpo3on ce pasnpenens IWHPOKO K Ce eTMMHHMpa
0aBHO.

3.3 [lpeaxkadsudnH 1aHHH 38 Ge3zonacHoCT

HexnuHUYHKTE NAHHH HE NOoKa3BaT ocoOEH PUCK 3a Xopa OT NONYyNauMATa, 3a KOATO MPENApaThT €
noxasaH, Ha 6a3zaTa Ha KOHBEHLIHOHATHHTE (JApMaKOJOTHYHH H3NTHTBAHHKA 3a Oe30nacHocT,
TOKCHYHOCT NNPH MHOTOKPATHO MpH1araie, "eHOTOKCHYHOCT, KAHLICPOTeHeH NOTeHIHaN H
PENPONYKTHBHA TOKCHYHOCT.

OcTpa TOKCHYHOCT

B npoyuysanus npu *KHBOTHH TOKCUYHOCT ce Habnioaasa caMo NMpH BUCOKH A03H. B npoyuBaHus 3a
OCTPa TOKCHYHOCT NPH I'PU3aYM CpeHaTa NEeTaHa 103a aHacTpo30 Haasumasa 100 mg/kg/nHepHO
Mpu nepopanHo nprunokeHune U 30 mg/kg/AHeBHO NpH HHTPANEPUTOHEANHO NpUIokeHHe. B
MpoYYBaHEe 3a OCTPa TOKCHYHOCT MNMpH NEPOPATTHO MPWIOKEHHE NPH KydeTa CpeAHaTa JIeTanHa 1032
HajapHinaga 45 mg/kg/nHeBHO.

X pOHHYHA TOKCHYHOCT

B npoyusanusa NpH KABOTHY HEXENAHH PEAKLIMH c€ HAOII0AaBaT caMO NpPH BUCOKH J03M.
[TpoyuBaHua 3a TOKCHYHOCT NPH MHOTOKPATHO NpWIarale ¢a MpoBeXAaHU MPH MILXOBE U KyyeTa. B
NMPOYYBAHHATA 32 TOKCHYHOCT Ha aHACTPO30]1 HE Ca YCTAHOBEHHM KOHLIGHTPALIMH, IPH KOWTO Ja HE ce
MpoABABa €EKT, HO epexkTuTe, HAbMIOHaBaHM NTPH NMpHIIoKEHHE Ha HUCKH (1 mg/Kg/nHeBHO) U
YMEPEHO BUCOKH N03H (Ky4e — 3 mg/kg/nHeBHO; IUThX — 5 mg/Kg/IHEeBHO) ca CBbp3aHH HIIH ¢
(papMaKOJOrHYHHTE, WIKH C EH3UMHO-UHIYKTOPHHUTE CBOMCTBA Ha AHACTPO30J1 H HE CE NIPHAPYKABAT
OT pa3BUTHE Ha 3HAYHMMA TOKCHYHOCT HWIH Aer€HEPaTHBHH NPOMEHH.

MyTareHeH noTeHLHAT

[IpoyuBannsTa 32 reHETHYHA TOKCHMHOCT HA aHACTPO30 NIOKA3BAT, Ye TOM HAMA MyTareHeH Wiy
KJIACTOI€HEH MOTEHLHAI.

PenpoaykTHBHA TOKCHYHOCT

B npoyuBaHe 3a e(peKT BbpXy PEepTWIHTETA HAa HACKOPO OTOMTH MBXKKH IUIBXOBE NPE3 YCTATA C
BOJATA 33 MHAEHE € faBaH aHacTpo3on B n03a 50 unu 400 mg/l 8 npoabikerne Ha 10 ceaAMHUIH.
H3MepeHHTE CpeIHH TUIA3MEHH KOHLIEHTPALMH ca ChOTBETHO 44,4 (£14,7) ng/ml u 165 (£90) ng/ml.
IlokasaTenure 3a YHPTOCBAHE Ca 3aCerHATH B HETaTHBHA [OCOKA M B ABETE IPYNH, HO IOHHXKEH
(epTHITHTET € YCTAHOBEH CaMo B Ipynara, noy4yasana aHacTpo3on B ao3a 400 mg/l. NouwxasaHeTo
Ha )epTHINTETA € MPEXOAHO — Clied 9-ceAMMYEH NEPHO Ha BL3CTAaHOBABaHe 5e3 npueM Ha
JIEKapCTBEHHS MPOAYKT BCHYKH MOKA3aTe/H 3a YHPTOCBAHE H QEPTHIIHTET Ca CXOAHH C Te3H B

KOHTPOJTHATA Ipyna.

[lepopanHOTO NPUIOKEHHE HA AHACTPO3OI HA XKEHCKH IUTbXOBE BOAM AO BHCOKA YECTOTA HA PA3BHTHE
Ha Oesnnonune npy 4032 1 mg/kg/nHeBHO U NOBHILICHA TpeIUMIUIAHTAUMOHHA 3aryba Ha 1oaa npu
no3a 0,02 mg/kg/nuesHo. Te3u edekTH ce pa3BUBAT B 03H, CHIIOCTABUMH C KJIMHWYHATA. ﬂﬂnxsfi ,u,a R

CC H3IKJTHOMH Ed)ﬂl'ﬂ' [IPH XOpa. Teswn eq)EIfTH Ca CBbpP3aHH C dJapMaKOJ]OFH‘-IHDTU ﬂeﬁCTBF o - “ ._!_' . \\1-__‘
CBRCAHHCHHCTO H CA HAITBJIHO UﬁpﬂTHMH cnen S-CﬁﬂHHqEH ncpuoa be3 IIPHCM Ha JIEK&]BCTBQHH& o ;'}, ,“ :1..
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[lepopanHoTo NpWIOKEHHE HAa aHACTPO30J NIpH OpeMeHHH TUTbXO0BE M 3aiiliy ChOTBETHO B 103U A0 1,0
H 0,2 mg/kg/nHeBHO HAMA TepaTtoreHeH edekT. Habmonapanute edextn (xuneprpodus Ha
IUTaleHTaTa Npy ITBXOBE ¥ 3aryba Ha IU10/1a NpH 3alilx) ca cBbp3aHu ¢ papMaxkoorHiyHuTe edexkTH
Ha BELIECTBOTO.

IIpexnBsAieMOoCTTa Ha IIBXOBE, HA YHHUTO MalKH € JaBaH aHacTpo3on B n03a (0,02 mg/kg/nHeBHO WK
no-BUcoKa (0T 17-ua nen Ha OpeMEHHOCTTA A0 22-Us AeH Clied paXXIaHeTo), € HapyllueHa. Te3u
edexTH ca cBbp3aHu ¢ papMakonorHuHuTe edekTH Ha npernapaTa BbpXY poaoBara aeiHocT. He ca
HaOMoAaBaHK HEXeNaHH ePEKTH BbPXY MOBEREHHETO WIH BL3NPOU3BOACTBOTO HA MBPBOTO
MOKOJIEHHUE, KOUTO DMXa MOTTIH Jla ce OTAAAaT Ha NPWI0KEHUETO Ha aHACTPO30J IIPH MaliKaTa.

KaHLIeporeHeH noTeHIan

JABYTOAMIIHO NMPOYYBaHE 3a OHKOT€HEH NIOTEHLUMA NPY MIBXOBE MOKa3a MOBHILABAHE HA YECTOTATA
Ha pa3BUTHE HAa YEPHOAPOOHH HEOMNA3MH H HA CTPOMAITHH MONMITH HA MATKATa MPH XKEHCKH TUTLXOBE,
M H& aJi€HOMH Ha LIMTOBHIHATA *J1€32 [IPH MbXKKHU TUTBXOBE — CAMO NPH BUCOKATa 1032

(25 mg/kg/nueBHo). Te3n NpoMeHN HACTBIIBAT NPH 1034, KoATO BoAH A0 100 mbTH no-ronsmMa
€KCNO3HLMA OT EKCMO3HLUATA NIPH TEPANEBTHYHH J03H NPH X0pa K C€ CMATA, Y€ HAMAT KJIMHHYHO
3HaYCHHE 33 ICUCHUETO HA XOpa C aHaCTPO30I.

JByTroaHIIHO IPOYYBAaHE 33 OHKOT€HEH NMOTEHLMAN NPH MHULLIKH [10Ka3a HHAYLUPaHE Ha Pa3BUTHETO
Ha 100pOKaYeCTBEHH TYMOPH Ha AHYHHKA H NPOMEHH B Y€CTOTATa Ha Pa3BHTHE Ha
TUMQOPETUKYTAPHN HEOIUIA3HH (MO-MaNKO XHCTHOLHTHH CAPKOMH TIPH #EHCKH MHLLKH U NOBEYE
CMBPTHH Clyuyad oT JuMpoMu). CMATa ce, ve ToBa ca CneLHpHYHH 3a MHLIKKH €PEKTH OT
HHXHOHPaHETO Ha apOMATa3aTa U HAMAT KIIMHHYHO 3HAYEHHE 33 IEYEHHETO Ha XOpa C aHACTPO3011.

6. OAPMAIEBTHYHH JAHHH
6.1 CnHcbK HA TOMOIHHTE BeLECTBA
JlakTo3a MOHOXUApPAT

[MoBuaoH

HatpHeB HAINECTEH rNHKONaT

Marxesues creapar

Xunpomenosa
Makporoa 300
TutaHoB AnoxcHA

6.2 HecLBMEeCTHMOCTH

Henpwioxumo.

6.3 Cpoxk Ha roaHocrt

5 rogvHM.

6.4 Chneuuaanu yc/10BHS HA CBXpPRHEHHE
Ha ce cexpanasa nog 30°C.

6.5 JlaHHH 33 ONAKOBKATA

OnaxosxH, ceabpxainm 20, 28, 30, 84, 98, 100 w 300Tabnetku. o g .

Asa 6nucrepa or PVC/Al x 14 tabnetkm. (0 S T
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He scuuky BMIOBE ONaKkOBKW Morat aa 6baaTt mycHaTH B npoaax6a.
6.6 ChnennalnRu npeaAna’HH MepKH APH H3XBLPJISAHe U pabora

Hewn3non3saHUAT iEKApCTBEH NPOAYKT WIH OTIaAbYHHUTE MaTepUHalld OT Hero TpAOBa 1a ce U3XBBHPNAT
B CbOTBETCTBHE ¢ MECTHHTE H3HCKBaHHA.

7. NMPHUTEXATEJI HA PAJPEIIEHUETO 3A YIIOTPEBA

Laboratoires Juvise Pharmaceuticals
149 Boulevard Bataille de Stalingrad

69100 Villeurbanne
PpaBuus

8. HOMEP(A) HA PAPEHIEHUETO 3A YIIOTPEBA

9700298

9.  JIATA HA IThPBO PA3PENIABAHE/MIOTHOBSIBAHE HA PASPEINIEHUETO 3A
VIIOTPEBA

15.05.1997/02.02.2015

10. JIATA HA AKTYAJ/IN3UPAHE HA TEKCTA
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