INPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Spedra 50 mg TabneTku

2. KAYECTBEH U KOJIMMECTBEH CbCTAB
Bcsika Tabnerka chappika 50 mg aBanadun (avanafil).

3a IIBJIHUS CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnerka

brenoxbaTi oBaHU Ta0JIETKH, ¢ BAIBOHATO penieHOo o3HaueHue “50” ot eqHara cTpaHa.
4. KJIMHUYHU JAHHU

4.1 TepaneBTHUYHHU MOKA3AHUSA

JleueHue Ha epeKTWIIHA JUCHYHKIHS TIPH BH3PACTHH MBXKe.

3a na Ob/c eeKTUBHO JelicTBUEeTO Ha Spedra, e HeoOXoauMa CeKCyalHa CTUMYJIAIHs.
4.2 Jlo3upoBKa M HAYUH HA MPHIOKEHHE

2031/1[30131(21

Ynompeba npu ev3pacmuu mvorce

[Ipenopbuntennara no3a ¢ 100 mg, kouto ce B3eMar npu Hyxaa npubmuzurenado 15 no 30 Munytu
TIPEIM MTOJIOBHSI aKT (BXK. Touka 5.1). B 3aBUCHMOCT OT epeKkTa 1 TOHOCUMOCTTA JI03aTa MOKe Ja Obie
yBenuueHa Makcumainio 1o 200 mg win HamaneHna 1o 50 mg. MakcuMaiHaTa IpenopbhUYnTeIHA
YecToTa Ha MpUEeMaHe € BeIHBXK JJHEBHO. HeoOXomMma e cekcyallHa CTUMYJIAIHS 3 TIOBJIHSABaHE OT
JICUYCHHETO.

Crneyuanuu nonyiauuu

Cmapuecka évspacm (> 65-co0uuunu)
Kopeknuu Ha 1o3ata He ca HEOOXOAUMH MPU MAMEHTH B cTapyecka Bb3pacT. HamuuHu ca
OrpaHMUYCHH JaHHU MPH MAIMEHTH B CTapuecka Bb3pact, Ha 70 roAuHu U MoBeYe.

bvbpeuno yspeocoane

Kopekiuu Ha 103ata He ca HEOOXOAUMH TPH MAIIMEHTH ¢ JIEKO 0 YMEPEHO ObOPEYHO YBpEeKIaHEe
(xpearurnnoB KiaupbHC > 30 MI/min). Spedra e mpoTHBOMOKa3aH MPH MAIMEHTH C TEXKO OBOPEUHO
yBpexkaane (kpearuanHoB kiupbHC < 30 ml/min) (Bxk.Touku 4.3 u 5.2). [Ipu nanueHTy ¢ JIeKo Wi
yMepeHo O0b0pedHo yBpexaane (kpeatnHuHOB KimpbHC > 30 mi/min, no <80 ml/min), kouro ca
BKJIFOUYCHH BBB (pasa 3 mpoyuBaHus, ce HaOJI01aBa HaMalieHa e(DUKACHOCT B CPABHEHHUE C TE3H C
HOpMaJiHa ObOpedHa QyHKIHA.

Yeprnoopobro yspedcoane

Spedra e mpOTHBOIOKA3aH TPH TMAIMEHTH C TEXKO YepHOAPOOHO yBpexaane (kiaac C 1o ckanara Ha
Child Pugh) (. Touku 4.3 1 5.2). IIpu manueHTH ¢ JIEKO WM YMEPEHO YEPHOAPOOHO YBPEIKIaHE
(xmac A wu B no ckanara Ha Child Pugh) neyenuero tpsibBa na ce 3amoune ¢ MUHHMAaIHATA
edukacHa j103a 1 JI0O3UPOBKATa Jla CE KOPUTUPA B3 OCHOBA HA MOHOCHMOCTTA.



Ynompeba npu nayuenmu ¢ ouabem
Kopekmmu Ha no3aTa He ca HEOOXOAMMH IPH TAITUEHTH C THAOCT.

Tleouampuuna nonyrayus
Hsma choTBETHO MpuiIokeHue Ha Spedra B eIuaTpryHaTa IIOIYJIaIlis 3a MOKa3aHUETO ePEKTHIHA
IchyHKIHS.

YHOWID66G npu nayuenmu, npuemauiu dpvzu JeKkapcmea

Eonospemenna ynompeba na CYP3A4 unxubumopu

EnnoBpemennoro npuiarane Ha aBanadui ¢ Mot CYP3A4 uaxuOuTopu (BKIIOUATETHO
KETOKOHAa30J1, PUTOHABHp, aTa3aHaBUP, KJIAPUTPOMHLIMH, HHIANHABOP, UTPAKOHA30]1, HE(Pa300H,
HeJ(pHUHABHD, CAKBUHABUD M TESIUTPOMHUIIMH) € IIPOTHBOIIOKA3aHO (BXK. ToukH 4.3, 4.4 u 4.5).

[Tpu nanpeHTy, MoyryyaBaiy eJJHOBPEMEHHO JeueHne ¢ ymepeno MomHu CYP3A4 naxudburopu
(BKJIFOUUTEITHO EPUTPOMHUIINH, aMIIPEHABHD, AlIPETIUTAHT, TWITHAa3eM, QIIyKOHa30, (hocaMIpeHaBup U
Bepanamui), MaKCUMaJlHaTa IpenopbunTeNiHa 1032 aBaHadui He TpaOBa na Haasumasa 100 mg, c
UHTEPBAJl MKy I03UTE HE MO-MalbK OT 48 yaca (Bxk. Touka 4.5).

Hauwn Ha npunoxenue
3a nepopanHa ynotpeba. [Tpu npuem Ha Spedra mo BpeMe Ha XpaHeHe HA4aloToO Ha JICHCTBUETO MOXKE
na Ob/1e 3a6aBeHO B CpaBHEHHME C ITpHeMa Ha IIIagHo (BXK. Todka 5.2).

4.3 IIpoTruBOmOKAa3aHUS

CBpPBX4yBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEIIECTRA,
n30poeHu B Touka 6.1.

3a malueHTH, KOMTO M0 KaKBaToO U Ja 0o hopMa npueMaT CheAMHEHNUS, OTACISAIIN OPraHuYHH
HUTPATH WK a30TEH OKCHJI (KaTo aMul HUTPUT) (BK. Touka 4.5).

EnHoBpeMeHHOTO TPHIIOKEHNE Ha HHXHOUTOpH Ha hocdoamectepasza tun 5 (PDES), Brmounrenno
aBaHa(uII, ChC CTUMYJIATOPU Ha T'yaHUJIAT I[UKJIa3a, KaTO PUOLIUTYAT, € IPOTHBOIIOKA3aHO, Thii KaTo €
BB3MOXKHO J1a JIOBEZIC IO CUMIITOMATHYHA XUTIOTOHHS (BXK. Touka 4.5).

J'IeKapHTe TpH6Ba Ja B3EMatT NpeaABu NOTCHIUATHUA KapAUOJIOTUYCH PUCK IIPHU CEKCYyaJIHa aKTUBHOCT
Ha ManfMCeHTH ChC CHIICCTBYBAIIO CbPACYHOCHAOBO 3a60J'I$IBaH6, npeau 1a UM u3nuuiat Spedra.

VYnorpebara Ha aBaHaWI € TPOTHBOINIOKA3HA TPH:

- [ManmenTH, KOUTO ca ManK WHGAPKT HA MUOKApAa, MO3bUYEH UHCYIT WU
JKUBOTO3acTpalllaBallia apuTMUs 1pe3 TocieIHuTe 6 Mecela;

- [MTanuenTy ¢ XUIMOTOHKS B MOKOH (KpbBHO Hansirane < 90/50 mmHQ) wiu xuneptonust (KpbBHO
Hajsarage > 170/100 mmHgQ);

- [MatmenTH ¢ HeCTaOMIIHA CTCHOKAPAMS, CTEHOKAP/IUS MIPH MOJIOB aKT WM 3aCTOMHA ChplIevHa
HeA0CTaThYHOCT OT || pyHKIIMOHENEH KiTac U Mo-BUCOK, Kiacuduiupana cbriiacHo HroopkckaTta
kapauonornyna acormarst (New York Heart Association, NYHA)

[MarenTH ¢ TeXKO YepHOAPOOHO yBpekaane (kmac C mo ckamarta Ha Child Pugh).

[ManuenTH ¢ TeXKO OBOPEUYHO yBpekIaHe (KpeaTHHUHOB KiaupbHC < 30 ml/min).

[TareHTH, KOUTO UMAT 3aryba Ha 3peHHETO Ha €JHOTO OKO TOpaji HeapTepHaiHa MPeJHa HCXCMHUYHA
ornrrryHa HeBpomnaTtus (HAMOH), HezaBuCHMO Jalii TO3W €MU30/1 € CBbP3aH MIN HE C TIPEIX0ICH

npueM Ha uaxuouTop Ha PDES (BX. Touka 4.4).

TlanmenTH ¢ M3BECTHU HACIICACTBEHHU JCTrCHCPATUBHU 3a00JIsIBAHHS Ha pe€TuHaTa.



[ManuenTn, kouto u3noa3sat MouH CYP3A4 nHXHONTOPH (BKIIFOUUTEIIHO KETOKOHA30J1, PUTOHABHD,
aTa3aHaBUp, KIAPUTPOMHUIIMH, HHIWHABUD, UTPAKOHA30J1, He()a3010H, He(UHABUD, CAKBUHABUD U
TEMUTPOMHUIMH) (BK. ToukH 4.2, 4.4 u 4.5).

4.4  ChneumajHU mpeaynpeskaeHus U Npeana3Hu MepPKU MPH ynoTpeda

[Ipenu na 6bae Ha3HAYEHO MEJUKAMEHTO3HO JIEUCHHE, € HEOOXOAUMO CHEMaHE Ha MEJULIMHCKA
aHaMHe3a ¥ (U3UKAJICH CTaTyC 3a JUAarHOCTUIIUpaHe Ha epeKTHITHATA AUCHYHKIINS U OTIPEIeNIsTHE Ha
BBH3MOXXHHUTE MPUYUHH.

ChBpIeYHOCHIOB CTATYC

[Ipenu 3armouBaHe Ha KaKBOTO U Ja OWIIO JICYCHUE HAa EPEKTHIIHA TUCHYHKIUS JICKAapUTE TPOBa /1a
MPELICHAT ChPACYHOCHAOBUS CTATyC HA MIAIIMEHTUTE CH, Thi KaTO ChINECTBYBA U3BECTCH ChPACUCH
PHCK, CBBP3aH ChC CEKCyaJIHATa aKTUBHOCT (BX. ToUKa 4.3). ABaHA(Q I UMa ChAOPA3ITUPSIBAIIII
CBOMCTBA, BOJCIIH J0 JIEKO M IMPEXOTHO HAMAJIIBaHE HAa KPHBHOTO HajsATaHe (BXK. ToUKka 4.5), u
MOpajy TOBA 3aCHIIBA XUIIOTEH3UBHUS eeKT Ha HUTpaTuTe (Bxk. Touka 4.3). [lanuentn ¢ o0cTpyKius
Ha JICBOKaMEPHUSI M3XOJICH TPAKT, HAIpP. AOPTHA CTEHO3a M WAMONATUIHA XUIIepTpoduIHa cybaopTHA
CTEHO03a, MOXKe Ja ObJaT YyBCTBUTEIHHA KbM JICHCTBHETO HA BazoAwmIaTOpH, BKiounTeaHo PDES
WHXAOUTOPH.

IIpuanuzem
[TanueHTH, KOUTO MOIYYaT EPEKIHsl, KOSTO MPOAbKaBa 4 yaca WM roBeue (Mpuanu3bpm), TpsAoBa 1a

O0bJaT MHCTPYKTHPAHHU Ja TOTHPCAT He3a0aBHO MEAULIMHCKA TOMOIL. AKO MPHAITU3MBT HE Ce JIeKyBa
He3a0aBHO, pe3yJATaThT MOXKE J1a ObJIe yBpPEKIaHe Ha ThKaHTa Ha ITICHHCA WIH TpaifHa 3ary0a Ha
HOTEHTHOCT. ABaHa(MI TPAOBA /1a ce M3M0I3Ba BHIMATEIHO NPH MAIMEHTH ¢ aHaTOMUYHA
nedopmManys Ha eHuca (KaTto aHTyianus, KaBepHo3Ha puopo3a wiu 6onect Ha lleliponn) wmu npu
NAlMEHTH ChC ChCTOSHUS, KOUTO MpeApasnoiaraT KbM MPUanu3bM (KaTo ChPIIOBUIHO-KIEThYHA
aHEeMUsl, MYJITUIJICH MUEJIOM HJIH JICBKEMUS ).

3puTenaHy npodiieMu

CrobImaBanu ca 3puTeaHn Ae()eKTH, BKIIOUNTETHO IIeHTpaiHa ceposta xopropetrnonatus (LICXP)
Y CITy4Jau Ha HeapTepHaliHa IIpeaHa ncxemMuana ontuaaa HeBponatus (HAMOH) BBB BpBb3Ka ¢ mpreMa
Ha PDES5 nnxuOutopu. B ciyyaii Ha BHe3amHu HapylIeHHUs Ha 3pEHUETO MAllMEHTHT TpsiOBa 1a Oble
OCHBETBAH JIa CIIpe IpreMa Ha Spedra u He3a0aBHO Ja ce KOHCYITHpA ¢ Jdekap (Bxk. Touka 4.3).

EdexTr BbpXy KpbBOCHCHPBAHETO

In vitro mpoy4uBaHus BEPXY YOBEIIKM TPOMOOIMTH MoKa3BaT, ue PDES nHXuOUTOpHTE CaMOCTOSITEITHO
HE OKa3BaT e(eKT BbPXY TPOMOOLINTHATA arperays, HO P CyIpaTepaneBTUIHH J03H Te
MOTEHIMPAT aHTUATPETAHTHUTE CBOMCTBA Ha ChEJUHEHHETO HATPUEB HUTPOIIPYCHI, KOETO € JJOHOP Ha
azoreH okcun,. [Ipu xopa PDES unxuburtopure U3riex/a He TOBIHABAT JOIIBJIHUTEIHO BPEMETO Ha
KBbPBEHE KaKTO CaMOCTOSTEITHO, TAKa ¥ B KOMOMHAIIHSA C alleTUICATIHIIIIIOBA KHCEIIHHA.

Hsma nndopmanus 3a 6e3onacHocTTa MpH NpyueMa Ha aBaHa(uiI OT MAlMEeHTH C HApyIIEeHHs B
KPBHBOCHCHUPBAHETO WIIM aKTUBHU NMEeNTHYHH 513BH. [lopaan ToBa aBanadw TpsOBa fa ce mpeanrcsa Ha
TaKHBa MAIEHTH CaMo CJIe]] BHUMAaTeIHa OI[eHKA HAa ChOTHOIIEHUETO T0JI3a/PUCK.

Hamanena iy BHe3ammHa 3ary0a Ha ciyx

ITanmmenTruTe TpsIOBa 1a OBbAAT MOCHBETBAHU Ja cripaT nprueMa Ha PDES nHXUOUTOPH, BKIIOYUTEITHO
aBaHa(wI, ¥ He3a0aBHO J1a MOTHPCAT METUITMHCKA KOHCYJITAIHS B CIy4ail Ha BHE3aITHO HaMaJIIBaHE
v 3ary0a Ha cinyxa. TakuBa cirydau, KOUTO € Bb3MOXHO Jia ObJIaT MPUAPYKEHU OT IIYM B YIIIUTE U
3aMastHOCT, ca ChoOIIaBaHM 10 Bpeme Ha npueM Ha PDES unxubutopu. He ¢ Bb3MOkHO 1a Obae
OTIpEe/IeTICHO JAJIM TE3W CIydau ca CBbp3aHU MPAKO ¢ mpruemMaHeTo Ha PDES uHXuOUTOpH WK ¢ APYTH
(akTopu.

EnnoBpeMmeneH nipueM Ha asida-0JI0KepH




EnnoBpemenHusT nmpreM Ha anda-010kepu 1 aBaHa(IIT MOXKE J1a TOBEIE 10 CUMIITOMATHYHA
XHUIIOTOHMS TIPX HAKOH MAI[EHTH [TOpaan aJuTHBHU Ba30AMIaTaTOpHN eekTr (BXK. Touka 4.5).
TpsOBa na ce B3eMe IPEABHT CIICTHOTO:

o [NanuenTure TpsOBa na 6bAAT cTaOUIM3UPaHU Ha Tepanus ¢ anda-0Jokep, Ipean 1a 3ar0YHAT
npuema Ha Spedra. [TanueHTn, KOUTO MOKa3BaT XeMOANHAMUYHA HECTAOUITHOCT MPH TePAITHs
camo ¢ anda-06okepH, ca ¢ MOBHIIECH PUCK OT CHMIITOMaTHYHA XUIIOTOHHS IIPH €THOBPEMCHEH
npreM Ha aBaHaguIL.

o [Ipu nanueHTH, KOUTO ca CTAOMITU3UPaHH Ha Tepamus ¢ anda-6yiokep, TpsOBa J1a ce 3arovHe C
Hal-HHCKaTa 1032 oT 50 mg aBaHaduII.
o Ipu nanueHTH, KOUTO Beue MPHUEMaT ONTUMAaITHA 1032 Spedra, Tepanusita ¢ anda-oaokep

TpsiOBa J1a 3aI04He ¢ Hal-HHUCKaTa o3a. [Ipu mprem Ha aBaHadWII TOSTAITHOTO MOBUIIIABaHE HA
no3arta Ha anga-0okepa MOke 1a Ob/ie CBbP3aHO C MO-HATATHIIHO MOHWKAaBaHE HA KPBBHOTO
HaJIsAraHe.

o Besonacnoctra Ha KOMOMHUpaHaTta ynorpeda Ha aBaHadun u anda-0nokepu Moxe aa Obae
MOBJIMSIHA OT JIPYTH POMEHIIMBH, BKIIFOUHTEITHO U3Mpa3BaHe Ha BETPECHIOBUS 00EM, U OT
JPYTH aHTUXUIIEPTEH3UBHH JIEKApCTBA.

EnnoBpeMenHo npuiioxenne cbe CYP3A4 nuxuburopu
EnnoBpeMeHHO npuioskeHre Ha aBaHadui ¢ MouHu nuxuouTopu Ha CYP3A4 kaTo KeTOKOHA30J1 MU
PHUTOHABHP € MPOTHBOIOKA3aHO (BXK. ToukH 4.2, 4.3 u 4.5).

EnHOBpeMEHHO NPHUIOKEHNE HA IPYTH JCYCHHUS Ha SPeKTHIHA TUCHYHKITHS

BesomacHocTTa M epukacHOCTTa Ha KoMOMHanmuTe Ha Spedra ¢ apyru PDES naxuburopu wim npyru
JIeYeHHS Ha epeKTUIIHA TUCYHKIMS He ca poydeHH. [lanmentute TpssOBa na ObaaT HHGOpPMUpaHH Ja
He npuemaT Spedra B TakuBa KOMOHHALIVH.

EnHOBpeMeHEH npreM Ha alKoXoJl

Koncymarusita Ha ajkoxoi B KOMOMHAIUS ¢ aBaHadWI MOXKe J1a IOBUIIN TIOTCHITHATIA 32
CHMIITOMATHYHA XMITOTOHMS (BK. Touka 4.5). [TanmenTute TpsiOBa ma ObIAT MPEAyIpPEAEHH, Ue
eHOBpPEMEHHATa yroTpeda Ha aBaHa(MI U ATKOXOJI MOXKE J]a TIOBUIIIA BEPOSATHOCTTA OT XUTIOTOHHUS,
3aMaiiBaHe WM CHHKOIIL JIekapuTe ChIo TPsAOBa Ja MOCHBETBAT MAI[UCHTUTE KAKBO J]a TPABAT B
cJydail Ha CHMIITOMH Ha OPTOCTATUYHA XUTIOTOHUSI.

Henpoyuenu nomynanuu

AaBaHa(ui He € OLCHIBAH NP MALMEHTH C ePEKTIIHA AUC(YHKIMS B pe3yITaT Ha yBpeaa Ha
IpPBbOHAYHUS CTHJIO WIN IPYTH HEBPOJIOTUYHH HAPYIICHHUS U TIPH NALUESHTH C TSKKO OBOPEYHO I
YepHOAPOOHO YBpEKAaHE.

45 B3aumojeiicTBHe ¢ IPYIrd JIeKapCTBeHU MPOAYKTH U APyru (popMu Ha B3auMojieiicTBIe

oTennuan 3a GpapmakoIMHAMUYHU B3aUMOJICHCTBUS ¢ aBaHADWIT

Humpamu

ABaHa(ui MoKa3a MOTCHIUPaHe Ha XUIIOTCH3UBHUTE €()EKTH HA HUTPATUTE MPH 3/IPABU JIUIA B
cpaBHeHue ¢ miare6o. Cuuta ce, ue ToBa € B pe3ysiTaT OT KOMOMHUpaHUTe e)eKTH Ha HUTPATH U
aBaHa(MI BEPXY BT a30TEH OKCHI/IIMKINYEH r'yaHo3uH MoHodochaTr (CGMP). TTopaau Tosa
NpUEMaHeTo Ha aBaHa(MII OT MAMEHTH, KOUTO M3MOJI3BAT 0] KAKBATO U Jia OWito popMa cheTMHEHHUS
HA OPTaHWYHU HUTPATH WK OTICIAIIN a30T€H OKCHII (KaTO aMIJI HUTPUT) € MPOTUBONOKa3HO. [Ipu
MAIMEHT, KOWTO € TMpHen aBaHa(uil B paMKuTe Ha 12 4aca OT MOMEHTA, B KOWTO Ha3HAYaBAHETO Ha
HUTpAT C€ CUYUTA 3a MEANINHCKN HAJIOKUTCIHO IIPU ) KUBOTO3acTpaliaBalia CUTyanus, BEPOATHOCTTa
OT 3HaYMM M MOTEHITMAITHO OTIACEH CIaJl B KPHBHOTO HaJATaHe ce moBuiasa. [Ipu TakuBa
o0cTosITeNICTBa HUTPATUTE TPSOBA J]a ce Ha3HAYaBaT CaMo IO HETIOCPEACTBEH JIEKapCKU KOHTPOI U
TTOIX OIS0 XeMOAMHAMHUYHO TIPOCieasBaHe (BX. TOUKa 4.3).

Jlexapcmeenu npodyKmu, NOHUICABAWU CUCTIEMHOMO KPBBHO HANACAHE
Karo Bazonumarop aBaHaQIbT MOXKE JIa TIOHMKU CHCTEMHOTO KPbBHO Hasirane. [Ipy u3non3Bane Ha
Spedra B koMOMHALUSI C APYT JICKAPCTBEH MPOAYKT, KOWTO MOHMKABA CHCTEMHOTO KPHBHO HAJISITaHE,



aJNTUBHUTE €EeKTH MOTAT J1a Ce 3aCIJIAT U Ja IOBEeIaT 10 CHMIITOMATUYHA XUITOTOHUS (HATD.
3aMasHOCT, BUCHE Ha CBAT, CHHKOIT WJIM ChCTOSHUE, OJM3K0 10 cuHKOoI). BB (haza Il ot kmuamIHMN
M3IUTBAaHUS HE ca HAOJI0AaBaHU CIIydau Ha ,,XUIIOTOHHA ‘, HO ca ChOOIIaBaHH CITydad Ha ,,3aMasHOCT
(Bx. Touka 4.8). Imasio e evH enu30/ Ha ,,CHHKON' TIPH MAlMEeHT Ha IU1ale0o U eIMH eIHU30]1 IIPH
100 mg aBanadwua 1o Bpeme Ha ¢asza |l KTHHUYHN U3MUTBAHKS HA aBaHA(HIL.

[anuenTu ¢ 0OCTPyKIUS Ha ICBOKAMEPHUS U3XOJCH TPaKT (HAIMp. a0PTHA CTEHO3a M UAMOIAaTHYHA
xurnepTpoduiHa cybaopTHA CTEHO3a) M TaKKMBA C TEKKO YBPEJIeH aBTOHOMEH KOHTPOJ Ha KPhBHOTO
HaJIsITaHe MOJKeE J1a ca 0COOSHO YyBCTBUTEIHH KbM JISHCTBUETO HA Ba30IMIIATOPH, BKIFOUUTEITHO
aBaHadua (BX. Touka 4.4).

Angha-6nokepu

[Ipoyyenu ca XeMOIMHAMUYHUTE B3aUMOJCHCTBHS C JOKCA30CHH U TaMCYJIO3UH MIPH 3paBy JIUIA B
€/IHO KPbCTOCAHO KIIMHUYHO U3NHUTBaHe, 000c00eHOo B aBa nepuona. [Ipu nauneHTu, KouTo ca
CTaOMIM3UPAHU Ha JICYCHHE C JTOKCA30CHH, TIane00-U3KII0YBAIIOTO CPEAHO MAKCUMAIHO HAMaJICHHUE
Ha KPHBHOTO HAJISITAHE B JIETHAJIO M U3MPABEHO IOJIOKEHHE CIIe/l IPUEM Ha aBaHa(mII € OHIIo
cbpoTBeTHO 2.5 MmHg u 6.0 mmHg. Kato wsno, cien npueM Ha aBaHadui, 7 ot 00mo 24 y4acTHULU
ca UMaJIi CTOMHOCTH Ha KPBBHOTO HAJISITAHE WM MOHMKABaHE OT U3XOJHOTO My HUBO C ITOTCHIIMATHA
KJIMHHYHA 3HAYUMOCT (BXK. TouKa 4.4).

[Ipu nanueHTH, KOUTO ca CTAOMITU3UPAHH HA JICUSHHE C TAMCYJIO3HH, TIAIe00-3KITF0YBAIOTO CPETHO
MaKCHMAaJIHO HaMaJICHHE Ha KPbBHOTO HAJISITaHE B JICTHAJIO U U3IIPABEHO TOJIOKEHUE CJIe]] IPUEM Ha
aBaHagwui e 6uno cpoTBeTHO 3.6 MMHQg 1 3.1 mmHg, kato 5 oT 00110 24 yYaCTHHUIIM cCa UMaJH
CTOWHOCTH Ha KPHBHOTO HAJISATAHE WM MOHMKABAHE OT U3XOHOTO HUBO C TIOTCHIIMATHA KITMHUYHA
3HAYMMOCT (BK. Touka 4.4).

Anmuxunepmen3ugnu cpedcmea, pasiuyHu om angha-onokepu

Bermre npoBeieHO KIMHUYHO M3MUTBAHE 32 OIIEHKA Ha eeKTa Ha aBaHA(WII BEPXY MMOTEHIUPAHETO HA
IMMOHM)XaBalllUTC KPbBHOTO HAJISATaHC C(bCKTI/I Ha I/I36paHI/I AHTUXUIICPTCH3UBHU JICKAPCTBCHU CPCACTBA
(ammounuH 1 eHananpwi). PesynaraTure mokazaxa cpeHO MaKCHMAaJHO HaMaJleHHEe Ha KPBBHOTO
HaJsITaHe B JIETHAJIO ToJIoxKeHue oT 2/3 MMHQ B cpaBHeHwme ¢ muianedo npu erananput 1 1/-1 mmHg
IpY aMJIOJHUITNH, KOTAaTO €THOBPEMEHHO C TOBa ce MpreMa aBaHadui1. YCTaHOBHU ce CTaTUCTUYECKH
3HaYMMa pa3jivKa B MAKCUMAJIHOTO HaMaJIeHHEe OT M3XO0JJHO HUBO B JMACTOIHATA CTOWHOCT Ha
KPBBHOTO HAJISITaHE B JIETHAJIO MOJIOXKEHHE CaMo TIPH SHAIANPIIT M aBaHa(MII, KOETO Ce BPBIIA JI0
U3XOJHATa CU CTOMHOCT 4 yaca cief mpueraTa 103a aBaHaui. 11 B 1BeTe KOXOPTU MO €UH MAIUEHT €
uMall MOHMXaBaHe Ha KPbBHOTO HaJsraHe 0e3 CUMIITOMaTHKA Ha XUIIOTOHHS, KOETO € OT3BYYalio B
pamkuTe Ha | gac oT Haganoto. ABaHadniI He € Mal epeKT BrpXy (papMaKOKHHETHUIHHUTE CBOMCTBA
Ha aMJIOJIUITHH, HO aMJIOAWIHHBT € MOBUIIMI MAaKCHMAJIHATA U 00II[a eKCTIO3HUIS Ha aBaHADIII
cbOTBETHO € 28 % u 60 % (Bk. TOouka 4.4).

Ankoxon

KoncymarnusTa Ha arkoxoJi B KOMOMHAIMS C aBaHA(DHI MOXKE J1a TIOBHIIN BEPOSTHOCTTA OT
CHMITOMAaTHYHA XUIOTOHUS. [Ipy KPBCTOCAHO 10 TPU HAYMHA MPOYYBAHE C STHOKPATHA /1032 32
OLICHKA Ha 3PaBH JIUIIA CPETHOTO MAKCUMAJTHO HaMaJIeHHEe Ha INACTOIHOTO KPBBHO HAJITaHE € OHII0
3HAYUTEITHO MO-TOJISIMO CJIE]] IPHEM Ha aBaHA(QWI B KOMOMHAIIUS C aJIKOXOJI, OTKOJIKOTO CIIE]T TIPHEM
camo Ha aBaHadwi (3.2 mmHQ) wim camo Ha ankoxoi (5.0 mmHg) (Bx. Touka 4.4).

Hpyeu nevenus npu epekmunna OUc@yHKkyus
BesonacnoctTa n edukacHocTTa Ha KOMOMHauuuTe Ha aBaHadui u apyru PDES naxuburopu nnn
JPYTY HAuMHU 32 JICUCHHUE Ha ePeKTIIHA TUCOYHKLUS He ca mpoydeHu (Bxk. Touka 4.4).

BausHue Ha Ipyru BeliecTBa BbPXY aBaHadui

ABanadui e cyOcTpat Ha 1 ce Metabonu3upa npeodiagasaiio ot CYP3A4. [Ipoyusanus ca
MIOKa3aliy, e JIEKapCTBEHH CpeAcTBa, KouTo nuxuoupar CYP3A4, e Bb3MOXKHO Aa yBeIHyar
eKCIo3uLMsTa Ha aBaHadmi (BXk. Touka 4.2).

HUnxubumopu na CYP3A4



Kerokonazon (400 mg qHEBHO), CeJIEKTUBEH 1 MHOTO MoliieH naxuoutop Ha CYP3A4, e nosen 10 3
bTH HapacTBaHe Ha Cmax ¥ 14 T Ha excriosunusata (AUC) Ha eqHokpaTHa 103a aaHadmr 50 mg u
€ YABJDKUI TIOTY>KUBOTA Ha aBaHadwiI NpuOIM3UTeNHoO 10 9 yaca. Putonasup (600 mg nBa mbTH
nmHEBHO), MHOTO MotieH CYP3A4 uaxuburop, koiiTo cbio taka uaxuoupa CYP2C9, e mosen 1o
HapactBaHe Ha Cmax 1 AUC nipu eHOKpaTHa 103a aBaHadmt S0 mg CbOTBETHO NMPHOIU3UTEIIHO 2
IBTU U 13 TBTH U € YIBJDKWI TOTYKUBOTA Ha aBaHAhWII MPUOIM3UTENHO 10 9 yaca. Moxe 1a ce
ouakBa ¥ ApyrHu cuiHu naxuouropn Ha CYP3A4 (Hamnp. uTpakoHa301, BOPUKOHA30J,
KJIAPUTPOMUIIVH, He(ha30/I0H, CAKBHHABUD, HEI(PHHABUD, HHAWHABUD, ATa3aHABHUP U TEIUTPOMHUIIVH )
Ja uMat cxonuu edexru. [lopanu ToBa eIHOBPEMEHHOTO MTpUEMaHe Ha aBaHa(MII ¢ MOIIIHU
uaxuouropu Ha CYP3A4 e npoTtuBonokaszano (Bx. Touku 4.2, 4.3 u 4.4).

Epurpomunua (500 mg nBa bt [HEBHO), yMepeHo cuiieH CYP3A4 naxuburop, € 1oBem 10
HapacTBaHe Ha Crnax 1 AUC mipu enHokpaTHa 1032 aBaHadui 200 mg chOTBETHO NPUOIH3UTEIHO 2
OBTU U 3 IBTU U € YABKUI MONTYKMBOTA Ha aBaHa(WI NIpUOIM3UTENHO 10 8 yaca. Moxe aa ce
ouakpa u Apyru ymepeno cuiaHu CYP3A4 uHxuOuTOopH (HAIp. aMIpEHABUD, alPEIUTAHT, TUITHA3EM,
¢ryxoHazou, hocamMrpeHaBHUp U BepanaMmi) 1a UMaT cxoaHu edektu. CrepoBaTeIHO, MaKCHMAaTHATA
npernopbunTeNHa g03a aBaHadmi e 100 mg B pamkure Ha 48 yaca npu MaUEHTH, KOUTO PUEMAT
CYP3A4 uaxuburopu ¢ yMepeHo IeiCcTBHE U He TpsiOBa Jia ce HaaBHmIaBa (BK. Touka 4.2).

Brrnpeku ue He ca mpoy4YBaHW KOHKPETHU B3aUMOJAEHCTBUS, Apyru nHxuOutopu Ha CYP3A4,
BKJIIOUHUTEIIHO U COKBT OT IPEeHI(PyT, € BEPOSATHO Ja MOBUIIAT EKCIIO3UIMATA HA aBaHAUIL.
ITanmmentute TpsiOBa 1a OBAAT CHBETBAHM Ja U30SATBAT COK OT TpedTihpyT B paMKuTe Ha 24 daca mpeau
npueMa Ha aBaHa(uII.

CYP3A4 cyocmpam

AwmioaunuH (5 mg AHEBHO) € f0Be 10 HapacTBaHe Ha Cmax 1 @ AUC mpu eiHOKpaTHa /103a aBaHa(mI
200 mg crotBeTHO ¢ 28 % 1 60 %. Te3u MpoMeHU B €KCIIO3UIIUATA HE CE OMPEICIIAT KaTO KIMHUYHO
3HauuMu. He ¢ HaOmro1aBaH epeKT OT eTHOKpaTHA J103a aBaHA(II BbPXY TUIa3MEHUTE HUBA HA
aMIIOTUTIVH.

Broipeku ue He ca MpOyYBaHNW KOHKPETHH B3aMMOJICHCTBHUS Ha aBaHA(UII C pUBAPOKCAOaH U
anukcaOan (u qBata ca cyoctpatu Ha CYP3A4), B3auMoieiicTBHE HE C€ OYaKBa.

Axmusamopu na yumoxpom P450

He e npaBena omnenka Ha Bb3MoxHus edekt Ha CYP akruBaTopu, ocobeno akrusatopu Ha CYP3A4
(mamp. 0o3eHTaH, KapbamasenuH, edaBupeHil, GeHOOapOUTaI U PUPAMIIUIINH) BHPXY
(hapMakoknHeTHKaTa M epuKacHOCTTa Ha aBaHadwi. He ce mpenopbyBa egHOBpeMEeHHATa yrnoTpeda
Ha aBaHadun u CYP akTuBaTOp, THI KaTO KOMOMHAIMATA MOXKE 1a HAMAIX €(UKACHOCTTA Ha
aBaHa(wI.

EdexTr Ha aBaHadWI BPXY JAPYTH JICKAPCTBEHU MPOAYKTH

Huxubupane na yumoxpom P450

IIpu npoyuBanus in Vitro B 4oBeIIKY YepHOAPOOHN MHUKPO30MH aBaHA(III € TTOKa3ajl MPEHEOPEIKUMO
MaJThK ITOTEHIIMA 32 JekapcTBeHH B3aumoeiicteust ¢ CYP1A1/2, 2A6, 2B6 u 2E1. Hemro mogeue,
Mertabonutute Ha aBaHadwit (M4, M16 u M27), cbimio ca moka3aim MUHAMAJTHA CTETICH Ha
unxudupane Ha CYPs 1A1/2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 u 3A4. B3 ocHOBa Ha Te3u
JTaHHY aBaHA(WII HE CE OYaKBa Jla UMa 3HaYUM e(DEeKT BHpXY JPYTH JEKapCTBEHU MPOTYKTH,
MeTabOIM3UPaHU OT T€3H SH3UMU.

Twit kaTo naHHUTE IN VItro ca ycTaHOBWIM Bb3MOXKHH B3auMoencTus Ha aBaHadmi cec CYPs 2C19,
2C8/9, 2D6 n 3A4, OIbJIHUTEIHN KIMHUYHY IPOYYBaHMs, H3MI0JI3BALIM OMEIPa30Jl, PO3UIJINTA30H U
JIC3UTIPAMUH, HE MMOKa3BaT KIIMHUYHO 3HAaYMMHU B3auMoaericTeusa cbe CYPs 2C19, 2C8/9 u 2D6.

Unoyyupane na yumoxpom P450

HampaBena e orenka in Vitro va morennuantoro nuayiupane va CYP1A2, CYP2B6 u CYP3A4 or
aBaHa(WJI B IbPBUYHY YOBEIIKU XEIIATOIUTH, KOSATO HE YCTAHOBSIBA KAKBOTO M JIa OMJIO BH3MOKHO
B3aUMO/ICHCTBUE MPH KJIMHUYHO 3HAYUMHU KOHIICHTPAIHH.



Tpancnopmepu

In vitro pesynrarute mokasear, ue aBaHaguII MPUTEKAaBa yMEPEH MOTECHITHAN 3a JeHCTBHE KaTo P-gp
cyOctpat 1 P-gp mHXHOHUTOp C AUTOKCHH KaTo CyOCTpaT B KOHIIEHTPAILINH, IO-HACKHA OT N3YHCIIEHATa
ypeBHa KoHIeHTpanus. [loTeHmansT Ha aBaHA(IIT Ja TOBIMSABA IPEHOCA HA APYTH JIEKAPCTBEHU
MIPOIYKTH, MeIUHpaHu oT P-gp, He e H3BeCTeH.

B®3 ocHOBa Ha in Vitr0 JaHHN NPH KIXHWUYHO 3HAYMMU KOHIIEHTPAIIUU aBaHA(II MOXKeE J1a Ob/ie
uaxuoutop Ha BCRP. IIpu KIMHUYHO 3HAYMMHU KOHIIEHTPALIMK aBaHA(PHI HE € HHXUOUTOD Ha
OATPIBI1, OATP1B3, OCT1, OCT2, OAT1, OAT3 u BSEP.

OcTtaBa HEU3BECTHO BIMSHUETO Ha aBaHA(MI BbPXY APYTH TPAHCTIOPTEPH.

Puoyueyam

[IpenknMHUYHUTE TPOYYBaHU MOKAa3BaT aAUTUBEH CUCTEMEH €(EeKT Ha MOHIKaBaHE HA KPBBHOTO
HaJsiraHe Mpu KoMOMHUpaHe Ha nHXxuouTopr Ha PDES ¢ puonuryar. B kmuHMYHN poyYBaHus
PHOIUTYAT TI0Ka3Ba, Ye MOTEHIIMPa XUITOTEH3UBHUSA eeKkT Ha nHXuOuTOpu Ha PDES. Hsima nanuu 3a
OnaronpusTeH KIMHIYECH eeKT Ha KOMOMHAIMATA NP Npoy4BaHaTa nomynanus. ExnoBpemenara
ynoTpeba Ha puonuryar ¢ uaxuouTopu Ha PDES, BkirounTenHo aBanadwi, € npoTUBoNoKa3aHa (Bix.
Touka 4.3).

4.6 @epruiauTeT, GPEMEHHOCT H KbPMEHe

BpemeHHOCT
Spedra He e mokasaH 3a ynorpe0a IpH >KeHH.

Hsma nannu 3a ynorpe6a Ha aBanad w1 npu OpeMeHHH xkeHu. [IpoyuBaHus mpy )KUBOTHH HE MTOKa3BaT
NPEKX WM KOCBEHH BPEIHU €(EeKTH, CBBP3aHU C OpEMEHHOCT, eMOpHOHATHO/(ETaTHO pa3BUTHE,
pakaHe WM MOCTHATAIHO pa3BUTHE (BX. TouKa 5.3).

Kopmene
Hsama nannyam naHHM 32 yroTpeba Ha aBaHA(UII IO BpeMe Ha KbPMEHE.

DepTuaurer
Hsama BiusiHue BBPXY JBUTATEIHATA CIIOCOOHOCT WIIX MOPGOJIOTHSTA HA CTIepMaTa Cle]l IIepopajcH

pueM Ha emHOKpaTHU 103u oT 200 mg aBaHa(II IPH 30paBH TOOPOBOJIIIH.

B knmuHMYHO npoyyBaHe, IPOBEACHO MIPH 3paBU JOOPOBOJILHU U BH3PACTHU MBXKE C JIEKa €PEKTHIIHA
JucyHKIMA, TEPOPATHOTO MpHIoKeHrne Ha AHeBHa qo3a 100 mg aBanadwmn 3a nepuon ot 26
CEeIMHIIM HE Ce CBBP3Ba C MPOsIBa Ha HEXETaHU e(eKTH 110 OTHOIICHUE HA KOHIIEHTpAIHATa, Opos,
MOJBIKHOCTTA WIIM MOP(OJIOTHATA HA CIIEPMATO30UIUTE.

4.7 EdexTn BbpXy cHocoOHOCTTA 32 modupaHe U padoTa ¢ MAIIUHU

Spedra nosnusBa B MajIKa CTEIEH CIOCOOHOCTTA 3a modupane u paboTta ¢ MaruH. Thil KaTo B
KJIMHUYHU U3MUTBAHKS C aBaHA(PUII ce ChOOIIaBa 3a 3aMassHOCT U IIPOMEHH B 3pEHHETO, MAIUCHTUTE
TpsiOBa J1a MMAT MpeCTaBa 3a peakiuuTe cu KbM Spedra npeau aa mopupar win aa padboTsT ¢
MaIIHHH.

4.8 HexeqaHu JeKapcTBEHH peaKIMu

O0600611eHMEe Ha podwiia Ha OE30IIaCHOCT

Ipodunst Ha Ge3omacHocT Ha Spedra ce ocHoBaBa Ha 2566 uITa, KOUTO ca MOJIyYaBaiy aBaHaul B
paMKHTE Ha KJIMHUYHA pa3BOMHA nporpama. Hali-uyecTuTe HexXenaH! JEKapCTBEHU PEAKIINH,
ChOOIIaBaHN B KIHHUYHHUTE MPOYYBAHHMS, Ca OWJIM TTIaBOOOIIHE, 3aUepBABAHE, Ha3aTHA KOHICCTHS U
KOHIECTHS Ha CHHYCHTE U OOJIKH B Tbp0a. KaTo 1510 HeXxenaHuTe ChOUTHUS U HEXKETAaHUTE PeaKiiu




IPH JTKIIa, JIEKYBaHU ¢ aBaHA(HII, ca MO-4eCTH IIPH JINIa ¢ HHIEKC Ha TejecHa Maca (MTM) <25 (nmma

¢ HopmasiedH UTM).

HpI/I ABJIITOCPOYHOTO KIMHUYIHO MTPOYUYBAHE NPOLUCHTHT HA MAUCHTUTC C HECIKCIJIAHU JICKAPCTBCHU

p€aKkin HaMaJIsiBa C YBEJIMYaBaHC Ha NMPOAB/DKUTCIIHOCTTA Ha CKCIIO3UIUATA.

TabauyeH CIHUCHK HA HEXKEIAHUTE JICKAPCTBCHU PCAKIINH

Tabnuiara mo-moiry n30posiBa HeXKEIaHUTE JIEKAPCTBEHU PeakIiny, HabJIto1aBaH! B
UTa1e00-KOHTPOIMPAHN KIMHUYHY U3MUTBaHuUs, ChritacHo mpuetute or MedDRA mpaBmia 3a
yectora: MHOTO YectH (> 1/10), wectn (= 1/100 no < 1/10), Heuectu (> 1/1000 no < 1/100), peaxu
(> 1/10 000 mo < 1/1000), muoro peaku (< 1/10 000) u ¢ HenzBecTHa YecTOTa (OT HATMYHUTE TAaHHU
HE MOXe J1a ObJIe HarpaBeHa OIeHKa). [Ipu BCSIKO rpynupaHe B 3aBUCHMOCT OT YeCTOTaTa,
HEe)KeJTaHUTE JIEKapCTBEHH PEaKLMK ca IPEICTABCHN B HU3XOAAI] pell TI0 OTHOIICHHE Ha TAXHATa

CCPUO3HOCT.

Hesxkenana nexapcreena peakuus (IIpexmountan repmun or MedDRA)

Cucremo-opranen

PecniupaTtopun,
ITPBAHU U
MeANacCTHHAJIHH
HapyLIEeHHSA

Hazanna xoHrectus

CrHycoBa KOHIeCTHs
JucnHes npu ycunme

YecTn Heuectn Penkn
KJIac
Nudexnnn n I'pun
uHpecTanuu Hazodapurarur
Hapyumenns Ha
Py Ce30HHU aneprun
HMYHHATA CHCTEMA
Hapymenus Ha
MeTadoJM3Ma U ITomarpa
XpPaHeHeTo
bescbHue
Heuxuann IIpexneBpemMeHHa
HapylIeHusi eSAKyJIanus
Hemonxosmr edext
3amaiiBaHe I
Hapymenus Ha CUXOMOTOpHA
Py I'maBoGonue CoOMHOJIEHTHOCT P
HepBHATAa cUCTEMAa XUTEPAKTUBHOCT
CuHycoBO r1aBo0OOIHE
Hapymenns Ha ounTe 3aMBbIIIeHO 3peHne
C'[,p;[eq]{]/[ CTCHOKapIII/I}I
TTannuranmun
HapylIeHUs Taxukapaus
XUnepToHus
Cb10BH HApPYIIEHHS 3auepBsiBaHe INopemu BbIHU
XUMOTOHUS
Punopes

Konrectus na
TOPHUTE AUXaTEITHU
ITBTHINA
Enucrakcuc

CTomMamHo-4YpeBHH
HApyLIIeHUs!

Jucnerncus
l'anene
IToBpbiane
CromarieH
THCKOMQOPT

Cyxora B ycTaTa
Tactpur

Bosiku HUCKO B
Kopema

Huapus




Hesxkenana nexapcreena peakuus (IIpexmountan repmun or MedDRA)

CI/ICTeMO-OpFaHeH

TbKaH

YecTn Heuectn Penkn
KJac
Hapymenns na
KO02KATa U MOJAKOKHATA O6pusB

Hapymenus Ha
MYCKYJIHO-CKeJleTHATa

Bbonka B repba

Bonka B xb100Ka

eJIEKTpOKaprorpaMaTa
YBenuueHa chpjcuHa
4eCTOoTa

cucreMa u MyckynHa Muanrus
CheTHHHUTETHATA HaIpPerHaToCT MyCKyJTHH cria3Mu
ThKaH
Hapymenus Ha
GuopemTe Tlonakuypust
NMUKOYHUTE MbTHIIA
Hapyuienue na
Hapymenusi na neHnca
BB3NPOU3BOANTEHATA CrioHTaHHA epeKIHs
CHCTEMA H I'bpaaTa Ha TICHUCA
I'enuranen crpbex
Actenus
OO0umM HapylIeHus ¥ I'pbana Gonka
e(peKTH Ha MSICTOTO HA YMopa I'punonogo6HO
NPUJIOKEeHUe 32001 IBaHe
[Tepudepuu orouu
TloBuiieHO KPHBHO
HaJsTaHe
[IpuckscTBUE Ha KPBHB
B ypHHATa
CobpaedeH mym
VBenuueHu
YBeNM4eHU CTOMHOCTH | CTOMHOCTH HA
Ha 9YepHOAPOOHHU MpocTaTeH
CH3HMH CrieI(pUYCH aHTUTCH
I/I3c,]]e;[BaHp[ﬂ OTKIIOHEHHE B VBennyaBaHe Ha

TErJIOTO

VBenuueHu
CTOHHOCTH Ha
OunpyOuH B KPHBTa
VBenuueHu
CTOMHOCTH Ha
KpEaTHHHUH B KPbBTa
IloBuIIeHa TenecHa
TeMIeparypa

Onucanue Ha M30paHU HEXKEJIAHU JIEKAPCTBEHU PEaKIMy, HaOnroaaBanu npu apyru PDES

UHXUOUTOPH

B manko Ha Opoii ciydau cies MyCKaHeTo Ha MMa3apa U KIMHUYHY W3NUTBaHus Ha npyru PDES
HHXHOUTOPH ce ChOOIaBa 3a HeapTepraaHa peana ucxemuana ontuyura Hespomatest (NAION) u
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BHE3alHa 3ary0a Ha ciiyx . B paMkuTe Ha KIMHHYHA W3IUTBAHUS ¢ aBaHAQWII HE Ca ChOOIICHN TaKUBa
ciy4au (Bxk. Touka 4.4)..

B manko Ha O6poii ciydau cie MyCKaHeTo Ha MMa3apa U KIMHUYHY W3NUTBaHus Ha npyru PDES
MHXHOUTOPH ce ChoOIaBa 3a MpUanu3bM. B paMknTe Ha KIIMHUYHN M3MUTBAHKA C aBaHAQIII HE ca
CHOOIIIEHN TaKWBa CIy4au.

B Maiiko Ha Opoii ciydau cliesi MyCKaHeTo Ha 1Ma3apa U KIMHWYHH W3nuTBanus Ha npyru PDES
WHXUOUTOPH ce ChOOIaBa 32 XeMaTypHsl, XeMaTOCIIEPMHUSI U TICHWJIHA XEMOPAarHsl.

XHIOTOHUS ce ChOOIIaBa Ciiel MyCKaHeTo Ha nasapa Ha apyru PDES uHXuOUTOpH, a B KITMHUYHH
U3IHMTBAHUSA Ha aBaHa(uUIl ce ChOOIIaBa 3a 3aMaiiBaHe — CUMIITOM, YECTO MPHYMHEH OT MOHMKEHO
KpbBHO Hajsrane (BK. Touka 4.5).

Cpo011aBate Ha HOJAO03UPAHU HEKEIAHU PEAKIIAU

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOIYKT € BaxkHO. ToBa MO3BOJIABA J]a IPOIBIDKH HAOJIOICHUETO Ha CHOTHOIIICHUETO TOJI3a/PHUCK 32
JeKapCTBEHUS MPOAYyKT. OT MEIUIIMHCKUTE CTICIIHAIMCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MOI03MpaHa HeKeJlaHa Peakiys Ipe3 HallFioHaTHaTa CHCTeMa 3a ChOoOIaBaHe, mocoueHa B

[punoxenue V.

4.9 Ilpepo3upane

Ha 3ApaBu Jiilla ca 1aBaHu CAUHUYIHU OO3U OO 800 mg aBaHa(l)I/IJ'I, a Ha MManucHTH ca JaBaHHU
MHOT'OKPATHO AHCBHU 03U 00 300 mg. Hexenanute JICKaApCTBCHU PCAKIIUU Ca ounu 1'[0}_'[06HI/I Ha
TE3U, KOUTO CC Ha6JHOI[aBaT IIpHU IMO-HUCKHU 103U, HO TAXHATa 4Y€CTOTa U TEXKECT Ca onu IMO-U3pa3CcHU.

B cnyuaii Ha peno3upane TpsAOBa Ja ce mpeanprueMaT CTaHAapTHUTE TOMOIIHNA MEPKH MTPH HYKJIa.
He ce ogakBa xemomann3ara ga yCKOpH KIMPBHCA, Tl KaTO aBaHA(MII CE CBbP3Ba BbB BUCOK
MIPOIICHT C TUTA3MEHUTE TIPOTEUHH U HE C€ STMMUHUPA C ypUHATA.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 ddapmakoaMHAMMYHU CBOiiCTBa

dapmakoTepaneBTH4Ha rpyna: YponoruuHu; JlekapcTBa, KOUTO ce U3MOI3BAT PH CPEKTHITHA
TUCHYHKITHSI
ATC xox: GO4BE10

MexaHu3bsM Ha IEUCTBUE

ABaHa(UI € CUIIHO CENICKTUBEH U MOIIEH, 00paTHM WHXUOUTOP Ha IUKIMYCH TyaHO3uH MOHOdochaT
(cGMP)-cnieruduunara dochoauecrepasa tum 5. Korato cekcyamHara CTUMYJIamus Iopaxia
JIOKaJTHO OCBOOOXKIaBaHe Ha a30T€H OKCUI, MHXHOMpaneto Ha PDES ot aBanadmin Boau 10 MTOBUIIICHH
HuBa Ha cCGMP B KaBEpHO3HOTO TsUI0 Ha TIeHKHca. ToBa BOJU 10 OTIYCKaHE Ha IIajKaTa MyCKyJIaTypa
U MIPUTOKA HA KPBB B ThKAaHHUTE Ha TICHUCA, B PE3yJITAT HA KOETO Ce MOJTydaBa epeKius. ABaHa(ul
HsIMa e()eKT MPH JIUIICA HA CEKCyalTHa CTUMYJIAIHS.

®dapMakogrHaMUYHY e(hEKTH

IIpoyuBanwmsTa in Vitro ca mokasanm, ue aBaHa(wI € CHIHO CeJEKTHBEH 110 oTHoImeHne Ha PDES.
HeroBusr edext Bbpxy PDES e mo-MoI1eH, 0TKOJIKOTO BEPXY IPYTUTe U3BeCTHU (PochoanecTepazu
(> 100 ptr ipu PDEG6; > 1000 metet ipu PDE4, PDES 1 PDE10; > 5000 etit mpu PDE2 u PDE?7,
>10 000 et ipu PDE1, PDE3, PDE9 u PDE11). Apanadun ¢ > 100 mbTH no-cenektureH 3a PDES,
oTKoNKOTO 3a PDEG6, KOsITO yuacTBa B mpoiieca Ha (hOTOTpaHCAYKIHS B peTrHaTa. [[puban3nureHo

20 000 mpTH O-BHCOKaTa cenekTUBHOCT 3a PDES, oTkonkoTo 3a PDE3, u eH3uM, KoiTO ce Hamupa B
CHPLIETO U KPhBOHOCHUTE CHAOBE, € BaXKHA, Thil karo PDE3 y4acTBa B KoHTpONa Ha ChpAeYHNUS
KOHTPaKTHJIUTET.
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B mpoy4BaHe ¢ u3moia3BaHe Ha mieTnsMorpadus Ha nenuca (RigiScan) mpuemst Ha aBanadmia 200 mg
€ TpeIM3BUKAaJ ePEKIUs, CUMTAHA 3a JOCTaTh4YHA 3a MpoHUKBaHe (60 % pUTrHAHOCT MO cKajaTa
RigiScan), mpu HSIKOU MAIMEHTH B paMKuTe Ha 20 MUHYTH CJIe]] IPUETATa 103a U KaTo 110
MOBJIMSABAHETO HA TE3M MALMCHTH OT aBaHa(uI € OUI0 CTATHCTUYECKH 3HAYMMO B paMkute Ha 20 — 40
MUHYTH, B CPaBHEHHE C TUIae0o rpymnara.

Knnanyna eukacHocT ¥ 6e30macHOCT

B xMHMYHM M3MUTBAaHKA € HAlIpaBeHa OLICHKA Ha BIMSHUETO Ha aBaHA(MI BEPXY CIIOCOOHOCTTA Ha
MBKe ¢ epektuiHa quchynknms (EJL) na momydaT u moaabppikaT epekys, J0cTaThyHa 3a
YIOBIIETBOPUTEIIHA CEKCyalHa aKTHBHOCT. ABaHA(MII € OLIEHEH B pAMKHUTE Ha 4 paHIOMU3UPaHH,
JBOHHO-CIIENH, I1a1e00-KOHTPOIUPAHH, TapaJIeIHO I'PYIIOBU U3IUTBAHUS C IPOIBIDKUTEIHOCT 110 3
Meceria rnpu o6ma nmonynanus ¢ EJI, npu nanuentu ¢ quadet tum 1 wiu tun 2 1 EJl v ipu naruerTy ¢
EJl cnen aBycTpaHHa HEpPBOCHXpaHsBalla paAuKalHa IPOCTATEKTOMHUA. YETBBPTOTO MIPOYUBAHE €
U3CIIe/IBAJIO HAYAJIO0TO Ha JAeiicTBre Ha aBaHadui B ae 103u (100 mg u 200 MQ) mo oTHOIIEHHE Ha
JisTa OTIMTH 33 CEKCyaJieH KOHTAKT Ha YYaCTHHK, KOUTO Ca JIOBEJIN A0 YJOBIETBOPUTEITHO 3aBbPIINIT
noJoB akT. O6mo 1774 nauneHTy ca noiayvaBaiu aBaHa(uiI, KOWTO € MpHeMaH MpU HyXJa B J03U
cboTBeTHO OT 50 mg (eauHo npoyusane), 100 mg u 200 mg (detupu npoyusanus). [lanmeHture ca
OMIIM MHCTPYKTHPAHHM J]a B3EMaT 10 €Ha /1032 OT U3MHUTBAHNUS JIEKapCTBEH MPOTYKT MPUOIUIUTEITHO
30 MUHYTH IIpey 3aII0YBaHE Ha CEKCyaHa ACHHOCT. B 4eTBBPTOTO NpoyUuBaHe MalMEHTHTE ca OUIH
HachpYaBaHHU Ja MPABAT OIUTH 3a MOJIOB aKT OKOJIO 15 MUHYTH ciies IpHIaraHe, 3a 1a ce OLCHH
HAYaI0TO Ha epeKTOreHHUs e(heKT Ha aBaHa W, MpreMaH Mpu HeoOXouMocT B 103u 1o 100 mg u
200 mg.

OcBeH TOBa ¢/IHa NOJTrPyIia MAlMEeHTH € OWia BKIIIOYSHA B OTKPUTO PA3IIUPEHO U3IMUTBAHE, B KOSTO
493 manueHTa ca noJjiyyaBajid aBaHa(uII 3a IEpUOJI OT ToHe 6 Mecena, a 153 — none 12 Meceria.
[TbpBOHAYATHO MAIMEHTHTE ca 3anoyHaiu ¢ aBaHadun 100 mg u mo BCIKO BpeMe B paMKUTE HA
W3MUTBAHETO Ca UMAJTH Bh3MOXKHOCTTA JIa TIOUCKAT J03aTa aBaHadui na obae yBenmdeHa 10 200 mg
Win HaMaJICHa 10 50 mg B 3aBUCUMOCT OT TAXHOTO MHAUBUAYAJIHO MMOBJIUABAHC OT JICHCHUCTO.

B®B BCHUKY M3MUTBAHUS ca HAOIIOIABAaHU CTATUCTUYCCKU 3HAYUMHU TOJJOOPEHHS BHB BCHUKH
OCHOBHHU T10Ka3aTeiH 3a €(PUKACHOCT U IIPU TPUTE JI03U aBaHA(HII B cpaBHEHUE ¢ TU1ane6o edekra.
Tesu pa3nuku ce 3ama3Bar v IpH JbITOCPOYHOTO JedeHHe (10 OTHOIICHNE Ha MPOYYBAHUATA B
obmara nmomymanus ¢ EJI, mpu quaberumu ¢ EJI, npu mexe ¢ EJl cnen aBycrpanHa
HEPBOCHXpaHsBAIlla PAJIMKAIHA TPOCTATEKTOMHS M B OTKPUTOTO PA3LUIMPEHO M3IUTBAHE).

ITpu obmaTa momynanus ¢ EJl, cpeqHUAT MPOLEHT Ha ONHUTH, JOBEJH 0 YCIeNIEH ITOJIOB aKT ca Omim
CBHOTBETHO NpuOau3uTenHo 47 %, 58 % u 59 % npu rpynure npuemanu 50 mg, 100 mg u 200 mg
aBaHadwui1, B cpaBHEHUE ¢ pUOIM3UTENHO 28 % mpu tuianebo rpymnarta.

ITpu manmeHTy cbe 3axapeH AuadeT TUMI | win Tyl 2, CpeIHUST IPOLEHT Ha OIUTH, JOBEJIU 10
yCIIEeUIeH TOJIOB aKT, ca ounn cboTBeTHO 34 % 1 40 % npu rpynute npuemanu 100 mg u 200 mg
aBaHadwui, B cpaBHeHUE ¢ pubm3uTenHo 21 % npu mianebo rpynarta.

[Tpu mbxe ¢ EJ] ciieq nBycTpaHHa HEPBOCHXpaHsIBAIlla PaUKAITHA IPOCTATEKTOMHUS, CPESTHUSLT
MIPOIICHT Ha ONUTHUTE, 3aBHPILIWIH C YCIIEIICH TI0JIOB aKT, ca OWJIM ChOTBETHO NMPUOIU3UTENHO 23 % U
26 % mpu rpynute npuemanu 100 mg u 200 mg aBanadwmi, cnpsmMo npudIH3uTeHO 9 % npu mianedo
rpymara.

B npoyuBaneTo 3a Hayajo Ha jaeiicTBre, aBaHABHII € JeMOHCTPHPAJ CTATUCTUYECKH 3HAYMMO
1o100peHne B IbPBUYHATA IIPOMEHIINBA 33 ehUKACHOCT (CPEIeH [T YCICIIHH OTTOBOPU Ha YYaCTHHK
clie/l IPIIOKEHHE Ha /1033, chritacHo [Ipodun Ha onmuTuTe 32 OChILECTBIBaHE Ha 1MOJIOB akT (Sexual
Encounter Profile 3, SEP3)) cipsimo ruiaiie60, BoJeo 0 YCIEIIeH MoJioB akT B 24,71% oT onutute
mipu no3a 100 mg u 28,18% npu noza 200 mg oxomno 15 munyTH cnex npunarane crpsimo 13,78% 3a
iane6o.
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IIpn Bcnuky OCHOBHYM M3MHUTBAaHMWS Ha aBaHA()WII MPOLIEHTHT HA YCIEITHUTE OMUTH 32 MOJIOB aKT €
3HAYUTEITHO MMO-BUCOK MPY BCUYKH JT03U aBaHA()UI B CpaBHEHHE C pe3yiITaTuTe OT maredo, KaTo ca
MPOYYCHH OMUTHU IIPU BCIKAKBU MHTEPBANIA OT BpEeMeE CJIe1 IPUEM Ha J103aTa.

[eauatpuyna monymnaius

EBpomneiickata areHIusi o JiekapcTBaTa 0CBOOOXK/IaBa OT 33IbJDKEHHETO 32 TPEIOCTaBsIHE Ha
pe3yaTaTuTe OT MPOYUBaHHUATA ChC SPedra BB BCHUKH MOATPYNH HA TICTUATPUYHATA MTOMYJIAIHUS C
epekTiiHa TuchyHKIM (BXK. Touka 4.2 3a MH(QOPMALKA OTHOCHO yIoTpeOa B IeIUaTpUsITa).

5.2 @apmakoKHMHeTHYHH CBOWCTBA

ABanadui ce abcopOupa Obp30 ciel epopajieH MpUeM, KaTo MearaHaTa Ha Tmax € oT 30 10 45
MUHYTH. DapMaKOKMHETUYHHUTE MY XapaKTEPUCTUKU HAPACTBAT MPOIIOPIIMOHATHO Ha J103aTa B
IpenopbyaHuTe J030BH rpaHuud. EnuMuHnpa ce mpeguMHO Ype3 4epHOIpoOeH MeTaboIn3bM
(ocuoBHo CYP3A4). ExnospemennoTo npuiarane Ha Moy CYP3A4 uHxuOuTopu (Hamp.
KETOKOHA30JI 1 PUTOHABHUP) CE CBHP3Ba C TIOBHUINICHA SKCTIO3UITHS Ha aBaHadwi (BXK. Touka 4.5).
ABaHadui UMa MOTY>KUBOT B KpaiiHa ¢a3za npubimsutenHo 6 — 17 yaca.

AOGcopOuus
ABanadun ce abcopOupa 06p30. HabmoaBaHiTe MaKCUMAITHU TUIA3MEHU KOHIICHTPAIIUU CE IOCTUTAT

B pamkuTte Ha 0,5 1o 0,75 gaca cie nepopaieH npueM Ha riaaHo. AKo aBaHauI ce IpUeMe ¢ XpaHa
C BUCOKO ChIbpKaHNE HA Ma3HUHH, CKOPOCTTA Ha aOCOpOLHS ce MOHIKaBa ChC CPEAHO 3a0aBsIHE 10
JOCTUTaHE Ha MAKCUMAaJIHA KOHLIEHTPALUsl Tmax OT 1.25 uaca u cpenHo noHmxkaBaHe Ha Cmax 0T 39 %
(200 mg). Hama Biusinue BbpXy crenenra Ha ecknosunus (AUC). Mankurte npomeHH B Ciax Ha
aBaHaduI UMAT MUHUMAaJIHA KJIIMHUYHA 3HAYUMOCT.

PasnpeneneHue
ABanadun ce cBbp3Ba MpuOIN3UTEIHO 99 % C ma3Menu nporenHu. CBBP3BAHETO C IPOTCHHA HE

3aBUCH OT 001I1aTa KOHIICHTPAIUS Ha aKTHBHOTO BEIIECTBO, BB3pacT, ObOpeuHa U 4epHoApoOHA
(dynkius. He e yctaHOBeHO HaTpymnBaHe Ha aBaHA(II B IU1a3MaTa, pH fo3upade ot 200mg aBa mbTH
JTHEBHO B IpOoAbkeHUe Ha 7 mHU. Ha 06a3a Ha oTynTaHe Ha HATMYMETO Ha aBaHa(WI B cCliepMara Ha
3npaBu nodposonnn 45-90 MuHyTH cien mpueM Ha fo3ata, mo-mainko ot 0,0002 % ot mpuetara go3a
MOXeE J]a ce OTKPHE B CliepMaTa Ha MaI[MeHTHTE.

buorpanchopmanus

ABanadui ce exckpetupa npeauMuo oT CYP3A4 (ocuosen mbT) 1 CYP2C9 (BTOpHUYCH ITBT)
YepHOAPOOHH MUKPO30MHH M30€H3UMHU. [11a3MeHNTE KOHLIEHTPAlMK Ha OCHOBHUTE IUPKYJIUPAIIN
MeTabonutu, M4 u M16, ca choTBeTHO TprOIIM3UTENHO 23 % 1 29 % OT OCHOBHOTO ChEIIMHEHHUE.
MertabomutsT M4 mmokasBa mpoduia Ha ceeKTUBHOCT KbM (hochoamecTepasa, CX0eH Ha TO3HM HA
aBaHadua 1 in Vitro naxudutopHa edukacnoct npu PDES 18 % ot ta3u Ha aBanadui. CiegoBaTenHo
M4 otroBaps 3a npubausuTenHo 4 % ot odmaTa papmakoIoruyHa akTUBHOCT. MetabonutsT M16 ¢
HeakTuBeH crpsimo PDES.

Enumunupane
ABaHaui ce MeTaboIM3Kpa eKCTEH3UBHO MPH YOBEIKa momynanusa. Cies nepopaiieH npuemM

aBaHa(UII ce eKCKpeTHpa mnoja hopMarta Ha METAOOJIUTH NMPEAUMHO C U3MPAKHEHUATA (IPUOIU3UTETHO
63 % ot mepopainHara 103a) ¥ B I0-MaJIKa CTEeTeH ¢ ypuHata (npubnausurenno 21 % ot npuerara
nepopaHa 103a).

Jpyru cuerubuyHy momyaaniu

Cmapuecka 6v3pacm

ITo-BB3pacTHUTE ManyieHTH (65 ¥ TOBEYE TOIWHN) UMAT CHIIOCTAaBUMA €KCIIO3HIIHSI C HaOII0JaBaHNUTE
TaKuBa IPH IMO-mitaay narueHTs (18 - 45-rogumran). Jlanaute 3a nura Hax 70-rogurmHa Bb3pacT
o0aue ca orpaHHYCHH.

bvopeuno yspeacoane
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[Mpu natmenTy c sexo (kpeaTHHUHOB KIMpBHC > 50 - < 80 ml/min) u ymepeHo (kpeaTHHUHOB KIMPBHHC
> 30 - < 50 ml/min) 6B6peuro yBpexaane, papMakOKHHETHKATa HA eMHUYHA 103a aBaHadmia 200 mg
He ce mpoMeHs. JINIcBaT TaHHY 3a MALMEeHTH C Te)KKa ObOpeyHa HeOCTaThYHOCT WM B KpaliHa (a3za
Ha ObOpeyHa 60JIeCT, KOUTO ca Ha XeMOAHAIH3a.

Yeproopobno yspedcoane

IMaruenTH ¢ 1eko YepHOAPOOHO yBpexaane (kinac A mo ckanata Ha Child Pugh) ca nokasanu
€KCIIO3HITUS, CHIIOCTABUMA C Ta3HW TPH MAIMEHTH ¢ HOpMaJTHa 4epHOoApoOHa QDYHKIIHS TIPH ITPHEM Ha
emHokpatHa mo3a aBanadmn 200 mg.

Excmozummsita 4 waca cien npueTaTa 103a € Omiia mo-HuCKa Py MalueHTH C YMEPEHO Y€PHOIPOOHO
yBpexaane (kinac B mo ckanara va Child Pugh) B cpaBHeHue ¢ maimeHTH ¢ HOpMaiHa YepHOAPOOHA
¢ynkms cnen no3a ot 200 mg aBaHaduia. MakcuMaiHaTa KOHIEHTPALHS ¥ eKCIIO3UIHS € Onia
no700Ha Ha Ta3M, HaOJoIaBaHa CJIe MPUEM OT MAMeHTH ¢ HOpMaJIHA YepHOApoOHa (QYHKIIHS Ha
e(ukacHa no3a aBaHadui 100 mg.

5.3 IlpeakJIMHUYHH JaHHU 32 0€30MACHOCT

Hexnuanaaure JaHHHU HC ITIOKa3BaT ocobOeH PHUCK 3a XOpa Ha Oa3arta Ha KOHBCHIIMOHAJIHUTC
(I)apMaKOJ'IOFI/ILIHI/I MIpoOy4BaHUIA 3a 683OHaCHOCT, TOKCUYHOCT IIpU MHOT'OKPATHO IIPpUJIAraHC,
TCHOTOKCUYHOCT, KAPIUUHOICHCH IMOTCHIHAI U PCIIPOAYKTUBHA TOKCUYHOCT.

[Ipu u3nuTBaHe HA PepTHIUTETA U PAHHOTO EeMOPHUOHAIHO Pa3BUTHUE MPH IUTBXOBE, € HAOII0AaBAHO
HaMaJsiBaHe Ha (epTUIINTETa U NOABIKHOCTTA Ha CIIEPMAaTO30UANTE, IPOMEHEHH €CTPATHU LIUKIH U
MIOBUIIIEH TMPOLICHT Ha aHOMAJIMH B criepmara npu 1o3a 1000 mg/kr/nHeBHO — 1032, KOSTO ChILO Taka e
npeau3BHKaia TOKCHYHOCT IPU TPETUPAHUTE MBXKKHU U )KEHCKH ITbX0Be. He e 3abemnsi3ano BnusiHue
BBPXY (pepTriuTeTa MM Ka4ecTBOTO Ha criepMara mpu 1o03u 10 300 mg/Kr/mHeBHO (TIPH MBKKA
TUTHXOBE TOBA € 9-IIbTH YOBEIIIKA CKCIIO3UIIMS, M3UKCICHa Ha 0a3a Ha HeoOBbp3anaTa AUC mpu no3a
ot 200 mg). He ca oTKpUTH CBHP3aHU C JICUCHUETO HAXOJKU B TECTUCUTE HA MUILKU U TUIHXOBE,
Tpetupanu ¢ 1031 10 600 mm 1000 mg/Kr/mHEBHO 32 MepHO OT 2 TOAWHHU, KAKTO U HE Ca OTKPUTH
HaXOJIK{ B TECTHCUTE Ha Ky4eTa, TPeTHUPaHU ¢ aBaHA(UI 32 nepuos oT 9 Mecena Ipu TPETUPAHETO UM
¢ 103, 110 mbTH OT AOMYyCTUMUTE MIPU JICUEHUE HAa XOpa KaTO MaKCHMaJHa IpenopbYuTeIHa 03a 3a
xopa (Maximum Recommended Human Dose, MRHD).

[Tpu 6GpemMeHHN ITbXOBE HE ca HAOMIoJaBaHN MPU3HAIM Ha TEPaTOreHHOCT, eMOPHOHATHA TOKCHYHOCT
WK PETOTOKCUYHOCT mpu 103U 110 300 mg/Kr/mHeBHO (MPUOTU3UTEIHO 15 THTH MakcUMaHaTa
IPENOpBYMTENHA 032 Ha 6a3a mg/M? npu nauueHT ¢ Tero 60 kr). [Ipu TokcuuHa 3a Maiikara J103a OT
1000 mg/xr/nreBHO (MIpUOIM3HTENHO 49 BT MaKCHMaJIHaTa IIPENOPhYMTENIHA 103a Ha 6a3a mg/M?),
€ Ha0JIr0TaBaHO HaMaJIeHO TETJIO Ha TUToaa 0e3 MpU3HAIM Ha TepaTOreHHOCT. [Ipu OpemMeHHn 3aiiimy,
HE ca HaOJII0JaBaHu MPU3HALY Ha TEPATOr€HHOCT, EMOPUOTOKCHYHOCT WIIM ()ETOTOKCHYHOCT IIPH 03U
10 240 mg/xr/qHeBHO (MpUOAM3UTENHO 23 THTH MaKCUMaIHaTa npenopbuutenta no3a MRHD na
6a3a mg/m?2. Tlpu npoyuBaHe che 3aiily € HaOII01aBaHa TOKCHYHOCT 3a MaiiKaTa Ipu

240 mg/Kr/qHEeBHO.

[Tpu npoy4BaHe ¢ TUTLXOBE 3a TPOCIE/IBaHE HAa TPEHATATHO U IOCTHATAITHO Pa3BUTHE, MAITKUTE Ca
MOKa3aJI¥ TPaWHU MOHWKEHHUS B TEJIECHOTO TErJIo mpH a03a 300 mg/Kr/mIHEBHO U MO-BUCOKA
(nmpubmmsutenno 15 et MRHD Ha 6a3a mg/m?) n 3a6aBEHO MOJIOBO Pa3BUTHE MPH

600 mg/kr/nueBHO (mpubmMsuTenHo 29 mstu MRHD Ha 6a3a mg/m?).

6. DOAPMAIIEBTUYHU JIAHHU

6.1 Chnucbk HAa IOMOIIHHUTE BelleCTBA

Manuron

®dymapoBa KHCEIHHA

XUApOKCUTTPONMIILIECNTYI03a
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XUAPOKCUTIPOTIHIIIIEITYJIO3a C HUCKA CTETICH HAa 3aMECTBaHE

Kanmmer kapbonat

Marnesues creapar

Kbt xenesen okcun (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoCT

5 ronuHU

6.4 CrneuuaJjJHM ycJI0BHUS HA ChbXpaHeHHUe

To3u JICKApPCTBCH MMPOAYKT HC M3HMCKBa ClICHHUAIHN YCIIOBHA Ha CbXPaHCHUC.

6.5 Bwuau chbabp:kaHHe HA ONAKOBKAaTa

PVC/PCTFE/anymununesu wiu PVC/PVDC/anymunueBu, nephoprupanu €1HOA030BU OJIUCTEPH B
KapToHeHHu KyTuu 1o 4x1, 8x1 u 12x1 Tabnerka.

He Bcuuku BUIOBE OMAaKOBKH MOTaT Aa ObAaT IMyCHATH B Mpojaaxoa.
6.6 CnenmaJHu mpeana3Hu MEPKH NMPH U3XBbPJIsIHE

Hswma cnenmanay M3MCKBaHUSI.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Phoenix Labs Unlimited Company

Suite 12, Bunkilla Plaza

Bracetown Business Park

Clonee, County Meath

Upnanaus

8. HOMEP(A) HA PASBPEIIEHUETO 3A YIIOTPEBA

EU/1/13/841/001-003

EU/1/13/841/012-014

9. JATA HA TBPBO PABPEIIABAHE/ITIOJJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

JlaTta Ha mepBO paspemarane: 21 ouu, 2013 r.
[ara Ha nocnenHo nojxHoBsBaHe: 23 ampuin 2018

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[TonpoOHa mH(pOpManKs 3a TO3H JeKapCTBEH MPOAYKT € MpelocTaBeHa Ha yebcaiiTa Ha EBpomneiickara
areHuus 1o JIeKapcTBaTa http://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Spedra 100 mg TabneTku

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bcsika Tabnerka cpappka 100 mg aBanadun (avanafil).

3a IIBJIHUS CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

TabneTka.

brienoxbnti oBaHM TaONETKH, ¢ BIUTEOHATO penedHo ozHadenue “100” ot exHarta cTpaHa.
4. KJIMHUYHU JAHHHA

4.1 TepaneBTUYHU NMOKA3AHUSA

Jleuenue Ha epeKTUITHA TUCHYHKIMS TIPU BB3PACTHU MBKE.

3a ma 6p1e eeKTHBHO AekcTBHETO Ha Spedra, ¢ HeoOXoauMa CEKCyalHa CTUMYJTallus.

4.2 Jlo3upoBKa M HAYUH HA MPHJIOKEHHE

EOSI/IQOBK&

Vnompeba npu év3pacmnu mwoice

[Ipenopbuntennara no3a ¢ 100 mg, kouto ce B3eMar npu Hyxaa npubmuzutenado 15 no 30 Munytu
npe/y MOJ0BHUs akT (BK. Touka 5.1). B 3aBUCHMOCT OT eheKTa U MOHOCHUMOCTTA JI03aTa MOXKe J1a Ob/ie
yBenmuueHa MakcuMaiaHo g0 200 mg win HamaneHa 10 S0 mg. MakcuMaiHaTa IpernopburuTeIIHa
4eCTOTa Ha PUEMaHe € BeIHbX JHEBHO. HeoOXxomuma e cekcyaaHa CTUMYJIANus 3a TOBIUSIBAHE OT
JICUCHHETO.

Cneuuaﬂﬁu nonyaauuu

Cmapuecka év3pacm (> 65-coouuunu)
Kopekimu Ha 103aTa He ca HeOOXOIUMH TIPH TTAIMEHTH B cTapuecka Bb3pact. Hamnunu ca
OrpaHMYCHH JaHHU TPH MAIMEHTH B CTapuecka Bb3pact, Ha 70 roAnHu U MoBeYe.

bvopeuno yspeacoane

Kopekiuu Ha 103ata He ca HEOOXOAUMH TPH MAIMEHTH ¢ JIEKO J0 YMEPEHO ObOPEYHO YBpEKIaHe
(xpearnanHOB KiMpbHC > 30 MI/min). Spedra e mpoTHBONIOKa3aH MPH MAMEHTH C TEXKO OBOPEUHO
yBpexaane (kpearnanHoB KiupbHC < 30 ml/min) (Bxk.Touku 4.3 u 5.2). [Ipu nanueHTy ¢ JIeKo Wi
yMepeHo 0b0pedHo yBpexaane (kpeatnHuHOB KimpbHC > 30 mi/min, Ho <80 ml/min), kouro ca
BKJIFOYCHH BBB (paza 3 mpoyuBaHus, ce HaOJII01aBa HaMalleHa e()UKACHOCT B CPABHEHHUE C TE3H C
HOpMaJHa ObOpedHa QyHKIHA.

Yeprnodpobno yspedcoane

Spedra e mpoTUBOMOKA3aH MPH MALMEHTH C TEXKO YepHOAPOOHO yBpexaaHe (kiaac C 1o ckanara Ha
Child Pugh) (x. Touku 4.3 u 5.2). [Ipy HaiEeHTH € JEKO HIH YMEPEHO YepPHOAPOOHO yBpEXKIaHE
(xmac A mu B o ckanara Ha Child Pugh) nmegenuero tps6Ba 1a ce 3amoune ¢ MUHEMAaTHATA
edukacHa 103a 1 103UPOBKaTa Jla CE KOPUTUPA Bb3 OCHOBA HA MOHOCHMOCTTA.

16



Ynompeba npu nayuenmu ¢ ouabem
Kopexkiun Ha 1o3ata He ca HEOOXOAUMU TPU MAIUCHTH C AHa0eT.

Ileouampuuna nonynayus
HsiMa choTBeTHO mpuiiokeHne Ha Spedra B meinaTpuyHaTa IMOMyJIalys 3a IIOKa3aHUEeTO ePEKTHIIHA
JUcyHKIHSA.

YHOWID€6G npu nayuenmu, npuemauiu 0DV2M Jlekapcmea

Eonospemenna ynompeba na CYP3A4 unxubumopu

EnnoBpemenHoTo npuiarade Ha aBaHadmi ¢ Moiau CYP3A4 nHXxuOUTOpH (BKIIOYUTETHO
KETOKOHA30J]1, PUTOHABHP, aTa3aHaBUP, KIAPUTPOMHULVH, HHIXHABODP, UTPAKOHA30]1, He(a30a0H,
HeJ(HUHABHD, CAKBUHABUD M TESIUTPOMHUIIMH) € IIPOTUBOIIOKA3aHO (BK. ToukH 4.3, 4.4 u 4.5).

[Tpu nanpeHTH, MoyryyaBaiy eJJHOBPEMEHHO JieueHne ¢ ymepero MomHu CYP3A4 naxudburopu
(BKJIIOUUTEIHO EPUTPOMHUIINH, AaMIIPEHABUD, AlIPETIUTAHT, TWIITHAa3eM, QIIyKOHa307, (hocaMIpeHaBup U
Beparnammi ), MaKCUMallHaTa TIPenophUnTeNIHA 1032 aBaHadwI He TpsaOBa na Hajaeuimasa 100 mg, ¢
UHTEpPBAJl MKy I03UTE HE MO-MaIbK OT 48 4yaca (Bk. Touka 4.5).

Hauun Ha npuiioxxeHue
3a nepopaniHa ynorpe6a. [Ipu npuem Ha Spedra o Bpeme Ha XpaHEeHe HA4aJIOTO Ha JACHCTBHETO MOXKE
na Ob/ie 3a0aBeHO B CPaBHEHHUE C MPHUEMa Ha TIIaaHO (BXK. TOYKa 5.2).

4.3 IIpoTuBomoka3aHus

CBpBXUyBCTBUTECITHOCT KbM aKTHBHOTO BEIIECTBO HIIH KbM HIKOE OT MIOMOIIHUTE BEIECTRA,
n30poeHu B Touka 6.1.

3a manueHTH, KOUTO MO KaKBaTO U Jia Owmiio (hopMa nmprueMaT CheAMHEHHUS, OTACISIINA OPTraHHYHH
HUTPATHU WU a30TeH OKCU/ (KaTo aMuil HUTPHT) (BXK. Touka 4.5).

EnHoBpeMeHHOTO TPHIIOKEHNE Ha HHXHOUTOpH Ha hocdoamectepasza tun 5 (PDES), BrmountenHo
aBaHa(WI, ChC CTUMYJIATOPY HA TyaHWJIAT IIUKJIa3a, KATO PUOLIUTYAT, € IPOTHBOIIOKA3aHO, Thid KaTo €
BB3MOJKHO J1a IOBEJIE /IO CUMIITOMATHYHA XUTIOTOHUS (BXK. ToUKa 4.5).

.HeKapI/ITe TpH6Ba Aa B3¢MaT NpeaABHU/ NOTCHIUATIHUSA KapAUOJIOTUYCH PUCK IIPHU CCKCYaJIHA dKTUBHOCT
Ha MalfUCHTH ChC CHIICCTBYBAIIO ChbPACYHOCBAOBO 3a60J'I$IBaH6, npeay 1a UM u3nuuiat Spedra.

VYnorpebara Ha aBaHa W1 € IPOTUBOINOKA3HA IIPH:

- [MaumenTH, KOUTO ca UMaNK HHPAPKT HA MUOKap/a, MO3b4YEH UHCYIT WIN
YKUBOTO3aCTpalllaBalla apuTMUs Mpe3 MocieIHUTe 6 Mecela,

- [ManueHTH ¢ XUMOTOHUS B TIOKOH (KpbBHO Hassrane < 90/50 mmHQ) wiu xunepTorus (KPbBHO
Haisirane > 170/100 mmHQ);

- [MaumenTH ¢ HeCTaOMIIHA CTCHOKAPAMS, CTEHOKAP/IUS MIPH MOJIOB aKT WM 3aCTOMHA ChplIevHa
HeocTaThYHOCT OT || pyHKIIMOHENeH KiTac U Mo-BHUCOK, Kiacudunupana ceriiacHo HroopkckaTta
kapauonorndna acormarst (New York Heart Association, NYHA)

[ManuenTH ¢ TeXKO YepHOAPoOHO yBpexkaane (kimac C mo ckanara va Child Pugh).
[MTanmenTH ¢ TexXKO OBOPEYHO yBpekIaHe (KpeaTHHUHOB KiaupbHC < 30 ml/min).
[ManyieHTH, KOUTO UMAT 3ary0a Ha 3peHHETO Ha eTHOTO OKO MOpaIy HeapTepuaaHa MpeIHa HCXeMUYHA

ornrrryHa HeBpomnatus (HAMOH), He3aBuCcHMO Jaiy TO3W €NMU30/1 € CBbP3aH MIN He C TIPEIX0IeH
npueM Ha uaxuouTop Ha PDES (Bxk. TOuka 4.4).

17



TlanimenTy ¢ M3BECTHU HACIICACTBEHHU JACTCHCPATUBHU 3a00JISIBAHUS Ha pe€TuHaTta.

[NanuenTu, kouto nznon3sat MouHu CYP3A4 naxubutopH (BKIIOUYUTETHO KETOKOHA30J1, PUTOHABUD,
aTa3aHaBUp, KIAPUTPOMHLIMH, HHINHABHUD, UTPAKOHA301, He(a300H, HelN(pHHABHD, CAKBUHABHP H
tenutpomuitul) (BK. Touku 4.2, 4.4 u 4.5).

4.4  CpoeuuajHu npeaynpe:RIeHUs! U NpeINa3Hu MePKH NPH yNoTpeda

IIpenu na 6b1€ Ha3HAYCHO MEIMKAMEHTO3HO JIeUCHHE, € HEe0OX0IMMO CHEMaHe Ha METUIIMHCKA
aHamMHe3a 1 (DU3HMKAJICH CTaTyC 3a TUArHOCTUIIMPAHE Ha EPEKTHITHATA TUCPYHKIHS U ONpeIeIsTHe Ha
BB3MOXKHUTE TIPUIHHU.

CBbpIeYHOCHIOB CTATYC

[Ipenu 3amouBaHe Ha KaKBOTO U Jja OWIIO JICYCHUE HAa EPEKTHIIHA TUCHYHKITUS JICKApUTE TPOBa /1a
NPEIEHAT ChPJICYHOCHIOBHS CTATYC Ha MAIIEHTHTE CH, ThH KaTO ChIECTBYBA U3BECTEH ChP/ICUCH
PHCK, CBBP3aH ChC CEKCyalIHATa aKTUBHOCT (BX. ToUKa 4.3). ABaHA(QWI UMa ChAOPA3ITUPSIBAIII
CBOICTBA, BOJICIIH JI0 JICKO U MPEXOAHO HAMAJISIBAaHE Ha KPHBHOTO HaisIraHe (BXK. Todka 4.5), u
Mopajy TOBa 3aCHJIBA XUIIOTEH3UBHUSA e¢eKT Ha HUTpaTuTe (BXK. Touka 4.3). [TarmeHTn ¢ 00CTpyKIus
Ha JICBOKaMEPHUSI U3XOJICH TPAKT, HAIpP. AOPTHA CTEHO3a M WAMONATUIHA XUIIepTpodUIHa cybaopTHA
CTEHO3a, MOXe J1a ObJaT YyBCTBUTEIIHU KbM JIESHCTBUETO HA Ba30AMIATOPH, BKItountTenHo PDES
WHXAOUTOPH.

IIpuanuzsem
[TanueHTH, KOUTO MOIYYaT EPEKIHsl, KOSTO MPOAbKaBa 4 yaca WM roBeue (Mpuanu3bpm), TpsAoBa 1a

ObAaT MHCTPYKTUPAHHM /1A TOTHPCST He3a0aBHO MEANIIMHCKA ITOMOII. AKO ITPHANU3MBbT HE Ce JICKyBa
He3a0aBHO, pe3yJATaThT MOXKE J1a ObJIe yBpPEKIaHe Ha ThKaHTa Ha ITICHHCA WIH TpaifHa 3ary0a Ha
NOTEHTHOCT. ABaHA(MI TpAOBa J1a ce U3MOJI3Ba BHUMATEIIHO NIPU MALMEHTH C aHATOMUYHA
nedopmManys Ha eHuca (KaTto aHTyianus, KaBepHo3Ha puopo3a wiu 6onect Ha lleliponn) wnu npu
HALMEHTH ChC ChCTOSHUS, KOUTO MIPEAPA3nosaraT KbM IPUANH3bM (KaTo ChPIOBUAHO-KIETHYHA
aHEeMUsl, MyJITHIIJICH MHEJIOM WMJIH JIEBKEMUS).

3puTenHu npodIeMu

CrobmmaBanu ca 3puTeaHn Ae)eKTH, BKIIOUNTEIHO IeHTpaiHa ceposta xopuopetunonatus (IICXP)u
ClIydad Ha HeapTepuallHa IpeHa ncxemuyHa ontuyHa HeBporatus (HAWOH) BBB Bpb3ka ¢ mpuema
Ha PDES waxuburtopu. B ciyuait Ha BHE3aITHH HApYIICHUS HA 3pEHUETO MAUEHTHT TPsIOBa Ja One
MOCHBETBAH J1a CIIpe preMa Ha Spedra u He3a0aBHO Ja ce KOHCYITHpA ¢ Jekap (Bxk. Touka 4.3).

Edektu BbpXY KPHBOCHCUPBAHETO

In vitro npoyuBanus BEPXy YOBENMIKH TPOMOOIIMTH MOKa3BaT, ue PDES nHXnOUTOpHTE CAMOCTOSTEIHO
HE OKa3BaT e(DeKT BhPXy TPOMOOIIMTHATA arperaius, HO PU CYNpaTePanieBTUIHH JO3H TS
MMOTEHIIUPAT AHTHATPETAHTHUTE CBONCTBA HAa ChSIMHCHUETO HATPUEB HUTPOPYCH/I, KOETO € JOHOP Ha
azoreH okcup,. [Ipu xopa PDES nHXUOUTOpHTE M3k A HE TIOBJIHSBAT JOMIBIIHUTEIHO BPEMETO Ha
KbPBEHE KaKTO CAMOCTOSATEITHO, TaKa U B KOMOWHAIINS C alleTUIICAIUITUIIOBA KACEITHHA.

Hsma nadopmanus 3a 6e30nmacHOCTTa PH pUeMa Ha aBaHa(HI OT MAIMEHTH C HAPYIICHHS B
KPBHBOCHCHUPBAHETO WJIM aKTUBHU NMEeNTHYHH 513BH. [lopaan ToBa aBanadwmi TpsOBa fa ce mpeanucsa Ha
TaKMBa MAEHTH CaMo CJie/l BHUMATellHa OIIeHKa Ha ChbOTHOILIEHUETO MOJI3a/pUCK.

Hamanena nau BHE3amHa 3ary0a Ha ciayx

[ManuenTure TpssOBa 1a ObIAT MOCHBETBAaHU Ja cupaT npuema Ha PDES uHXuOUTOpH, BKIFOYUTEITHO
aBaHa(wI, ¥ He3a0aBHO J1a MMOTHPCAT METUITMHCKA KOHCYJITAIMS B CTy4ail Ha BHE3aITHO HaMaJIIBaHE
uu 3ary0a Ha ciyxa. TakuBa ciiydau, KOUTO € Bb3MOXKHO Jia ObJIaT MPUAPYIKEHH OT LIYM B YIIUTE U
3aMastHOCT, ca ChoOIIaBaHM 10 Bpeme Ha npueM Ha PDES nnxubutopu. He ¢ Bp3MokHO 1a Obae
OTIpEICNICHO AU Te3H CIIyYau ca CBbP3aHU MPsKo ¢ nmpuemaneTo Ha PDES uaxuburopu wiu ¢ npyru
(akTopu.

E,Z[HOBDGMCHCH IIpUEM Ha and)a-6n01<ep1/1
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EnnoBpemenHusT mpueM Ha anda-010kepn 1 aBaHa(wI MOXKE J1a TOBEIE O CUMIITOMATHYHA
XHUIIOTOHMS TIPY HAKOH MAI[EHTH [TOpaan aJUTHBHU Ba30AMIaTaTOPHN eekTH (BXK. Touka 4.5).
TpsiOBa 1a ce B3eMe IPEABHT CIICTHOTO:

o [NanuenTure TpsOBa 1a ObAAT cTaOMIM3UPAHU HA Tepanus ¢ anda-0JoKep, Ipean Aa 3ar0YHAT
npuema Ha Spedra. [TanueHTn, KOUTO MOKa3BaT XeMOANHAMUYHA HECTAOMITHOCT IPH TePAITHs
camo ¢ anga-010kepH, ca ¢ HOBUIIEH PUCK OT CUMITOMATUYHA XUIIOTOHUS IIPU €IHOBPEMEHEH
npreM Ha aBaHauIL.

o [pu nanueHTH, KOUTO ca CTAOMITU3UPAHH Ha Tepamus ¢ anda-06yiokep, TpsOBa 1a ce 3arovHe C
Hali-HHCKaTa 1032 oT 50 mg aBaHaduI.
o Ipu nanueHTH, KOUTO Beyue MPUEMaT ONTUMaTHA 1032 Spedra, Tepanusita ¢ anda-oaokep

TpsiOBa J1a 3aI04He ¢ Hal-HHUCKaTa o3a. [Ipu npreM Ha aBaHadWII OSTAITHOTO MOBUIIIABaHE HA
no3arta Ha anga-0okepa MOKe 1a Ob/ie CBbP3aHO C MO-HATATHIIHO MOHMKAaBaHE HA KPBBHOTO
HaJIsATaHe.

. be3zonacHocTTa Ha KOMOMHHpaHaTta ynotpeba Ha aBaHadui 1 anda-6okepu Moke 1a Oblie
MOBJIMSIHA OT IPYTH POMEHIIMBY, BKIIFOUUTEITHO U3NPa3BaHe HA BETPECHIOBUS 00EM, U OT
JPYTH aHTUXUIIEPTCH3UBHH JIEKApCTBA.

EnnoBpeMenno npuiioxenne cbc CYP3A4 nuxuburopu
EnnoBpeMeHHO npuioskeHre Ha aBaHadui ¢ MouHu nuxuouTopu Ha CYP3A4 kaTo KeTOKOHA30J1 MU
PHUTOHABHP € MPOTHBOIOKA3aHO (BXK. ToukH 4.2, 4.3 u 4.5).

EnHOBpeMEHHO NPHUIOKEHNE HA IPYTH JCYCHHUS Ha ePeKTHIHA JUCHYHKITHS

BesomacHocTTa M epukacHOCTTa Ha KoMOMHanmuTe Ha Spedra ¢ apyru PDES naxuburopu wim npyru
JIeYeHHS Ha epeKTUIIHA TUCYHKIMS He ca poydeHH. [lanmentute TpssOBa na ObaaT HHGOpPMUpaHH Ja
He npuemaT Spedra B TakuBa KOMOHHALIVH.

EnHOBpeMeHeH npueM Ha aKoX0Jl

Koncymarusita Ha ajkoxoi B KOMOMHAIUS ¢ aBaHadWI MOXKe J1a IOBUIIN TIOTCHITHATIA 32
CHMIITOMATHYHA XMITOTOHMS (BK. Touka 4.5). [TanmenTute TpsiOBa ma ObIAT MPEAyIpPEAEHH, Ue
eHOBpPEMEHHATa yroTpeda Ha aBaHa(MI U ATKOXOJI MOXKE J1a TIOBUIIIA BEPOSATHOCTTA OT XUTIOTOHHUS,
3aMaiiBaHe WM CHHKOIIL JIekapuTe ChIo TPsOBa Ja MOCHBETBAT MAI[UCHTUTE KAKBO J]a IPABAT B
CJIydail Ha CHMIITOMH Ha OPTOCTATUYHA XUTIOTOHUSI.

Henpoyuenu nomynanuu

AaBaHa(ui He € OLCHIBAH NP MALMEHTH C ePEKTIIHA AUC(YHKIMS B pe3yITaT Ha yBpeaa Ha
IpPBbOHAYHUS CTHJIO WIN IPYTH HEBPOJIOTUYHH HAPYIICHHUS U TIPH NALUESHTH C TSKKO OBOPEYHO I
YepHOAPOOHO YBpEKAaHE.

45 B3aumojeiicTBHe ¢ IPYIrd JIeKapCTBeHU MPOAYKTH U APyru (popMu Ha B3auMojieiicTBIe

oTennuan 3a GpapmakoIMHAMUYHU B3aUMOJICHCTBUS ¢ aBaHADWIT

Humpamu

ABaHa(ui MoKa3a MOTCHIUPaHe Ha XUIIOTCH3UBHUTE €()EKTH HA HUTPATUTE MPH 3/IPABU JIUIA B
cpaBHeHue ¢ miare6o. Cuuta ce, ue ToBa € B pe3ysiTaT OT KOMOMHUpaHUTe e)eKTH Ha HUTPATH U
aBaHa(MI BEPXY BT a30TEH OKCHI/IIMKINYEH r'yaHo3uH MoHodochaTr (CGMP). TTopaau Tosa
NpUEMaHeTo Ha aBaHa(MII OT MAMEHTH, KOUTO M3MOJI3BAT 0] KAKBATO U Jia OWito popMa cheTMHEHHUS
HA OPTaHWYHU HUTPATH WK OTICIAIIN a30T€H OKCHII (KaTO aMIJI HUTPUT) € MPOTUBONOKa3HO. [Ipu
MAIMEHT, KOWTO € TMpHen aBaHa(uil B paMKuTe Ha 12 4aca OT MOMEHTa, B KOWTO Ha3HAYaBAHETO Ha
HUTpAT C€ CUYUTA 3a MEANINHCKN HAJIOKUTCIHO IIPU ) KUBOTO3acTpaliaBalia CUTyanus, BEPOATHOCTTa
OT 3HaYMM M MOTEHITUAITHO OTIACEH CIaJl B KPHBHOTO HaNATaHe ce moBumasa. [Ipu TakuBa
o0cTosITeNICTBa HUTPATUTE TPSOBA J]a ce Ha3HAYaBaT CaMo IO HETIOCPEACTBEH JIEKapCKU KOHTPOI U
TTOIX OIS0 XeMOAMHAMHUYHO TIPOCieasBaHe (BX. TOUKa 4.3).

Jlexapcmeenu npodyKmu, NOHUICABAWU CUCTIEMHOMO KPBBHO HANACAHE
Karo Bazonumarop aBaHaQIbT MOXKE JIa TIOHMKU CHCTEMHOTO KPbBHO Hasirane. [Ipy u3non3Bane Ha
Spedra B koMOMHALUSI C APYT JICKAPCTBEH MPOAYKT, KOWTO MOHMKABA CHCTEMHOTO KPHBHO HAJISITaHE,
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aJNTUBHUTE e€(EeKTH MOTaT J1a Ce 3aCIJIAT U Ja IOBEeIaT 10 CHMIITOMATUYHA XUITOTOHUS (HAT.
3aMasHOCT, BUCHE Ha CBAT, CHHKOIT WJIM ChCTOSTHUE, OM3K0 10 cuHKOoIM). BB (haza Il ot kmuanIHN
M3NUTBaHUS He ca HaOIIolaBaHy ClTydaH Ha ,,XHIIOTOHHMSA , HO ca ChOOILaBaHM ClIyyaH Ha ,,3aMasHOCT
(Bx. Touka 4.8). Imasio e evH enu3o/ Ha ,,CHHKON' TIPH MALMEeHT Ha IU1ale0o U eIMH eMHU30]1 IIPH
100 mg aBanadwua 1o Bpeme Ha ¢asa |l KTMHUYHN U3MUTBAHKS HA aBaHA(DHIL.

[anuenTu ¢ 0OCTpyKIUs Ha ICBOKAMEPHUS U3XOJCH TPAKT (HAIMp. A0PTHA CTEHO3a M UAMONAaTHYHA
xurneprpoduiHa cyO0aopTHA CTEHO3a) M TAKKMBA C TEKKO YBPEJIeH aBTOHOMEH KOHTPOJ Ha KPhBHOTO
HaJIsITaHEe MOJKeE J1a ca 0COOEHO YyBCTBUTEIHH KbM JISHCTBUETO HA Ba30MIIATOPH, BKIFOUHTEITHO
aBaHadui (BX. Touka 4.4).

Angha-6noxepu

[Ipoyyenu ca XxeMOITMHAMUYHUTE B3aUMOJCHCTBHS C JOKCA30CHH U TaMCYJIO3UH MIPH 3paBy JIUIa B
€/IHO KPbCTOCAHO KIIMHUYHO U3NHUTBaHe, 000co0eHOo B aBa nepuona. [Ipu nauneHTu, Kouto ca
CTaOMIM3MPAHU Ha JICYEHHE C JTOKCA30CHH, TIane00-U3KII0YBAIIOTO CPEAHO MAKCUMAIHO HAMaJICHHUE
Ha KPBBHOTO HAJISITAHE B JIETHAJIO M U3MPABEHO IOJIOKEHHE CIIe/l IPUEM Ha aBaHa(HII € OHIIo
cpoTBeTHO 2.5 MmHg u 6.0 mmHg. Kato wsno, cnen npuem Ha aBaHadui, 7 ot 00mo 24 y4acTHULU
ca IMaJId CTOMHOCTHU Ha KPBBHOTO HAJISITAHE WM MOHMKABaHE OT U3XOJHOTO My HUBO C ITOTCHIIHATHA
KJIMHHUYHA 3HAYUMOCT (BK. TouKa 4.4).

[Tpu nanueHTH, KOUTO ca CTAOMITU3UPAHH Ha JICUSHHE C TAMCYJIO3HH, TUIAIe00-3KITI0YBAIOTO CPETHO
MaKCHMAJIHO HaMaJICHHE Ha KPbBHOTO HAJISTaHE B JICTHAJIO U U3IIPABEHO TIOJIOKEHUE CIIe]] PUEM Ha
aBanagwui e 6uno cpoTBeTHO 3.6 MMHQg 1 3.1 mmHg, kato 5 oT 00110 24 yYaCTHHULIM Ca UMaJH
CTOWHOCTH Ha KPHBHOTO HAJISATAHE WM MOHMKABAHE OT U3XOHOTO HUBO C TIOTCHITMATHA KITMHUYHA
3HAYMMOCT (BXK. Touka 4.4).

Aumuxunepmen3ugnu cpeocmea, pasiuyHu om anga-onokepu

Bernre npoBenieHo KIMHUYHO M3MUTBAHE 32 OIIEHKA Ha eeKTa Ha aBaHA(WII BEPXY MMOTEHIMPAHETO HA
MMOHMXAaBalllIUTEC KPbBHOTO HAJIATaHC C(I)CKTI/I Ha I/I36paHI/I AHTUXUIICPTCH3UBHU JICKAPCTBCHU CPCACTBA
(ammmounuH n eHananpwi). PesynaraTure mokaszaxa cpeHO MaKCHMAaJIHO HaMaJleHHe Ha KPBBHOTO
HaJsITaHe B JIETHAJIO ToJIoKeHue oT 2/3 MMHQ B cpaBHeHwme ¢ muanedo npu erananput 1 1/-1 mmHg
NpY aMJIOJHUITNH, KOTAaTO €THOBPEMEHHO C TOBa ce MpreMa aBaHadui1. YCcTaHOBHU ce CTaTUCTUYECKH
3HaYMMa pa3jivKa B MAKCHMAJIHOTO HaMaJIeHHEe OT M3XO0JJHO HHUBO B JMACTOIHATA CTOWHOCT Ha
KPBBHOTO HAJISITaHE B JIETHAJIO MOJIOXKEHHE CaMo TIPH SHAIANPIIT M aBaHa(WII, KOETO Ce BPBIIA JI0
U3XOJHATa CU CTOMHOCT 4 yaca cief mpueraTa 103a aBaHa(ui1. 11 B 1BeTe KOXOPTU MO €UH MAIUEHT €
uMall MOHMXaBaHe Ha KPbBHOTO HaysraHe 0e3 CUMIITOMaTHKA Ha XUIIOTOHHS, KOETO € OT3BYYalio B
pamkuTe Ha | gac oT Hayanoto. ABaHa( w1 He € Mai epeKT BhpXy (papMaKOKHHETUIHHUTE CBOMCTBA
Ha aMJIOJIUITHH, HO aMJIOAWIHHBT € MOBUIIMI MAaKCHMAJIHATA U 00II[a eKCTIO3HIS Ha aBaHADIII
cbOTBETHO € 28 % u 60 % (Bk. TOouka 4.4).

Ankoxon

KoHcymanusnTa Ha arkoXoJ1 B KOMOMHAIHS C aBaHA(II MOXKE J1a TIOBHIIN BEPOSITHOCTTA OT
CUMITOMAaTHYHA XUIOTOHUS. [Ipy KPBCTOCAHO 1O TPU HAUYMHA IPOYYBAHE C THOKPATHA /1032 3a
OLICHKA Ha 37PaBH JIUIIA CPETHOTO MAaKCUMAJTHO HaMaJIeHHEe Ha INACTOIHOTO KPhBHO HAJITaHE € OHII0
3HAYUTEITHO MO-TOJISIMO CJIE]] IPHEM Ha aBaHA(QWI B KOMOMHAIIUS C aJIKOXOJI, OTKOJIKOTO CIIE]T TIPHEM
camo Ha aBaHadmi (3.2 mmHQ) wim camo Ha ankoxoi (5.0 mmHg) (Bx. Touka 4.4).

Hpyeu nevenus npu epekmunna Ouc@yHkyus
BbesonacnoctTa n eukacHocTTa Ha KOMOMHauuuTe Ha aBaHadui u apyru PDES naxuburtopu nnn
JPYTY HAuMHU 32 JICUCHHUE Ha ePeKTHIHA TUCOYHKLUS He ca mpoydyeHu (Bxk. Touka 4.4).

BausHue Ha Ipyru BelecTBa BbPXY aBaHadui

ABanadui e cyOcTpat Ha 1 ce Metabonu3upa npeodiagasaiio ot CYP3A4. [Ipoyusanus ca
MIOKa3aliy, e JIEKapCTBEHH CpeAcTBa, KouTo nuxuoupar CYP3A4, e Bb3MOXKHO Aa yBeIHyar
eKCIo3uLMsTa Ha aBaHadmi (BXk. Touka 4.2).

HUnxubumopu na CYP3A4
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Kerokonazon (400 mg qHEBHO), CeICKTUBEH 1 MHOIO MolieH naxuoutop Ha CYP3A4, e nosen 10 3
bTH HapacTBaHe Ha Cmax ¥ 14 bt Ha excriosunusata (AUC) Ha eqHoKpaTHa 103a aaHadmr 50 mg u
€ YABJDKUI TIOTY>KUBOTA Ha aBaHadwiI NpuOIM3UTeNHoO 10 9 yaca. Putonasup (600 mg nBa mbTH
nmHEBHO), MHOTO MotieH CYP3A4 uaxuburop, koiiTo cbio taka uaxuoupa CYP2C9, e mosen 1o
HapactBaHe Ha Cmax 1 AUC nipu eHOKpaTHa 103a aBaHadmt S0 mg CbOTBETHO NMPHOIU3UTEIIHO 2
IBTU U 13 TBTH U € YIBJDKWI TOTYKUBOTA Ha aBaHAhWII MPUOIM3UTENHO 10 9 yaca. Moxe 1a ce
ouakBa ¥ Apyru cuiHu naxuouropn Ha CYP3A4 (Hamnp. uTpakoHa3071, BOPUKOHA30J,
KJIAPUTPOMUIIVH, He(ha30/10H, CAKBHHABHUD, HEN(HUHABUD, WHIWHABHD, aTa3aHABUP U TEITUTPOMHMIINH )
na uMat cxoauu edexru. [lopanu ToBa eAHOBPEMEHHOTO MpUEMaHe Ha aBaHa(MII ¢ MOIIIHU
uaxuouropu Ha CYP3A4 e npoTtuBonokaszano (Bx. Touku 4.2, 4.3 u 4.4).

Epurpomunua (500 mg aBa bt 1HEBHO), yMepeHo cuiieH CYP3A4 naxuburop, € 1oBem 10
HapacTBaHe Ha Crnax 1 AUC mipu enHokpaTHa 103a aBaHadui 200 mg chOTBETHO NPUOIH3UTEIHO 2
OBTU U 3 IBTU U € YABKUI MONTYKMBOTA Ha aBaHa(WI NIpUOIM3UTENHO 10 8 yaca. Moxe aa ce
ouakpa u Apyru ymepeno cuiaHu CYP3A4 uHxuOuTOopH (HAIp. aMIpEHABUD, alPEIUTAHT, TUITHA3EM,
¢ryxoHazou, hocamMrpeHaBHUp U BepanaMmi) 1a UMaT cxoaHu edektu. CrepoBaTeIHO, MaKCHMAaTHATA
npernopbunTeNHa g03a aBaHadmi e 100 mg B pamkure Ha 48 yaca pu MaUEHTH, KOUTO PUEMAT
CYP3A4 uuxuburopu ¢ yMepeHo IeiCTBHE U He TpsiOBa Jia ce HaaBHIIaBa (BK. Touka 4.2).

Brrnpeku ue He ca Mpoy4YBaHW KOHKPETHU B3aUMOJAEHCTBUS, Apyru nHxuOutopu Ha CYP3A4,
BKJIIOUHUTEIIHO U COKBT OT IPeHN(pyT, € BEPOSATHO Ja MOBUIIAT EKCIIO3UIHUATA HA aBaHAHIL.
[TarimenTrTe TpsiOBa 1a ObIAT CHBETBAHU Ja M30STBAT COK OT rpeindpyT B paMKUTE Ha 24 daca pean
npueMa Ha aBaHa(uI.

CYP3A4 cyocmpam

AwmiomunvH (5 mg AHEBHO) € f0Bei 10 HapacTBaHe Ha Cmax 1 @ AUC mpu eiHOKpaTHa /103a aBaHa(uI
200 mg crotBeTHO ¢ 28 % 1 60 %. Te3u MpoMeHU B €KCIIO3UIIUATA HE CE OMPEICIIAT KaTO KIMHUYHO
3HauuMu. He ¢ HaOmro1aBaH epeKT OT eTHOKpaTHA J103a aBaHA(II BbPXY TUIa3MEHUTE HUBA HA
aMIIOTUTIVH.

Broipeku ue He ca MpOyYBaHNW KOHKPETHH B3aMMOJICHCTBHUS Ha aBaHA(UII C pUBAPOKCAOaH U
anukcaOan (u qBata ca cyoctpatu Ha CYP3A4), B3auMoieiicTBHE HE C€ OYaKBa.

Axmusamopu na yumoxpom P450

He e npaBena ornenka Ha Bb3MoxHus edekt Ha CYP akruBatopu, ocobeno akrusatopu Ha CYP3A4
(narp. 603eHTaH, KapbamasenuH, edaBupeHIl, GpeHoOapOuTan U pudamMITUIIIH) BEPXY
(hapMakokHETHKaTa M epuKacHOCTTa Ha aBaHapwi. He ce mpenopbyBa egHOBpeMEeHHATa ynoTpeda
Ha aBaHadun u CYP akTuBaTOp, THI KaTO KOMOMHAIMATA MOXKE 1a HAMANIX eUKaCHOCTTa Ha
aBaHa(wI.

Edekty Ha aBaHauI BEPXY APYTH JICKAPCTBEHHU MPOAYKTH

Huxubupane na yumoxpom P450

IIpu npoyuBanus in Vitro B 4oBeIIKy YepHOAPOOHN MHUKPO30OMH aBaHA(III € TTOKa3ajl MPEHEOPEIKUMO
MaJThK ITOTEHIIMA 32 JekapcTBeHH B3aumoeiicteust ¢ CYP1A1/2, 2A6, 2B6 u 2E1. Hemro mogeue,
Mertabonutute Ha aBaHadwit (M4, M16 u M27), cbimio ca moka3aim MUHAMAJTHA CTETICH Ha
unxudupane Ha CYPs 1A1/2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 u 3A4. B3 ocHOBa Ha Te3u
JTaHHY aBaHA(WII HE CE OYaKBa Jla UMa 3HaYUM e(DEeKT BHpXY JPYTH JEKapCTBEHU MPOTYKTH,
MeTabOIM3UPaHU OT T€3H SH3UMU.

Twit kaTo naHHUTE IN VItro ca ycTaHOBWIM Bb3MOXKHH B3auMoencTus Ha aBaHadmi cec CYPs 2C19,
2C8/9, 2D6 n 3A4, OIbJIHUTEIHN KIMHUYHY IPOYYBaHMs, H3MI0JI3BALIM OMEIPa30Jl, PO3UIJINTA30H U
JIC3UTIPAMUH, HE MMOKa3BaT KIIMHUYHO 3HAaYMMHU B3auMoaericTeusa cbe CYPs 2C19, 2C8/9 u 2D6.

Unoyyupane na yumoxpom P450

HampaBena e orenka in Vitro va morennuantoro nuayiupane va CYP1A2, CYP2B6 u CYP3A4 or
aBaHa(UJI B IbPBUYHY YOBEIIKU XEIIATOIUTH, KOSATO HE YCTAHOBSIBA KAKBOTO M JIa OMJIO BH3MOKHO
B3aUMO/JICHCTBUE MPH KJIMHUYHO 3HAYUMHU KOHIICHTPAIHH.
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Tpancnopmepu

In vitro pesynratute mokasBar, ue aBaHaguI MPUTEKaBa yMEPEH MOTCHITHAN 3a JCHCTBHE KaTo P-gp
cyOctpat u P-gp mHXUOHUTOp C AUTOKCHH KaTo cyOCTpaT B KOHIIEHTPAIINH, IO-HACKH OT N3YUCIIEHATa
ypeBHa KOHIeHTpanus. [loTeHansT Ha aBaHA(WIT A2 TOBIUSABA IPEHOCA HA IPYTH JIEKapCTBEHU
MPOAYKTH, MEIUUpPaHU OoT P-gp, HE e U3BeCTeH.

Bb3 ocHOBa Ha in VIitro 1aHHM MpU KIMHUYHO 3HAYMMH KOHLICHTPALUK aBaHapII MOXKe 1a Ob/e
naxubutop Ha BCRP. IIpu kTMHWYHO 3HAYMMH KOHUEHTPALUH aBaHA(PHI HE € UHXMOUTOD Ha
OATPIBI1, OATP1B3, OCT1, OCT2, OAT1, OAT3 u BSEP.

OcTaBa HEM3BECTHO BIMSHUETO Ha aBaHA(WI BHPXY IPYTH TPAHCIIOPTEPH.

Puoyuzyam

[IpenkMHUYIHUTE TPOYYBaHUS TOKA3BAT AJIUTHBEH CUCTEMEH €)eKT Ha MMOHKABaHEe Ha KPhBHOTO
HaJAraHe Npu KomOuHUpaHe Ha nHXxuOuTopu Ha PDES ¢ puonuryat. B kiuHU4HM npoyyBaHus
pHOLIUryaT IOKa3Ba, ye MOTEHIIMPa XUIIOTEH3UBHUA edeKT Ha nHxuouTopu Ha PDES. Hsma nanuu 3a
OnaronpusTeH KIMHIYCH eeKT Ha KOMOMHAIMATA MPH NPOYyYBaHaTa nomynamnus. ExHoBpemenara
yrnoTpeba Ha puonuryar ¢ uHxuouTopu Ha PDES, BKItounTenHo aBanadwi, € mpoTUBONOKa3aHa (BiX.
Touka 4.3).

4.6 @epruautTer, )PEeMEHHOCT H KbPMEHe

Bbpemennoct
Spedra e e mokaszaH 3a yrnorpeba Ipu JKeHH.

Hsama nannu 3a ynoTtpe6a Ha aBaHadw npu OpeMeHHH XeHU. [[poyuBaHUs P )KUBOTHU HE MTOKa3BaT
MIPEKH MM KOCBEHHU BpeaHH e(DeKTH, CBbP3aHU C OPEMEHHOCT, eMOPHOHAIHO/(hETATHO Pa3BUTHE,
paskIaHe WM TOCTHATAIHO pa3BHUTHE (BXK. ToUKa 5.3).

Kspmene
Hsma Hannyam qaHHM 33 yoTpeba Ha aBaHA(HII 110 BpeMe Ha KbpMEHE.

DepTUnuTer
Hsima BimstHuIE BBPXY IBUTATEITHATA CITOCOOHOCT MITH MOP(HOJIOTHATA Ha CTIepMaTa ClIe]T IepopaicH

npueM Ha eTHOKpatHU 1o3u oT 200 mg aBaHadui mpu 3apaBu JOOPOBOIILIH.

B knmuHMYHO npoy4BaHe, IPOBEACHO MPH 3/paBH JOOPOBOJIIN U BH3PACTHH MBXKE C JIEKa ePeKTHIIHA
IUChYHKINSI, TIEPOPATHOTO MPUJIoKeHNE Ha JHEeBHA mo3a 100 mg aBaHadwi 3a epuoy ot 26
CEJIMHIIM HE CE CBBP3Ba C MPOsSBATa HAa HEXeNaHu e()eKTH 110 OTHOIIICHUE HAa KOHIICHTpAIHATa, Opos,
MOJIBWYKHOCTTA MM MOP(OJIOTHSTA Ha CIIEPMATO30HUTUTE.

4.7 EdexTu BBpXy cioco0HOCTTA 32 IopupaHe U padoTa ¢ MALIUHA

Spedra noiusiBa B MajKa CTENEH CIIOCOOHOCTTA 32 modupane u paboTa ¢ MaiuHu. Thii KaTo B
KJIMHAYHY M3MHTBAHMS C aBaHA(QUII ce ChoOIIaBa 3a 3aMasiHOCT M IPOMEHH B 3pEHHUETO, MTAIUCHTUTE
Tps0Ba Ja IMAT MpPECTaBa 3a PeakuuTe CH KbM Spedra npeau 1a modupar win 1a paboTsT ¢
MaIIHHH.

4.8 HexeaaHH JeKAPCTBEHU PEAKIIUH

O06o6uienue Ha mpoduna Ha 6€30MacHOCT

IpodmnbT Ha Ge3omacHocT Ha Spedra ce ocHoBaBa Ha 2566 nuiia, KOUTO ca IMoJTy4aBaiy aBaHaduiI B
paMKuTe Ha KIMHAYHA pa3BoifHa nporpama. Haii-uecTure HexXeIaHu JIEKapCTBEHH PEaKIUH,
cb0OIIaBaHN B KIMHUYHNTE NPOYYBaHMUS, ca OMIIM TI1aBOOOINE, 3aUepBABaHE, HAa3aJIHA KOHT€CTHS U
KOHT€CTHS Ha CHHyCHTe 1 00JKH B rbp0a. KaTo 1sno HesxenmaHnTe ChOUTHS M HEXKEITAaHUTE PEaKInu
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TIpH JIKIIa, JIEKYBaHK ¢ aBaHA(HII, ca MO-4eCTH IIPH JINIa ¢ HHAEKC Ha TejecHa Maca (MTM) <25 (nmma

¢ Hopmasied UTM).

HpI/I ABJITOCPOYHOTO KIMHUYHO MMPOYUYBAHEC NPOLUCHTHT HA MAUCHTUTC C HECKCIJIAHU JICKAPCTBCHU

p€aKkiun HaMaJIsiBa C YBEJIMYaBaHC Ha MPOAB/DKUTCIIHOCTTA Ha CKCIIO3UIUATA.

TabauyeH CIHUCHK HA HEXKEIAHUTE JICKAPCTBCHU PCAKIINH

Tabnuiara mo-moiry n30posiBa HeXKEIaHUTE JIEKAPCTBEHU PeakIiny, HabJIto1aBaH! B
UTa1e00-KOHTPOIMPAHN KIMHUYHY U3MUTBaHuUs, ChritacHo mpuetute or MedDRA mpaBmia 3a
yectora: MHOTO YectH (> 1/10), wectn (= 1/100 no < 1/10), Heuectu (> 1/1000 no < 1/100), peaxu
(> 1/10 000 mo < 1/1000), muoro peaku (< 1/10 000) u ¢ HenzBecTHa YecTOTa (OT HATMYHUTE TAaHHU
HE MOXe J1a ObJIe HarpaBeHa OIeHKa). [Ipu BCSIKO rpynupaHe B 3aBUCHMOCT OT YeCTOTaTa,
HEe)KeJTaHUTE JIEKapCTBEHH PEaKLMK ca IPEICTABCHN B HU3XOAAI] pell TI0 OTHOIICHHE Ha TAXHATa

CCPUO3HOCT.

Hesxkenana nexapcreena peakuus (IIpexmountan repmun or MedDRA)

Cucremo-opranen

PecniupaTtopun,
ITPBAHU U
MeANacCTHHAJIHH
HapyLIEeHHSA

Hazanna xoHrectus

CrHycoBa KOHIeCTHs
JucnHes npu ycunme

YecTn Heuectn Penkn
KJIac
Nudexnnn n I'pun
uHpecTanuu Hazodapurarur
Hapyumenns Ha
Py Ce30HHU aneprun
HMYHHATA CHCTEMA
Hapymenus Ha
MeTadoJM3Ma U ITomarpa
XpPaHeHeTo
bescbHue
Heuxuann IIpexneBpemMeHHa
HapylIeHusi eSAKyJIanus
Hemonxosmr edext
3amaiiBaHe I
Hapymenus Ha CUXOMOTOpHA
Py I'maBoGonue CoOMHOJIEHTHOCT P
HepBHATAa cUCTEMAa XUTEPAKTUBHOCT
CuHycoBO r1aBo0OOIHE
Hapymenns Ha ounTe 3aMBbIIIeHO 3peHne
C'[,p;[eq]{]/[ CTCHOKapIII/I}I
TTannuranmun
HapylIeHUs Taxukapaus
XUnepToHus
Cb10BH HApPYIIEHHS 3auepBsiBaHe INopemu BbIHU
XUMOTOHUS
Punopes

Konrectus na
TOPHUTE AUXaTEITHU
ITBTHINA
Enucrakcuc

CTomMamHo-4YpeBHH
HApyLIIeHUs!

Jucnerncus
l'anene
IToBpbiane
CromarieH
THCKOMQOPT

Cyxora B ycTaTa
Tactpur

Bosiku HUCKO B
Kopema

Huapus
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Hesxkenana nexapcreena peakuus (IIpexmountan repmun or MedDRA)

CI/ICTeMO-OpFaHeH

TbKaH

YecTn Heuectn Penkn
KJac
Hapymenns na
KO02KATa U MOJAKOKHATA O6pusB

Hapymenus Ha
MYCKYJIHO-CKeJleTHATa

Bbornka B repba

Bonka B xb100Ka

eJIEKTpOKaprorpaMaTa
YBenuueHa chpjcuHa
4eCTOoTa

cucreMa u MyckynHa Muanrus
CheTHHHUTETHATA HaIpPerHaToCT MyCKyJTHH cria3Mu
ThKaH
Hapymenus Ha
GuopemTe Tlonakuypust
NMUKOYHUTE MbTHIIA
Hapyuienue na
Hapymenusi na neHnca
BB3NPOU3BOANTEHATA CrioHTaHHA epeKIHs
CHCTEMA H I'bpaaTa Ha TICHUCA
I'enuranen crpbex
Actenus
OO0umM HapylIeHus ¥ I'pbana Gonka
e(peKTH Ha MSICTOTO HA YMopa I'punonogo6HO
NPUJIOKEeHUe 32001 IBaHe
[Tepudepuu orouu
TloBuiieHO KPHBHO
HaJsTaHe
[IpuckscTBUE Ha KPBHB
B ypHHATa
CobpaedeH mym
VBenuueHu
YBeNM4eHU CTOMHOCTH | CTOMHOCTH HA
Ha 9YepHOAPOOHHU MpocTaTeH
CH3HMH CrieI(pUYCH aHTUTCH
I/I3c,]]e;[BaHp[ﬂ OTKIIOHEHHE B VBennyaBaHe Ha

TErJIOTO

VBenuueHu
CTOHHOCTH Ha
OunpyOuH B KPHBTa
VBenuueHu
CTOMHOCTH Ha
KpEaTHHHUH B KPbBTa
IloBuIIeHa TenecHa
TeMIeparypa

Onucanue Ha M30paHU HEXKEJIAHU JIEKAPCTBEHU PEaKIMy, HaOnroaaBanu npu apyru PDES

UHXUOUTOPH

B manko Ha Opoii ciydau cies MyCKaHeTo Ha MMa3apa U KIMHUYHY W3NUTBaHus Ha npyru PDES
HHXHOUTOPH ce ChOOIaBa 3a HeapTepraaHa peana ucxemuana ontuyura Hespomatest (NAION) u
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BHE3alHa 3ary0a Ha ciiyx . B paMkuTe Ha KIMHHYHA W3IUTBAHUS ¢ aBaHAQWII HE Ca ChOOIICHN TaKUBa
ciy4au (Bxk. Touka 4.4)..

B manko Ha O6poii ciydau cie MyCKaHeTo Ha MMa3apa U KIMHUYHY W3NUTBaHus Ha npyru PDES
MHXHOUTOPH ce ChoOIaBa 3a MpUanu3bM. B paMknTe Ha KIIMHUYHN M3MUTBAHKA C aBaHAQIII HE ca
CHOOIIIEHN TaKWBa CIy4au.

B Maiiko Ha Opoii ciydau cliesi MyCKaHeTo Ha 1Ma3apa U KIMHWYHH W3nuTBanus Ha npyru PDES
WHXUOUTOPH ce ChOOIaBa 32 XeMaTypHsl, XeMaTOCIIEPMHUSI U TICHWJIHA XEMOPAarHsl.

XHIOTOHUS ce ChOOIIaBa Ciiel MyCKaHeTo Ha nasapa Ha apyru PDES uHXuOUTOpH, a B KITMHUYHH
U3IHMTBAHUSA Ha aBaHa(uUIl ce ChOOIIaBa 3a 3aMaiiBaHe — CUMIITOM, YECTO MPHYMHEH OT MOHMKEHO
KpbBHO Hajsrane (BK. Touka 4.5).

Cpo011aBate Ha HOJAO03UPAHU HEKEIAHU PEAKIIAU

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOIYKT € BaxkHO. ToBa MO3BOJIABA J]a IPOIBIDKH HAOJIOICHUETO Ha CHOTHOIIICHUETO TOJI3a/PHUCK 32
JeKapCTBEHUS MPOAYyKT. OT MEIUIIMHCKUTE CTICIIHAIMCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MOI03MpaHa HeKeJlaHa Peakiys Ipe3 HallFioHaTHaTa CHCTeMa 3a ChOoOIaBaHe, mocoueHa B

[punoxenue V.

4.9 Ilpepo3upane

Ha 3ApaBu Jiilla ca 1aBaHu CAUHUYIHU OO3U OO 800 mg aBaHa(l)I/IJ'I, a Ha MManucHTH ca JaBaHHU
MHOT'OKPATHO AHCBHU 03U 00 300 mg. Hexenanute JICKaApCTBCHU PCAKIIUU Ca ounu 1'[0}_'[06HI/I Ha
TE3U, KOUTO CC Ha6JHOI[aBaT IIpHU IMO-HUCKHU 103U, HO TAXHATa 4Y€CTOTa U TEXKECT Ca onu IMO-U3pa3CcHU.

B cnyuaii Ha peno3upane TpsAOBa Ja ce mpeanprueMaT CTaHAapTHUTE TOMOIIHNA MEPKH MTPH HYKJIa.
He ce ogakBa xemomann3ara ga yCKOpH KIMPBHCA, Tl KaTO aBaHA(MII CE CBbP3Ba BbB BUCOK
MIPOIICHT C TUTA3MEHUTE TIPOTEUHH U HE C€ STMMUHUPA C ypUHATA.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 ddapmakoaMHAMMYHU CBOiiCTBa

dapmakoTepaneBTH4Ha rpyna: YponoruuHu; JlekapcTBa, KOUTO ce U3MOI3BAT PH CPEKTHITHA
TUCHYHKITHSI
ATC xox: GO4BE10

MexaHu3bsM Ha IEUCTBUE

ABaHa(UI € CUIIHO CENICKTUBEH U MOIIEH, 00paTHM WHXUOUTOP Ha IUKIMYCH TyaHO3uH MOHOdochaT
(cGMP)-cnieruduunara dochoauecrepasa tum 5. Korato cekcyamHara CTUMYJIamus Iopaxia
JIOKaJTHO OCBOOOXKIaBaHe Ha a30T€H OKCUI, MHXHOMpaneto Ha PDES ot aBanadmin Boau 10 MTOBUIIICHH
HuBa Ha cCGMP B KaBEpHO3HOTO TsUI0 Ha TIeHKHca. ToBa BOJU 10 OTIYCKaHE Ha IIajKaTa MyCKyJIaTypa
U MIPUTOKA HA KPBB B ThKAaHHUTE Ha TICHUCA, B PE3yJITAT HA KOETO Ce MOJTydaBa epeKius. ABaHa(ul
HsIMa e()eKT MPH JIUIICA HA CEKCyalTHa CTUMYJIAIHS.

®dapMakogrHaMUYHY e(hEKTH

IIpoyuBanwmsTa in Vitro ca mokasanm, ue aBaHa(wI € CHIHO CeJEKTHBEH 110 oTHoImeHne Ha PDES.
HeroBusr edext Bbpxy PDES e mo-MoI1eH, 0TKOJIKOTO BEPXY IPYTUTe U3BeCTHU (PochoanecTepazu
(> 100 ptr ipu PDEG6; > 1000 metet ipu PDE4, PDES 1 PDE10; > 5000 etit mpu PDE2 u PDE?7,
>10 000 et ipu PDE1, PDE3, PDE9 u PDE11). Apanadun ¢ > 100 mbTH no-cenektureH 3a PDES,
oTKoNKOTO 3a PDEG6, KOsITO yuacTBa B mpoiieca Ha (hOTOTpaHCAYKIHS B peTrHaTa. [[puban3nureHo

20 000 mpTH O-BHCOKaTa cenekTUBHOCT 3a PDES, oTkonkoTo 3a PDE3, u eH3uM, KoiTO ce Hamupa B
CHPLIETO U KPhBOHOCHUTE CHAOBE, € BaXKHA, Thil karo PDE3 y4acTBa B KoHTpONa Ha ChpAeYHNUS
KOHTPaKTHJIUTET.
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B mpoy4BaHe ¢ u3moia3BaHe Ha mieTnsMorpadus Ha nenuca (RigiScan) mpuemst Ha aBanadmia 200 mg
€ TpeIM3BUKAaJ ePEKIUs, CUMTAHA 3a JOCTaTh4YHA 3a MpoHUKBaHe (60 % pUTrHAHOCT MO cKajaTa
RigiScan), mpu HSIKOU MAIMEHTH B paMKuTe Ha 20 MUHYTH CJIe]] IPUETATa 103a U KaTo 110
MOBJIMSABAHETO HA TE3M MALMCHTH OT aBaHa(uI € OUI0 CTATHCTUYECKH 3HAYMMO B paMkute Ha 20 — 40
MUHYTH, B CPaBHEHHE C TUIae0o rpymnara.

Knunnuna eukacHOCT 1 6€3011aCHOCTIO

B xMHMYHM M3MUTBAaHKA € HAlIpaBeHa OLICHKA Ha BIMSHUETO Ha aBaHA(MI BEPXY CIIOCOOHOCTTA Ha
MBKe ¢ epektuiHa quchynknms (EJL) na momydaT u moaabppikaT epekys, J0cTaThyHa 3a
YIOBIIETBOPUTEIIHA CEKCyalHa aKTHBHOCT. ABaHA(MII € OLIEHEH B pAMKHUTE Ha 4 paHIOMU3UPaHH,
JBOHHO-CIIENH, I1a1e00-KOHTPOIUPAHH, TapaJIeIHO I'PYIIOBU U3IUTBAHUS C IPOIBIDKUTEIHOCT 110 3
Mecena npu o0ma nonyiauus ¢ EJl, npu natmenTu ¢ nuadet tun 1 wim tan 2 u EJl u npu nanuenTH ¢
EJl cnen aBycTpaHHa HEpPBOCHXpaHsBalla paAuKalHa IPOCTATEKTOMHUA. YETBBPTOTO MIPOYUBAHE €
U3CIIe/IBAJIO HAYAJIO0TO Ha JAeiicTBre Ha aBaHadui B ae 103u (100 mg u 200 MQ) mo oTHOIIEHHE Ha
JisTa OTIMTH 33 CEKCyaJieH KOHTAKT Ha YYAaCTHHK, KOUTO Ca JIOBEJIN A0 YJOBIETBOPUTEITHO 3aBbPIINIT
noJoB akT. O6mo 1774 nauneHTy ca noiayvaBaiu aBaHauiI, KOWTO € MpHeMaH MpU HyXJa B 103U
cboTBeTHO OT 50 mg (eaHo npoyusane), 100 mg u 200 mg (detupu npoyuBanus). [lanmeHrure ca
O MHCTPYKTHPAHH J]a B3eMaT 110 €Ha /1032 OT U3MUTBAHUA JIeKapCTBEH NPoayKT 30 MUHYTH TIpeIu
3aroyBaHe Ha CEKCyaHa ACHHOCT. B 4eTBBPTOTO nMpoyyBaHe NalMEeHTUTE ca OWIK HachpYaBaHU Ja
MIPaBST OMMTH 32 MOJIOB aKT OKOJIO 15 MUHYTH ciies IpUiarase, 3a J1a ce OLleHH HavyajaoTo Ha
epekTOreHHus edekt Ha aBaHaduiI, mpuemMaH npu HeooxomuMmocT B 1o3u o 100 mg u 200 mg.

OcBeH TOBa e/lHa MOATPYyIa MAMEHTH € Onila BKIIOYEHa B OTKPUTO PA3IIMPEHO H3MUTBAHE, B KOETO
493 manueHTa ca oiy4yaBalld aBaHA(UII 3a IEpUOT OT IOHe 6 Mecena, a 153 — mone 12 mecera.
[TepBOHAYATHO MANEHTHTE ca 3anoyHaiu ¢ apaHaduin 100 mg u Mo BCSIKO BpeMe B paMKUTE Ha
M3MUTBAHETO Ca MMaJIl Bb3MOXXHOCTTA Jla MOUCKAT J103aTa aBaHadui na 0bae ypenudeHa g0 200 mg
wIn HaManeHa 10 50 mg B 3aBUCUMOCT OT TAXHOTO MHAMBUIYAJIHO MOBJIHUSBAHE OT JICUYCHHUETO.

BbB BcHYKY M3NUTBaHUS Ca HAOJIOIaBaHU CTATUCTUUECKN 3HAYMMHU TIOJJOOPECHUS BbB BCUUKH
OCHOBHH TI0Ka3aTely 3a e(UKaCHOCT U TIPY TPUTE T03U aBaHa(HI B cpaBHEHHE C TU1anebo edexra.
Tesu pa3yuKy ce 3ama3Bar v IpH IbITOCPOYHOTO JedeHHe (110 OTHOIICHNE Ha MPOYYBAHUATA B
obmara nomynanus ¢ EJl, mpu nuaderunu ¢ EJI, npu mbxke ¢ EJl cnen aBycrpanHa
HEPBOCHXPAHSBAIIA PAUKAIHA IPOCTATEKTOMHS U B OTKPHUTOTO PA3IINPEHO U3MTUTBAHE).

[pu obmaTa nonynanus ¢ EJ], cpemHUAT NPOLIEHT HA OIIUTH, JOBEJH 0 YCIIEUICH IOJIOB aKT ca OMiTh
CBHOTBETHO NMpuOIU3UTENTHO 47 %, 58 % u 59 % npu rpynure npuemanu 50 mg, 100 mg u 200 mg
aBaHadui1, B cpaBHEHUE ¢ NpubaM3uTenHo 28 % npu mianedo rpynarta.

[pu manueHTH che 3axapeH AuadeT TUI 1 WK THM 2 CPETHUAT MPOIICHT Ha OIIUTH, JIOBEIIH 10
YCIIELIEH I0JIOB aKT, ca ounu cboTBeTHO 34 % u 40 % npu rpynute npuemanu 100 mg u 200 mg
aBaHadui, B cpaBHeHUE ¢ npudau3uTenHo 21 % npu mianedo rpynara.

IIpu mbxe ¢ EJ] cnex nBycTpaHHa HEpBOCHXpaHsBallla paJUKalHa IPOCTATEKTOMMUS, CPETHUAT
MIPOIEHT Ha ONUTHUTE, 3aBBPILIIN C YCIIEIIeH TOJIOB aKT, ca OMIIM CHOTBETHO MPUOIU3NUTENHO 23 % 1
26 % npu rpynurte npuemanu 100 mg u 200 mg aBanadui, cnpsimo npubiamnzutesnHo 9 % npu mianedo
rpymara.

B npoyuBaneTo 3a Ha4aj0 Ha AeHCTBHE, aBaHahMUI € JeMOHCTPUPAJI CTATUCTHYECKH 3HAYUMO
nogoOpeHye B MbpBUYHATA IPOMEHIINBA 332 €PUKACHOCT (CpeleH AsUT YCIIEIHA OTTOBOPH Ha YUYACTHUK
clie]] MPUJIOKEHKE Ha /1033, ChIiacHO [Ipoduin Ha onmuTUTE 3a OChHIIECTBsIBaHE Ha 1MoJI0B akT (Sexual
Encounter Profile 3, SEP3)) cipsimo rutaie60, BOJEIIO 0 YCIEIIeH mojioB akT B 24,71% ot omutute
npu no3a 100 mg u 28,18% npu noza 200 mg oxono 15 munyTH cien npunarase crpsimo 13,78% 3a
rtane6o.

HpI/I BCHUYKHW OCHOBHM U3IIMTBAHUA Ha aBaHa(bI/UI MPOLCHTHT HA YCIICIIHUTE OITUTH 3a II0JIOB aKT €

3HAYUTEITHO [TO-BUCOK MPU BCUYKH JTO3U aBaHA(UII B CpaBHEHHE C PE3yJITaTUTE OT are0o, KaTo ca
MPOyYEHH OMUTH MIPH BCIKAKBU MHTEPBAIM OT BpEMeE CJIel IpHeM Ha J03ata.
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HenuatpuyHa monynamus

EBporietickara areHmust 1o JeKkapcTBaTta 0CBOO0OXK1aBa OT 3abJDKCHHUETO 32 MPEIOCTaBSIHE Ha
pe3yaTaTUTe OT MPOYUBaHHUATA ChC SPedra BB BCHUKH MOATPYNH HA TICTUATPUYHATA MTOMYJIAIUS C
epekTriIHa TuchyHKIM (BX. Touka 4.2 3a vH(GOPMALKsA OTHOCHO yroTpeOda B IeIuaTpUsITa).

5.2 @apmakoKHMHeTHYHH CBOWCTBA

ABanadui ce abcopOupa Obp30 ciel nepopajeH MpueM, KaTo MearaHaTa Ha Tmax € oT 30 10 45
MHUHYTH. DapMaKOKHHETHYHHUTE MY XapaKTePUCTHKU HApacTBAT MPOMOPIMOHAIHO HA J103aTa B
NpenopbYaHuTe J030BH rpaHuud. EnuMuHmpa ce mpeguMHO Ype3 4epHOIpoOeH MeTaboIn3bM
(ocuoBHo CYP3A4). Exnospemennoto npuiarade Ha Mo CYP3A4 uHxuOuTopu (Hamp.
KETOKOHA30JI U pUTOHABHP) CE CBBHP3Ba C MOBHIICHA €KCIIO3UIMA Ha aBaHa(mi1 (BK. Touka 4.5).
ABaHadui UMa MOY>KUBOT B KpaiiHa ¢a3za npubimzutenHo 6 — 17 yaca.

AOGcopOuus
ABanadun ce abcopOupa 06p30. HabmoaBaHiTe MaKCUMAITHU TUIA3MEHU KOHIICHTPAIIUU CE IOCTUTAT

B pamkute Ha 0,5 mo 0,75 gaca cien mepopalieH IprueM Ha riaaHo. AKo aBaHadUiI ce MpUeMe ¢ XpaHa
C BHCOKO ChIbpKaHNE HAa Ma3HUHH, CKOPOCTTA Ha aOCOpOLHS ce MOHIKaBa ChC CPEAHO 3abaBsIHE 10
JOCTUTaHE Ha MAKCUMAaJIHA KOHLIEHTPALUs Tmax OT 1.25 uaca u cpenHo noHmxkaBaHe Ha Cmax 0T 39 %
(200 mg). Hama Biusinue BbpXy crenenra Ha ecknosunus (AUC). Mankurte npomeHH B Ciax Ha
aBaHa(uI MAT MUHUMAJTHA KIMHAYHA 3HAYUMOCT.

PasnpeneneHue
ABanadun ce cBbp3Ba MprOIM3nuTeTHO 99 % ¢ miazmMenu npoterHd. CBHP3BAHETO C MPOTEHHA HE

3aBUCH OT 001I1aTa KOHIICHTPAIUS Ha aKTHBHOTO BEIIECTBO, BB3pacT, ObOpeuHa U 4epHoapoOHa
(dynkius. He e yctaHOBeHO HaTpymnBaHe Ha aBaHA(II B IU1a3MaTa, pH fo3upane ot 200mg aBa mbTH
JTHEBHO B IIpOAbKeHUe Ha 7 mHU. Ha 6a3a Ha oTynTaHe Ha HAJIMYUETO Ha aBaHa(WI B CliepMara Ha
3npaBu noOpoBomnn 45-90 MuHyTH cien mpueM Ha fo3ara, mo-mainko ot 0,0002 % ot mpuetara go3a
MOJKE JIa C€ OTKPHE B CIiepMaTa Ha MaIlUCHTHTE.

buorpanchopmanus

ABanadui ce exckpetupa npeauMuo oT CYP3A4 (ocuosen mbT) 1 CYP2C9 (BTOpHUYCH ITBT)
YepHOAPOOHH MUKPO30MHH M30eH3UMU. [11a3MeHNTE KOHLIEHTPAlMK Ha OCHOBHUTE UPKYJIUPAIIN
Metabonuti, M4 1 M16, ca croTBeTHO TPUOIM3UTEIHO 23 % 1 29 % 0T OCHOBHOTO ChEIUHEHUE.
MertabomutsT M4 mmokaszBa mpoduia Ha ceNeKTUBHOCT KbM (hochoamecTepasa, CX0eH Ha TO3HM HA
aBaHadua 1 in Vitro naxuburopHa edukacHoct npu PDES 18 % ot ta3u Ha aBanadwui. CiegoBaTenHo
M4 otroBaps 3a npubausuTenHo 4 % ot obmaTa papmakosoruyHa akTUBHOCT. MetabonutsT M16 ¢
HeakTuBeH crpsimo PDES.

Enumunupane
ABanaui ce MeTaboIM3Kpa eKCTEH3UBHO MPH YOBeIKa momynanusa. Cies nepopaiieH npuemM

aBaHa(UII ce eKCKpeTHpa moja hopMarta Ha METAOOJIUTH MPEAUMHO C U3MPAKHEHUATA (IPUOIU3UTETHO
63 % ot mepopainHara 103a) ¥ B I0-MaJIKa CTEeTeH ¢ ypuHata (nmpubnusurenno 21 % ot npuerara
mepopaiHa 103a).

Hpyru cnenuduynu monyaanuu

Cmapuecka 6v3pacm

ITo-BB3pacTHUTE ManuieHTH (65 ¥ TOBEYE TOIWHN) UMAT CHIIOCTABUMA EKCIIO3HIIHSI C HaOII0aBaHNUTE
TaKuBa MpH no-mnaau nauuenty (18 - 45-rogumnm). Jannute 3a nuna Haa 70-roguiiHa Bb3pacT
o0aue ca OrpaHHYCHH.

bvopeuno yspeacoane

IMpu narmeHTy ¢ Jieko (KpeaTHHUHOB KiIupbHC > 50 - < 80 ml/min) u ymepeHo (KpeaTHHUHOB KIMPHHC
> 30 - < 50 ml/min) 6p0peuHo yBpexaane, hapMaKOKHHETHKATA Ha eIUHNYHA 703a aBaHadmt 200 mg
He ce mpoMensi. JIMTCBaT JaHHM 3a MAIMEHTH C TeXKa ObOpedYHa HEeIOCTaThYHOCT WM B KpaiiHa (asa
Ha ObOpeyHa 60JIeCT, KOUTO ca Ha XEMOAHAIH3A.
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Yeprnodpobno yepesicoane

[ManmenTy ¢ nexo yepHOAPOOHO yBpexkaane (ki1ac A mo ckanata Ha Child Pugh) ca nokazamu
SKCIIO3HLIHUS, ChIIOCTaBUMa C Ta3H MPH MAMCHTH C HOPMaJIHa YepHOAPOOHA (DYHKIIMS MIPH TIPHEM Ha
emHoKkpatHa mo3a aBanadma 200 mg.

Excniosunusra 4 yaca cieq npueraTa j103a ¢ Ouia mo-HUCKa MPH MAIlMeHTH ¢ YMEPEHO YE€PHOAPOOHO
yBpexaane (kimac B mo ckanara va Child Pugh) B cpaBHeHue ¢ mainueHTH ¢ HOpMaiHa YepHOAPOOHA
¢bysknus cnen go3a ot 200 mg aBaHadmi. MakcuMaiHaTa KOHICHTPAIHS U €KCIIO3UIINS € Ouiia
nojo0Ha Ha Ta3H, HaOJIr0JaBaHa Clie/l TIPHEM OT NAlMeHTH C HOpMaJiHa YepHOAPOOHA (PYHKIIUS Ha
edukacHa no3a aBaHagun 100 mg.

5.3 IlpeakJIMHUYHHU JaHHU 32 0€30MACHOCT

HexnuandHuTe JaHHW HE MOKa3BaT 0COOCH PUCK 3a XOpa Ha 0a3zaTa Ha KOHBEHIIMOHATHUATE
(hapMaKoJIOTUYHHU TPOYYBaHMS 32 0€30MaCHOCT, TOKCHYHOCT TP MHOTOKPATHO IpUIaraHe,
T€HOTOKCUYHOCT, KAPLIMHOT€HEH MOTEHUMAJ U PEIPOAYKTUBHA TOKCHYHOCT.

[Ipu u3nuTBaHe Ha PePTHIIMTETA U PAHHOTO €MOPHOHAIHO Pa3BUTHUE MPH ILTHXOBE, € HAOI0AaBaHO
HamassBaHe Ha (EePTUIIUTETa U MIOJBIKHOCTTA Ha CTIEPMATO30UANTE, TPOMEHEHH ECTPAITHH ITUKIIU U
TIOBHIIICH TPOIICHT HAa aHOMAJIMH B criepmara npu 1o3a 1000 mg/kr/mHEeBHO — 1032, KOSITO ChINO Taka €
MpeIM3BUKaIa TOKCUYHOCT MPH TPETHPAHUTE MBKKH U )KCHCKHU TUTbX0Be. He e 3a0einsa3ano BiusHue
BBPXY (EepTHINTETA WA KAYECTBOTO HA criepMara npH 103u 0 300 mg/Kr/mHeBHO (MIPH MBIKKA
TUTbXOBE TOBA € 9-ITbTH YOBCIIKA CKCIIO3UIINS, M3UUCIIeHa Ha 6a3a Ha HeoOBbp3anata AUC mpu 1032
ot 200 mg). He ca oTkpuTH CBBP3aHU C JIEYCHUETO HAXOKH B TECTUCUTE HA MUIIIKHU U ILUTHXOBE,
Tpetupanu ¢ 103u g0 600 win 1000 mg/Kr/mHEBHO 3a MEPHOJ OT 2 TOJAMHHU, KAKTO U HE Ca OTKPUTH
HAXOJIKW B TECTHCUTE Ha Ky4eTa, TPETUPAHHU C aBaHA(WII 32 IeproJ] OT 9 Mecela NPH TPETUPAHETO UM
¢ 103", 110 TbTH OT JONMYCTUMHUTE MPHU JICUCHUE HA XOpa KaTO MaKCHMAaJTHA TIPENOphUNTENTHA 71032 32
xopa (Maximum Recommended Human Dose, MRHD).

[Tpn GpemMeHHM TITBXOBE HE ca HaOII0aBaHH NPU3HAIM HAa TEPATOTE€HHOCT, EMOPHOHAIHA TOKCHYHOCT
WK PETOTOKCUYHOCT mpu 103U 110 300 mg/Kr/mHeBHO (MPUOTU3UTETHO 15 THTH MakcUMaHaTa
IpenophUUTEIHa 103a Ha 0aza mg/mM? npu namuent ¢ terno 60 xr). [lpu TokcudHa 3a MaiikaTa 103a OT
1000 mg/kr/nHeBHO (MpUOIM3UTENHO 49 IHTH MaKCHMMaJIHATa MPENOPHYMTENHA 103a Ha 6a3za mg/m?),
€ Ha0JIr0TaBaHO HaMaJIeHO TETJIO Ha TUToaa 0e3 MpU3HAIK Ha TepaTOreHHOCT. [Ipu OpeMeHHn 3aiiimy,
He ca HaOJII0aBaH! MPH3HAIM HAa TEPATOr€HHOCT, EMOPHOTOKCHYHOCT MM (DETOTOKCHYHOCT ITPHU 103U
10 240 mg/kr/qHeBHO (MpuOAM3UTENHO 23 THTH MaKCUMalHaTa mpenopbuutenna no3a MRHD na
6aza mg/m2. TIpu npoy4saHe che 3aiily € HabJII0/1aBaHa TOKCHYHOCT 38 MalKara IIpH

240 mg/Kr/qHEeBHO.

[Ipu npoyuBaHe ¢ TUIBXOBE 3a MPOCEAIBaHE Ha IPEHATATHO U OCTHATAIHO PAa3BUTHE, MAJIKUTE ca
MOKa3aJIi TPaWHU MOHWKEHHUS B TEJIECHOTO TErJIo mpH a03a 300 mg/Kr/IHEBHO U MO-BUCOKA
(mpu6musurenso 15 et MRHD Ha 6a3a mg/M?) 1 3a6aBEHO MOIOBO Pa3BUTHE IPH

600 mg/kr/nueBHo (mpubausutenno 29 metu MRHD Ha 6aza mg/m?).

6. OAPMAIIEBTUYHU JAHHHA
6.1 CnucbK Ha IOMOIIHHMTE BELIECTBA

Manuron

dymapoBa KHCeIuHa

XUJIPOKCUTTPOIMIIEITYI03a

XHIPOKCUTIPOTIIIIIEINTYJI03a C HUCKA CTETICH Ha 3aMECTBAHE
Kamues kapbonar

Marne3ues creapaT

Kunt xeneszen okeun (E172)
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6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

5 roguHU

6.4 CnenuaJHM ycJI0BHUS HA CbXpaHeHUe

To3u JICKAPCTBEH MPOAYKT HC M3MCKBa ClICHHUAIHN YCIIOBHA Ha CbXPaHCHUC.
6.5 Bwuau chabp:KaHue HA ONAKOBKAaTAa

PVC/PCTFE/anymunuesu unu PVC/PVDC/anymunnesu, nephopupaly €IHOI030BH OINCTEPH B
KapTOHeHHW KyThu 1o 2x1, 4x1, 8x1 u 12x1 tabneTtka.

He Bcuuku BUOBE ONAaKOBKY MOTaT J1a ObJIaT ITyCHATH B MPOIaxoa.

6.6 ChenuajJHu npeanasHu MePKH NPH U3XBBPJIsIHE

Hsma cnenmanay n3MCKBaHuUsI.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Phoenix Labs Unlimited Company

Suite 12, Bunkilla Plaza

Bracetown Business Park

Clonee, County Meath

Upnanaus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/13/841/004-007

EU/1/13/841/015-018

9. JATA HA TBPBO PABPEHIABAHE/IIOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha epBO paspemarane: 21 ouu, 2013 r.

Jata Ha nocnenHo noaHoBsBaHe: 23 ampuin 2018

10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA

[Tonpo6ua mH(pOpMans 3a TO3H JeKapCTBEH MPOAYKT € MpeocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara
areHIus 1o JieKapcTBaTa http://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Spedra 200 mg TabneTku

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bcsika Tabnerka cpappika 200 mg aBanadun (avanafil).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

TabneTka.

brienoxbnti oBaHM TabNETKH, ¢ BIUTEOHATO penedHo ozHadenue “200” ot exHarta crpaHa.
4. KJIMHUYHU JAHHHA

4.1 TepaneBTUYHU NOKA3AHUSA

Jleuenne Ha epekTUIIHA TUCHYHKIMS TIPU BB3PACTHU MBKE.

3a ma 6b7e eeKTHBHO AekcTBHETO Ha Spedra, ¢ HeoOXoauMa CEKCyalHa CTUMYJTaIlus.

4.2  Jlo3MpoBKAa M HAYMH HA MPUJIOKEHHE

ﬂosnpomca

Vnompeba npu év3pacmnu mwoice

[Ipenopbuntennara no3a ¢ 100 mg, kouto ce B3eMar npu Hyxaa npubmuzutenado 15 no 30 Munytu
npe/y MOJ0BHUs akT (BK. Touka 5.1). B 3aBUCHMOCT OT eheKTa U MOHOCHUMOCTTA JI03aTa MOXKe J1a Ob/ie
yBenmuueHa MakcuMaiaHo g0 200 mg win HamaneHa 10 S0 mg. MakcuMaiHaTa IpernopburuTeIIHa
4eCTOTa Ha PUEMaHe € BeIHbX JHEBHO. HeoOXxomuma e cekcyaaHa CTUMYJIANus 3a TOBIUSIBAHE OT
JICUCHHETO.

Cneuuaﬂﬁu nonyaauuu

Cmapuecka év3pacm (> 65-coouuunu)
Kopekimu Ha 103aTa He ca HeOOXOIUMH TIPH TTAIMEHTH B cTapuecka Bb3pact. Hamnunu ca
OrpaHMYCHH JaHHU TPH MAIMEHTH B CTapuecka Bb3pact, Ha 70 roAnHu U MoBeYe.

bvopeuno yspeacoane

Kopekiuu Ha 103ata He ca HEOOXOAUMH TPH MAIMEHTH ¢ JIEKO J0 YMEPEHO ObOPEYHO YBpEKIaHe
(xpearnanHOB KiMpbHC > 30 MI/min). Spedra e mpoTHBONIOKa3aH MPH MAMEHTH C TEXKO OBOPEUHO
yBpexaane (kpearnanHoB KiupbHC < 30 ml/min) (Bxk.Touku 4.3 u 5.2). [Ipu nanueHTy ¢ JIeKo Wi
yMepeHo 0b0pedHo yBpexaane (kpeatnHuHOB KimpbHC > 30 mi/min, Ho <80 ml/min), kouro ca
BKJIFOYCHH BBB (paza 3 mpoyuBaHus, ce HaOJII01aBa HaMalleHa e()UKACHOCT B CPABHEHHUE C TE3H C
HOpMaJHa ObOpedHa QyHKIHA.

Yeprnodpobno yspedcoane

Spedra e mpoTUBOMOKA3aH MPH MALMEHTH C TEXKO YepHOAPOOHO yBpexaaHe (kiaac C 1o ckanara Ha
Child Pugh) (x. Touku 4.3 u 5.2). [Ipy HaiEeHTH € JEKO HIH YMEPEHO YepPHOAPOOHO yBpEXKIaHE
(xmac A mu B o ckanara Ha Child Pugh) nmegenuero tps6Ba 1a ce 3amoune ¢ MUHEMAaTHATA
edukacHa 103a 1 103UPOBKaTa Jla CE KOPUTUPA Bb3 OCHOBA HA MOHOCHMOCTTA.
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Ynompeba npu nayuenmu ¢ ouabem
Kopexkiun Ha 1o3ata He ca HEOOXOAUMU TPU MAIUCHTH C AHa0eT.

Ileouampuuna nonynayus
HsiMa choTBeTHO mpuiiokeHne Ha Spedra B meinaTpuyHaTa IMOMyJIalys 3a IIOKa3aHUEeTO ePEKTHIIHA
JUcyHKIHSA.

YHOWID€6G npu nayuenmu, npuemauiu 0DV2M Jlekapcmea

Eonospemenna ynompeba na CYP3A4 unxubumopu

EnnoBpemenHoTo npuiarade Ha aBaHadmi ¢ Moiau CYP3A4 nHXxuOUTOpH (BKIIOYUTETHO
KETOKOHA30J]1, PUTOHABHP, aTa3aHaBUP, KIAPUTPOMHULVH, HHIXHABODP, UTPAKOHA30]1, He(a30a0H,
HeJ(HUHABHD, CAKBUHABUD M TESIUTPOMHUIIMH) € IIPOTUBOIIOKA3aHO (BK. ToukH 4.3, 4.4 u 4.5).

[Tpu nanpeHTH, MoyryyaBaiy eJJHOBPEMEHHO JieueHne ¢ ymepero MomHu CYP3A4 naxudburopu
(BKJIIOUUTEIHO EPUTPOMHUIINH, AaMIIPEHABUD, AlIPETIUTAHT, TWIITHAa3eM, QIIyKOHa307, (hocaMIpeHaBup U
Beparnammi ), MaKCUMallHaTa TIPenophUnTeNIHA 1032 aBaHadwI He TpsaOBa na Hajaeuimasa 100 mg, ¢
UHTEpPBAJl MKy I03UTE HE MO-MaIbK OT 48 4yaca (Bk. Touka 4.5).

Hauun Ha npuiioxxeHue
3a nepopaniHa ynorpe6a. [Ipu npuem Ha Spedra o Bpeme Ha XpaHEeHe HA4aJIOTO Ha JACHCTBHETO MOXKE
na Ob/ie 3a0aBeHO B CPaBHEHHUE C MPHUEMa Ha TIIaaHO (BXK. TOYKa 5.2).

4.3 IIpoTuBomoka3aHus

CBpBXUyBCTBUTECITHOCT KbM aKTHBHOTO BEIIECTBO HIIH KbM HIKOE OT MIOMOIIHUTE BEIECTRA,
n30poeHu B Touka 6.1.

3a manueHTH, KOUTO MO KaKBaTO U Jia Owmiio (hopMa nmprueMaT CheAMHEHHUS, OTACISIINA OPTraHHYHH
HUTPATHU WU a30TeH OKCU/ (KaTo aMuil HUTPHT) (BXK. Touka 4.5).

EnHoBpeMeHHOTO TPHIIOKEHNE Ha HHXHOUTOpH Ha hocdoamectepasza tun 5 (PDESD), Brmounrtenno
aBaHa(WI, ChC CTUMYJIATOPU Ha TyaHWJIAT IIUKJIa3a, KATO PUOLIUTYAT, € IPOTHBOIIOKA3aHO, Thid KaTo €
BB3MOKHO J1a IOBEJIE IO CUMIITOMATHYHA XUTIOTOHUS (BXK. ToUKa 4.5).

.HeKapI/ITe TpH6Ba Aa B3cMaT NpeaABHU NOTCHIUATIHUSA KapAUOJIOTMYCH PUCK IIPU CCKCYyalIlHa dKTUBHOCT
Ha MalfUCHTH ChC CHIICCTBYBAIIO ChbPACYHOCHAOBO 3360J’I$IBaH6, npeay 1a UM u3nuuiat Spedra.

VYnorpebara Ha aBaHa W1 € IPOTUBOIOKA3HA IIPH:

- [MatmenTH, KOUTO ca UMaNK HHPAPKT HA MHOKap/a, MO3bYEH UHCYIT WIN
YKUBOTO3aCTpalllaBalla apuTMUS Mpe3 MocleIHUTE 6 Mecela,

- [ManueHTH ¢ XUIMOTOHUS B TIOKOH (KpbBHO Hassrane < 90/50 mmHQ) wiu xunepTonus (KPbBHO
Haysrase > 170/100 mmHg);

- [MatmenTH ¢ HeCTaOMIIHA CTCHOKAPAMS, CTEHOKAP/IUS MIPH MOJIOB aKT WM 3aCTOMHA ChplIevHa
HepoCcTaThYHOCT OT || pyHKIIMOHENeH KiTac U Mo-BHUCOK, Kiacupunupana ceriiacHo HroopkckaTta
kapauonorudna acormarst (New York Heart Association, NYHA)

[ManuenTH ¢ TeXKO YepHOApoOHO yBpexkaaHe (kimac C mo ckanara va Child Pugh).
[MTanmenTH ¢ TexKO OBOPEYHO yBpekIaHe (KpeaTHHUHOB KiaupbHC < 30 ml/min).
[ManyieHTH, KOUTO UMAT 3ary0a Ha 3peHHETO Ha eTHOTO OKO MOpaIy HeapTepuaiHa MpeIHa HCXeMUYHA

ornrrryHa HeBpomnatus (HAMOH), HezaBucuMO Janmy TO3W €NMU30/1 € CBhP3aH MIN He C TPEIX0IeH
npueM Ha uaxuouTop Ha PDES (Bxk. TOuka 4.4).
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TlanimenTy ¢ M3BECTHU HACIICACTBEHHU JACTCHCPATUBHU 3a00JISIBAHUS Ha pe€TuHaTta.

[NanuenTu, kouto nznon3sat MouHu CYP3A4 naxubutopH (BKIIOUYUTETHO KETOKOHA30J1, PUTOHABUD,
aTa3aHaBUp, KIAPUTPOMHLIMH, HHINHABHUD, UTPAKOHA301, He(a300H, HelN(pHHABHD, CAKBUHABHP H
tenutpomuitul) (BK. Touku 4.2, 4.4 u 4.5).

4.4  CpoeuuajHu npeaynpe:RIeHUs! U NpeINa3Hu MePKH NPH yNoTpeda

IIpenu na 6b1€ Ha3HAYCHO MEIMKAMEHTO3HO JIeUCHHE, € HEe0OX0IMMO CHEMaHe Ha METUIIMHCKA
aHamMHe3a 1 (DU3HMKAJICH CTaTyC 3a TUArHOCTUIIMPAHE Ha EPEKTHITHATA TUCPYHKIHS U ONpeIeIsTHe Ha
BB3MOXKHUTE TIPUIHHU.

CBbpIeYHOCHIOB CTATYC

[Ipenu 3amouBaHe Ha KaKBOTO U Jja OWIIO JICYCHUE HAa EPEKTHIIHA TUCHYHKITUS JICKApUTE TPOBa /1a
NPEIEHAT ChPJICYHOCHIOBHS CTATYC Ha MAIIEHTHTE CH, ThH KaTO ChIECTBYBA U3BECTEH ChP/ICUCH
PHCK, CBBP3aH ChC CEKCyalIHATa aKTUBHOCT (BX. ToUKa 4.3). ABaHA(QWI UMa ChAOPA3ITUPSIBAIII
CBOICTBA, BOJICIIH JI0 JICKO U MPEXOAHO HAMAJISIBAaHE Ha KPHBHOTO HaisIraHe (BXK. Todka 4.5), u
Mopajy TOBa 3aCHJIBA XUIIOTEH3UBHUSA e¢eKT Ha HUTpaTuTe (BXK. Touka 4.3). [TarmeHTn ¢ 00CTpyKIus
Ha JICBOKaMEPHUSI U3XOJICH TPAKT, HAIpP. AOPTHA CTEHO3a M WAMONATUIHA XUIIepTpodUIHa cybaopTHA
CTEHO3a, MOXe J1a ObJaT YyBCTBUTEIIHU KbM JIESHCTBUETO HA Ba30AMIATOPH, BKItountTenHo PDES
WHXAOUTOPH.

IIpuanuzsem
[TanueHTH, KOUTO MOIYYaT EPEKIHsl, KOSTO MPOAbKaBa 4 yaca WM roBeue (Mpuanu3bpm), TpsAoBa 1a

ObAaT MHCTPYKTUPAHHM /1A TOTHPCST He3a0aBHO MEANIIMHCKA ITOMOII. AKO ITPHANU3MBbT HE Ce JICKyBa
He3a0aBHO, pe3yJATaThT MOXKE J1a ObJIe yBpPEKIaHe Ha ThKaHTa Ha ITICHHCA WIH TpaifHa 3ary0a Ha
NOTEHTHOCT. ABaHA(MI TpAOBa J1a ce U3MOJI3Ba BHUMATEIIHO NIPU MALMEHTH C aHATOMUYHA
nedopmManys Ha eHuca (KaTto aHTyianus, KaBepHo3Ha puopo3a wiu 6onect Ha lleliponn) wnu npu
HALMEHTH ChC ChCTOSHUS, KOUTO MIPEAPA3NosaraT KbM IPUANH3bM (KaTo ChPIOBUAHO-KIEThYHA
aHEeMUsl, MyJITHIIJICH MUEJIOM WMJIH JIEBKEMUS).

3puTenHu npodIeMu

CrobImaBanu ca 3puTeaHn Ae()eKTH, BKIIOUNTETHO IIeHTpaiHa ceposta xoproperrnomnatus (LICXP) u
ClIydad Ha HeapTepuallHa IpeHa ncxemuyHa ontuyHa HeBporatus (HAWOH) BBB Bpb3ka ¢ mpuema
Ha PDES waxuburtopu. B ciyuait Ha BHE3aITHH HApYIICHUS HA 3pEHUETO MAUEHTHT TPsIOBa Ja One
MOCHBETBAH J1a CIIpe preMa Ha Spedra u He3a0aBHO Ja ce KOHCYITHpA ¢ Jekap (Bxk. Touka 4.3).

Edektu BbpXY KPHBOCHCUPBAHETO

In vitro npoyuBanus BEPXy YOBENMIKH TPOMOOIIMTH MOKa3BaT, ue PDES nHXnOUTOpHTE CAMOCTOSTEIHO
HE OKa3BaT e(DeKT BhPXy TPOMOOIIMTHATA arperaius, HO PU CYNpaTePanieBTUIHH JO3H TS
MMOTEHIIUPAT AHTHATPETAHTHUTE CBONCTBA HAa ChSIMHCHUETO HATPUEB HUTPOPYCH/I, KOETO € JOHOP Ha
azoreH okcup,. [Ipu xopa PDES nHXUOUTOpHTE M3k A HE TIOBJIHSBAT JOMIBIIHUTEIHO BPEMETO Ha
KbPBEHE KaKTO CAMOCTOSATEITHO, TaKa U B KOMOWHAIINS C alleTUIICAIUITUIIOBA KACEITHHA.

Hsma nadopmanus 3a 6e30nmacHOCTTa PH pUeMa Ha aBaHa(HI OT MAIMEHTH C HAPYIICHHS B
KPBHBOCHCHUPBAHETO WJIM aKTUBHU NMEeNTHYHH 513BH. [lopaan ToBa aBanadwmi TpsOBa fa ce mpeanucsa Ha
TaKMBa MAEHTH CaMo CJie/l BHUMATellHa OIIeHKa Ha ChbOTHOILIEHUETO MOJI3a/pUCK.

Hamanena nau BHE3amHa 3ary0a Ha ciayx

[ManuenTure TpssOBa 1a ObIAT MOCHBETBAaHU Ja cupaT npuema Ha PDES uHXuOUTOpH, BKIFOYUTEITHO
aBaHa(wI, ¥ He3a0aBHO J1a MMOTHPCAT METUITMHCKA KOHCYJITAIMS B CTy4ail Ha BHE3aITHO HaMaJIIBaHE
uu 3ary0a Ha ciyxa. TakuBa ciiydau, KOUTO € Bb3MOXKHO Jia ObJIaT MPUAPYIKEHH OT LIYM B YIIUTE U
3aMastHOCT, ca ChoOIIaBaHM 10 Bpeme Ha npueM Ha PDES nnxubutopu. He ¢ Bp3MokHO 1a Obae
OTIpEICNICHO AU Te3H CIIyYau ca CBbP3aHU MPsKo ¢ nmpuemaneTo Ha PDES uaxuburopu wiu ¢ npyru
(akTopu.

E,Z[HOBDGMCHCH IIpUEM Ha and)a-6n01<ep1/1
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EnnoBpemenHusT mpueM Ha anda-010kepn 1 aBaHa(wI MOXKE J1a TOBEIE O CUMIITOMATHYHA
XHUIIOTOHMS TIPY HAKOH MAI[EHTH [TOpaan aJUTHBHU Ba30AMIaTaTOPHN eekTH (BXK. Touka 4.5).
TpsiOBa 1a ce B3eMe IPEABHT CIICTHOTO:

o [NanuenTure TpsOBa 1a ObAAT cTaOMIM3UPAHU HA Tepanus ¢ anda-0JoKep, Ipean Aa 3ar0YHAT
npuema Ha Spedra. [TanueHTn, KOUTO MOKa3BaT XeMOANHAMUYHA HECTAOMITHOCT IPH TePAITHs
camo ¢ anga-010kepH, ca ¢ HOBUIIEH PUCK OT CUMITOMATUYHA XUIIOTOHUS IIPU €IHOBPEMEHEH
npreM Ha aBaHauIL.

o [pu nanueHTH, KOUTO ca CTAOMITU3UPAHH Ha Tepamus ¢ anda-06yiokep, TpsOBa 1a ce 3arovHe C
Hali-HHCKaTa 1032 oT 50 mg aBaHaduI.
o Ipu nanueHTH, KOUTO Beyue MPUEMaT ONTUMaTHA 1032 Spedra, Tepanusita ¢ anda-oaokep

TpsiOBa J1a 3aI04He ¢ Hal-HHUCKaTa o3a. [Ipu npreM Ha aBaHadWII OSTAITHOTO MOBUIIIABaHE HA
no3arta Ha anga-0okepa MOKe 1a Ob/ie CBbP3aHO C MO-HATATHIIHO MOHMKAaBaHE HA KPBBHOTO
HaJIsATaHe.

. be3zonacHocTTa Ha KOMOMHHpaHaTta ynotpeba Ha aBaHadui 1 anda-6okepu Moke 1a Oblie
MOBJIMSIHA OT IPYTH POMEHIIMBY, BKIIFOUUTEITHO U3NPa3BaHe HA BETPECHIOBUS 00EM, U OT
JPYTH aHTUXUIIEPTCH3UBHH JIEKApCTBA.

EnnoBpeMenno npuiioxenne cbc CYP3A4 nuxuburopu
EnnoBpeMeHHO npuioskeHre Ha aBaHadui ¢ MouHu nuxuouTopu Ha CYP3A4 kaTo KeTOKOHA30J1 MU
PHUTOHABHP € MPOTHBOIOKA3aHO (BXK. ToukH 4.2, 4.3 u 4.5).

EnHOBpeMEHHO NPHUIOKEHNE HA IPYTH JCYCHHUS Ha ePeKTHIHA JUCHYHKITHS

BesomacHocTTa M epukacHOCTTa Ha KoMOMHanmuTe Ha Spedra ¢ apyru PDES naxuburopu wim npyru
JIeYeHHS Ha epeKTUIIHA TUCYHKIMS He ca poydeHH. [lanmentute TpssOBa na ObaaT HHGOpPMUpaHH Ja
He npuemaT Spedra B TakuBa KOMOHHALIVH.

EnHOBpeMeHeH npueM Ha aKoX0Jl

Koncymarusita Ha ajkoxoi B KOMOMHAIUS ¢ aBaHadWI MOXKe J1a IOBUIIN TIOTCHITHATIA 32
CHMIITOMATHYHA XMITOTOHMS (BK. Touka 4.5). [TanmenTute TpsiOBa ma ObIAT MPEAyIpPEAEHH, Ue
eHOBpPEMEHHATa yroTpeda Ha aBaHa(MI U ATKOXOJI MOXKE J1a TIOBUIIIA BEPOSATHOCTTA OT XUTIOTOHHUS,
3aMaiiBaHe WM CHHKOIIL JIekapuTe ChIo TPsOBa Ja MOCHBETBAT MAI[UCHTUTE KAKBO J]a IPABAT B
CJIydail Ha CHMIITOMH Ha OPTOCTATUYHA XUTIOTOHUSI.

Henpoyuenu nomynanuu

AaBaHa(ui He € OLCHIBAH NP MALMEHTH C ePEKTIIHA AUC(YHKIMS B pe3yITaT Ha yBpeaa Ha
IpPBbOHAYHUS CTHJIO WIN IPYTH HEBPOJIOTUYHH HAPYIICHHUS U TIPH NALUESHTH C TSKKO OBOPEYHO I
YepHOAPOOHO YBpEKAaHE.

45 B3aumojeiicTBHe ¢ IPYIrd JIeKapCTBeHU MPOAYKTH U APyru (popMu Ha B3auMojieiicTBIe

oTennuan 3a GpapmakoIMHAMUYHU B3aUMOJICHCTBUS ¢ aBaHADWIT

Humpamu

ABaHa(ui MoKa3a MOTCHIUPaHe Ha XUIIOTCH3UBHUTE €()EKTH HA HUTPATUTE MPH 3/IPABU JIUIA B
cpaBHeHue ¢ miare6o. Cuuta ce, ue ToBa € B pe3ysiTaT OT KOMOMHUpaHUTe e)eKTH Ha HUTPATH U
aBaHa(MI BEPXY BT a30TEH OKCHI/IIMKINYEH r'yaHo3uH MoHodochaTr (CGMP). TTopaau Tosa
NpUEMaHeTo Ha aBaHa(MII OT MAMEHTH, KOUTO M3MOJI3BAT 0] KAKBATO U Jia OWito popMa cheTMHEHHUS
HA OPTaHWYHU HUTPATH WK OTICIAIIN a30T€H OKCHII (KaTO aMIJI HUTPUT) € MPOTUBONOKa3HO. [Ipu
MAIMEHT, KOWTO € TMpHen aBaHa(uil B paMKuTe Ha 12 4aca OT MOMEHTA, B KOWTO Ha3HAYaBAHETO Ha
HUTpAT C€ CUYUTA 3a MEANINHCKN HAJIOKUTCIHO IIPU ) KUBOTO3acTpaliaBalia CUTyanus, BEPOATHOCTTa
OT 3HaYMM M MOTEHITMAITHO OTIACEH CIaJl B KPHBHOTO HaJATaHe ce moBuiasa. [Ipu TakuBa
o0cTosITeNICTBa HUTPATUTE TPSOBA J]a ce Ha3HAYaBaT CaMo IO HETIOCPEACTBEH JIEKapCKU KOHTPOI U
TTOIX OIS0 XeMOAMHAMHUYHO TIPOCieasBaHe (BX. TOUKa 4.3).

Jlexapcmeenu npodyKmu, NOHUICABAWU CUCTIEMHOMO KPBBHO HANACAHE
Karo Bazonumarop aBaHaQIbT MOXKE JIa TIOHMKU CHCTEMHOTO KPbBHO Hasirane. [Ipy u3non3Bane Ha
Spedra B koMOMHALUSI C APYT JICKAPCTBEH MPOAYKT, KOWTO MOHMKABA CHCTEMHOTO KPHBHO HAJISITaHE,

33



aJNTUBHUTE e€(EeKTH MOTaT J1a Ce 3aCIJIAT U Ja IOBEeIaT 10 CHMIITOMATUYHA XUITOTOHUS (HAT.
3aMasHOCT, BUCHE Ha CBAT, CHHKOIT WJIM ChCTOSTHUE, OM3K0 10 cuHKOoIM). BB (haza Il ot kmuanIHN
M3NUTBaHUS He ca HaOIIolaBaHy ClTydaH Ha ,,XHIIOTOHHMSA , HO ca ChOOILaBaHM ClIyyaH Ha ,,3aMasHOCT
(Bx. Touka 4.8). Imasio e evH enu3o/ Ha ,,CHHKON' TIPH MALMEeHT Ha IU1ale0o U eIMH eMHU30]1 IIPH
100 mg aBanadwua 1o Bpeme Ha ¢asa |l KTMHUYHN U3MUTBAHKS HA aBaHA(DHIL.

[anuenTu ¢ 0OCTpyKIUs Ha ICBOKAMEPHUS U3XOJCH TPAKT (HAIMp. A0PTHA CTEHO3a M UAMONAaTHYHA
xurneprpoduiHa cyO0aopTHA CTEHO3a) M TAKKMBA C TEKKO YBPEJIeH aBTOHOMEH KOHTPOJ Ha KPhBHOTO
HaJIsITaHEe MOJKeE J1a ca 0COOEHO YyBCTBUTEIHH KbM JISHCTBUETO HA Ba30MIIATOPH, BKIFOUHTEITHO
aBaHadui (BX. Touka 4.4).

Angha-6noxepu

[Ipoyyenu ca XxeMOITMHAMUYHUTE B3aUMOJCHCTBHS C JOKCA30CHH U TaMCYJIO3UH MIPH 3paBy JIUIa B
€/IHO KPbCTOCAHO KIIMHUYHO U3NHUTBaHe, 000co0eHOo B aBa nepuona. [Ipu nauneHTu, Kouto ca
CTaOMIM3MPAHU Ha JICYEHHE C JTOKCA30CHH, TIane00-U3KII0YBAIIOTO CPEAHO MAKCUMAIHO HAMaJICHHUE
Ha KPBBHOTO HAJISITAHE B JIETHAJIO M U3MPABEHO IOJIOKEHHE CIIe/l IPUEM Ha aBaHa(HII € OHIIo
cpoTBeTHO 2.5 MmHg u 6.0 mmHg. Kato wsno, cnen npuem Ha aBaHadui, 7 ot 00mo 24 y4acTHULU
ca IMaJId CTOMHOCTHU Ha KPBBHOTO HAJISITAHE WM MOHMKABaHE OT U3XOJHOTO My HUBO C ITOTCHIIHATHA
KJIMHHUYHA 3HAYUMOCT (BK. TouKa 4.4).

[Tpu nanueHTH, KOUTO ca CTAOMITU3UPAHH Ha JICUSHHE C TAMCYJIO3HH, TUIAIe00-3KITI0YBAIOTO CPETHO
MaKCHMAJIHO HaMaJICHHE Ha KPbBHOTO HAJISTaHE B JICTHAJIO U U3IIPABEHO TIOJIOKEHUE CIIe]] PUEM Ha
aBanagwui e 6uno cpoTBeTHO 3.6 MMHQg 1 3.1 mmHg, kato 5 oT 00110 24 yYaCTHHULIM Ca UMaJH
CTOWHOCTH Ha KPHBHOTO HAJISATAHE WM MOHMKABAHE OT U3XOHOTO HUBO C TIOTCHITMATHA KITMHUYHA
3HAYMMOCT (BXK. Touka 4.4).

Aumuxunepmen3ugnu cpeocmea, pasiuyHu om anga-onokepu

Bernre npoBenieHo KIMHUYHO M3MUTBAHE 32 OIIEHKA Ha eeKTa Ha aBaHA(WII BEPXY MMOTEHIMPAHETO HA
MMOHMXAaBalllIUTEC KPbBHOTO HAJIATaHC C(I)CKTI/I Ha I/I36paHI/I AHTUXUIICPTCH3UBHU JICKAPCTBCHU CPCACTBA
(ammmounuH n eHananpwi). PesynaraTure mokaszaxa cpeHO MaKCHMAaJIHO HaMaJleHHe Ha KPBBHOTO
HaJsITaHe B JIETHAJIO ToJIoKeHue oT 2/3 MMHQ B cpaBHeHwme ¢ muanedo npu erananput 1 1/-1 mmHg
NpY aMJIOJHUITNH, KOTAaTO €THOBPEMEHHO C TOBa ce MpreMa aBaHadui1. YCcTaHOBHU ce CTaTUCTUYECKH
3HaYMMa pa3jivKa B MAKCHMAJIHOTO HaMaJIeHHEe OT M3XO0JJHO HHUBO B JMACTOIHATA CTOWHOCT Ha
KPBBHOTO HAJISITaHE B JIETHAJIO MOJIOXKEHHE CaMo TIPH SHAIANPIIT M aBaHa(WII, KOETO Ce BPBIIA JI0
U3XOJHATa CU CTOMHOCT 4 yaca cief mpueraTa 103a aBaHa(ui1. 11 B 1BeTe KOXOPTU MO €UH MAIUEHT €
uMall MOHMXaBaHe Ha KPbBHOTO HaysraHe 0e3 CUMIITOMaTHKA Ha XUIIOTOHHS, KOETO € OT3BYYalio B
pamkuTe Ha | gac oT Hayanoto. ABaHa( w1 He € Mai epeKT BhpXy (papMaKOKHHETUIHHUTE CBOMCTBA
Ha aMJIOJIUITHH, HO aMJIOAWIHHBT € MOBUIIMI MAaKCHMAJIHATA U 00II[a eKCTIO3HIS Ha aBaHADIII
cbOTBETHO € 28 % u 60 % (Bk. Touka 4.4).

Ankoxon

KoHcymanusiTa Ha arkoxoJl B KOMOMHAIMS C aBaHA(PHI MOXKE J1a TIOBHIIN BEPOSTHOCTTA OT
CHMITOMAaTHYHA XUIOTOHUS. [Ipy KPBECTOCAHO 10 TPU HAUYMHA MPOYYBAHE C THOKPATHA /1032 32
OLICHKA Ha 37PaBH JIUIIA CPETHOTO MAaKCHUMAJTHO HaMaJIeHHEe Ha IMACTOIHOTO KPhBHO HAJITaHE € OHII0
3HAYUTEITHO HO-TOJISIMO CJIE]] IPHEM Ha aBaHA(QWI B KOMOMHAIIUS C aJIKOXOJI, OTKOJIKOTO CIIE]T TIPHEM
camo Ha aBaHadmi (3.2 mmHQ) wim camo Ha ankoxoi (5.0 mmHg) (Bx. Touka 4.4).

Hpyeu nevenus npu epekmunna Ouc@yHkyus
BbesonacnoctTa n eukacHocTTa Ha KOMOMHauuuTe Ha aBaHadui u apyru PDES naxuburtopu nnn
JPYTY HAuMHU 32 JICUCHHUE Ha ePeKTHIHA TUCOYHKLUS He ca mpoydyeHu (Bxk. Touka 4.4).

BausHue Ha Ipyru BelecTBa BbPXY aBaHadui

ABanadui e cyOcTpat Ha 1 ce Metabonu3upa npeodiagasaiio ot CYP3A4. [Ipoyusanus ca
MIOKa3aliy, e JIEKapCTBEHH CpeAcTBa, KouTo nuxuoupar CYP3A4, e Bb3MOXKHO Aa yBeIHyar
eKCIo3uLMsTa Ha aBaHadmi (BXk. Touka 4.2).

HUnxubumopu na CYP3A4
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Kerokonazon (400 mg qHEBHO), CeICKTUBEH 1 MHOIO MolieH naxuoutop Ha CYP3A4, e nosen 10 3
bTH HapacTBaHe Ha Cmax ¥ 14 bt Ha excriosunusata (AUC) Ha eqHoKpaTHa 103a aaHadmr 50 mg u
€ YABJDKUI TIOTY>KUBOTA Ha aBaHadwiI NpuOIM3UTeNHoO 10 9 yaca. Putonasup (600 mg nBa mbTH
nmHEBHO), MHOTO MotieH CYP3A4 uaxuburop, koiiTo cbio taka uaxuoupa CYP2C9, e mosen 1o
HapactBaHe Ha Cmax 1 AUC nipu eHOKpaTHa 103a aBaHadmt S0 mg CbOTBETHO NMPHOIU3UTEIIHO 2
IBTU U 13 TBTH U € YIBJDKWI TOTYKUBOTA Ha aBaHAhWII MPUOIM3UTENHO 10 9 yaca. Moxe 1a ce
ouakBa ¥ Apyru cuiHu naxuouropn Ha CYP3A4 (Hamnp. uTpakoHa3071, BOPUKOHA30J,
KJIAPUTPOMUIIVH, He(ha30/10H, CAKBHHABHUP, HEN(HUHABUD, WHIWHABHD, aTa3aHABUP U TEITUTPOMHIINH )
na uMat cxonuu edekru. [lopanu ToBa eAHOBPEMEHHOTO MTpUEMaHe Ha aBaHa(MII ¢ MOIIIHU
naxuouropu Ha CYP3A4 e npoTtuBonokaszano (Bx. Touku 4.2, 4.3 u 4.4).

Epurpomunua (500 mg aBa bt 1HEBHO), yMepeHo cuiieH CYP3A4 naxuburop, € 1oBem 10
HapacTBaHe Ha Crnax 1 AUC mipu enHokpaTHa 103a aBaHadui 200 mg chOTBETHO NPUOIH3UTEIHO 2
OBTU U 3 IBTU U € YABKUI MONTYKMBOTA Ha aBaHa(WI NIpUOIM3UTENHO 10 8 yaca. Moxe aa ce
ouakpa u Apyru ymepeno cuiaHu CYP3A4 uHxuOuTOopH (HAIp. aMIpEHABUD, alPEIUTAHT, TUITHA3EM,
¢ryxoHazou, hocamMrpeHaBHUp U BepanaMmi) 1a UMaT cxoaHu edektu. CrepoBaTeIHO, MaKCHMAaTHATA
npernopbunTeNHa g03a aBaHadmi e 100 mg B pamkure Ha 48 yaca pu MaUEHTH, KOUTO PUEMAT
CYP3A4 uuxuburopu ¢ yMepeHo IeiCTBHE U He TpsiOBa Jia ce HaaBHIIaBa (BK. Touka 4.2).

Brrnpeku ue He ca Mpoy4YBaHW KOHKPETHU B3aUMOJAEHCTBUS, Apyru nHxuOutopu Ha CYP3A4,
BKJIIOUHUTEIIHO U COKBT OT IPeHN(pyT, € BEPOSATHO Ja MOBUIIAT EKCIIO3UIHUATA HA aBaHAHIL.
[TarimenTrTe TpsiOBa 1a ObIAT CHBETBAHU Ja M30STBAT COK OT rpeindpyT B paMKUTE Ha 24 daca pean
npueMa Ha aBaHa(uI.

CYP3A4 cyocmpam

AwmiomunvH (5 mg AHEBHO) € f0Bei 10 HapacTBaHe Ha Cmax 1 @ AUC mpu eiHOKpaTHa /103a aBaHa(uI
200 mg crotBeTHO ¢ 28 % 1 60 %. Te3u MpoMeHU B €KCIIO3UIIUATA HE CE OMPEICIIAT KaTO KIMHUYHO
3HauuMu. He ¢ HaOmro1aBaH epeKT OT eTHOKpaTHA J103a aBaHA(II BbPXY TUIa3MEHUTE HUBA HA
aMIIOTUTIVH.

Broipeku ue He ca MpOyYBaHNW KOHKPETHH B3aMMOJICHCTBHUS Ha aBaHA(UII C pUBAPOKCAOaH U
anukcaOan (u qBata ca cyoctpatu Ha CYP3A4), B3auMoieiicTBHE HE C€ OYaKBa.

Axmusamopu na yumoxpom P450

He e npaBena omnenka Ha Bb3MoxHus edekt Ha CYP akruBatopu, ocobeno akrusatopu Ha CYP3A4
(Hamp. 0o3eHTaH, KapbamasenuH, edaBupeHil, GeHOOapOUTaI U PUPAMIIUIINH) BBPXY
(hapmakoknHeTHKaTa 1 epuKacHOCTTa Ha aBaHadwi. He ce mpenopbyBa egHOBpeMEeHHATa yrnoTpeda
Ha aBaHadun u CYP akTuBaTOp, THI KaTO KOMOMHAIMATA MOXKE 1a HAMAIX €(UKACHOCTTa Ha
aBaHa(wI.

EdexTr Ha aBaHadWI BPXY JAPYTH JIEKAPCTBEHU MPOAYKTH

Huxubupane na yumoxpom P450

IIpu npoyuBanus in Vitro B 4oBeIIKy YepHOAPOOHN MHUKPO30OMH aBaHA(III € TTOKa3ajl MPEHEOPEIKUMO
MaJThK ITOTEHIIMA 32 JekapcTBeHH B3aumoeiicteust ¢ CYP1A1/2, 2A6, 2B6 u 2E1. Hemro mogeue,
Mertabonutute Ha aBaHadwit (M4, M16 u M27), cbimio ca moka3aim MUHAMAJTHA CTETICH Ha
unxudupane Ha CYPs 1A1/2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 u 3A4. B3 ocHOBa Ha Te3u
JTaHHY aBaHA(WII HE CE OYaKBa Jla UMa 3HaYUM e(DEeKT BHpXY JPYTH JEKapCTBEHU MPOTYKTH,
MeTabOIM3UPaHU OT T€3H SH3UMU.

Twit kaTo naHHUTE IN VItro ca ycTaHOBWIM Bb3MOXKHH B3auMoencTus Ha aBaHadmi cec CYPs 2C19,
2C8/9, 2D6 n 3A4, OIbJIHUTEIHN KIMHUYHY IPOYYBaHMs, H3MI0JI3BALIM OMEIPa30Jl, PO3UIJINTA30H U
JIC3UTIPAMUH, HE MMOKa3BaT KIIMHUYHO 3HAaYMMHU B3auMoaericTeusa cbe CYPs 2C19, 2C8/9 u 2D6.

Unoyyupane na yumoxpom P450

HampaBena e orenka in Vitro va morennuantoro nuayiupane va CYP1A2, CYP2B6 u CYP3A4 or
aBaHa(UJI B IbPBUYHY YOBEIIKU XEIIATOIUTH, KOSATO HE YCTAHOBSIBA KAKBOTO M JIa OMJIO BH3MOKHO
B3aUMO/JICHCTBUE MPH KJIMHUYHO 3HAYUMHU KOHIICHTPAIHH.
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Tpancnopmepu

In vitro pesynratute mokasBar, ue aBaHaguI MPUTEKaBa yMEPEH MOTCHITHAN 3a JCHCTBHE KaTo P-gp
cyOctpat u P-gp mHXUOHUTOp C AUTOKCHH KaTo cyOCTpaT B KOHIIEHTPAIINH, IO-HACKH OT N3YUCIIEHATa
ypeBHa KOHIeHTpanus. [loTeHansT Ha aBaHA(WIT A2 TOBIUSABA IPEHOCA HA IPYTH JIEKapCTBEHU
MPOAYKTH, MEIUUpPaHU OoT P-gp, HE e U3BeCTeH.

Bb3 ocHOBa Ha in VIitro 1aHHM MpU KIMHUYHO 3HAYMMH KOHLICHTPALUK aBaHapII MOXKe 1a Ob/e
naxubutop Ha BCRP. IIpu kTMHWYHO 3HAYMMH KOHUEHTPALUH aBaHA(PHI HE € UHXMOUTOD Ha
OATPIBI1, OATP1B3, OCT1, OCT2, OAT1, OAT3 u BSEP.

OcTaBa HEM3BECTHO BIMSHUETO Ha aBaHA(WI BHPXY IPYTH TPAHCIIOPTEPH.

Puoyuzyam

[IpenkMHUYIHUTE TPOYYBaHUS TOKA3BAT AJIUTHBEH CUCTEMEH €)eKT Ha MMOHKABaHEe Ha KPhBHOTO
HaJAraHe Npu KomOuHUpaHe Ha nHXxuOuTopu Ha PDES ¢ puonuryat. B kiuHU4HM npoyyBaHus
pHOLIUryaT IOKa3Ba, ye MOTEHIIMPa XUIIOTEH3UBHUA edeKT Ha nHxuouTopu Ha PDES. Hsma nanuu 3a
OnaronpusTeH KIMHIYCH eeKT Ha KOMOMHAIMATA MPH NPOYyYBaHaTa nomynamnus. ExHoBpemenara
yrnoTpeba Ha puonuryar ¢ uHxuouTopu Ha PDES, BKItounTenHo aBanadwi, € mpoTUBONOKa3aHa (BiX.
Touka 4.3).

4.6 @epruautTer, )PEeMEHHOCT H KbPMEHe

Bbpemennoct
Spedra e e mokaszaH 3a yrnorpeba Ipu JKeHH.

Hsama nannu 3a ynoTtpe6a Ha aBaHadw npu OpeMeHHH XeHU. [[poyuBaHUs P )KUBOTHU HE MTOKa3BaT
MIPEKH MM KOCBEHHU BpeaHH e(DeKTH, CBbP3aHU C OPEMEHHOCT, eMOPHOHAIHO/(hETATHO Pa3BUTHE,
paskIaHe WM TOCTHATAIHO pa3BHUTHE (BXK. ToUKa 5.3).

Kspmene
Hsma Hannyam qaHHM 33 yoTpeba Ha aBaHA(HII 110 BpeMe Ha KbpMEHE.

DepTUnuTer
Hsima BimstHuIE BBPXY IBUTATEITHATA CITOCOOHOCT MITH MOP(HOJIOTHATA Ha CTIepMaTa ClIe]T IepopaicH

npueM Ha eTHOKpatHU 1o3u oT 200 mg aBaHadui mpu 3apaBu JOOPOBOIILIH.

B knmuHMYHO npoy4BaHe, IPOBEACHO MPH 3/paBH JOOPOBOJIIN U BH3PACTHH MBXKE C JIEKa ePeKTHIIHA
IUChYHKINSI, TIEPOPATHOTO MPUJIoKeHNE Ha JHEeBHA mo3a 100 mg aBaHadwi 3a epuoy ot 26
CEJIMHIIY HE CE CBBP3Ba C MPOsBA HA HEXEJaHU e(DeKTH 10 OTHOIICHUE Ha KOHIICHTpAIHUITa, Opos,
MOJIBWYKHOCTTA MM MOP(OJIOTHSTA Ha CIIEPMATO30HIUTE.

4.7 EdexTu BBpXy cioco0HOCTTA 32 IopupaHe U padoTa ¢ MALIUHA

Spedra noiusiBa B MajKa CTENEH CIIOCOOHOCTTA 32 modupane U paboTa ¢ MaiuHu. T KaTo B
KJIMHAYHY M3IHTBAHMS C aBaHA(UII ce ChoOIaBa 3a 3aMasiHOCT ¥ IPOMEHH B 3pEHHUETO, MTAIUCHTUTE
Tps0Ba Ja UMAT MpPECTaBa 3a PeakIuuTe CH KbM Spedra npeau 1a modupar win 1a paboTsr ¢
MaIIHHH.

4.8 HexeaaHH JIeKaPCTBEHU PEAKIIUH

O06o6uienne Ha mpoduna Ha 6€30MacHOCT

IpodmnbT Ha Ge3omacHocT Ha Spedra ce ocHoBaBa Ha 2566 nuiia, KOUTO ca IMoJTy4aBaiy aBaHaduiI B
paMKuTe Ha KIMHAYHA pa3BoifHa nporpama. Haii-uecTure HexXeIaHu JIEKapCTBEHH PEaKIUH,
cb0OIIaBaHN B KIMHUYHNTE NPOYYBaHMUS, ca OMIIM TI1aBOOOINE, 3aUepBABaHE, HAa3aJIHA KOHT€CTHS U
KOHT€CTHS Ha CHHyCHTe 1 00JKH B rbp0a. KaTo 1sno HesxenmaHnTe ChOUTHS M HEXKEITAaHUTE PEaKInu
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TIpH JIKIIa, JIEKYBaHK ¢ aBaHA(HII, ca MO-4eCTH IIPH JINIa ¢ HHAEKC Ha TejecHa Maca (MTM) <25 (nmma

¢ Hopmasied UTM).

HpI/I ABJITOCPOYHOTO KIMHUYHO MMPOYUYBAHEC NPOLUCHTHT HA MAUCHTUTC C HECKCIJIAHU JICKAPCTBCHU

p€aKkiun HaMaJIsiBa C YBEJIMYaBaHC Ha MPOAB/DKUTCIIHOCTTA Ha CKCIIO3UIUATA.

TabauyeH CIHUCHK HA HEXKEIAHUTE JICKAPCTBCHU PCAKIINH

Tabnuiara mo-moiry n30posiBa HeXKEIaHUTE JIEKAPCTBEHU PeakIiny, HabJIto1aBaH! B
UTa1e00-KOHTPOIMPAHN KIMHUYHY U3MUTBaHuUs, ChritacHo mpuetute or MedDRA mpaBmia 3a
yectora: MHOTO YectH (> 1/10), wectn (= 1/100 no < 1/10), Heuectu (> 1/1000 no < 1/100), peaxu
(> 1/10 000 mo < 1/1000), muoro peaku (< 1/10 000) u ¢ HenzBecTHa YecTOTa (OT HATMYHUTE TAaHHU
HE MOXe J1a ObJIe HarpaBeHa OIeHKa). [Ipu BCSIKO rpynupaHe B 3aBUCHMOCT OT YeCTOTaTa,
HEe)KeJTaHUTE JIEKapCTBEHH PEaKLMK ca IPEICTABCHN B HU3XOAAI] pell TI0 OTHOIICHHE Ha TAXHATa

CCPUO3HOCT.

Hesxkenana nexapcreena peakuus (IIpexmountan repmun or MedDRA)

Cucremo-opranen

PecniupaTtopun,
ITPBAHU U
MeANacCTHHAJIHH
HapyLIEeHHSA

Hazanna xoHrectus

CrHycoBa KOHIeCTHs
JucnHes npu ycunme

YecTn Heuectn Penkn
KJIac
Nudexnnn n I'pun
uHpecTanuu Hazodapurarur
Hapyumenns Ha
Py Ce30HHU aneprun
HMYHHATA CHCTEMA
Hapymenus Ha
MeTadoJM3Ma U ITomarpa
XpPaHeHeTo
bescbHue
Heuxuann IIpexneBpemMeHHa
HapylIeHusi eSAKyJIanus
Hemonxosmr edext
3amaiiBaHe I
Hapymenus Ha CUXOMOTOpHA
Py I'maBoGonue CoOMHOJIEHTHOCT P
HepBHATAa cUCTEMAa XUTEPAKTUBHOCT
CuHycoBO r1aBo0OOIHE
Hapymenns Ha ounTe 3aMBbIIIeHO 3peHne
C'[,p;[eq]{]/[ CTCHOKapIII/I}I
TTannuranmun
HapylIeHUs Taxukapaus
XUnepToHus
Cb10BH HApPYIIEHHS 3auepBsiBaHe INopemu BbIHU
XUMOTOHUS
Punopes

Konrectus na
TOPHUTE AUXaTEITHU
ITBTHINA
Enucrakcuc

CTomMamHo-4YpeBHH
HApyLIIeHUs!

Jucnerncus
l'anene
IToBpbiane
CromarieH
THCKOMQOPT

Cyxora B ycTaTa
Tactpur

Bosiku HUCKO B
Kopema

Huapus
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Hesxkenana nexapcreena peakuus (IIpexmountan repmun or MedDRA)

CI/ICTeMO-OpFaHeH

TbKaH

YecTn Heuectn Penkn
KJac
Hapymenns na
KO02KATa U MOJAKOKHATA O6pusB

Hapymenus Ha
MYCKYJIHO-CKeJleTHATa

Bbornka B repba

Bonka B xb100Ka

eJIEKTpOKaprorpaMaTa
YBenuueHa chpjcuHa
4eCTOoTa

cucreMa u MyckynHa Muanrus
CheTHHHUTETHATA HaIpPerHaToCT MyCKyJTHH cria3Mu
ThKaH
Hapymenus Ha
GuopemTe Tlonakuypust
NMUKOYHUTE MbTHIIA
Hapyuienue na
Hapymenusi na neHnca
BB3NPOU3BOANTEHATA CrioHTaHHA epeKIHs
CHCTEMA H I'bpaaTa Ha TICHUCA
I'enuranen crpbex
Actenus
OO0umM HapylIeHus ¥ I'pbana Gonka
e(peKTH Ha MSICTOTO HA YMopa I'punonogo6HO
NPUJIOKEeHUe 32001 IBaHe
[Tepudepuu orouu
TloBuiieHO KPHBHO
HaJsTaHe
[IpuckscTBUE Ha KPBHB
B ypHHATa
CobpaedeH mym
VBenuueHu
YBeNM4eHU CTOMHOCTH | CTOMHOCTH HA
Ha 9YepHOAPOOHHU MpocTaTeH
CH3HMH CrieI(pUYCH aHTUTCH
I/I3c,]]e;[BaHp[ﬂ OTKIIOHEHHE B VBennyaBaHe Ha

TErJIOTO

VBenuueHu
CTOHHOCTH Ha
OunpyOuH B KPHBTa
VBenuueHu
CTOMHOCTH Ha
KpEaTHHHUH B KPbBTa
IloBuIIeHa TenecHa
TeMIeparypa

Onucanue Ha M30paHU HEXKEJIAHU JIEKAPCTBEHU PEaKIMy, HaOnroaaBanu npu apyru PDES

UHXUOUTOPH

B manko Ha Opoii ciydau cies MyCKaHeTo Ha MMa3apa U KIMHUYHY W3NUTBaHus Ha npyru PDES
HHXHOUTOPH ce ChOOIaBa 3a HeapTepraaHa peana ucxemuana ontuyura Hespomatest (NAION) u
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BHE3alHa 3ary0a Ha ciiyx . B paMkuTe Ha KIMHHYHA W3IUTBAHUS ¢ aBaHAQWII HE Ca ChOOIICHN TaKUBa
ciy4au (Bxk. Touka 4.4)..

B manko Ha O6poii ciydau cie MyCKaHeTo Ha MMa3apa U KIMHUYHY W3NUTBaHus Ha npyru PDES
MHXHOUTOPH ce ChoOIaBa 3a MpUanu3bM. B paMknTe Ha KIIMHUYHN M3MUTBAHKA C aBaHAQIII HE ca
CHOOIIIEHN TaKWBa CIy4au.

B Maiiko Ha Opoii ciydau cliesi MyCKaHeTo Ha 1Ma3apa U KIMHWYHH W3nuTBanus Ha npyru PDES
WHXUOUTOPH ce ChOOIaBa 32 XeMaTypHsl, XeMaTOCIIEPMHUSI U TICHWJIHA XEMOPAarHsl.

XHIOTOHUS ce ChOOIIaBa Ciiel MyCKaHeTo Ha nasapa Ha apyru PDES uHXuOUTOpH, a B KITMHUYHH
U3IHMTBAHUSA Ha aBaHa(uUIl ce ChOOIIaBa 3a 3aMaiiBaHe — CUMIITOM, YECTO MPHYMHEH OT MOHMKEHO
KpbBHO Hajsrane (BK. Touka 4.5).

Cpo011aBate Ha HOJAO03UPAHU HEKEIAHU PEAKIIAU

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOIYKT € BaxkHO. ToBa MO3BOJIABA J]a IPOIBIDKH HAOJIOICHUETO Ha CHOTHOIIICHUETO TOJI3a/PHUCK 32
JeKapCTBEHUS MPOAYyKT. OT MEIUIIMHCKUTE CTICIIHAIMCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MOI03MpaHa HeKeJlaHa Peakiys Ipe3 HallFioHaTHaTa CHCTeMa 3a ChOoOIaBaHe, mocoueHa B

[punoxenue V.

4.9 Ilpepo3upane

Ha 3ApaBu Jiilla ca 1aBaHu CAUHUYIHU OO3U OO 800 mg aBaHa(l)I/IJ'I, a Ha MManucHTH ca JaBaHHU
MHOT'OKPATHO AHCBHU 03U 00 300 mg. Hexenanute JICKaApCTBCHU PCAKIIUU Ca ounu 1'[0}_'[06HI/I Ha
TE3U, KOUTO CC Ha6JHOI[aBaT IIpHU IMO-HUCKHU 103U, HO TAXHATa 4Y€CTOTa U TEXKECT Ca onu IMO-U3pa3CcHU.

B cnyuaii Ha peno3upane TpsAOBa Ja ce mpeanprueMaT CTaHAapTHUTE TOMOIIHNA MEPKH MTPH HYKJIa.
He ce ogakBa xemomann3ara ga yCKOpH KIMPBHCA, Tl KaTO aBaHA(MII CE CBbP3Ba BbB BUCOK
MIPOIICHT C TUTA3MEHUTE TIPOTEUHH U HE C€ STMMUHUPA C ypUHATA.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 ddapmakoaMHAMMYHU CBOiiCTBa

dapmakoTepaneBTH4Ha rpyna: YponoruuHu; JlekapcTBa, KOUTO ce U3MOI3BAT PH CPEKTHITHA
TUCHYHKITHSI
ATC xox: GO4BE10

MexaHu3bsM Ha IEUCTBUE

ABaHa(UI € CUIIHO CENICKTUBEH U MOIIEH, 00paTHM WHXUOUTOP Ha IUKIMYCH TyaHO3uH MOHOdochaT
(cGMP)-cnieruduunara dochoauecrepasa tum 5. Korato cekcyamHara CTUMYJIamus Iopaxia
JIOKaJTHO OCBOOOXKIaBaHe Ha a30T€H OKCUI, MHXHOMpaneto Ha PDES ot aBanadmin Boau 10 MTOBUIIICHH
HuBa Ha cCGMP B KaBEpHO3HOTO TsUI0 Ha TIeHKHca. ToBa BOJU 10 OTIYCKaHE Ha IIajKaTa MyCKyJIaTypa
U MIPUTOKA HA KPBB B ThKAaHHUTE Ha TICHUCA, B PE3yJITAT HA KOETO Ce MOJTydaBa epeKius. ABaHa(ul
HsIMa e()eKT MPH JIUIICA HA CEKCyalTHa CTUMYJIAIHS.

®dapMakogrHaMUYHY e(hEKTH

IIpoyuBanwmsTa in Vitro ca mokasanm, ue aBaHa(wI € CHIHO CeJEKTHBEH 110 oTHoImeHne Ha PDES.
HeroBusr edext Bbpxy PDES e mo-MoI1eH, 0TKOJIKOTO BEPXY IPYTUTe U3BeCTHU (PochoanecTepazu
(> 100 ptr ipu PDEG6; > 1000 metet ipu PDE4, PDES 1 PDE10; > 5000 etit mpu PDE2 u PDE?7,
>10 000 et ipu PDE1, PDE3, PDE9 u PDE11). Apanadun ¢ > 100 mbTH no-cenektureH 3a PDES,
oTKoNKOTO 3a PDEG6, KOsITO yuacTBa B mpoiieca Ha (hOTOTpaHCAYKIHS B peTrHaTa. [[puban3nureHo

20 000 mpTH O-BHCOKaTa cenekTUBHOCT 3a PDES, oTkonkoTo 3a PDE3, u eH3uM, KoiTO ce Hamupa B
CHPLIETO U KPhBOHOCHUTE CHAOBE, € BaXKHA, Thil karo PDE3 y4acTBa B KoHTpONa Ha ChpAeYHNUS
KOHTPaKTHJIUTET.
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B mpoy4BaHe ¢ u3moia3BaHe Ha mieTnsMorpadus Ha nenuca (RigiScan) mpuemst Ha aBanadmia 200 mg
€ TpeIM3BUKAaJ ePEKIUs, CUMTAHA 3a JOCTaTh4YHA 3a MpoHUKBaHe (60 % pUTrHAHOCT MO cKajaTa
RigiScan), mpu HSIKOU MAIMEHTH B paMKuTe Ha 20 MUHYTH CJIe]] IPUETATa 103a U KaTo 110
MOBJIMSABAHETO HA TE3M MALMCHTH OT aBaHa(uI € OUI0 CTATHCTUYECKH 3HAYMMO B paMkute Ha 20 — 40
MUHYTH, B CPaBHEHHE C TUIae0o rpymnara.

Knnanyna eukacHocT ¥ 6e30macHOCT

B kITMHUYHY M3NMTBAHSI € HAITPaBeHa OIICHKA Ha BIMSHUETO Ha aBaHa(WI BbPXY CIIOCOOHOCTTA HA
MBke ¢ epektiinHa auchyukius (E/I) na momydat u moaabpxkat epeKIys, JocTaThuHa 3a
YAOBJICTBOPUTEIHA CEKCyallTHa aKTUBHOCT. ABaHA(WII € OIICHEH B paMKUTE Ha 4 paHIOMHU3UpPaHH,
JIBOMHO-CIIENH, T1a1e00-KOHTPOIUPAHH, TAPANIETHO TPYIIOBH U3IMUTBAHUS C MPOIBJDKUTEITHOCT /10 3
Meceria rnpu o6ma nmonynanus ¢ EJI, npu nanuentu ¢ quadet tum 1 wiu tun 2 1 EJl v ipu naruerTy ¢
E/l cnen aBycTpaHHa HEPBOCHXpaHABAIllA PAJAUKAIHA IPOCTATEKTOMHUS. YETBBPTOTO MPOYUBAHE €
U3CJIeIBAJIO HAYAJIOTO Ha JAeiicTBre Ha aBaHadwui B ae 103u (100 mg u 200 mQ) mo oTHOIIEHHE Ha
JISUT OTIMITH 32 CEKCyaJieH KOHTAKT Ha YYaCTHHUK, KOUTO Ca JIOBENH J0 yIOBIETBOPUTEITHO 3aBbPIINI
noJoB akT. O6mo 1774 nauneHTy ca noidyvaBainu aBaHauiI, KOWTO € MpueMaH Mpy HyXJa B 1031
cboTBeTHO OT 50 mg (eano npoyusane), 100 mg u 200 mg (detupu npoyusanus). [lanueHrure ca
OMIIM MHCTPYKTHPAHU J]a B3eMaT 110 €Ha /1032 OT U3MHUTBAHUSA JIEKapCTBEH NMPoaAyKT 30 MUHYTH TIpeIu
3armoYBaHe Ha CEKCYyalHa JCWHOCT. B 4eTBBPTOTO MpoyyYBaHe MalMeHTHTE ca OWIIM HaChbpYaBaHU Ja
MpaBAT OMMTHU 3a MOJOB aKT OKOJIO 15 MUHYTH Clie[l mpujlarate, 3a Jia c€ OLICHH HayaJIoTO Ha
epeKTOreHHus eeKT Ha aBaHauiI, IpUeMaH Ipu HeoOoxoaumocT B ao3u o 100 mg u 200 mg.

OcBeH TOBa €/1Ha TIOATPYTIa MAIMEeHTH € OWia BKIIOYeHa B OTKPUTO Pa3IIMPEHO U3IMUTBAHE, B KOETO
493 manueHTa ca moiy4yaBalld aBaHa(UII 3a IEpUoT OT ToHe 6 Mecena, a 153 — moHe 12 mecera.
[IspBOHAYATHO MAIIMEHTUTE ca 3armouHanu ¢ aBaHadui 100 mg U 1Mo BCAKO BpeMe B paMKUTE Ha
M3MUTBAHETO Ca MMaJIl Bb3MOXXHOCTTA Jla MOUCKAT J103aTa aBaHadwi na 0bae ypeaudeHa g0 200 mg
WK HamanieHa 10 50 mg B 3aBHCUMOCT OT TSXHOTO WHIWBUIYaTHO TIOBIUSBAHE OT JIEYCHUETO.

BbB BCHYKY M3NUTBaHUS Ca HAOJIOIaBaHU CTATUCTHUECKY 3HAYMMHU TIOJIOOPCHHUS BbB BCUUKH
OCHOBHHU I10Ka3aTeju 3a e(PUKACHOCT U IIPU TPUTE 103U aBaHa(uI B cpaBHEHHE C TU1anedo edexra.
Te3u pa3yiuKy ce 3ama3Bar v IpH JbJITOCPOYHOTO JiedeHHe (110 OTHOIICHHE Ha MPOYyYBAHUATA B
obmara nomryanus ¢ EJI, mpu nuaberumu ¢ EJI, npu mexe ¢ EJl cnen aBycrpanHa
HEPBOCHXpaHsABAIlA PAMKAIHA TPOCTATEKTOMHS M B OTKPUTOTO PA3LIMPEHO M3IUTBAHE).

[Mpu obmaTa nonynanus ¢ EJ], cpeTHUST MPOLIEHT HA OTMIMTH, JIOBEIIH JI0 YCICUICH MOJIOB aKT ca OHITH
CHOTBETHO NpubIn3uTenHo 47 %, 58 % u 59 % npu rpynute npuemanu 50 mg, 100 mg u 200 mg
aBaHadwui1, B cpaBHEHUE ¢ PUOIM3UTENHO 28 % mpwu mianebo rpymnara.

[Ipu manmenTy cbe 3axapeH AualdeT THIl 1 win TiH 2 CpeHUST MPOLCHT Ha ONUTH, JOBEIU 110
yCIICUIEeH TOJIOB aKT, ca omn cboTBeTHO 34 % 1 40 % npu rpynute npuemanu 100 mg u 200 mg
aBaHadui, B cpaBHeHUE ¢ npudau3uTento 21 % mnpu mianedo rpynara.

IIpu mbxe ¢ EJl cinen nBycTpaHHA HEPBOCHXPaHABAILA PAJIUKAIHA IIPOCTATEKTOMUS, CPEIHUAT
MPOLIEHT Ha OMUTUTE, 3aBbPIIMIIM C YCIEUICH MOJIOB aKT, ca OMIM ChOTBETHO MPUOTU3UTETHO 23 % 1
26 % npu rpynure npuemany 100 mg u 200 mg aBanadui, cnpsimo npuoam3uTesiHo 9 % npu mianedo
rpynara.

B mpoyt4BaneTo 3a Havano Ha JAeWCTBHE, aBaHA(UIT € IEMOHCTPUPAJ CTATHCTUYCCKH 3HAYMMO
1o00peHne B IIbPBUYHATA IPOMEHITHBA 32 epUKACHOCT (CPEeeH sl YCIICIIHE OTTOBOPU Ha YYACTHHUK
clie]T MPUIIOKEHUE Ha /1033, ChIacHO [Ipoduir Ha OMUTUTE 3a OCHIIECTBsIBaHE Ha mMoJIoB akT (Sexual
Encounter Profile 3, SEP3)) cipsimo rutaie60, BoJeio 0 yCrelieH nojioB akT B 24,71% ot onutute
mpu no3a 100 mg u 28,18% mpu no3a 200 mg oxoso 15 munyTH cien npuiarane crpsimo 13,78% 3a
iane6o.

HpI/I BCHUYKHW OCHOBHH U3IIMTBAHUA Ha aBaHa(bI/IJ'I MPOUCHTHT HA YCIICIIHUTE OIMMUTHU 3a ITOJIOB aKT €
SHAYUTEITHO IMO-BHUCOK ITPHU BCUYKHU 03U aBaHaCI)I/IH B CPaBHEHHUE C PE3YJIITATUTE OT HHaHC60, KaTo Cca

IMMPOYYCHU OIIUTHU IMPU BCAKAKBU MHTCPBAJIX OT BPpEMC CJIC/] TPUCM Ha J03aTa.
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HenuatpuyHa monynamus

EBporietickara areHmust 1o JeKkapcTBaTta 0CBOO0OXK1aBa OT 3abJDKCHHUETO 32 MPEIOCTaBSIHE Ha
pe3yaTaTUTe OT MPOYUBaHHUATA ChC SPedra BB BCHUKH MOATPYNH HA TICTUATPUYHATA MTOMYJIAIUS C
epekTriIHa TuchyHKIM (BX. Touka 4.2 3a vH(GOPMALKsA OTHOCHO yroTpeOda B IeIuaTpUsITa).

5.2 @apmakoKHMHeTHYHH CBOWCTBA

ABanadui ce abcopOupa Obp30 ciel nepopajeH MpueM, KaTo MearaHaTa Ha Tmax € oT 30 10 45
MHUHYTH. DapMaKOKHHETHYHHUTE MY XapaKTePUCTHKU HApacTBAT MPOMOPIMOHAIHO HA J103aTa B
NpenopbYaHuTe J030BH rpaHuud. EnuMuHmpa ce mpeguMHO Ype3 4epHOIpoOeH MeTaboIn3bM
(ocuoBHo CYP3A4). Exnospemennoto npuiarade Ha Mo CYP3A4 uHxuOuTopu (Hamp.
KETOKOHA30JI U pUTOHABHP) CE CBBHP3Ba C MOBHIICHA €KCIIO3UIMA Ha aBaHa(mi1 (BK. Touka 4.5).
ABaHadui UMa MOY>KUBOT B KpaiiHa ¢a3za npubimzutenHo 6 — 17 yaca.

AOGcopOuus
ABanadun ce abcopOupa 06p30. HabmoaBaHiTe MaKCUMAITHU TUIA3MEHU KOHIICHTPAIIUU CE IOCTUTAT

B pamkute Ha 0,5 mo 0,75 gaca cien mepopalieH IprueM Ha riaaHo. AKo aBaHadUiI ce MpUeMe ¢ XpaHa
C BHCOKO ChIbpKaHNE HAa Ma3HUHH, CKOPOCTTA Ha aOCOpOLHS ce MOHIKaBa ChC CPEAHO 3abaBsIHE 10
JOCTUTaHE Ha MAKCUMAaJIHA KOHLIEHTPALUs Tmax OT 1.25 uaca u cpenHo noHmxkaBaHe Ha Cmax 0T 39 %
(200 mg). Hama Biusinue BbpXy crenenra Ha ecknosunus (AUC). Mankurte npomeHH B Ciax Ha
aBaHa(uI MAT MUHUMAJTHA KIMHAYHA 3HAYUMOCT.

PasnpeneneHue
ABanadun ce cBbp3Ba MprOIM3nuTeTHO 99 % ¢ miazmMenu npoterHd. CBHP3BAHETO C MPOTEHHA HE

3aBUCH OT 001I1aTa KOHIICHTPAIUS Ha aKTHBHOTO BEIIECTBO, BB3pacT, ObOpeuHa U 4epHoapoOHa
(dynkius. He e yctaHOBeHO HaTpymnBaHe Ha aBaHA(II B IU1a3MaTa, pH fo3upane ot 200mg aBa mbTH
JTHEBHO B IIpOAbKeHUe Ha 7 mHU. Ha 6a3a Ha oTynTaHe Ha HAJIMYUETO Ha aBaHa(WI B CliepMara Ha
3npaBu noOpoBomnn 45-90 MuHyTH cien mpueM Ha fo3ara, mo-mainko ot 0,0002 % ot mpuetara go3a
MOJKE JIa C€ OTKPHE B CIiepMaTa Ha MaIlUCHTHTE.

buorpanchopmanus

ABanadui ce exckpetupa npeauMuo oT CYP3A4 (ocuosen mbT) 1 CYP2C9 (BTOpHUYCH ITBT)
YepHOAPOOHH MUKPO30MHH M30eH3UMU. [11a3MeHNTE KOHLIEHTPAlMK Ha OCHOBHUTE UPKYJIUPAIIN
Metabonuti, M4 1 M16, ca croTBeTHO TPUOIM3UTEIHO 23 % 1 29 % 0T OCHOBHOTO ChEIUHEHUE.
MertabomutsT M4 mmokaszBa mpoduia Ha ceNeKTUBHOCT KbM (hochoamecTepasa, CX0eH Ha TO3HM HA
aBaHadua 1 in Vitro naxuburopHa edukacHoct npu PDES 18 % ot ta3u Ha aBanadwui. CiegoBaTenHo
M4 otroBaps 3a npubausuTenHo 4 % ot obmaTa papmakosoruyHa akTUBHOCT. MetabonutsT M16 ¢
HeakTuBeH crpsimo PDES.

Enumunupane
ABanaui ce MeTaboIM3Kpa eKCTEH3UBHO MPH YOBeIKa momynanusa. Cies nepopaiieH npuemM

aBaHa(UII ce eKCKpeTHpa moja hopMarta Ha METAOOJIUTH MPEAUMHO C U3MPAKHEHUATA (IPUOIU3UTETHO
63 % ot mepopainHara 103a) ¥ B I0-MaJIKa CTEeTeH ¢ ypuHata (nmpubnusurenno 21 % ot npuerara
mepopaiHa 103a).

Hpyru cnenuduynu monyaanuu

Cmapuecka 6v3pacm

ITo-BB3pacTHUTE ManuieHTH (65 ¥ TOBEYE TOIWHN) UMAT CHIIOCTABUMA EKCIIO3HIIHSI C HaOII0aBaHNUTE
TaKuBa MpH no-mnaau nauuenty (18 - 45-rogumnm). Jannute 3a nuna Haa 70-roguiiHa Bb3pacT
o0aue ca OrpaHHYCHH.

bvopeuno yspeacoane

IMpu narmeHTy ¢ Jieko (KpeaTHHUHOB KiIupbHC > 50 - < 80 ml/min) u ymepeHo (KpeaTHHUHOB KIMPHHC
> 30 - < 50 ml/min) 6p0peuHo yBpexaane, hapMaKOKHHETHKATA Ha eIUHNYHA 703a aBaHadmt 200 mg
He ce mpoMensi. JIMTCBaT JaHHM 3a MAIMEHTH C TeXKa ObOpedYHa HEeIOCTaThYHOCT WM B KpaiiHa (asa
Ha ObOpeyHa 60JIeCT, KOUTO ca Ha XEMOAHAIH3A.
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Yeprnodpobno yepesicoane

[ManmenTy ¢ nexo yepHOAPOOHO yBpexkaane (ki1ac A mo ckanata Ha Child Pugh) ca nokazamu
SKCIIO3HLIHUS, ChIIOCTaBUMa C Ta3H MPH MAMCHTH C HOPMaJIHa YepHOAPOOHA (DYHKIIMS MIPH TIPHEM Ha
emHoKkpatHa mo3a aBanadma 200 mg.

Excniosunusra 4 yaca cieq npueraTa j103a ¢ Ouia mo-HUCKa MPH MAIlMeHTH ¢ YMEPEHO YE€PHOAPOOHO
yBpexaane (kimac B mo ckanara va Child Pugh) B cpaBHeHue ¢ mainueHTH ¢ HOpMaiHa YepHOAPOOHA
¢bysknus cnen go3a ot 200 mg aBaHadmi. MakcuMaiHaTa KOHICHTPAIHS U €KCIIO3UIINS € Ouiia
nojo0Ha Ha Ta3H, HaOJIr0JaBaHa Clie/l TIPHEM OT NAlMeHTH C HOpMaJiHa YepHOAPOOHA (PYHKIIUS Ha
edukacHa no3a aBaHagun 100 mg.

5.3 IlpeakJIMHUYHHU JaHHU 32 0€30MACHOCT

HexnuandHuTe JaHHW HE MOKa3BaT 0COOCH PUCK 3a XOpa Ha 0a3zaTa Ha KOHBEHIIMOHATHUATE
(hapMaKoJIOTUYHHU TPOYYBaHMS 32 0€30MaCHOCT, TOKCHYHOCT TP MHOTOKPATHO IpUIaraHe,
T€HOTOKCUYHOCT, KAPLIMHOT€HEH MOTEHUMAJ U PEIPOAYKTUBHA TOKCHYHOCT.

[Ipu u3nuTBaHe Ha PePTHIIMTETA U PAHHOTO €MOPHOHAIHO Pa3BUTHUE MPH ILTHXOBE, € HAOI0AaBaHO
HamassBaHe Ha (EePTUIIUTETa U MIOJBIKHOCTTA Ha CTIEPMATO30UANTE, TPOMEHEHH ECTPAITHH ITUKIIU U
TIOBHIIICH TPOIICHT HAa aHOMAJIMH B criepmara npu 1o3a 1000 mg/kr/mHEeBHO — 1032, KOSITO ChINO Taka €
MpeIM3BUKaIa TOKCUYHOCT MPH TPETHPAHUTE MBKKH U )KCHCKHU TUTbX0Be. He e 3a0einsa3ano BiusHue
BBPXY (EepTHINTETA WA KAYECTBOTO HA criepMara npH 103u 0 300 mg/Kr/mHeBHO (MIPH MBIKKA
TUTbXOBE TOBA € 9-ITbTH YOBCIIKA CKCIIO3UIINS, M3UUCIIeHa Ha 6a3a Ha HeoOBbp3aHata AUC mpu 1032
ot 200 mg). He ca oTkpuTH CBBP3aHU C JIEYCHUETO HAXOKH B TECTUCUTE HA MUIIIKHU U ILUTHXOBE,
Tpetupanu ¢ 103u g0 600 win 1000 mg/Kr/mHEBHO 3a MEPHOJ OT 2 TOJAMHHU, KAKTO U HE Ca OTKPUTH
HAXOJIKW B TECTHCUTE Ha Ky4eTa, TPETUPAHU C aBaHA(WII 32 IeproJ] OT 9 Mecela PH TPETUPAHETO UM
¢ 103", 110 TbTH OT JONMYCTUMHUTE MPHU JICUCHUE HA XOpa KaTO MaKCHMAaJTHA TIPENOphUNTENTHA 71032 32
xopa (Maximum Recommended Human Dose, MRHD).

[Tpn GpemMeHHM TITBXOBE HE ca HaOII0aBaHH NPU3HAIM HAa TEPATOTE€HHOCT, EMOPHOHAIHA TOKCHYHOCT
WK PETOTOKCUYHOCT mpu 103U 110 300 mg/Kr/mHeBHO (MPUOTU3UTETHO 15 THTH MakcUMaHaTa
IpenophUUTEIHa 103a Ha 0aza mg/mM? npu namuent ¢ terno 60 xr). [lpu TokcudHa 3a MaiikaTa 103a OT
1000 mg/kr/nHeBHO (MpUOIM3UTENHO 49 IHTH MaKCHMMaJIHATa MPENOPHYMTENHA 103a Ha 6a3za mg/m?),
€ Ha0JIr0TaBaHO HaMaJIeHO TETJIO Ha TUToaa 0e3 MpU3HAIK Ha TepaTOreHHOCT. [Ipu OpeMeHHn 3aiiimy,
He ca HaOJII0aBaH! MPH3HAIM HAa TEPATOr€HHOCT, EMOPHOTOKCHYHOCT MM (DETOTOKCHYHOCT ITPHU 103U
10 240 mg/kr/qHeBHO (MpuOAM3UTENHO 23 THTH MaKCUMalHaTa mpenopbuutenna no3a MRHD na
6aza mg/m2. TIpu npoy4saHe che 3aiily € HabJII0/1aBaHa TOKCHYHOCT 38 MalKara IIpH

240 mg/Kr/qHEeBHO.

[Ipu npoyuBaHe ¢ TUIBXOBE 3a MPOCEAIBaHE Ha IPEHATATHO U OCTHATAIHO PAa3BUTHE, MAJIKUTE ca
MOKa3aJIi TPaWHU MOHWKEHHUS B TEJIECHOTO TErJIo mpH a03a 300 mg/Kr/IHEBHO U MO-BUCOKA
(mpu6musurenso 15 et MRHD Ha 6a3a mg/M?) 1 3a6aBEHO MOIOBO Pa3BUTHE IPH

600 mg/kr/nueBHo (mpubausutenno 29 metu MRHD Ha 6aza mg/m?).

6. OAPMAIIEBTUYHU JAHHHA
6.1 CnucbK Ha IOMOIIHHMTE BELIECTBA

Manuron

dymapoBa KHCeIuHa

XUJIPOKCUTTPOIMIIEITYI03a

XHIPOKCUTIPOTIIIIIEINTYJI03a C HUCKA CTETICH Ha 3aMECTBAHE
Kamues kapbonar

Marne3ues creapaT

Kunt xeneszen okeun (E172)
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6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

5 roguHU

6.4 CnenuaJHM ycJI0BHUS HA CbXpaHeHUe

To3u JICKAPCTBEH MPOAYKT HC M3MCKBa ClICHHUAIHN YCIIOBHA Ha CbXPaHCHUC.
6.5 Bwuau chabp:KaHue HA ONAKOBKAaTAa

PVC/PCTFE/anymunuesu unu PVC/PVDC/anymunnesu, nephopupaly €IHOI030BH OINCTEPH B
KapTOHeHHW KyThu 1o 2x1, 4x1, 8x1 u 12x1 tabneTtka.

He Bcuuku BUOBE ONAaKOBKY MOTaT J1a ObJIaT ITyCHATH B MPOIaxoa.
6.6 ChenuajJHu npeanasHu MePKH NPH U3XBBPJIsIHE

Hsama CricnyaJIHi U3MCKBAaHUAA.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Phoenix Labs Unlimited Company
Suite 12, Bunkilla Plaza
Bracetown Business Park

Clonee, County Meath

Upnanaus

8. HOMEP(A) HA PABPELHIEHUETO 3A YIIOTPEBA

EU/1/13/841/008-011

EU/1/13/841/019-022

9. JIATA HA I'bPBO PA3ZPEHIABAHE/IIOJHOBSIBAHE HA PASPELLIEHUETO 3A
YIIOTPEBA

[lata Ha epBO paspemarane: 21 ouu, 2013 .

Jara Ha nocieaHo nmoaHoBsiBane: 23 anpwt 2018

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[onpobna nHbopManys 3a TO3M JEKapCTBEH NMPOAYKT € MpeJocTaBeHa Ha yebcalita Ha EBpomnelickaTa
areHITUs 110 JIeKapcTBaTa http://www.ema.europa.eu.
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NNPUJIOKEHMUE 11

MPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOXKIABAHE HA ITAPTHUIU

YCJOBUA NJIN OT'PAHUYEHUSA 3A TOCTABKA U
YIIOTPEBA

APYI'N YCJIIOBUA U UBNCKBAHUSA HA PASPEIIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. INPOU3BOJAUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE HA IIAPTUIN

Hwme u aapec Ha npousBoauTeasa(UTE), OTTOBOPEH(HM) 32 OCBOOOKJaBaHE HA MAPTUINTE

Menarini - Von Heyden GmbH
Leipziger Strafe 7-13

01097 Dresden

T'epmanus

IlewaTHaTta IMCTOBKA Ha JIEKAPCTBEHUS MPOIYKT TPsIOBA J]a ChABP)Ka MMETO U ajipeca Ha
MIPOU3BOANTENSI, OTTOBOPEH 32 OCBOOOKIABAHETO Ha CHOTBETHATA APTH/IA.

b. YCJOBUA NN OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

.HCKapCTBeHI/I}IT MPOAYKT CC OTITYCKa IO JICKAPCKO NPCANNCaHUC.

B. JPYI'H YCJIOBUSA U N3NCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

L Hepnozmq}m AKTYaJIU3HPAHH TO0KJIAAA 34 0e30macHOCT

WznckBanusiTa 3a mojaBaHe Ha MEPUOTUYHY aKTyaTHM3UPAHU JOKIAIH 32 0€30IaCHOCT 33 TO3H
JICKapPCTBEH IPOAYKT ca IIOCOYCHH B CIUCHKA ¢ pedepeHTHUTE naTi Ha EBponeiickus cvio3 (EURD
CIHUCHK), peasuacH B wi. 1078, an. 7 ot Jupektura 2001/83/EO, 1 BbB BCUYKH CJICABALIN
aKTyalln3alluy, MyOJUKYyBaHU HAa €BPOTICHCKHS yeOImopTall 3a JIeKapCcTRa.

I'. YCJI0OBUsA N1 Or'PAHUYEHUA 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA HA
JEKAPCTBEHUSA TPOAYKT

. Ilnau 3a ynpasJjenue Ha pucka (ITYP)

[IPY tpsiOBa a M3BHPILIBA U3UCKBAHUTE ACHHOCTH U IEHCTBUS, CBBP3aHU C MPOCIeIsBaHe Ha
JeKapcTBeHaTa 0e30macHoCT, mocodeHu B ogoopenus IIYP, npencrasen B Moy 1.8.2 Ha
Paspeniennero 3a ynorpeba, KakTo U MPU BCUUKH CIICABAIIM ChIIaCyBaHU akTyanu3anuu Ha [TYP.

Axrtyanusupas [IYP tpa6Ba na ce monasa:

® 10 MCKaHe Ha EBpornelickara areHIus 1o JeKapcTBaTa;

e BHHAIM, KOTaTo ce U3MEHS CUCTEMaTa 3a yIpaBieHHE Ha PUCKA, 0COOEHO B Pe3yJTaT Ha
MoJly4aBaHe Ha HOBa HH(pOpMaIys, KOSTO MOXe Ja JOBEJIE JI0 3HAYMMHU TIPOMEHH B
CHOTHOIIIEHUETO TMOJI3a/PUCK, WITH CJIE/ JOCTHI'aHE Ha BaKEH eTan (BbB Bpb3Ka C
npociiesiBaHe Ha JICKapCTBEHaTa 0€30MaCHOCT WITH CBEX/IaHE HAa PUCKA JO MUHUMYM).
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IMPUJIOKEHUE I11

JAHHU BBPXY OIIAKOBKATA U JINCTOBKA
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A. JAHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JIA CbABPKA BBHIIIHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

|1

HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Spedra 50 mg TabreTku
aBaHa(UI

| 2.

OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika Tabnerka cpabpika 50 mg aBanagm.

| 3,

CIIUCBK HA IOMOIIIHUTE BEINECTBA

| 4,

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

4x1 tabnerka
8x1 TabneTka
12x1 Tabierka

5.

HAYYH HA ITPUJIATAHE U ITbT(MIIIA) HA BbBE/KJIAHE

[Ipenn ynotpeba npoyereTe IMCTOBKATA.
3a mepopainHa ynotpeoa.

6.

CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IOTJVIEJA U TOCET'A HA IEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

| 7.

JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

8.

JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9.

CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA
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11. NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Phoenix Labs Unlimited Company, Suite 12, Bunkilla Plaza, Bracetown Business Park, Clonee,
County Meath, Upnannus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/13/841/001 4x1 tabneTka
EU/1/13/841/002 8x1 TabneTka
EU/1/13/841/003 12x1 TabneTka
EU/1/13/841/012 4x1 Tabierka
EU/1/13/841/013 8x1 Tabierka
EU/1/13/841/014 12x1 TabneTka

‘ 13. IMAPTUJAEH HOMEP<, KOAOBE HA JAPEHUETO U HA TIPOAYKTA>

ITapTuna:

‘ 14. HAYYH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIINSA HA BPAMJIOBA A3BYKA

Spedra 50 mg

‘ 17. YHUKAJIEH HAEHTUH®UKATOP — IBYU3MEPEH BAPKO/|

JBynsMepeH 6apKoJI ¢ BKIIIOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

| 1. NUME HA JIEKAPCTBEHUA NPOAYKT

Spedra 50 mg Tabnerku
aBaHa(uI

| 2. HME HA ITPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Phoenix Labs

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onmen mo:

| 4. IHAPTUJAEH HOMEP<, KOJOBE HA TAPEHUETO U HA TPOAYKTA>

ITapTuna:

|5.  JPYIO
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JAHHHU, KOUTO TPABBA JIA CbABPKA BBHIIIHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

|1

HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Spedra 100 mg Tabierku
aBaHaUI

| 2.

OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika Tabnerka cpabppka 100 mg apanadwu.

| 3.

CIINCBK HA IOMOIIHUTE BEINECTBA

| 4,

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

2x1 TabneTka
4x1 TabimeTKa
8x1 TabneTka
12x1 TaGneTka

5.

HAYUH HA ITPUJIATAHE U ITBT(MIIA) HA BBBE/K/IAHE

[Ipenu ynorpeda npouerere IMCTOBKATA.
3a mepopainHa ynotpeoa.

6.

CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

| 7.

JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

8.

JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

9.

CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA
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‘ 11. NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Phoenix Labs Unlimited Company, Suite 12, Bunkilla Plaza, Bracetown Business Park, Clonee,
County Meath, Upnannus

|12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/841/004 2x1 Tabierka
EU/1/13/841/005 4x1 tabneTka
EU/1/13/841/006 8x1 Tabierka
EU/1/13/841/007 12x1 tabieTka
EU/1/13/841/015 2x1 tabneTka
EU/1/13/841/016 4x1 Tabierka
EU/1/13/841/017 8x1 Tabierka
EU/1/13/841/018 12x1 Tabnerka

‘ 13. IMAPTUJIEH HOMEP<, KOJOBE HA JTAPEHUETO N HA ITPOAYKTA>

ITapTuna:

‘ 14. HAYYH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HH®OPMAIIMS HA BPAJIOBA A3BYKA

Spedra 100 mg

‘ 17. YHUKAJIEH HAEHTUHO®UKATOP — IBYU3MEPEH BAPKO/

JIByn3MepeH 0apKo/i ¢ BKIIIOUEH YHHUKAJICH UACHTU()HUKATOD

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JJIAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

| 1. NUME HA JIEKAPCTBEHUA NPOAYKT

Spedra 100 mg TabneTku
aBaHa(uI

| 2. HNME HA ITPUTEKATEJIA HA PASPEIIEHHUETO 3A YIIOTPEBA

Phoenix Labs

| 3. JATA HA U3THNYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

| 4. HAPTUJAEH HOMEP<, KOJOBE HA TAPEHUETO U HA TIPOAYKTA>

ITaptuna:

|5.  ZPYIrO
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JAHHHU, KOUTO TPABBA JIA CbABPKA BBHIIIHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

|1

HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Spedra 200 mg TabxeTku
aBaHaUI

| 2.

OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika Tabnerka cpabppika 200 mg aBanadwui.

| 3.

CIINCBK HA IOMOIIHUTE BEINECTBA

| 4,

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

4x1 TabmeTKa
8x1 TabneTka
12x1 tabneTka
2x1 TabmeTka

5.

HAYYH HA ITPUJIATAHE U ITBT(MIIIA) HA BbBE/KJIAHE

[Ipenn ynotpeba npoyereTe IMCTOBKATA.
3a mepopainHa ynotpeoa.

6.

CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IOTJVIEJA U TOCET'A HA IEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

| 7.

JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

8.

JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9.

CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA
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11. NME N AJJIPEC HA IIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Phoenix Labs Unlimited Company, Suite 12, Bunkilla Plaza, Bracetown Business Park, Clonee,
County Meath, Upnarnus

|12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/841/008 4x1 Tabierka
EU/1/13/841/009 8x1 Tabierka
EU/1/13/841/010 12x1 TabneTka
EU/1/13/841/011 2x1 TabGierka
EU/1/13/841/019 2x1 Tabierka
EU/1/13/841/020 4x1 tabaeTka
EU/1/13/841/021 8x1 tabneTka
EU/1/13/841/022 12x1 TabneTka

‘ 13. IHHAPTUJAEH HOMEP<, KOJAOBE HA JAPEHUETO U HA IIPOAYKTA>

ITaptuna:

‘ 14. HAYUMH HA OTIITYCKAHE

‘ 15. YKA3AHUSA 3A YIIOTPEBA

‘ 16. HH®OPMAIIUS HA BPAJIOBA A3BYKA

Spedra 200 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — IBYU3MEPEH BAPKO/

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

| 1. NUME HA JIEKAPCTBEHUA NPOAYKT

Spedra 200 mg TabneTku
aBaHa(uI

| 2. HNME HA ITPUTEKATEJIA HA PASPEIIEHHUETO 3A YIIOTPEBA

Phoenix Labs

| 3. JATA HA U3THNYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

| 4. HAPTUJAEH HOMEP<, KOJOBE HA TAPEHUETO U HA TIPOAYKTA>

ITaptuna:

|5.  ZPYIrO
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b. JUCTOBKA
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JIucroBka: nHpopManus 3a nanMeHTa
Spedra 50 mg TabaeTkn

asanadma (avanafil)

IIpoyeTeTe BHMMATEIHO 1SJ1aTA JIMCTOBKA, NPEAN 1a 3al04HeTe 1a <fpuemMare> TOBa

JIEKapCTBO, Thil KaTo TS ChABbP:Ka BaxkHa 3a Bac undgopmauus.

- 3anazere Ta3u JUCTOBKA. MoxXke J1a ce HANOXKHU J1a 51 IPOYETETe OTHOBO.

- AKO UMate HIKaKBH JIOMBIHUTEITHA BBIIPOCH, TTonuTaiiTe Bamus nexkap wiu gapmarieBt.

- ToBa nekapcTBO € npeanucano JudHo Ha Bac. He ro mpeoTcTbnBaiite Ha npyru xopa. To Moxe
Jla UM HaBpeIy, HE3aBUCHMO Y€ TIPU3HAIIMTE Ha TAXHOTO 3a00JsIBaHe ca ChIUTE KaTo BammuTe.

- AKO MOTy4YuTE HIKAKBU HEXKEJIAHU JICKapCTBEHU PeaKiuy, yBeaoMmete Bamus nexkap wiu
Q)apMaHCBT. ToBa BkII0YBa M BCHYKH BB3MOKHH HEXKEJIaHU pCaKkiumn, HECONMMCAHU B Ta3U
TucTOBKAa. BrokTe Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kaxso mpezcrasisBa Spedra u 3a KakBo ce H3I0J13Ba

KaxkBo Tpsi6Ba 1a 3HaeTe, npeau aa npueMere Spedra

Kaxk na mpuemare Spedra

Bb3MOKHH HEXKENaH! PEaKIuu

Kak na cexpansiate Spedra

ChabpkaHye Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

o~ E

1.  Kaxkso npexacrasisBa Spedra u 3a KakBo ce H3M0J13Ba

Spedra chapprka aKTHBHOTO BelllecTBO aBaHaduil. To MpUHAICKH KbM TpyIia JeKapcTBa, HApUIaHH
uuxubuTopH Ha ocdoauecrepasa tun 5 (PDES). Spedra ce usnos3ea 3a ieueHHE HA MBKE,
CTpaJialliy OT epeKTHIHA AUCHYHKIHNS (M3BECTHA CHIIO KATO UMIIOTEHTHOCT). ToBa € ChCTOsSIHUE, TIPU
KOETO HE MOJKETe J1a MOJIy4UTe MM HOAIbpKaTe epeKLHs Ha eHUca, OAXO0IAIIA 3a CEKCyalHa
AKTHUBHOCT.

Spedra peiicTBa KaTo momara Ha KPbBOHOCHHTE ChIOBE B IICHHCA J1a ce OTIMyCHAT. ToBa yBennyaBa
KPBBHHS MOTOK KBbM IIEHICA, KOETO My [IOMara Jia OCTaHe TBBPJI H €PEKTUPAI IIPU CEKCyallHa Bb30y/1a.
Spedra He nekyBa Barieto chcTOsIHUE.

BaxkHo e na ce orOenexu, 4e Spedra aeiicTBa caMo ako CTe CeKCyalHO CTUMYJIUpaH. Bue u Bamust
MapTHHOP 11e TPsiOBa J1a U3I0JI3BaTe JIIOOOBHA MIpa KAaTO ITOIrOTOBKA 32 CEKCa — TOYHO TOJIKOBA,
KOJIKOTO, aKO HE B3eMare JIEKapcTBO, KoeTo 1a Bu momara.

Spedra usima 1a Bu momorHe, ako Hsimate epekTiiIHa qucyHKuus. Spedra He e 3a KeHH.

2. KakBo Tpsi6Ba 1a 3Haete, npean aa npuemere Spedra

He npuemaiite Spedra

. AKo cTe aneprudeH KbM aBaHa( I WIH HIAKOSI OT OCTAHAJIHUTE ChCTAaBKH HA TOBA JIEKAPCTBO
(u36poeHu B TouKa 6)
o Axo B3emare JIeKapcTBa ,,HUTpaTu'* 3a 0oika B 00J1acTTa Ha ThpANUTE (CTCHOKAP.IUS), KATO aMHUIT

HUTPUT WK TJIMIEPUT TPHHUTPAT. Spedra Moje a 3aCuii ISHCTBUETO Ha TE3H JIEKapCTBa U
CEPHO3HO J1a IOHIKK KPHBHOTO By HamsATaHe

. Axo B3eMare nekapctBa 3a XMB nmu CIIMH, nanpumep puToHaBHUp, HHAMHABUD, CAKBUHABHUD,
HeJIUHABHP WU aTa3aHaBUP
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o AKO B3eMarte JIeKapCcTBa 3a JICUCHUE Ha TbOMYHN MH(EKINY, HAIPUMEP KETOKOHA30,
UTPAKOHA30JT YJTH BOPUKOHA30JI, HITH HAKOW aHTUOHOTHUIY ITPH OAKTEpHATHN HHPEKITUH KaTO
KJIAPUTPOMUITUH WITH TETUTPOMUITIH

o AKO UMaTe TEXKBK ¢ IPOOIEM ChC ChPIIETO

. AKO cTe Mau MO3bUCH WHCYJIT WIHM ChpAcUeH HH(MAPKT Mpe3 ImocIeHuTe 6 Mecera

o AKO MMaTe HUCKO KPhBHO HaJlsITaHEe WIIM BUCOKO KPHBHO HAJISTaHE, KOETO HE € OBJIAJISTHO C
JIeKapcTBa

. Axo nmare 0oJika B 001acTTa Ha THpANTE (CTEHOKAPINS) WIIH MOTy4YuTe O00JIKa B 00IacTTa Ha
TBbPAUTE 110 BpeMe Ha MOJIOB aKT

. AKO UMaTe Cepruo3eH YepHOIPOOEH 1IN ObOpedeH npodiieM

. Axko nMaTe 3ary0a Ha 3p€HHETO Ha €AHOTO OKO IOPagd HEIOCTAThYHO KPbBOCHAOASIBAHE HA
OKOTO (HeapTepHuaiHa ucxemMuyHa ontuyHa HeBponatus [HAWOH])

. AKO UMaTe B CEMEHCTBOTO IaHHHM 32 OIPECIICHN CEPHO3HU OYHU 00JIecTH (KaTO MUTMEHTO3CH
PETHHUT)

. AKko B3emare puoruryar. ToBa JIeKapcTBO ce M3I0JI3Ba 3a JieueHre Ha OenojpoOHa apTepruaiHa

XHUIEPTOHUS (TOECT BUCOKO KPHBHO HANIATAHE B OeNnTe IpOOOBE) M XPOHUYHA
TpoMOOeMOOIMYHA 0e10/IpOOHA XUIIEPTOHUS (TOSCT BUCOKO KPBBHO HAJIATaHe B OCIIUTE
JIpoOOBE BCIICICTBUE HA KPbBHM CheUpeln). JlokazaHo e, ue nuxuburtopure Ha PDES
yBeNM4YaBaT XUTIOTOHWUYHUS e(PEeKT Ha TOBa JIEKapCTBO. AKO MpUeMAaTe PHOIUTYaT WK HE CTe
CUTYpHH, TOBOpETE ¢ Bamus nekap.

He npuemaiite Spedra, ako HEIllo OT TOPEMIOCOYEHOTO Ce OTHACS 0 Bac. AKo He CTe CUTYpHH,
roBopete ¢ Bamust nexap unn dapMareBT, npeau aa npuemete Spedra.

IpenynpesxaeHust ¥ NpeaNna3sHAl MePKH

I'oBopete ¢ Bamust nekap wiu hapmanesT, npeau aa npuemere Spedra

. Axko nmare pobiieM cbe chprieTo. Moxke aa 0blie puckoBaHO 3a Bac 1a nmaTte moyoB akT

. AKo cTpagare OT IpHaNH3bM, KOETO € IOCTOSIHHA €PeKIHs C MPOIBIDKUTEIHOCT 4 yaca Win
noBeye. ToBa MOXke J1a ce CITy4YH IIPU MBXKE ChC 3a00JIsIBAHUS KaToO ChPIOBHUIHA KIEThUHA
aHeMHUS, MyJITHIUICH MUEJIOM WITH JIEBKEMHUS

. Ako umaTe aHaTOMUYHA Jedopmarius, KOUTo 3acsra opmara Ha Bammst menuc (kato
anrymanus, oonect Ha [leiiporn nim kaBepHO3HA (hrOpPO3a)
. AXO0 MMaTe HSIKaKBO HapyIIeHNE B KPHbBOCHCUPBAHETO WIIM AKTUBHA MENTHYHA SI3BA.

AXO HeIIo OT TOPernocoYeHOTO ce oTHAcs 70 Bac, roBopere ¢ Barms siekap wim gapmaresT, mpeau na
npuemete Spedra. AKo He CTe CHUT'YPHH B HEIIIo, onuTaiTe Bammust jgekap wiu hapmariesT.

[Ipobsiemu ¢ Baieto 3peHue wim ciyx

Hsikon Mbike, KOUTO TpHEMaT JiekapcTBa kato Spedra, ca uMaiti mpo0JieMH ChC 3pEHHETO HUITH
ciyxa- BuxkTe ,,Cepro3HU HeXKETaH! peakiuy™ B ToUKa 4 3a moBede noapooHocTH. He e u3BecTHO
JIai Te3H TPOOJIEMH ca CBbP3aHHU MPSIKO ¢ IpUeMaHeTo Ha Spedra, ¢ apyru 3a00sIBaHuUsI, KOUTO
MOYXe J]a UMaTe, Ui KOMOWHAIHS OT aKTopH.

AKO yceTuTe BHE3aITHO HAMaJICHHE WK 3ary0a Ha 3peHHe WK 3peHUeTO Bu cTaHe N3KPUBEHO WIIH
3aMBbIJICHO, 0KAaTO npuemare Spedra, cipere npuema Ha Spedra u He3a0aBHO ce CBbpIKeTe ¢ Barws
neKap.

Jeua v roHOIIN

Spedra He Tps6Ba J1a ce mpueMa OT Jena U FOHOMIH Mo 18 roanHH.

Jpyru JekapcerBa u Spedra

Wndopmupaiite Bammst nexap uinn papManeBT, ako IpaeMaTe, HaCKOpO cTe MPHUEMaNU WU €
BB3MOXHO JIa IPUEMeTe APYTH jiekapcTBa. ToBa ce U3KMCKBa, Thil kKato Spedra Moke 1a OKaxe
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BJIMSIHME BHPXY HAUMHA Ha JIEHCTBUE HA HAKOW ApYyTH JieKapcTBa. ChII0 Taka HIKOH OT JPYTHUTE
JIeKapcTBa MOXKE JIa OKaKaT BIUSIHUE BbPXY HAUMHA Ha JeiicTBre Ha Spedra.

[Mo-xoHKpeTHO, yBenoMeTe Bamms ekap u He B3eMaiite Spedra, ako nmpuemare ,,HUTpaTu 3a 00JKa B
o0nacTTa Ha r'bpauTe (CTEHOKApUs), KATO aMUJI HUTPUT WU MJIMLEPUH TPUHUTpAT. J[oka3aHo e, ue
Spedra 3acuiBa IeiCTBUETO Ha TE3M JICKAPCTBA M MOYKE CEPUO3HO J1a TIOHWKU KPbBHOTO B Hasrane.
He B3emaiite Spedra u B cityyaii ue nmpuemarte jiekapcTa 3a jgeyenue Ha XMB wmu CITUH karo
PUTOHABUD, UHAWHABUD, CAKBUHABHD, HEJI(PHHABHAP WM aTa3aHAaBHUP WITM aKO IIpHeMaTe JIeKapcTBa 3a
JeuyeHne Ha ThOMYHH UH(EKIINU KaTO KETOKOHA30JI, UTPAKOHA30JT FJTH BOPUKOHA30JI UIIH HIKOU
AHTHOMOTHLIM IPH OaKTepHaIHU MH(EKLINU KaTo HApUMEpP KIAPUTPOMULIMH WIN TEIUTPOMHULUH (BXK.
HAyYanoTo Ha Touka 2, ,,He mpuemaiite Spedra™).

YBCZ[OMCTC Bamms JICKap Wi (bapMaueBT, aKO B3€MAaTeC HAKOC OT CJICAHHUTC JICKaApCTBaA:

o Taka HapeyeHuTe ,,anda-0I0kepu™ — mpu MpodIEMH C IPOCTAaTaTa WK 32 MIOHWKAaBaHE Ha
BHCOKO KPBBHO HaJIsiTaHE

o JIeKapCcTBa 3a HETIPABUJICH ChPACYEH PUTHM (,,apUTMHUA ) KATO XMHUANH, TPOKAUHAMUI,
aMHOJapOH MU COTAJION

o AQHTUOMOTHIIM 32 JICYCHHE HA MHPEKIUH KaTO ePUTPOMHULINH

o (heHOOAPOUTAI MITM IPUMUIOH — 32 STIHIICTICHS

o KapOaMas3enuH — 3a eMUIIeTICHsl, 32 CTaOMIM3HpaHe Ha HACTPOSHUETO HITH 32 ONPEIeNICHN
TUTIOBe OOITKa

. JPYTH JIEKapCTBa, KOMTO MOXKE Jla HAMAaJIAT pa3rpaxaaHeTo Ha Spedra B opranusma (,,yMepeHu

CYP3A4 naxuOuTopu‘‘) BKIIOYUTEITHO aMIIPEHABUD, allPEITUTAHT, TUITHO3aM, (IIyKOHA301,
(ocamnpeHaBUp U BeparmaMuil
. pHOLIHTYaT.

He npuemaiite Spedra eqHOBpeMEHHO ¢ IpyTH JIEKapCTBa 3a JICYCHUE HAa EPEeKTHIIHA TUCHYHKIUS KaTO
cuneHadw, Taganadut uiu BapaeHadu.

AKXO HEelIo OT TOPEeIIoCOYeHOTO ce OTHAcs 10 Bac, roBopere ¢ Bamust stekap wimu apmaneBT, mpeau aa
npuemete Spedra. AKo HE CTe CUTYPHH B Helllo, onuTaiite Bamus nexkap uinu GapmarieBT.

Spedra ¢ HAMUTKH U AJTKOXO0JI

CoKBT OT TpeinppyT MoXKe Jja MOBUIIN KOHIIEHTPAIUATA Ha JIEKApCTBOTO U TPsiOBa J1a ce U30srea B
pamkuTe Ha 24 yaca npenu npuema Ha Spedra.

[TreHeTo Ha aIKOXOJI, TOKaTo mpuemare Spedra, MoXke J1a YCKOPH Chp/euHHsI BU pUTHM | 2 IOHMKH
KpBBHOTO Bu Hamsrane. Be3MOXHO € [1a ce modyBCcTBaTe 3aMasiHi (0COOEHO KOTaTo cTaBaTe), 1a
MOJYYHTE TI1aBO0ONE WK J1a yCellaTe yJapuTe Ha ChbPLETO B IbpAUTE CH (TTaJIHUTAUN). AJIKOXOIBT
MOJK€ JOIIBITHUTEITHO J]a TIOHIKH CIIOCOOHOCTTA 32 MOJTy9YaBaHe Ha ePeKITusl.

DepruinTeT

Hsima BiusiHUe BbpXY JBUraTeaHaTa CliocOOHOCT WM CTPYKTypaTa Ha cliepMmara ciliesl epopajieH
npreM Ha eluHUYHH 1034 oT 200 mg aBanad w1 npy 31paBu AOOPOBOIIIIH.

[ToBTapsmoTo ce mepopaiHo MprIokeHue Ha aBanadmt 100 Mg 3a mepuo oT 26 CeaMUITH TIPH
31[paBu TOOPOBOJIIM U B3PACTHH MBKE C JIeKa epeKTHITHA TUCHYHKIIHUS HE CE CBhpP3Ba C MPOsBa Ha
HeXeJlaHU e(DEeKTH M0 OTHOIICHUE Ha KOHIEHTPAIUATA, OpOsi, MOJBMKHOCTTA WK MOP(HOIIOTHsATA HA
CIIEPMAaTO30HTUTE.

lodupane u padora ¢ MAIIUHU

Spedra Moske 1a mpeAn3BUKa YyBCTBO HA 3aMaiiBaHe WM Jia 3acerne BareTo 3peHune. Ako ToBa ce
CiIy4, He modupaiTe, He KapalTe BEIIOCHUIIE M HE padOTETe ¢ MAIIUHU.
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3. Kak 1a npuemate Spedra

Bunaru npuemaiite ToBa JIEKapcTBO TOYHO KakTo Bu e xazan BamusT nekap. AKo He cT€ CUTYPHHU B
HeIo, monuTaiTe Bammst nekap wim GpapmarnesT.

Ipemoppunrennara qo3a ¢ 100 mg TabieTka, npu Hykaa. He Tps6Ba ma mpuemare Spedra moseue oT
BEAHBXK Ha JeH. Moxke na Bu 0bae npeanucHa no3a enna tadbnerka 200 mg ako Bammsit nekap
nperieHy, ge go03a 100 mg e TBepae cnabda 3a Bac wm go3a emxna tabmerka 50 mg ako Bammsit nekap
npeneHy, ge Tabnerka 100 mg e TBbpaAe cuitHa 3a Bac. Moxke fa ce Hajlo)KaT M KOPEKIIMH B J103aTa,
ako Spedra ce npuiara 3ae{HO C HIKOH JPYTH JIEKapCTBa. AKO pUEeMaTe JISKapCTBO KaTo
€PUTPOMHULIMH, aMIIPEHABUD, allPENUTAHT, JUITHa3eM, (IyKoHa30:, (ocaMIpeHaBUpP WK BeparaMul
(,,ymepern CYP3A4 nuxubutopu®) npenoppunteanara go3a Spedra e 100 mg tabnerka ¢ mone 2 aHu
MHTEPBaJl MKy JO3UTE.

Tps6Ba na nmpuemare Spedra okoio 30 MUHYTH TTpeau cekcyanen akT. Ilomuere, e Spedra me Bu
MOMOTHE J1a TOJIyYUTE EPEKIUsI CaMO aKO CTE CEKCYAIHO CTUMYJITHPAH.

Spedra moske 1a ce mpruema chbe Wik 6e3 xpana. [Ipu mpreM Mo BpeMe Ha XpaHeHe HayaloTo Ha
JIEMCTBUETO MOXKeE 1a Obie 3a0aBeHO.

AKO cTe mpueJId moBeye 0T HeodxoauMaTa x03a Spedra

Axo B3emere npekaieHo Muoro Spedra, TpsOBa He3a0aBHO 1a yBenomute Bamms nekap. Morar na ce
HPOSIBAT MOBEYE HEXKEIAHH JIEKAPCTBEHH PEaKIMHU, KaTO CBHIUTE MOTaT J1a ObJaT MO-TeKKH.

AK0 UMaTe HSIKaKBH JIOIbIHUTEIIHA BBIIPOCH, CBBP3aHH ¢ ynoTpebara Ha Spedra, nonuraiire Barms
JieKap win papmarieBT.

4, Bb3MOKHH HeKeJIaHU pe€aKkuumn

Kakro Bcuukmu JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia MPECAN3BUKA HEXKECIIAHU PCAKIIUU, BBIIPEKU Y€ HE
BCCKH I' ITOJTy4aBa.

CepuoO3HU HeKeJTaHU peakuu

Cupere npuemMa Ha Spedra u He3a0aBHO ce 00bpPHETE KbM JIEKap, aKo 3a0e1e;KNuTe HAKOS OT
cJIe[IHUTE CEPHO3HU HEKeJaHU peaKny — MOKe 1a MMaTe HYKIa OT CTelIHA MeTUIIMHCKA
MOMOIIL:

o EpEeKIHs, KOSATO He OTMUHABA (,,IPUAMU3BM ‘). AKO MOIYINUTE ePEeKIns, KOSTO MPOIbIKABA
noBeye oT 4 yaca, ToBa CbCTOSIHUE TPsIOBa Ja ce JIEKyBa KOJIKOTO € Bb3MOKHO [T0-CKOPO, B
MIPOTUBEH CITy4dail MOXKE Jla TTOTydrTe TPAitHU YBPEXKAaHUS Ha MeHuca (BKIIFOYUTEITHO Ja He CTe
B CHCTOSTHHUE 1A TIOTy9YaBaTe €peKIInu).

o 3aMBIJICHO 3pEHUeE.
o BHE3aITHO HaMaJIsIBaHe WM 3ary0a Ha 3peHHe B €JHOTO WJIH U JABETE OUH.
o BHE3aITHO HaMaJIsIBaHE WM 3ary0a Ha ciayxa (B HIKOW CIydad MOXKE Ja Ce UyBCTBATE U 3aMasHI

WJIK Ja UMaTe UIyM B YI.LII/ITC).

Crpere npreMa Ha Spedra n He3a6aBHO TIOThPCETE JEKapCKa IMIOMOIIL, aKO 3a0eIeXKHTE KOATO U JIa € OT
MMOCOYCHUTE TI0-TOPE CEPUO3HH HEKEIIAHU PEaKIUH.

Ilpyl"l/l HEKEJIaHU peaKIIui BKJIKOYBaT:

Yectu (Mo:ke 1a 3acernat a0 1 Ha 10 gymm)

° riraBoboime
° 3auepBsIBaHe
. 3amyniBaHe Ha HOca

61



Heuectu (Moxe x1a 3acernat 10 1 na 100 qyun)

YyBCTBO Ha 3aMaiiBaHe

YYBCTBO Ha CHHJIMBOCT WJIM CHJTHA yMOpa

3amynIBaHe Ha CHHYCHTE

Ooinka B repba

TOTUTH BBJIHU

HEJOCTHUT Ha BB3AyX MIPH yCHUIIHE

MIPOMEHH B CHPJICYHHS PUTHM, 3a0€IeKMMHU Py IpocieasBane qeitHocTTa Ha chpuero (EKD)
YCKOpEH yJIC

ycelaHe yJapuTe Ha ChbPIIETO B ThPAUTE CU (TIAJIMTUTALIAN)
HapyIIEeHO XpaHOCMIJIaHE, YyBCTBO Ha CTOMAIITHO HEPA3IOJIOKEHUE
3aMBIIIEHO 3peHHe

MOBHIIICHH CTOMHOCTH Ha YEPHOJIPOOHUTE SH3UMH

Penku (morart aa 3acersar g0 1 Ha 1 000 qymim)

. rpuM

TPUTIOTION00HO 3a00sIBaHe

3aIyIieH HOC WU XpeMa

CCHHA XpeMa

3amynIBaHe Ha HOCA, CHHYCHTE WITM TOPHATA YacT Ha JUXATCIHUTE IHTUIIA, TOCTABSIIU Bh3IyX

Jio Oenute npoboBe

nojarpa

npo0OJieMH ChC ChHs (0e3ChHUE)

NpeKIeBPEMEHHA SSIKYITalus

CTpaHHO yCell[aHe

yCellaHe 3a HeCIIOCOOHOCT J1a OCTaHeTe HEMOABIKHH

rpbaHa Oomka

cepro3Ha 0oJika B 00JacTTa Ha TPhAHUS KOLI

YUYECTEH IyJIC

BUCOKO KPBBHO HaJIsITaHEe

HHCKO KPBBHO HAaJSATaHE

CyXoTa B ycrara

CTOMaIIIHA OOJIKA MJIM KUCEIMHH B CTOMaxa

0oJka WM IMCKOM(OPT B JI0JTHATA YaCT HA KOpeMa

JUapust

0o0puB

OoJika B JI0JIHATa YacT Ha rbp0a WM OTCTPaHHU B JIOJIHATA YAcT HA TPBIHHS KO

MYCKYJIHU OOJIKH WM APYTH OONKH

MYCKYJIHHU CITa3MHu

YeCTO YpUHHPAHE

aHOMAJINH Ha TICHUCA

CTIIOHTaHHA epeKIus 0e3 CeKcyallHa CTUMYJIAIHS

chpOeXx B 00J7aCTTa HA TCHUTAINNTE

YyBCTBO Ha MOCTOSIHHA CITA00CT WM yMOpa

MOJTyBaHe Ha KpaKaTa MM TJIe3CHUTE

MMOBUIICHO KPHBHO HAJIATaHE

PO30BO WJIM YEPBEHO OIBETEHA YPHHA, KPbB B ypUHATA

HEOOWYaHU JONBJIHUTEIHH IIYMOBE OT ChPIETO

OTKJIOHCHHE B pe3yJITaTa OT KPbBHHUS TECT 3a U3CJICIBaHEe Ha IpocTaTara, HapeueH "PSA"

OTKJIOHEHHE B pe3yJITaTa OT KPbBHHUS TECT 38 OMIMPYOHH, XAMHYHO BEIECTBO, IPOITYIIUPAHO OT

HOPMAJIHOTO pa3pyliaBaHe Ha ePUTPOIIUTHTE

o OTKJIOHEHHE B pe3yTaTa OT KPbBHUS TECT 32 KPEATHHHH, XUMHYHO BELICCTBO U ¢ U3MEPUTEIN Ha
O0bOpeuHaTa QyHKIUs
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. MOBHILIABaHE Ha TErJI0TO
o Tpecka
o KbpBEHE OT HOCA

Cpo0maBaHe HA HesKeJIaHU peaKIun

AKO TIOJTyYUTe HSKAKBU HEXEJIaHU JIEKAPCTBCHH PEaKIMU, yBeqoMeTe Bamms nekap win hapMareBT.
ToBa BKIIIOUBa BCUYKHM Bb3MOKHHM HEOMHMCAHH B Ta3M JINCTOBKA HE)KEJIAHU peakiuu. MoxkeTe ChIIo Aa
CHOOIINTE HEXKEIAHU PEeaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOIIaBaHe, II0CoUYeHa B
[punoxkenne V. Karo cro0r1aBare HeXeTaHH PEAKIIHH, MOXKETE J1a AJeTe CBOSI PUHOC 3a
MoJiydyaBaHe Ha MmoBeue HH(POpMaIMsS OTHOCHO 0€30IIaCHOCTTa Ha TOBA JIEKapCTRO.

5. Kak na cexpansiBate Spedra
Jla ce cbxpaHsiBa Ha MSICTO, HEJOCTBITHO 32 JIeia.

He uznon3Baiite TOBa JIEKapCTBO ClIE] CPOKa Ha TOHOCT, OTOEA3aH BbPXY OIMcTepa Uil KyTUsITa
cienx Haamuca ,,l'oaer m1o:". CpoKbT Ha TOJHOCT OTTOBaps Ha MOCIESIHUS IEH OT TOCOYEHHUST MECell.

To3u JICKAPCTBCH MPOAYKT HC U3HMCKBA CIICIHUAIHU YCIIOBUA HA ChbXPaHCHUC.

He n3xpbprasiiTe JiekapcTBaTa B KAHAIA3ALMATA WIM B KOHTEHHEpa 3a JOMAalIHU OTIAAbIIH.
[MommTaiite Bamms papmaneBT kak qa H3XBBPISATE JeKapcTBaTa, KOMUTO Bede He u3nomn3sare. Te3u
MEpPKH LI CIIOMOTHAT 3a OIla3BaHE HA OKOJIHATA Cpeaa.

6. Chbabp:kaHue Ha OIAKOBKATA M JOITbJIHUTETHA HH(pOpManus

KakBo chabp:ka Spedra

o AKTHBHOTO BeliecTBO ¢ aBaHag . Beska tabnetka chabpxka S0 Mg apaHaguir.

o Jlpyrute CbCTaBKU Ca MaHHUTOJ, (hyMapoBa KHCEITNHA, XUAPOKCHIIPONHICHIETYJI03a,
XUIPOKCHIITIPONUIICHIIENYJI03a C HUCKA CTETEeH Ha 3aMeCTBaHe, KalIMeB KapOOHAT, MarHE31EB
cTeapaT U XKbBIT kene3eH okcua (E172).

Kaxk m3raexaa Spedra m KakBo ChABPIKA ONAKOBKATA

Spedra e 6rrenokbiITa OBaTHA TabaeTKa, ¢ BITHOHATO penethHo o3Hadenue “50” oT eHaTa CTpaHa.
TabneTkuTe ce npeyiarat B nepGopupanu, ¢THOT030BY OJIMCTEPHU OMMAKOBKH, KOUTO ChIbpxart 4x1,
8x1 mmm 12x1 TabaeTka.

He BcHukM BUIOBE OMAKOBKHM MOT'AaT Jia ObJaT MMyCHATH B Mpoiax0a BbB Barara cTpaHa.

IIpuTexares Ha pa3peLIeHUETO 32 yHoTpeda:
Phoenix Labs Unlimited Company

Suite 12, Bunkilla Plaza

Bracetown Business Park

Clonee, County Meath

Hpnannus

IIpousBoagure:

Menarini - Von Heyden GmbH
Leipziger Strafe 7-13

01097 Dresden

I'epmann
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

3a nombIHATEIHA HH(pOPMAILIHsI OTHOCHO TOBA JICKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
MMPpEACTABUTCII HA TPUTCIKATCIIA HAa pa3pClICHUCTO 3a yHOTp€6aI

AT, BE, BG, CZ, CY, DK, DE, EE, FL, HR, HU, IE, IS, IT, LV, LT, LU, MT, NL, NO, PL, PT,
RO, SI, SK, SE and XI

Phoenix Labs Unlimited Company

Suite 12, Bunkilla Plaza

Bracetown Business Park

Clonee, County Meath

Hpnannus

Email: info@phoenixlabs.ie

Ten: +353 1 5742410

EA0LGoa France

APPIANI ®APMAKEYTIKH A.E. Centre Specialites Pharmaceutiques,
Aewpdpog Aavpiov 85, 76-78 Avenue Du Midi 63800 Cournon
190 02 Ionavion Attikng D’Auvergne

EXMGda France

TnA. +30 210 6683000 Tél: +33 147048046

Espaiia

EUROMED PHARMA SPAIN S.L,

C/Eduard Maristany, 430-432 08919 Badalona
(Barcelona) Espana

Tel: + 34 932 684 208

I[ara Ha MOCJICAHO MpepasrjaeKaaHe Ha JTUCTOBKaTa

ITonpoOHa uHOpMaLKs 3a TOBa JIEKapCTBO € IpeaocTaBeHa Ha yeOcaiita Ha EBporetickara areHIus
1o JiekapcTBata http://www.ema.europa.eu.
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JlucroBka: l/IH(l)OpMalII/lfl 3a ManmMeHTa
Spedra 100 mg Ta6aerkn

asanadwua (avanafil)

IIpoyeTeTe BHMMATEIHO 1SJ1aTA JIMCTOBKA, NPEAN 1a 3al04HeTe 1a <fpuemMare> TOBa

JIEKapCTBO, Thil KaTo TS ChABbP:Ka BaxkHa 3a Bac undgopmauus.

- 3anazere Ta3u JUCTOBKA. MoxXke J1a ce HANOXKHU J1a 51 IPOYETETe OTHOBO.

- AKO UMate HIKaKBH JIOMBIHUTEITHA BBIIPOCH, TTonuTaiiTe Bamus nexkap wiu gapmarieBt.

- ToBa nekapcTBO € npeanucano JudHo Ha Bac. He ro mpeoTcTbnBaiite Ha npyru xopa. To Moxe
Jla UM HaBpeIy, HE3aBUCHMO Y€ TIPU3HAIIMTE Ha TAXHOTO 3a00JsIBaHe ca ChIUTE KaTo BammuTe.

- AKO MOTy4YuTE HIKAKBU HEXKEJIAHU JICKapCTBEHU PeaKiuy, yBeaoMmete Bamus nexkap wiu
Q)apMaueBT. ToBa BkII0YBa M BCHYKH BB3MOKHH HEXKEJIaHU pCaKkiumn, HECONMMCAHU B Ta3U
nmucToBKa. Bmkre Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kaxso mpezcrasisBa Spedra u 3a KakBo ce H3I0J13Ba

KaxkBo Tpsi6Ba 1a 3HaeTe, npeau aa npueMere Spedra

Kaxk na mpuemare Spedra

Bb3MOKHH HEXKENaH! PEaKIuu

Kak na cexpansiate Spedra

ChabpkaHye Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

o~ E

1.  Kaxkso npexacrasisBa Spedra u 3a KakBo ce H3M0J13Ba

Spedra chapprka aKTHBHOTO BelllecTBO aBaHaduil. To MpUHAICKH KbM TpyIia JeKapcTBa, HApUIaHH
uuxubuTopH Ha ocdoauecrepasa tun 5 (PDES). Spedra ce usnos3ea 3a ieueHHE HA MBKE,
CTpaJialliy OT epeKTHIHA AUCHYHKIHNS (M3BECTHA CHIIO KATO UMIIOTEHTHOCT). ToBa € ChCTOsSIHUE, TIPU
KOETO HE MOJKETe J1a MOJIy4UTe MM HOAIbpKaTe epeKLHs Ha eHUca, OAXO0IAIIA 3a CEKCyalHa
AKTHUBHOCT.

Spedra peiicTBa KaTo momara Ha KPbBOHOCHHTE ChIOBE B IICHHCA J1a ce OTIMyCHAT. ToBa yBennyaBa
KPBBHHS MOTOK KBbM IIEHICA, KOETO My [IOMara Jia OCTaHe TBBPJI H €PEKTUPAI IIPU CEKCyallHa Bb30y/1a.
Spedra He nekyBa Barieto chcTOsIHUE.

BaxkHo e na ce orOenexu, 4e Spedra aeiicTBa caMo ako CTe CeKCyalHO CTUMYJIUpaH. Bue u Bamust
MapTHHOP 11e TPsiOBa J1a U3I0JI3BaTe JIIOOOBHA MIpa KAaTO ITOIrOTOBKA 32 CEKCa — TOYHO TOJIKOBA,
KOJIKOTO, aKO HE B3eMare JIEKapcTBO, KoeTo 1a Bu momara.

Spedra usima 1a Bu momorHe, ako Hsimate epekTiiIHa qucyHKuus. Spedra He e 3a KeHH.

2. KakBo Tpsi6Ba 1a 3Haete, npean aa npuemere Spedra

He npuemaiite Spedra

. AKo cTe aneprudeH KbM aBaHa( I WIH HIAKOSI OT OCTAHAJIHUTE ChCTAaBKH HA TOBA JIEKAPCTBO
(u30poeHu B TouKa 6)
o Axo B3emare JIeKapcTBa ,,HUTpaTu'* 3a 0oika B 00J1acTTa Ha ThpANUTE (CTCHOKAP.IUS), KATO aMHUIT

HUTPUT WK TJIMIEPUT TPHHUTPAT. Spedra Moje a 3aCuii ISHCTBUETO Ha TE3H JIEKapCTBa U
CEPHO3HO J1a IOHIKK KPHBHOTO By HamsATaHe

. Axo B3eMare nekapctBa 3a XMB nmu CIIMH, nanpumep puToHaBHUp, HHAMHABUD, CAKBUHABHUD,
HeJIUHABHP WU aTa3aHaBUP
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o AKO B3eMarte JIeKapCcTBa 3a JICUCHUE Ha TbOMYHN MH(EKINY, HAIPUMEP KETOKOHA30,
UTPAKOHA30JT YJTH BOPUKOHA30JI, HITH HAKOW aHTUOHOTHUIY ITPH OAKTEpHATHN HHPEKITUH KaTO
KJIAPUTPOMUITUH WITH TETUTPOMUITIH

o AKO UMaTe TeXBK ¢ IPoOIIeM ChC CHPIIETO

. AKO cTe Mai MO3bUCH WHCYIIT WK ChpAcdeH NHGAPKT Ipe3 MocaeaHuTe 6 Mecera

o AKO UMaTe HUCKO KPBBHO HAJISITaHE MM BICOKO KPHBHO HAJISITaHE, KOETO HE € OBJAISHO C
JIeKapcTBa

. Axo nmate 0oJika B 001acTTa Ha THPANTE (CTEHOKAPINS) WIIH MOTy4YuTe O00JIKa B 00IacTTa Ha
TBbPAUTE 110 BpeMe Ha MOJIOB aKT

. AKO MMaTe Cepruo3eH YepHOIPOOEH HiIH ObOpedeH npodiieM

. Ako nMaTe 3ary0a Ha 3p€HHETO Ha €AHOTO OKO NOPagy HEIOCTAThYHO KPhBOCHAOASIBAHE HA
OKOTO (HeapTepHuaiHa ucxemuyHa ontuyHa HeBpomnatus [HANMOH])

. AKO ©MaTe B CEMEMCTBOTO IAHHU 32 OIPENIECTICHH CEPUO3HN OYHU OOJIECTH (KaTO MATMEHTO3EH
PETHHUT)

. AKko B3emare puonuryar. ToBa JIeKapcTBO ce M3I0JI3Ba 3a JieueHre Ha OenojpoOHa apTepuaiHa

XHUIIEPTOHUS (TOECT BUCOKO KPBBHO HANATaHE B OenTe NpoOOBE) M XPOHUYHA
TpoMOoeMOoIMYHA 0e10JpOOHA XUITEPTOHHS (TOSCT BUCOKO KPHBHO HAJISITaHE B OCIUTE
npoOoBe BCIEACTBUE HA KPBBHU cheupenn). Jlokazano e, ye naxubutopute Ha PDES
yBeIM4YaBaT XUTIOTOHUYHUS e(PEeKT Ha TOBa JIEKapCTBO. AKO MpUeMaTe PHOINTYaT WK HE CTe
CHUTYpHH, TOBOpeTE ¢ Bamus nekap.

He npuemaiite Spedra, ako HeIlo OT TOPEMOCOYEHOTO Ce OTHACS 0 Bac. AKo He CTe CUTYpHH,
roBopete ¢ Bamust nexap unn apMareBT, npeau aa npuemere Spedra.

IIpenynpesxaeHust ¥ NpeaNna3sHAl MePKH

I'oBopete ¢ Bamust nekap wiu apmanesT, npeau aa npuemere Spedra

. Axko nmare pobiieM cbe chprieTo. Moxke aa 0blie puckoBaHO 3a Bac 1a nmaTte moyoB akT

. AKo cTpagare OT IpHaNH3bM, KOETO € IOCTOSIHHA €PeKIHs C MPOIBDKUTEIHOCT 4 yaca Win
noBeye. ToBa MOXke J1a ce CITy4YH IPHU MBXKE ChC 3a00JIsIBAHUS KaTO ChPIOBHUIHA KIEThUHA
aHeMHUS, MyJITHIUICH MUEJIOM WJTH JIEBKEMHUS

. Ako umaTe aHaTOMUYHA Jedopmarius, KOUTo 3acsra ¢oopmata Ha Bammst menuc (kato
anrymanus, oonect Ha [leiiporn nim kaBepHO3HA (hrOpPO3a)
. AXO0 MMaTe HSIKaKBO HapyIlIeHNE B KPHbBOCHCUPBAHETO WIIM AKTUBHA MENTUYHA SI3BA.

AXO HeIIo OT TOPernocoYeHOTO ce oTHacs 70 Bac, roBopere ¢ Barms siekap wim gpapmaresT, mpeu 1a
npuemete Spedra. AKo He CTe CHUT'YPHH B HEIIo, TonuTaiTe Barmust jgekap wiu hapmariesT.

[pobsiemu ¢ Batreto 3peHue win ciyx

Hsikon Mbike, KOUTO TpHEMaT JiekapcTBa kato Spedra, ca uMaiti mpo0JieMH ChC 3pEHHETO HUITH
ciyxa- BuxkTe ,,Cepro3HU HeXKETaH! peakiuy™ B ToUKa 4 3a moBede noapooHocTH. He e u3BecTHO
JIai Te3H TPOOJIEMH ca CBbP3aHHU MPSIKO ¢ IpUeMaHeTo Ha Spedra, ¢ apyru 3a00sIBaHuUsI, KOUTO
MOYXe J]a UMaTe, Ui KOMOWHAIHS OT aKTopH.

AKO yceTuTe BHE3aITHO HAMaJICHHE WK 3ary0a Ha 3peHHe WK 3peHUeTO Bu cTaHe N3KPUBEHO WIIH
3aMBbIJICHO, 0KAaTO npuemare Spedra, cipere npuema Ha Spedra u He3a0aBHO ce CBbpIKeTe ¢ Barws
neKap.

Jeua v roHOIIN

Spedra He Tps6Ba J1a ce mpueMa OT Jena U FOHOMIH Mo 18 roanHH.

Jpyru JekapcerBa u Spedra

Wndopmupaiite Bammst nexap uinn papManeBT, ako IpaeMaTe, HaCKOpO cTe MPHUEMaNU WU €
BB3MOXHO JIa IPUEMeTe APYTH jiekapcTBa. ToBa ce U3KMCKBa, Thil kKato Spedra Moke 1a OKaxe
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BJIMSIHME BHPXY HAUMHA Ha JIEHCTBUE HA HAKOW ApYyTH JieKapcTBa. ChII0 Taka HIKOH OT JPYTHUTE
JIeKapcTBa MOXKE JIa OKaKaT BIUSIHUE BbPXY HAUMHA Ha JeiicTBre Ha Spedra.

[Mo-xoHKpeTHO, yBenoMeTe Bamms ekap u He B3eMaiite Spedra, ako nmpuemare ,,HUTpaTu 3a 00JKa B
o0nacTTa Ha r'bpauTe (CTEHOKApUs), KATO aMUJI HUTPUT WU MJIMLEPUH TPUHUTpAT. J[oka3aHo e, ue
Spedra 3acuiBa IeiCTBUETO Ha TE3M JICKAPCTBA M MOYKE CEPUO3HO J1a TIOHWKU KPbBHOTO B Hasrane.
He B3emaiite Spedra u B cityyaii ue nmpuemarte jiekapcTa 3a jgeyenue Ha XMB wmu CITUH karo
PUTOHABUD, UHAWHABUD, CAKBUHABHD, HEJI(PHHABHAP WM aTa3aHAaBHUP WITM aKO IIpHeMaTe JIeKapcTBa 3a
JeuyeHne Ha ThOMYHH UH(EKIINU KaTO KETOKOHA30JI, UTPAKOHA30JT FJTH BOPUKOHA30JI UIIH HIKOU
AHTHOMOTHLIM IPH OaKTepHaIHU MH(EKLINU KaTo HApUMEpP KIAPUTPOMULIMH WIN TEIUTPOMHULUH (BXK.
HAyYanoTo Ha Touka 2, ,,He mpuemaiite Spedra™).

YBCZ[OMCTC Bamms JICKap Wi (bapMaueBT, aKO B3€MAaTeC HAKOC OT CJICAHHUTC JICKaApCTBaA:

o Taka HapeyeHuTe ,,anda-0I0kepu™ — mpu MpodIEMH C IPOCTAaTaTa WK 32 MIOHWKAaBaHE Ha
BHCOKO KPBBHO HaJIsiTaHE

o JIeKapCcTBa 3a HETIPABUJICH ChPACYEH PUTHM (,,apUTMHUA ) KATO XMHUANH, TPOKAUHAMUI,
aMHOJapOH MU COTAJION

o AQHTUOMOTHIIM 32 JICYCHHE HA MHPEKIUH KaTO ePUTPOMHULINH

o (heHOOAPOUTAI MITM IPUMUIOH — 32 STIHIICTICHS

o KapOaMas3enuH — 3a eMUIIeTICHsl, 32 CTaOMIM3HpaHe Ha HACTPOSHUETO HITH 32 ONPEIeNICHN
TUTIOBe OOITKa

. JPYTH JIEKapCTBa, KOUTO MOXKE Jla HAMAaJIAT pa3rpaxaaHeto Ha Spedra B opranusma (,,yMepeHu

CYP3A4 naxuOuTopu‘‘) BKIIOYUTEITHO aMIIPEHABUD, allPEITUTAHT, TUITHO3aM, (PIIyKOHA301,
(ocamnpeHaBUp U BeparmaMul
. pHOLIHTYaT.

He npuemaiite Spedra eqHOBpeMEHHO ¢ IpyTH JIEKapCTBa 3a JICYCHUE Ha EPEKTHIIHA TUCHYHKIUS KaTo
cuneHadw, Taganadul uiu BapaeHa(uI.

AKXO HEeIIo OT TOPEeIIoCOYeHOTO ce OTHAcs 10 Bac, roBopere ¢ Bammust stexap win apmaneBT, npeau aa
npuemere Spedra. AKo HE cTe CUTYPHH B Helllo, onuTaiite Bamus nekap uinn GpapmarieBT.

Spedra ¢ HAMUTKH U AJTKOXO0JI

CoKbBT OT TpeindpyT MoXKe Jja MOBUIIN KOHIIEHTPAIUATA Ha JIEKApCTBOTO U TPsiOBa J1a ce U30srea B
pamkuTe Ha 24 yaca npenu nmpuema Ha Spedra.

ITueneTo Ha anKoXoJ, J0KaTo mpreMare Spedra, Moxe /1a YCKOpH ChpACYHUS BU pUTHM U [1a TOHIKH
KpBBHOTO Bu Hamsrane. Be3MOXHO € J1a ce modyBcTBaTe 3aMasiHi (0COOEHO KOTaTo cTaBaTe), 1a
MOJYYHTE TI1aB00OINE WK J1a yCellaTe yaapuTe Ha CbPLETO B I'bpAUTE CH (TaJMHUTAluN). AJIKOXOIBT
MOJK€ JOIIBITHUTEITHO J]a TIOHIKH CIIOCOOHOCTTA 32 MOJTy9aBaHe Ha ePeKITusl.

DeprrianTeT

Hsima BiusiHue BbpXyY JBUraTeiaHaTa CliocOOHOCT MM CTPYKTypaTa Ha cliepMmara ciiesl iepopajieH
npueM Ha equHUYHH 1034 oT 200 mg aBanad w1 Ipy 31paBu AOOPOBOIIIIH.

[ToBTapsAIIOTO CE TIEpOpaNIHO MpHIoKeHHe Ha aBaHadmt 100 mg 3a nmepuoa ot 26 CeIMUIU TPU
31paBu TOOPOBOJIIIM U Bh3PACTHH MBKE C JIeKa epeKTHITHA TUCHYHKIIMS HE Ce CBhpP3Ba C MPOsBa Ha
HEeXeJlaHU e(DeKTH M0 OTHOIICHUE Ha KOHIICHTPAIHUATA, OpOsi, TOABMKHOCTTA WK MOP(OJIOTHSITA HA
CIIEPMAaTO30HTUTE.

lodupane u padora ¢ MAIIUHU

Spedra Moske 1a mpeaAn3BUKa YyBCTBO Ha 3aMaiiBaHe WM Jia 3acerne BareTo 3penune. AKo ToBa ce
ciIy4d, He modupaiiTe, He KapalTe BEJIIOCHIIE] M HE padOTETe ¢ MAIlIUHU.
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3. Kak 1a npuemate Spedra

Bunaru npuemaiite ToBa JIEKapcTBO TOYHO KakTo Bu e xazan BamusT nekap. AKo HE cT€ CUTYPHHU B
HEIIo, monuTaiTe Bamms nekap wim dapMaresT.

Ipemoppunrennara qo3a ¢ 100 mg TabieTka, npu Hykaa. He Tps6Ba ma mpuemare Spedra moseue ot
BEeIHHX Ha ieH. Moxke 1a Bu O0b1e npennucHa go3a eqxa tabmerka 200 mg ako Bamust iekap
npetieHy, ge no3a 100 mg e TBepae ciada 3a Bac nnm 1032 eqHa tabnetka 50 mg ako Bammsr nekap
npeueHy, de Tabnerka 100 mg e TBbpaAe cuiHa 3a Bac. Moxke fa ce Hallo)KaT M KOPEKIINH B J03aTa,
ako Spedra ce nmpuiara 3aeIHO C HSIKOH JPYTH JIEKapCTBa. AKO MpUEeMaTe JISKapCTBO KaTo
E€PUTPOMUIIUH, aMITPEHABUD, allPEIUTAHT, AUITHA3eM, (PIryKoHa30:1, (hocaMIIPEHABHP WK BepariaMu
(,,ymepenu CYP3A4 naxuburopu’) npenopruntennara no3a Spedra e 100 mg Tadbnerka ¢ noHe 2 1HU
WUHTEPBAJl MKy JIO3UTE.

TpsioBa na npuemare Spedra oxosno 15 go 30 muHyTH Mpenu cekcyaneH akt. [lomuere, ye Spedra e
Bu nomorse na nosy4yure epeKIys caMo ako CTe CEKCyalTHO CTUMYJIMPAH.

Spedra moxe 11a ce nprema che mwin 6e3 xpana. [Ipu npuem Mo Bpeme Ha XpaHeHE HAYaIoTo Ha
JIEACTBUETO MOXKeE 1a Obe 3a0aBeHO.

AKO cTe MpHeJIU MoBevYe 0T HeodxoaumaTa 103a Spedra

Axo B3emere npekaieHo MHOro Spedra, TpsiOBa He3abaBHO 1a yBenomute Bamms nekap. Morar na ce
TPOSIBSIT TIOBEYE HEXKENAaHH JICKAPCTBEHU PEaKIMU, KATO CHITUTE MOTaT Jia O'bIaT MO-TEXKKH.

AKX0 UMaTe HSIKaKBH JOIBJIHUTEIIHA BBIIPOCH, CBBP3aHH ¢ yrnoTpebara Ha Spedra, momuraiire Bamms
JieKap win papmarieBT.

4, Bb3MOKHYN HeKeTaHU PeaKIuu

Kakro Bcuuku JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia IPECAN3BUKA HEXKECIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKHU T'M IIOJTy4aBa.

CepuHO3HH HexKeJTaHU peaKkIuu

Crnpere npuema Ha Spedra u He3a0aBHO ce 00bPHeTe KbM JIeKap, aKo 3a0e/1e;KuTe HAKOS OT
cJIe/THUTE CEPMO3HHU HeKeJaHH peaKIMy — MOXKe 1a MMaTe HYKIa OT cTellHa MeTUINHCKA
NOMOII:

. epeKIus, KOSITO He OTMUHABA (,,IPHANM3BbM ). AKO MOJTYUHUTE ePEKIIHs, KOATO MPOIbJKaBa
nosedye oT 4 yaca, TOBa CbCTOSIHUE TPsAOBa Ja ce JIEKyBa KOJIKOTO € Bb3MOXKHO I10-CKOPO, B
MIPOTUBEH CIy4yail MOXKe Jia MOJIy4nTe TpailHU yBPEXAaHUS Ha MeHuca (BKJIIOUYUTENTHO Ja HE CTe
B CbCTOSIHUE JIa [10JIy4aBaTe €PEKINN).

L 3aMBIJICHO 3PCHUC.
L BHEC3aIIHO HaMaJIsIBaAaHC UJIU 331"}/63 Ha 3p€HUC B CIHOTO UJIKM U IBCTC OYM.
L BHEC3aIIHO HaMaJIsIBaAaHC NJIN 331"}/63. Ha ClIyXa (B HAKOU CiIydau MOXKEC J1a C€ YyYBCTBATC U 3aMassHU

WM J]a IMaTe IIyM B YIIIUTE).

CnpeTe npucMa Ha Spedra ¥ He3a0aBHO MNOTBPCETE JICKApCKa MMOMOIII, aKO 3a0€JIeKHUTE KOSITO U Ja € oT
IMOCOYCHUTE ITO-IrOPE CEPUO3HU HEXKCTIaHN PCAKIINHU.

JIpyru HexKeJIaHHM PeaKklUd BKIIOYBAT:

Yectu (Moske 1a 3acerHat a0 1 Ha 10 qymm)

° riraBoboime
. 3auepBsIBaHEe
. 3aITyIIBaHe Ha HOCA
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Heuectu (Moxe x1a 3acernat 10 1 na 100 qyun)

YyBCTBO Ha 3aMaiiBaHe

YYBCTBO Ha CHHJIMBOCT WJIM CHJTHA yMOpa

3alynIBaHe Ha CHHYCHUTE

Ooinka B repba

TOTUTH BBJIHU

HEJOCTHUT Ha BB3AyX MIPH yCHUITHE

MIPOMEHH B CHPJICYHHS PUTHM, 3a0€IeKMMU Py IpocieasBane aeitHocTTa Ha chpuero (EKD)
YCKOpEH yJIC

ycelaHe yJapuTe Ha ChbPIIETO B ThPAUTE CU (TIAJIMTUTALIAN)
HapyIIEeHO XpaHOCMIJIaHE, YyBCTBO Ha CTOMAIITHO HEPA3IOJIOKEHUE
3aMBIIIEHO 3peHHe

MOBHIIICHH CTOMHOCTH Ha YEPHOJIPOOHUTE SH3UMH

Penku (morart aa 3acersar g0 1 Ha 1 000 qymim)

. rpuM

TPUTIOTION00HO 3a00sIBaHe

3aIyIieH HOC WU XpeMa

CCHHA XpeMa

3amynIBaHe Ha HOCA, CHHYCHTE WITM TOPHATA YacT Ha JUXATCIHUTE IHTUIIA, TOCTABSIIU Bh3IyX

Jio Oenute npoboBe

nojarpa

npo0JieMH CbC ChHs (0e3ChHUE)

NpeKIeBPEMEHHA SSIKYITalus

CTpaHHO yCell[aHe

yCellaHe 3a HeCIIOCOOHOCT /1a OCTaHeTe HEMOABIKHH

rpbaHa Oomka

cepro3Ha 0oJika B 00JacTTa Ha TPhAHUS KOLI

YUYECTEH IyJIC

BUCOKO KPBBHO HaJIsITaHEe

HHCKO KPBBHO HAaJSATaHE

CyXoTa B ycrara

CTOMaIIIHA OOJIKA MJIM KUCEIMHH B CTOMaxa

0oJka WM IMCKOM(OPT B JI0JTHATA YaCT HA KOpeMa

JUapust

0o0puB

OoJika B JI0JIHATa YacT Ha rbp0a WM OTCTPaHHU B JIOJIHATA YAcT HA TPBIHHS KO

MYCKYJIHU OOJIKH WM APYTH OONKH

MYCKYJIHHU CITa3MHu

YeCTO YpUHHPAHE

aHOMAJIMH Ha TICHUCA

CTIIOHTaHHA epeKIus 0e3 CeKcyallHa CTUMYJIAIHS

chpOeXx B 00J7aCTTa HA TCHUTAINNTE

YyBCTBO Ha MOCTOSIHHA CITA00CT WM yMOpa

MOJTyBaHe Ha KpaKaTa MM TJIe3CHUTE

MMOBUIICHO KPHBHO HAJIATaHE

PO30BO WJIM YEPBEHO OIBETEHA YPHHA, KPbB B ypUHATA

HEOOWYaWHU AOIBJIHUTEIHH IIYMOBE OT ChPIIETO

OTKJIOHCHHE B pe3yJITaTa OT KPbBHHUS TECT 3a U3CJICABaHE Ha MMpocTaTara, HapeueH "PSA"

OTKJIOHEHHE B pe3yJITaTa OT KPBBHUS TECT 38 OMIMPYOHH, XAMHYHO BEIIECTBO, IPOILYIIUPAHO OT

HOPMAJIHOTO pa3pyliaBaHe Ha ePUTPOLIUTHTE

o OTKJIOHCHHE B pe3yJITaTa OT KPbBHUS TECT 32 KPEATHHHUH, XUMHYHO BEIICCTBO U € U3MEPUTEI Ha
O0bOpeuHaTa QyHKIUS
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. MOBHILIABaHE Ha TErJI0TO
o Tpecka
o KbpBEHE OT HOCA

Cpo0maBaHe HA HesKeJIaHU peaKIun

AKO TIOJTyYUTe HSKAKBU HEXEJIaHU JIEKAPCTBCHH PEaKIMU, yBeqoMeTe Bamms nekap win hapMareBT.
ToBa BKIIIOUBa BCUYKHM Bb3MOKHHM HEOMHMCAHH B Ta3M JINCTOBKA HE)KEJIAHU peakiuu. MoxkeTe ChIIo Aa
CHOOIINTE HEXKEIAHU PEeaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOIIaBaHe, II0CoUYeHa B
[punoxkenne V. Karo cro0r1aBare HeXeTaHH PEAKIIHH, MOXKETE J1a AJeTe CBOSI PUHOC 3a
MoJiydyaBaHe Ha MmoBeue HH(POpMaIMsS OTHOCHO 0€30IIaCHOCTTa Ha TOBA JIEKapCTRO.

5. Kak na cexpansiBate Spedra
Jla ce cbxpaHsiBa Ha MSICTO, HEJOCTBITHO 32 JIeia.

He uznon3Baiite TOBa JIEKapCTBO ClIE] CPOKa Ha TOHOCT, OTOEA3aH BbPXY OIMcTepa Uil KyTUsITa
cienx Haamuca ,,l'oaer m1o:". CpoKbT Ha TOJHOCT OTTOBaps Ha MOCIESIHUS IEH OT TOCOYEHHUST MECell.

To3u JICKAPCTBCH MPOAYKT HC U3HMCKBA CIICIHUAIHU YCIIOBUA HA ChbXPaHCHUC.

He n3xpbprasiiTe JiekapcTBaTa B KAHAIA3ALMATA WIM B KOHTEHHEpa 3a JOMAalIHU OTIAAbIIH.
[MommTaiite Bamms papmaneBT kak qa H3XBBPISATE JeKapcTBaTa, KOMUTO Bede He u3nomn3sare. Te3u
MEpPKH LI CIIOMOTHAT 3a OIla3BaHE HA OKOJIHATA Cpeaa.

6. Chbabp:kaHue Ha OIAKOBKATA M JOITbJIHUTETHA HH(pOpManus

KakBo chabp:ka Spedra

. AKTHBHOTO BelecTBo ¢ aBaHadmi. Beska tadnekra cpabppixa 100 mg aBanadm.

o Jpyrute cbCcTaBKU ca MaHUTOJ, (yMapoBa KHCEJIMHA, XUAPOKCUIIPONIICHIIETYJI03a,
XUJIPOKCHIITIPOITHIICHIIEINTYJIO3a C HACKA CTETIeH Ha 3aMeCTBaHe, KalIUeB KapOoHAT, MarHe3neB
cTeapaT U XKbBIT kene3eH okcua (E172).

Kaxk m3raexaa Spedra m KakBo ChABPIKA ONMAKOBKATA

Spedra e GrieoxkbiTa OBaNIHA TabNIeTKa, ¢ BIUIbOHATO penedHo o3Hadenue “100” ot eaHaTa cTpaHa.
Tabnetkute ce npemiarat B nepdopupanu, €IHO030BU OIUCTEPHHU OMAKOBKH, KOMTO ChABPXKAT 2X 1,
4x1, 8x1 wim 12x1 Tabmerka.

He BcHuKM BUIOBE OMAKOBKHM MOT'AaT Jia ObJaT MMyCHATH B Ipoax0a BbB Barara cTpaHa.

IlpuTesxaTes Ha pa3pelIeHUETO 32 ynorpeda:
Phoenix Labs Unlimited Company

Suite 12, Bunkilla Plaza

Bracetown Business Park

Clonee, County Meath

Hpnannus

IIpousBoaure:

Menarini - Von Heyden GmbH
Leipziger Strafe 7-13

01097 Dresden

I'epmanns
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3a mombJIHATETHA HHPOPMAIIUSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPKETE CE C JIOKATHHS
NpEeICTaBUTEN Ha MPUTEKATEIIS Ha pa3pelieHreTo 3a ynorpeoda:

AT, BE, BG, CZ, CY, DK, DE, EE, FI, HR, HU, IE, IS, IT, LV, LT, LU, MT, NL, NO, PL, PT,
RO, SI, SK, SE and XI

Phoenix Labs Unlimited Company

Suite 12, Bunkilla Plaza

Bracetown Business Park

Clonee, County Meath

Wpnanaus

Email: info@phoenixlabs.ie

Ten: +353 1 5742410

EA0LGoa France

APPIANI ®APMAKEYTIKH A.E. Centre Specialites Pharmaceutiques,
Aeweopog Aavpiov 85, 76-78 Avenue Du Midi 63800 Cournon
190 02 Iowavion ATTikig D’Auvergne

EXLGda France

TnA. +30 210 6683000 Tél: +33 147048046

Espaiia

EUROMED PHARMA SPAIN S.L,

C/Eduard Maristany, 430-432 08919 Badalona
(Barcelona) Esparia

Tel: + 34 932 684 208

I[aTa Ha IOCJCIHO NMpepasrjaeckaaHe HA JIMCTOBKaTa

Ho;[p06Ha I/IH(l)OpMaLII/IH 3a TOBa J'ICKapCTBO € Mpea0CTaBCHA Ha ye6cai/'ITa Ha EBpOHCf/’ICKaTa arcHuousA
110 JiekapcTBata http://www.ema.europa.eu.
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JlucroBka: l/IH(l)OpMalII/lfl 3a ManmMeHTa
Spedra 200 mg Ta6aerkn

asanadwua (avanafil)

IIpoyeTeTe BHMMATEIHO 1SJ1aTA JIMCTOBKA, NPEAN 1a 3al04HeTe 1a <fpuemMare> TOBa

JIEKapCTBO, Thil KaTo TS ChABbP:Ka BaxkHa 3a Bac undgopmauus.

- 3anazere Ta3u JUCTOBKA. MoxXke J1a ce HANOXKHU J1a 51 IPOYETETe OTHOBO.

- AKO UMate HIKaKBH JIOMBIHUTEITHA BBIIPOCH, TTonuTaiiTe Bamus nexkap wiu gapmarieBt.

- ToBa nekapcTBO € npeanucano JudHo Ha Bac. He ro mpeoTcTbnBaiite Ha npyru xopa. To Moxe
Jla UM HaBpeIy, HE3aBUCHMO Y€ TIPU3HAIIMTE Ha TAXHOTO 3a00JsIBaHe ca ChIUTE KaTo BammuTe.

- AKO MOTy4YuTE HIKAKBU HEXKEJIAHU JICKapCTBEHU PeaKiuy, yBeaoMmete Bamus nexkap wiu
Q)apMaueBT. ToBa BkII0YBa M BCHYKH BB3MOKHH HEXKEJIaHU pCaKkiumn, HECONMMCAHU B Ta3U
nmucToBKa. Bmkre Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kaxso mpezcrasisBa Spedra u 3a KakBo ce H3I0J13Ba

KaxkBo Tpsi6Ba 1a 3HaeTe, npeau aa npueMere Spedra

Kaxk na mpuemare Spedra

Bb3MOKHH HEXKENaH! PEaKIuu

Kak na cexpansiate Spedra

ChabpkaHye Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

o~ E

1.  Kaxkso npexacrasisBa Spedra u 3a KakBo ce H3M0J13Ba

Spedra chapprka aKTHBHOTO BelllecTBO aBaHaduil. To MpUHAICKH KbM TpyIia JeKapcTBa, HApUIaHH
uuxubuTopH Ha ocdoauecrepasa tun 5 (PDES). Spedra ce usnos3ea 3a ieueHHE HA MBKE,
CTpaJialliy OT epeKTHIHA AUCHYHKIHNS (M3BECTHA CHIIO KATO UMIIOTEHTHOCT). ToBa € ChCTOsSIHUE, TIPU
KOETO HE MOJKETe J1a MOJIy4UTe MM HOAIbpKaTe epeKLHs Ha eHUca, OAXO0IAIIA 3a CEKCyalHa
AKTHUBHOCT.

Spedra peiicTBa KaTo momara Ha KPbBOHOCHHTE ChIOBE B IICHHCA J1a ce OTIMyCHAT. ToBa yBennyaBa
KPBBHHS MOTOK KBbM IIEHICA, KOETO My [IOMara Jia OCTaHe TBBPJI H €PEKTUPAI IIPU CEKCyallHa Bb30y/1a.
Spedra He nekyBa Barieto chcTOsIHUE.

BaxkHo e na ce orOenexu, 4e Spedra aeiicTBa caMo ako CTe CeKCyalHO CTUMYJIUpaH. Bue u Bamust
MapTHHOP 11e TPsiOBa J1a U3I0JI3BaTe JIIOOOBHA MIpa KAaTO ITOIrOTOBKA 32 CEKCa — TOYHO TOJIKOBA,
KOJIKOTO, aKO HE B3eMare JIEKapcTBO, KoeTo 1a Bu momara.

Spedra usima 1a Bu momorHe, ako Hsimate epekTiiIHa qucyHKuus. Spedra He e 3a KeHH.

2. KakBo Tpsi6Ba 1a 3Haete, npean aa npuemere Spedra

He npuemaiite Spedra

. AKo cTe aneprudeH KbM aBaHa( I WIH HIAKOSI OT OCTAHAJIHUTE ChCTAaBKH HA TOBA JIEKAPCTBO
(u30poeHu B TouKa 6)
o Axo B3emare JIeKapcTBa ,,HUTpaTu'* 3a 0oika B 00J1acTTa Ha ThpANUTE (CTCHOKAP.IUS), KATO aMHUIT

HUTPUT WK TJIMIEPUT TPHHUTPAT. Spedra Moje a 3aCuii ISHCTBUETO Ha TE3H JIEKapCTBa U
CEPHO3HO J1a IOHIKK KPHBHOTO By HamsATaHe

. Axo B3eMare nekapctBa 3a XMB nmu CIIMH, nanpumep puToHaBHUp, HHAMHABUD, CAKBUHABHUD,
HeJIUHABHP WU aTa3aHaBUP
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o AKO B3eMarte JIeKapCcTBa 3a JICUCHUE Ha TbOMYHN MH(EKINY, HAIPUMEP KETOKOHA30,
UTPAKOHA30JT YJTH BOPUKOHA30JI, HITH HAKOW aHTUOHOTHUIY ITPH OAKTEpHATHN HHPEKITUH KaTO
KJIAPUTPOMUITUH WITH TETUTPOMUITIH

o AKO UMaTe TeXBK ¢ IPoOIIeM ChC CHPIIETO

. AKO cTe Mai MO3bUCH WHCYIIT WK ChpAcdeH NHGAPKT Ipe3 MocaeaHuTe 6 Mecera

o AKO UMaTe HUCKO KPBBHO HAJISITaHE MM BICOKO KPHBHO HAJISITaHE, KOETO HE € OBJAISHO C
JIeKapcTBa

. Axo nmate 0oJika B 001acTTa Ha THPANTE (CTEHOKAPINS) WIIH MOTy4YuTe O00JIKa B 00IacTTa Ha
TBbPAUTE 110 BpeMe Ha MOJIOB aKT

. AKO MMaTe Cepruo3eH YepHOIPOOEH HiIH ObOpedeH npodiieM

. Ako nMaTe 3ary0a Ha 3p€HHETO Ha €AHOTO OKO NOPagy HEIOCTAThYHO KPhBOCHAOASIBAHE HA
OKOTO (HeapTepHuaiHa ucxemuyHa ontuyHa HeBpomnatus [HANMOH])

. AKO ©MaTe B CEMEMCTBOTO IAHHU 32 OIPENIECTICHH CEPUO3HN OYHU OOJIECTH (KaTO MATMEHTO3EH
PETHHUT)

. AKko B3emare puonuryar. ToBa JIeKapcTBO ce M3I0JI3Ba 3a JieueHre Ha OenojpoOHa apTepuaiHa

XHUIIEPTOHUS (TOECT BUCOKO KPBBHO HANATaHE B OenTe NpoOOBE) M XPOHUYHA
TpoMOoeMOoIMYHA 0e10JpOOHA XUITEPTOHHS (TOSCT BUCOKO KPHBHO HAJISITaHE B OCIUTE
npoOoBe BCIEACTBUE HA KPBBHU cheupenn). Jlokazano e, ye naxubutopute Ha PDES
yBeIM4YaBaT XUTIOTOHUYHUS e(PEeKT Ha TOBa JIEKapCTBO. AKO MpUeMaTe PHOINTYaT WK HE CTe
CHUTYpHH, TOBOpeTE ¢ Bamus nekap.

He npuemaiite Spedra, ako HeIlo OT TOPEMOCOYEHOTO Ce OTHACS 0 Bac. AKo He CTe CUTYpHH,
roBopete ¢ Bamust nexap unn apMareBT, npeau aa npuemere Spedra.

IIpenynpesxaeHust ¥ NpeaNna3sHAl MePKH

I'oBopete ¢ Bamust nekap wiu apmanesT, npeau aa npuemere Spedra

. Axko nmare pobiieM cbe chprieTo. Moxke aa 0blie puckoBaHO 3a Bac 1a nmaTte moyoB akT

. AKo cTpagare OT IpHaNH3bM, KOETO € IOCTOSIHHA €PeKIHs C MPOIBDKUTEIHOCT 4 yaca Win
noBeye. ToBa MOXke J1a ce CITy4YH IPHU MBXKE ChC 3a00JIsIBAHUS KaTO ChPIOBHUIHA KIEThUHA
aHeMHUS, MyJITHIUICH MUEJIOM WJTH JIEBKEMHUS

. Ako umaTe aHaTOMUYHA Jedopmarius, KOUTo 3acsra ¢oopmata Ha Bammst menuc (kato
anrymanus, oonect Ha [leiiporn nim kaBepHO3HA (hrOpPO3a)
. AXO0 MMaTe HSIKaKBO HapyIlIeHNE B KPHbBOCHCUPBAHETO WIIM AKTUBHA MENTUYHA SI3BA.

AXO HeIIo OT TOPernocoYeHOTO ce oTHacs 70 Bac, roBopere ¢ Barms siekap wim gpapmaresT, mpeu 1a
npuemete Spedra. AKo He CTe CHUT'YPHH B HEIIo, TonuTaiTe Barmust jgekap wiu hapmariesT.

[pobsiemu ¢ Batreto 3peHue win ciyx

Hsikon Mbike, KOUTO TpHEMaT JiekapcTBa kato Spedra, ca uMaiti mpo0JieMH ChC 3pEHHETO HUITH
ciyxa- BuxkTe ,,Cepro3HU HeXKETaH! peakiuy™ B ToUKa 4 3a moBede noapooHocTH. He e u3BecTHO
JIai Te3H TPOOJIEMH ca CBbP3aHHU MPSIKO ¢ IpUeMaHeTo Ha Spedra, ¢ apyru 3a00sIBaHuUsI, KOUTO
MOYXe J]a UMaTe, Ui KOMOWHAIHS OT aKTopH.

AKO yceTuTe BHE3aITHO HAMaJICHHE WK 3ary0a Ha 3peHHe WK 3peHUeTO Bu cTaHe N3KPUBEHO WIIH
3aMBbIJICHO, 0KAaTO npuemare Spedra, cipere npuema Ha Spedra u He3a0aBHO ce CBbpIKeTe ¢ Barws
neKap.

Jeua v roHOIIN

Spedra He Tps6Ba J1a ce mpueMa OT Jena U FOHOMIH Mo 18 roanHH.

Jpyru JekapcerBa u Spedra

Wndopmupaiite Bammst nexap uinn papManeBT, ako IpaeMaTe, HaCKOpO cTe MPHUEMaNU WU €
BB3MOXHO JIa IPUEMeTe APYTH jiekapcTBa. ToBa ce U3KMCKBa, Thil kKato Spedra Moke 1a OKaxe
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BJIMSIHME BHPXY HAUMHA Ha JIEHCTBUE HA HAKOW ApYyTH JieKapcTBa. ChII0 Taka HIKOH OT JPYTHUTE
JIeKapcTBa MOXKE JIa OKaKaT BIUSIHUE BbPXY HAUMHA Ha JeiicTBre Ha Spedra.

[Mo-xoHKpeTHO, yBenoMeTe Bamms ekap u He B3eMaiite Spedra, ako nmpuemare ,,HUTpaTu 3a 00JKa B
o0nacTTa Ha r'bpauTe (CTEHOKApUs), KATO aMUJI HUTPUT WU MJIMLEPUH TPUHUTpAT. J[oka3aHo e, ue
Spedra 3acuiBa IeiCTBUETO Ha TE3M JICKAPCTBA M MOYKE CEPUO3HO J1a TIOHWKU KPbBHOTO B Hasrane.
He B3emaiite Spedra u B cityyaii ue nmpuemarte jiekapcTa 3a jgeyenue Ha XMB wmu CITUH karo
PUTOHABUD, UHAWHABUD, CAKBUHABHD, HEJI(PHHABHAP WM aTa3aHAaBHUP WITM aKO IIpHeMaTe JIeKapcTBa 3a
JeuyeHne Ha ThOMYHH UH(EKIINU KaTO KETOKOHA30JI, UTPAKOHA30JT FJTH BOPUKOHA30JI UIIH HIKOU
AHTHOMOTHLIM IPH OaKTepHaIHU MH(EKLINU KaTo HApUMEpP KIAPUTPOMULIMH WIN TEIUTPOMHULUH (BXK.
HAyYanoTo Ha Touka 2, ,,He mpuemaiite Spedra™).

YBCZ[OMCTC Bamms JICKap Wi (bapMaueBT, aKO B3€MAaTeC HAKOC OT CJICAHHUTC JICKaApCTBaA:

o Taka HapeyeHuTe ,,anda-0I0kepu™ — mpu MpodIEMH C IPOCTAaTaTa WK 32 MIOHWKAaBaHE Ha
BHCOKO KPBBHO HaJIsiTaHE

o JIeKapCcTBa 3a HETIPABUJICH ChPACYEH PUTHM (,,apUTMHUA ) KATO XMHUANH, TPOKAUHAMUI,
aMHOJapOH MU COTAJION

o AQHTUOMOTHIIM 32 JICYCHHE HA MHPEKIUH KaTO ePUTPOMHULINH

o (heHOOAPOUTAI MITM IPUMUIOH — 32 STIHIICTICHS

o KapOaMas3enuH — 3a eMUIIeTICHsl, 32 CTaOMIM3HpaHe Ha HACTPOSHUETO HITH 32 ONPEIeNICHN
TUTIOBe OOITKa

. JPYTH JIEKapCTBa, KOUTO MOXKE Jla HAMAaJIAT pa3rpaxaaHeto Ha Spedra B opranusma (,,yMepeHu

CYP3A4 naxuOuTopu‘‘) BKIIOYUTEITHO aMIIPEHABUD, allPEITUTAHT, TUITHO3aM, (PIIyKOHA301,
(ocamnpeHaBUp U BeparmaMul
. pHOLIHTYaT.

He npuemaiite Spedra eqHOBpeMEHHO ¢ IpyTH JIEKapCTBa 3a JICYCHUE Ha EPEKTHIIHA TUCHYHKIUS KaTo
cuneHadw, Taganadul uiu BapaeHa(uI.

AKXO HEeIIo OT TOPEeIIoCOYeHOTO ce OTHAcs 10 Bac, roBopere ¢ Bammust stexap win apmaneBT, npeau aa
npuemere Spedra. AKo HE cTe CUTYPHH B Helllo, onuTaiite Bamus nekap uinn GpapmarieBT.

Spedra ¢ HAMUTKH U AJTKOXO0JI

CoKbBT OT TpeindpyT MoXKe Jja MOBUIIN KOHIIEHTPAIUATA Ha JIEKApCTBOTO U TPsiOBa J1a ce U30srea B
pamkuTe Ha 24 yaca npenu nmpuema Ha Spedra.

ITueneTo Ha anKoXoJ, J0KaTo mpreMare Spedra, Moxe /1a YCKOpH ChpACYHUS BU pUTHM U [1a TOHIKH
KpBBHOTO Bu Hamsrane. Be3MOXHO € J1a ce modyBcTBaTe 3aMasiHi (0COOEHO KOTaTo cTaBaTe), 1a
MOJYYHTE TI1aB00OINE WK J1a yCellaTe yaapuTe Ha CbPLETO B I'bpAUTE CH (TaJMHUTAluN). AJIKOXOIBT
MOJK€ JOIIBITHUTEITHO J]a TIOHIKH CIIOCOOHOCTTA 32 MOJTy9aBaHe Ha ePeKITusl.

DeprrianTeT

Hsima BiusiHue BbpXyY JBUraTeiaHaTa CliocOOHOCT MM CTPYKTypaTa Ha cliepMmara ciiesl iepopajieH
npueM Ha equHUYHH 1034 oT 200 mg aBanad w1 Ipy 31paBu AOOPOBOIIIIH.

[ToBTapsAIIOTO CE TIEpOpaNIHO MpHIoKeHHe Ha aBaHadmt 100 mg 3a nmepuoa ot 26 CeIMUIU TPU
31paBu TOOPOBOJIIIM U B3PACTHH MBKE C JIeKa epeKTHITHA TUCHYHKIIMS HE CE CBhpP3Ba C MPOsBa Ha
HeXeJlaHU e(DEeKTH M0 OTHOIICHUE Ha KOHIICHTPAIUTa, OpOsi, MOJBMKHOCTTA WK MOP(HOJIOTHATa HA
CIIEPMAaTO30HTUTE.

lodupane u padora ¢ MAIIUHU

Spedra Moske 1a mpeAn3BUKa YyBCTBO Ha 3aMaiiBaHe WM Jia 3acerne BarieTo 3penune. AKo ToBa ce
ciIyud, He modupaiTe, He KapalTe BEIIOCHIIE] M HE pad0TeTe ¢ MAIlIUHU.
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3. Kak 1a npuemate Spedra

Bunaru npuemaiite ToBa JIEKapcTBO TOYHO KakTo Bu e xazan BamusT nekap. AKo He cT€ CUTYPHHU B
HeIo, monuTaiTe Bammst nekap wim GpapmarnesT.

Ipemoppunrennara qo3a ¢ 100 mg TabieTka, npu Hykaa. He Tps6Ba ma mpuemare Spedra moseue oT
BEAHBXK Ha JeH. Moxe na Bu 0bae npeanucHa no3a enna tabnerka 200 mg ako Bammsit nekap
npetieHy, ue go3a 100 mg e TBupae ciaba 3a Bac nnu f103a eqHa tadnetka 50 mg ako Bamusr nekap
npeueHy, ge Tabnerka 100 mg e TBbpAe cuitHa 3a Bac. Moxke fa ce Hallo)KaT M KOPEKIINH B J03aTa,
ako Spedra ce npuiara 3aetHO C HSKOM JPYTH JIEKapCTBa. AKO pUeMaTe JISKapCTBO KaTo
€pUTPOMHULIMH, aMIIPEHABUD, allpENUTaHT, JUITHa3eM, (pIyKoHa30:1, (ocaMIpeHaBUpP WM BepanaMuil
(,,ymepern CYP3A4 naxubutopu‘) npenopbuntennara go3a Spedra e 100 mg rabieTka ¢ moHe 2 JHHA
MHTEPBaJl MKy JO3UTE.

Tps6Ba na mpuemare Spedra okoio 15 1o 30 MuHyTH Ipeau cekcyaseH akT. [lomHere, e Spedra e
Bu moMorHe ja mosy4duTe epeKIys caMo ako CTe CEKCYaaTHO CTUMYJIHPAH.

Spedra mozxe ma ce mpuema chbe win 6e3 xpana. [Ipu nmpueM mo BpeMe Ha XpaHeHe Ha4ajao0To Ha
JIEACTBUETO MOXKeE J1a Obie 3a0aBeHO.

AKO cTe mpueJIu MoBeyYe 0T HeodxoquMaTa xo3a Spedra

Axo B3emere npekaieHo MHoro Spedra, TpsOBa He3a0aBHO 1a yBenomute Bamms nekap. Morar na ce
HPOSIBAT MOBEYE HEXKEIAHH JIEKAPCTBEHH PEAKIMHU, KaTO CBHIUTE MOTaT J1a ObJaT MO-TeXKKH.

AKO UMaTe HIKaKBH JIOIbJIHUTEIIHNA BBIIPOCH, CBBP3aHH ¢ ynoTpebara Ha Spedra, nonuraiite Barms
JieKap win papmarieBt.

4, Bb3MOKHH HeKeJTaHU pe€aKkuumn

Kakro Bcuuku JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia MPECAN3BUKA HEXKEIIAaHU PCaKIINU, BBIIPEKU Y€ HE
BCCKM I' ITOJTy4aBa.

CepHo3HH HeKeJIaHU peakluu

Cupere npuemMa Ha Spedra u He3a6aBHO ce 00bpHETE KbM JIEKap, aKo 3a0e1e;KNuTe HAKOS OT
cJIe/IHUTE CEPHO3HU HeKeJIaHU peaKny — MOKe 1a MMaTe HYKIa OT CNelIHa MeTUIIMHCKA
MOMOIIL:

o EpEeKIHs, KOSTO He OTMUHAaBA (,,IPHAMU3BM ‘). AKO MOIyINUTE ePEKINs, KOSITO POIbIDKABA
noBeye oT 4 yaca, ToBa CbCTOSIHIE TPsIOBa Ja ce JIEKyBa KOJIKOTO € Bb3MOKHO M0-CKOPO, B
MIPOTUBEH CITydail MOXKE Jla TTOTydrTe TpaitH! yBPEXAaHUS Ha MeHuca (BKIIFOYUTEITHO Ja He CTe
B CHCTOSTHHUE JIa TIOTy9YaBaTe €PeKIInu).

o 3aMBIJICHO 3pEHHeE.
o BHE3aITHO HaMaJIsIBaHE WM 3ary0a Ha 3peHHe B €JHOTO WJIH U JABETE OUH.
o BHE3aITHO HaMaJIsIBaHE WM 3ary0a Ha ciayxa (B HIKOW CIydad MOKE Ja C€ UyBCTBAaTe W 3aMasHU

WJIK Ja UMaTe UIyM B y].HI/ITC).

Crpere npreMa Ha Spedra n He3a6aBHO TOThPCETE JEKapCKa IMIOMOIIL, aKO 3a0eNIeXKHTe KOATO U JIa € OT
MMOCOYCHHUTE TI0-TOPE CEPUO3HH HEXKEIIAHU PEaKIUH.

I[pym HEXKEJIaHU peaKIui BKJIKOYBaT:

YecTu (Mo:ke 1a 3acerHat a0 1 Ha 10 qymm)

° riraBoboime
. 3auepBsIBaHEe
. 3aIyIlBaHe Ha HOcCa
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Heuectu (Moxe x1a 3acernat 10 1 na 100 qyun)

YyBCTBO Ha 3aMaiiBaHe

YYBCTBO Ha CHHJIMBOCT WJIM CHJTHA yMOpa

3alynIBaHe Ha CHHYCHUTE

Ooinka B repba

TOTUTH BBJIHU

HEJOCTHUT Ha BB3AyX MIPH yCHUITHE

MIPOMEHH B CHPJICYHHS PUTHM, 3a0€IeKMMU Py IpocieasBane aeitHocTTa Ha chpuero (EKD)
YCKOpEH yJIC

ycelaHe yJapuTe Ha ChbPIIETO B ThPAUTE CU (TIAJIMTUTALIAN)
HapyIIEeHO XpaHOCMIJIaHE, YyBCTBO Ha CTOMAIITHO HEPA3IOJIOKEHUE
3aMBIIIEHO 3peHHe

MOBHIIICHH CTOMHOCTH Ha YEPHOJIPOOHUTE SH3UMH

Penku (morart aa 3acersar g0 1 Ha 1 000 qymim)

. rpuM

TPUTIOTION00HO 3a00sIBaHe

3aIyIieH HOC WU XpeMa

CCHHA XpeMa

3amynIBaHe Ha HOCA, CHHYCHTE WITM TOPHATA YacT Ha JUXATCIHUTE IHTUIIA, TOCTABSIIU Bh3IyX

Jio Oenute npoboBe

nojarpa

npo0OJieMH ChC ChHs (0e3ChHUE)

NpeKIeBPEMEHHA SSIKYITalus

CTpaHHO yCell[aHe

yCellaHe 3a HeCIIOCOOHOCT /1a OCTaHeTe HEMOABIKHH

rpbaHa Oomka

cepro3Ha 0oJika B 00JacTTa Ha TPhAHUS KOLI

YUYECTEH IyJIC

BUCOKO KPBBHO HaJIsITaHEe

HHCKO KPBBHO HAaJSATaHE

CyXoTa B ycrara

CTOMaIIIHA OOJIKA MJIM KUCEIMHH B CTOMaxa

0oJka WM IMCKOM(OPT B JI0JTHATA YaCT HA KOpeMa

JUapust

0o0puB

OoJika B JI0JIHATa YacT Ha rbp0a WM OTCTPaHHU B JIOJIHATA YAcT HA TPBIHHS KO

MYCKYJIHU OOJIKH WM APYTH OONKH

MYCKYJIHHU CITa3MHu

YeCTO YpUHHPAHE

aHOMAJIMH Ha TICHUCA

CTIOHTAHHA ePeKIINs 0e3 CeKCyaHa CTUMYJIAIHSI

chpOeXx B 00J7aCTTa HA TCHUTAIUNTE

YyBCTBO Ha MOCTOSIHHA CITa00CT WM yMOpa

MOJTyBaHe Ha KpaKaTa MM TJIC3CHUTE

MMOBUIICHO KPHBHO HAJIATaHE

PO30BO WJIM YEPBEHO OIIBETEHA YPHHA, KPbB B ypUHATA

HEOOWYaMHU AONBJIHUTEIHH IIYMOBE OT ChPIIETO

OTKJIOHCHHE B pe3yJITaTa OT KPbBHHUS TECT 3a U3CJICIBaHEe Ha MMpocTaTara, HapeueH "PSA"

OTKJIOHEHHE B pe3yJITaTa OT KPBBHUS TECT 38 OMIMPYOHH, XUAMHYHO BEIIECTBO, IPOITYIIUPAHO OT

HOPMAJIHOTO pa3pylIiaBaHe Ha ePUTPOLIUTHTE

o OTKJIOHEHHE B pe3yJITaTa OT KPbBHUS TECT 32 KPEATHHHH, XUMHYHO BEIICCTBO U € U3MEPUTEI Ha
O0bOpevHaTa QyHKIUs
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. MOBHILIABaHE Ha TErJI0TO
o Tpecka
o KbpBEHE OT HOCA

Cpo0maBaHe HA HesKeJIaHU peaKIun

AKO TIOJTyYUTe HSKAKBU HEXEJIaHU JIEKAPCTBCHH PEaKIMU, yBeqoMeTe Bamms nekap win hapMareBT.
ToBa BKIIIOUBa BCUYKHM Bb3MOKHHM HEOMHMCAHH B Ta3M JINCTOBKA HE)KEJIAHU peakiuu. MoxkeTe ChIIo Aa
CHOOIINTE HEXKEIAHU PEeaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOIIaBaHe, II0CoUYeHa B
[punoxkenne V. Karo cro0r1aBare HeXeTaHH PEAKIIHH, MOXKETE J1a AJeTe CBOSI PUHOC 3a
MoJiydyaBaHe Ha MmoBeue HH(POpMaIMsS OTHOCHO 0€30IIaCHOCTTa Ha TOBA JIEKapCTRO.

5. Kak na cexpansiBate Spedra
Jla ce cbxpaHsiBa Ha MSICTO, HEJOCTBITHO 32 JIeia.

He uznon3Baiite TOBa JIEKapCTBO ClIE] CPOKa Ha TOHOCT, OTOEA3aH BbPXY OIMcTepa Uil KyTUsITa
cienx Haamuca ,,l'oaer m1o:". CpoKbT Ha TOJHOCT OTTOBaps Ha MOCIESIHUS IEH OT TOCOYEHHUST MECell.

To3u JICKAPCTBCH MPOAYKT HC U3HMCKBA CIICIHUAIHU YCIIOBUA HA ChbXPaHCHUC.

He n3xpbprasiiTe JiekapcTBaTa B KAHAIA3ALMATA WIM B KOHTEHHEpa 3a JOMAalIHU OTIAAbIIH.
[MommTaiite Bamms papmaneBT kak qa H3XBBPISATE JeKapcTBaTa, KOMUTO Bede He u3nomn3sare. Te3u
MEpPKH LI CIIOMOTHAT 3a OIla3BaHE HA OKOJIHATA Cpeaa.

6. Chbabp:kaHue Ha OIAKOBKATA M JOITbJIHUTETHA HH(pOpManus
KakBo chabp:ka Spedra

. AKTHBHOTO BelecTBo ¢ aBaHadmi. Beska tabnetka chabppixa 200 mg aBaHadul.

o Jpyrute cbCcTaBKU ca MaHUTOJ, (yMapoBa KHCEJIMHA, XUAPOKCUIIPONIICHIIETYJI03a,
XUJIPOKCHIITIPOITHIICHIIEINTYJIO3a C HACKA CTETIeH Ha 3aMeCTBaHe, KalIUeB KapOoHAT, MarHe3neB
cTeapaT U XKbBIT kene3eH okcua (E172).

Kaxk m3raexaa Spedra m KakBo ChABPIKA ONMAKOBKATA

Spedra e GrieioxkbiTa OBaNIHA TabNEeTKa, ¢ BIUIbOHATO penedHo o3Hadenue “200” oT eaHaTa cTpaHa.
Tabnetkute ce npemiarat B nepdopupanu, eIHOI030BU OIUCTEPHHU OMAKOBKH, KOMTO ChABPXKAT 2X 1,
4x1, 8x1 wim 12x1 Tabmerka.

He BcHuKM BUIOBE OMAKOBKHM MOT'AaT Jia ObJaT MMyCHATH B Ipoax0a BbB Barara cTpaHa.

IlpuTesxaTes Ha pa3pelIeHUETO 32 ynorpeda:
Phoenix Labs Unlimited Company

Suite 12, Bunkilla Plaza

Bracetown Business Park

Clonee, County Meath

Hpnannus

IIpousBoauTes:

Menarini - Von Heyden GmbH
Leipziger Strape 7-13

01097 Dresden

T'epmanus
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3a JOITBJIHUTCIIHA I/IH(I)OpMaI_[I/I}I OTHOCHO TOBa JICKApCTBO, MOJIsA, CBBPKETEC CC C JIOKAJTHUSA
MPEACTABUTCII HA TPUTCIKATCIIA HAa pa3pClICHUCTO 3a yHOTp€6a:

AT, BE, BG, CZ, CY, DK, DE, ES, FI, HR, HU, IE, IS, IT, LV, LT, LU, MT, NL, NO, PL, PT,
RO, SI, SK, SE and XI

Phoenix Labs Unlimited Company

Suite 12, Bunkilla Plaza

Bracetown Business Park

Clonee, County Meath

Upnanaus

Email: info@phoenixlabs.ie

Ten: +353 1 5742410

EApGoa France

APPIANI PAPMAKEYTIKH A.E. Centre Specialites Pharmaceutiques,
Aew@dpoc Aavpiov 85, 76-78 Avenue Du Midi 63800 Cournon
190 02 Ioavia Attikng D’Auvergne

EXAGda France

TnA. +30 210 6683000 Tél: +33 147048046

Espaiia

EUROMED PHARMA SPAIN S.L,

C/Eduard Maristany, 430-432 08919 Badalona
(Barcelona) Espana

Tel: + 34 932 684 208

I[ara Ha MOCJICAHO MpepasriacKaaHe Ha JUCTOBKaTa

[Honpobna undopmanys 3a ToBa JEKapcTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBporneiickara areHuus
10 JIeKapcTBaTa http://www.ema.europa.eu.
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