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1. HWME HA JIEKAPCTBEHWSI ITPOAYKT
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Tapanakon 10 mg punMupanu TabieTkH
Tadalacon 10 mg film-coated tablets

TananakoH 20 mg ¢mnMupany tabnetku
Tadalacon 20 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

Tapanakon 10 mg dunmupand TabneTky
Bceaka ¢punmupana tabaetka ceabpka 10 mg tapanadgun (tadalafil).

[IoMOIIHO BELIECTBO ¢ MU3BECTHO JIEHCTBUE:
Besaka ¢unmMupana tabrerka cbabpxka 156,25 mg 6e3Boana akTo3a v 1,4 mg 1akTo3a MOHOXHApAT.

Tapanakon 20 mg huamMdpaHi TabIeTKH
Besaka dunmmMupana tabnerka cbaspka 20 mg rananadbun (tadalafil).

[lOMOUIHO BeECTRO C U3BECTHO ACHCTBUC:
Beska gpunMupana tabnerka ¢babpska 312,5 mg 6e3B0Ha 1akTo3a K 2.8 mg 1aKTO3a MOHOXHpaT.

3a IMBJAHNA CNMCEK HA MTOMOILHHTE BEINECTBA BHXXTEe Touka 6.1,

3. JEKAPCTBEHA ®@OPMA
Punmypana tabrnerka

TaganakoHn 10 mg dunmupasu TabneTku
CBeT/IOKBITA, MPOIbLArOBaTa, ABOHHOM3IIbKHAIA, (HIMHpaHa TabsieTka, ¢ BATBOHATO pENedhHO
o3HayeHue ,, I 10” oT eqHara cTpaHa M 1J1aJKa OT Jpyrara ¢TpaHa.

Tananaxkon 20 mg punMupann tabnerTku
Knara, npoawirosara, ABOHHOM3NEKHAIA, (GUIMHpaHa TabneTka, ¢ BUTEOHATO pesieHO O3HaueHHe
»1 207 OT egHaTa CTpaHa M rIajjKka OT Apyrara CTpaHa.

4. K/IMHHWYHHA JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHUSA
Jleuenue Ha epekTHIIHA AUCOYHKLHA [IPHU BB3PACTHH MBXKE,

3a na Ob1e Taganadgun edeKTHBEH 3a IEYEHHE HA EPEKTHIIHA AUCPYHKIIMS, C€ U3UCKBA CEKCYaTHA
CTUMYJIAlUA.

Tanasakod GuAMUpaHHu TaOACTKY HE €A NMOKa3aHK 3a yrnoTpeda OT KEHU,

4.2 Jdo3upoBKa H HAYHH HA NPHJIOKCHHAE

Jo3MpoBKa

Bv3pacmuu muoice




[Ipy mauueHTHTE, Npyu kouTo Tajanadpun 10 mg He BOAM 10 aNEKBATEH €(EKT, MOXKE Ja ce OIHTaA C
20 mg. Ta3u no3a moxe na 6bie npueta note 30 MUHYTH MPEH CeKCyaliHa aKTHBHOCT.

MakcumManHata uecToTa Ha [IPHUEM € BCIHDLXK JHCBHO.

Tapanaxkon 10 mg v 20 mg ¢ npeanazHayeH 3a ynotpeda npeayd ouaxBaHa CEKCyaslHa akTUBHOCT Y HE
Ce TIPenophUBa 3a NPOABIDKHATEIIHA €XKeJHERHA YIIOTpeDda.

[Ipy nauMeHTH, KOUTO NMPEABMKAAT 4ecTa ynotpeda Ha Taganakod (Hanp., MOHe ABA MbTH CEAMHYHO),
MOXE Jd ce OOMHCNM KaTO TOAXONAII PEXUM €ITHOKpaTeH AHEBEH IPHEM HAa HAN-HHCKUTE JI03H
Tagana@mi, Oa3upaiku ce Ha uzdopa Ha NALMEHTA W PELICHHETO Ha JIeKaps.

[Tpu Te3u manMeHTH NMpenopbYBAHATA 1034 € 5 mg, NPUeTa BEHEK JHEBHO MPHONM3UTEIHO B €HO H
CBILO BpeMe Ha JieHs. Jlozata Moxke 1a ce HaMald 10 2,5 mg eqHOKpaTHO JHEBHO Ha DasaTa Ha
UHAVBUIYaAIHATa TIOHOCUMOCT,

[{enecbodpa3sHOCTTa HA NPOABIDKHMTEIHATA €XKeAHeBHa YyrnoTpeba TpsabBa MNEepHOAMUHO JAa C¢
IpEOLIeHABA.

CrielMaiHy NOMYJaMK
Muvorce 6 cmapuecka gv3pacm
[Ip1 MBkeE B CTapUECKa Bb3PACT HE C& M3HCKBA aJ]aNTHPAHe HA J103aTa.

Muvorce ¢ bvbpeuno yepescoane

He ce Hamara HamanisBaHe Ha [03aTa IPH MALMEHTH ¢ JIEKO 10 yMmepeHo 6b6pedno yBpexkaaHe. 3a
NALMEHTHU C TEXKO OBOpEUHO YRpekKIaHe, MAKCUMAJTHATA IPENOpbLYBaHa 1034 3a ITPHEM NPU HYXJa, €
10 mg. IlpA nanuenTH ¢ TexkO OBLOPEYHO YBpEXKAAHE HE c€ IPEropbuBa €KEAHCBHO €IHOKPAaTHO
A03upaHe Ha Tananadgun. (Bx. Touka 4.4 1 Touka 3.2).

Muvosce ¢ weproopobro yepescoare

[Ipenoppuntennara ao3a ¢ Taganakod 10 mg, npuera ripey OYaKBaHa CeKCyallHa aKTHBHOCT ChC WM
6e3 xpaHa. MMa orpaHWueHH KJIHHHYHH JaHHH 32 6e30macHOCTTa Ha Tajanaul [pU MalueHTH ¢
TeXKa Yepnoapodna HegoctaTb4HOCT (Child-Pugh kaac C); ako ce HazHa4aBa, NpeANMCBALLMAT JICKap
TpAOBa 1a HANpPABM BHUMATENHA HHAMBUYAIHA TIPENEHKA HA CBOTHOUIEHHETO Noja3a/puck. Hama
HaJlM4HHU JAHHW OTHOCHO NPHJIOKEHHETO Ha Taganaduia B JO3HM I0-BUCOKMA OT 10 mg Ha MauueHTH ¢
UePHOAPOOHO YBPEXKIAHE.

Jo3upaHeTo eMH MbT AHEBHO HE € OLEHKBAHO NPH NALMEHTH ¢ UYepHOAPOOHA HENOCTATBLUHOCT,
C/IeJIOBATE/IHO, aKO C€ HaszHayapa, MOPSANMCBAU(HAT Jekap TpadBa Ja HanpaBd BHWMATEIHa
WHIMBUAYAJTHA TIPEIIEHKA HA OTHOWIEHHMETO NoJI3a/puck (Bx. Touka 4.4 W Touka 5.2).

Muvorce ¢ Ouabem
[Tpu MBxe ¢ aHabET HE C& U3MCKBA TIPOMAHA B A03aTa.

Heduampuuna nonyaayuis
HsMa CBOTBETHO IPUIIOXKEHHUE HA TaJaladuil B [IEANATPUYHATA [ONYJIalHA O OTHOLIEHHE JIEHEHHETO

Ha EPEKTUIHA JUCHYHKIIMS,

Hauun Ha npuiaoxkeHne

TabneTkH 3a MepopaHO NPHIIOKEHUE.
4.3 IlporuBonokazaHus

CBpPBXUYBCTBHTEIHOCT KbM aAKTHBHOTO BELUECTBO WIH KbM HSKOE OT INOMO
H30poeHH B To4Ka 6.1.




B KIMHMYHH MPOYYBAHWA € YCTAHOBEHO, 4e Tafanadwil YCHIBAa XMIOTEH3MBHMTE e(eKTH Ha
HuTpatnTe. CMATA CE, Y€ TOBA € Pe3yNTaT OT KOMOMHHpaHUTEe ¢deKTH Ha HMTPATHTE U Taxanapu.
BbpXY I'bTA a30TeH okcu/ul M. [Topaau ToBa, NMPUIOKEHHETO Ha T aganakoH NpH NALMEHTH, KOHUTO
M3IIOJI3BAT HAKAKBH (DOPMHU HA OPraHUYHH HHTPATH, € ITPOTHBONOKA3aHO (BXK. To4Ka 4.3).

TamanakoH He TpAOBA Ja c€ MPHIara Ha MBXKE CHC ChPACYHM 3a00/IABAHUSA, [IPH KOWTO CEKCYyalHaTa
AKTHBHOCT HE € NpenopbyuTe/Ha. JlekapuTe TpabBa Aa 06CHAAT NOTEHUMATTHHS CBPACUEH PUCK OT
CEKCYaTTHA aKTHBHOCT TIPH TTallMEHTH C MPE/ALIECTRAII0 ChPAECYHO-ChA0BO 3a00JIIBAHE.

CneHUTE rpynyu NALMEHTH CbC CHPASUHO-CHAORO 3aboIgBaHE He ca Ok BKOYEHHU B KIHHHYHH
Mpoy4BaH#Ms W 3aT0Ba ynorpedara Ha Tajanadpui npHy TAX € MPOTHBOINOKA3aHa:

- AaLUEHTH ¢ MHOKapAeH HHDApKT B paMKUTE Ha NoCIeAHHTE 90 JTHH;
- NAanrcHTH C HecTabHIIHA aHrMHa UKW aHr'MHa, NpoABABaIla CC MO BpEME Ha IOJIOB dKT,

- MALMEHTH Cbe ChPAcYHa HenocTaThbyHOCT Kiac 2 no NYHA (New York Heart Association) nin
MO-BUCOK NPE3 MOCAEIHUTE 6 MeceLa;

- MALMEHTH C HEKOHTPONWPAaHY apuTMuH, xurnotorus (< 90/50 mm Hg), i HEKOHTpONUpaHa
XUTIEPTOHHA;

- MALIUEHTH C UHCYIIT B PAMKHUTE Ha MOCIeHUTE 6 Mecela.

Tanal1akoH € MPOTUBONIOKA3aH NMPH MAIUEHTH CbC 3aryba Ha 3peHHETO Ha €HOTO OKO, B PE3Y.ITaT Ha
He-apTepHallHa aHTEPUOpHa WCXeMHUYHa ouHa HepponaTus (NAION), HesaBucuMO OT TOBA, A4IH TO3M
eIM30]] € CBbP3aH WK He ¢ Tipeauina ynorpeba na PDES unxuburop (BxK. Touka 4.4).

EQHOBpEMEHHOTO NpuaokeHue Ha PDES HHXuUOUTOPH, BKIIOUMUTENHO Tajanadui, ¢ TyaHHnat-

LIMKJIa3HH CTHMYJIaTOPH, KaTO PHOLMIYAT, ¢ MPOTHUBOINOKA3aHO, THH KATO TOBA MOXKE Ja IPUYHHH
CUMNTOMATHYHA XUNOTOHHA (BKk. To4Ka 4.5),

4.4 CnenuajJHH npeAyNpeRIeHHs K Npeana3Hd MEPKH NpH yuorpeda

[Tpenu neyenne ¢ Taganakol

[Mpenu na 6bae obcbacHO PapmMakoONOrMYHOTO JeYeHHe, TpAbBa Ja ce CHEME aHAMHE3a H HANpaBH
(hU3MKalleH Iperfied, 3a Aa C€ AMArHOCTHUHMpAa ©peKTHIHA JHCPYyHKUMS W Ja Ce Onpejesiar
MOTEHUHMATHUTE MOAJICKAUTHA IPHIHHH.

[Ipeaw na ce zalodyHe KAaKBOTO H fla € JIEUEHHME HA €PeKTHIHA AUMChYyHKUMA, sieKapuTe Tpsbsa Na
MPELEHAT CHPACYHOCHAOBHS CTATYC HA TEXHHTE NALIMEHTH, ThHH KAaTO MMa H3BECTHA CTEIICH HA
CHPAEUEH PHCK, CBLP3AH ChC CEKCYalHAaTa akTHBHOCT. Tajanaduil MMa Ba3O[WIaTATUBHU CBOMCTBA,
BOJEILUM /(O JIEKH U NIPEXOAHH TIOHHKEHHS HA KPBBHOTO Haidrase (Bx. Touka 5.1) ¥ 10 TaKbB HAYHH
MOTEHUMPA XMITOTEH3UBHUA ¢(eKT Ha HUTpaTUTe {BX. To4ka 4.3).

OueHkaTa Ha epeKkTWiIHata AMChYHKUMS TpAOBa ja BKJIOYBA ONPEAC/AHETO Ha MNOTCHUHATHHUTE
MOIEKALIM TPUUAHA W YCTAHOBsABAHE HA TIOAXOAAIIO JIeUeHHe CIICA MpaBHIHA MCAUIIMHCKA OLCHKA.
He e u3pecTHO aanm Tajanadui ¢ epeKTHBEH NpU INALMEHTH, NPETHPIIENH Ta30BH ONEpaurH Wiu
paUKalHa, HEChbXPaHABALLA HEPBA NMPOCTATEKTOMUS.

ChpAeuHO-Cb0BH HaKTOpH

Mo BpeMe Ha NOCTMAPKETUHrOBM HAOMIOACHMA WM KIMHMMHK TPOYYBaHMA ca ChOOLIABAHH
CEPUO3HH ChPAEUHO-CBIAOBH CHLOWTUS, BKJIIOUBALIM MUOKAapAEH HHQApPKT, BHE3AITHA ChP
HecTabuniHa aHrMHa NEKTOPHMC, KaMEpHM ApPUTMHH, HHCYJT, TPAH3UTOPHH HCXE
rpbAHa DoNKa, NMannurauMy ¥ taxukapaus. [loedeTo nauWeHTH, MPH KOHTO ca
ChOMTHA, ca MMM MOPEALISCTBAUM ChbPASYHO-CHIOBH PHCKOBM (akTopn. Bb
BB3MOXKHO J1a CC OMNPEAC/IM KaTeropHYHO, Jajll Te3W ChOMTHA Ca CBBP3aHH Ipd




dbakropu, ¢ Taganadui, CbCc CeKkCyaiHaTa AKTHBHOCT WIM ¢ KOMOMHayMsaTa Ha TC3H WIH JIpyru
hakropu.

[Ipu manuedTH, KOUTO npueMat anda; HIOKepH, eIHOBPEMEHHOTO TIPHIIOXKEHHE HA Talanapuil MOXE
fa JOBENE A0 CHMIITOMATHYHA XMIIOTOHMA NPH HAKOM OT TAX (Bk. Touka 4.5). KoMOunupaHeTo Ha
Tajganaguin W AOKCA303MH HE CE NperophyBa.

3peHue

CoobmiaBaHy ca 3pHTENHH HapymeHusa ¥ ciydad Ha NAION (neaprepuanya aHTCpHOpHa UCXCMUYHA
OYHa HEBPONATHs), CBBP3aHH ¢ mpvema Ha Tanamabun n apyrd PDES paxuburopu. Ananuiu Ha
JAHHH OT HEWHTEPBEHUHMOHAIHM HMpOYYBAHMUH IIpeanojlaraT TNOBUIIEH PHCK OT OCTpa NAION
(HeapTepHa;IHa AHTEPHOPHA WCXEMHUYHA OUHA HEBPOIATHS) MPH MBXKE € epEKTHIHA JHCOYHKLMA ClIeN
eKcro3uuMd Ha Tapaiapwit vnu Apyru PDES uuxubGuropu. Thit kato ToBa Moxe aa Obae oT
IPAKTHYECKO 3HAYECHHUE 33 BCHUKM NALMEHTH, WJIOKEHHU Ha Tajanaull, NauHeHTHT TpadOea 1a Obie
[IpeyIIpeXxaaBaH, Y€ B Cy4ai Ha BHE3alHO 3pUTENHO HapylleHue, Tpadea Ja clipe NpHema Ha
TazanakoH ¥ ja ¢c¢ KOHCYITUPa He3abarHO ¢ Jiekap (Bx. TouKa 4.3).

HamaneH ciyx Wiv BHE3AIHA 3aryba Ha ci1yxa

Csyuau Ha BHe3anHa 3ary6a Ha cilyxa ca choOIueHn cief ynorpebata Ha Taganadui. Bbopekn ue
NPYIH PUCKOBM (AKTOPH ca Haluue B HAKOH Ciiydad (Karo Hamp. BB3PAcT, AHAa0eT, XHIIePTOHHA H
dHAMHE3a 33 NpejulIHa 3aryba Ha ciyxa), MaudeHTuTe TpsAOBa Aa ObpaT mMochBETBAHM Ja crpar
npueMa Ha Taganaduia M Aa noThPCAT HezabarHO MENWIMHCKA [OMOLL B Cly4dad Ha BHE3AfTHO
HaMaJIIBAHE Ha CJiyXa WK 3aryba Ha ciyxa.

YeproapoOHO yBpexKaaHe

HMma orpaHMieHH KIMHHUYHMN AaHHU 3a& 06e30MacHOCTTa Ha Ta,ttaﬂadmﬂ, MPHUIOXKEH KaTO €AHHHYHA 4034,
MpyU MAaLHEHTH C TexKa ueproapobHa mepoctarbuHocT (Child-Pugh wnac C). Axo Tananakon ce
Ha3HauaRa, TpsAOBa Jla CE€ HanpaBH BHUMATE/IHA MHAMBUAYAlHA MpeUeHKa Ha OTHOMCHHCTO
MoJI3a/pUCK OT MPEANHCBAILNA NTeKap.

[Tpuany3eM ¥ aHaTOMHYHA Nedopmalys Ha [TeHKca

ITauMeHTHTE, KOMTO ca MMaTH epeKU A, NpombLKWia 4 uaca WAM Tosede, TpsaOBa 1a OwIaT
NOCHBETBAHH Ja TIOTHPCAT He3abaBHO JleKapeka MoMom. AKO NpHanu3mMbT He ObJie JIEKYBaH Be/lHara,
THKAHTA Ha MIEHACA CC YBPEX/A U MOKE Ja C¢ CTUrHE A0 NOCTOSHHA 3aryda Ha MIOTEHTHOCTTA.

TananakoH TpaOBa 1a ce W3NCI3Ba ¢ BHUMAHKE MPH MALHEHTH ¢ aHATOMUYHA JeopMaliMs Ha NeHHCA
(kaTo Hanp., aHryiauMs, KarepHosHa ¢ubposa waum Gonect Ha Peyronie) wnM npH NanMeHTH CBC
3a00JIBaHMSA, KOHTO MOraT Jia Chb3JajaT NpeapasnofioKeHHE KBM IPpHANH3IbM (KaTO ChPNOBHIHO-
KJ1IEThYHA AHEMHA, MYJIITHIUICH MHUEIOM HIIH JIEBKEMUS ).

Ynorpeba ¢ CYP3IA4 nuxuburopu

HM3uckBa ce MOBHLICHO BHUMAaHHe, aKo ¢ NpeJlucBa TananakoH Ha MaUACHTH, KOUTO HM3NOJ3BAT
momnu  CYP3A4 wuuxuburtopu (pyToHaBUp, CAKBUMHABHP, KETOKOHA30J, HWTPAKOHA301 H
CPUTPOMULIMH), TbH KaTO TNpH KOMOMHMPAHCTO HA TC3M JIEKApCTBEHM NPOAYKTH CC 3a0esin3Ba
[IOBHILABAHE HA eKCNO3HUMATa Ha Tananadgun (AUC) (Bx. Touxa 4.5).




TananakoH v Jpyry 1e4eHus 3a €PeKTUIHA TUCHYHKLIUS

He ca npoyusanu 6GesonacHocTTa U ePHUKACHOCTTa Ha KOMOWHALMMTE Ha Tajanabun U ApyrH
uuxuburopu Ha PDES vau JIpyry jJeueHns Ha epekThiiHa auchyHkums. [auneHTsT TpaOBa na Ovje
HHbOpMHUpaHd Aa He npveMa 1aaanakod 8 nojIo0HN KOMONHALHH.

JlakTo3a

TananakoH chabpyka JakTo3a. [TallMeHTHTE ¢ peAKY HACJICACTBEHH ITPOOIEMH Ha rajlakTo3Ha
HEMOHOCUMOCT, Lapp naxTaseH AeGULMT HIIH IJIIOKO3HO-TalakTO3Ha ManabcopOums He TpsiOBa J1a
PHEMAT TO3H JICKAPCTBEH MPOJIYKT.

4.5 BsaumopeiicTBHe ¢ APYrd JeKapcTBeHH NPOAYKTH H APYrh opMH HA B3aHMOZeHCTBHE

IlpoyuBaHMsaTa 3a B3auMomelicTBHI ca mposejgeHd ¢ 10 mg wum 20 mg Tajanadui, Kakro e
nocodeHo no-goay. 1o ce ornacs N0 Te3W MPOyYBaHUS 3a B3aMMOAEHCTBUA, KBACTO Ca INpPUIAraHA
caMo /1034 Ha Taganaduna or 10 mg, KIMHNYHO 3HAYHMU B3aUMOJICHCTBHS IPU MO-BHCOKH J0O3H HEC
MOTraT H3LIEUI0 Aa ObAaT U3KITIOYEHH.

EdexTnt Ha ' BEellleCTBA BBRDXY Taaajladua

Huxudumopu na yumoxpom P450

Tananadpun ce merabonuzupa rnasHo upes CYP3A4. CenexkruBuust uHXMOHMTOp Ha CYP3A4,
keTokoHazon (200 mg aHeBHO), yBeInuasa 2 nbTH ekcnozuuuara (AUC) Ha tananapwt (10 mg) H
Cmax ¢ 15% copamo croiinoctute Ha AUC m Cmax MpH caMOCTOATEIHO NPUIOKEH Tapaiaun.
Ketokonazon (400 mg nHeBHO), yBenn4asa 4 meTh excniosunusara (AUC) Ha taganadun (20 mg) u
Cmax ¢ 22%. Putonasup, nporeazed uHxuburop (200 mg, 2 nbTH AHEBHO), KOATO € MHXUOUTOP Ha
CYP3A4, CYP2C9, CYP2C19 u CYP2D6, ysenuuasa ekcriosuidara (AUC) na taganadun (20 mg)
2-neTH Oes ga npomeHs Cmax. Bohnpeku ve He ca npoydyBaHM CIEHMMWUHH B3aHMMOJCHCTBHSA,
e/IHOBpEMeHHaTa ynoTpeda ¢ APYrH NpoTeasHW WHXHOWTOpHM, Karo cakBWHaBHp, W Apyrd CYP3A4
WHXUOHTOPH, KATO EPUTPOMHLMH, KJIAPUTPOMHUIIMH, WTPAKOHA30] U COK OT Ipedndpyr, usncksa
BHHMAHHE, Thi KaTo MOJKE /la C€ OUaKBa Ja YBeJIHYaT [UIA3MEHUTE KOHLEHTPAaUMH Ha Tajanadu (Bix.
To4Ka 4.4).

CreloBaTeNHO, MECTOTaTa HA HEKETaHUTE JEKApCTBEHW PEaKIlMW, NocodeHM B Touka 4.8 moxe na
Ob)ie MOBHILIEHA.

Tparncnopmuu Hermvyu

He e wu3BecTHa poJsTta HAa TPAHCNOPTHHTE O€NTHLUM (HATIPUMED, P-IJIKKONPOTEAH) BBPXY
AACTIO3uNMATA Ha Tananadun. CrenoBareIHO € HaluUe MOTEeHLMAT 3 JIEKAPCTBEHH B3aMMOICHCTBMA,
MEIHHPAHHK OT NMOTHCKAHE HA TPACTIOPTHUTE DEITHLMN.

Huoyxmopu na yumoxpom P450)

Hugykropst nHa CYP3A4, pudamnuuun, Hamanssa AUC Ha tapanabun ao 88%, cnpamo
croinoctute Ha AUC npm camocTosTenno npwioken Ttajatapun (10 mg). Tasy HamaneHa
eKCIIO3MLIAS MOXKeE JIa CE OYaKBa Aa HaMaTH ePpHKaCHOCTTA Ha TagajaQun; CTeleHTa Ha HaMaJIeHHE Ha
eukacHocTTa € HewzBectHa. Jpyru uuayktopu Ha CYP3A4, xaro ¢eHobapbutai, (PeHHUTOWH H

kKapbamaszenuH, MOTaT CbLUO Ja HAMaIAT [Ia3MEHNTE KOHLICHTPAIIHH Ha Tanagapu.

EdexTH Ha Tajanadun BEPXY JPYTH JIEKapCTBEHH IPOAYKTH

Humpamu
[Tpy KiMHWYHH ITpoy4yBaHus, Taganabwn (5 mg, 10 mg 1 20 mg) ¢ mnokasan,
XUTIOTEH3UBHUTE e(eKTH Ha HUTpaTuTe. [lopaau ToBa, NPHUIGKEHKETO Ha Tajgaiako
NpUEMAlI HAKOS hOpMa Ha OpraHUYeH HUTPaT € TIPOTHBOIMOKa3aHo (B, Touka 4.3)
Pe3YNTATH OT KJIMHUYHO npoyueane, B koeto 150 nmauudeHTH ca fioiyvaBajiv JHEB
Tanaiabun 3a 7 g KM 0,4 mg HMTPOIMUEPHH CYONMHIBAITHO B pasiH




B3aMMOJIEHCTBHE € HaO/IIoNaBaHo 3a noBeue OT 24 4aca M He € HaOlIIoaaBaHo Clef W3TH4YaHe Ha 48
yaca OT TiocaegHara go3a Taganadgmn. Taka, nmpH nagydeHT, Ha KOHTO € NpPCANMCcaHa HAKAKBa 1034
raganadun (2,5 mg-20 mg), v 3a KOHTO NPWIOMKEHHUETO HA HUTPATH CE CMATA 33 HEOOXOMUMO 1Mo
MEJTHITAHCKH TTOKa3aHUA B KHBOTOCNACABAIH CHTYallMH, TpalBa Ja uma roHe 48 vaca oT npuemMa Ha
nocnejaHata Ao3a Tajanadui, npeju NpUIoKEeHHETO Ha HUTpaTUTe. LIpH 1akuBa yCJOBKNs, HHTPATUTE
TpabBa Oa ce IpwiaraT noj CTPOr MEAMUMHCKU KOHTpOJN M ChC CbOTBETHC IPOCNCAABAHE HA
XEMOJHHAMUKATA.

Anmuxunepmen3usHu 1eKapCmeent cpeocmed (6KII0UUMETHO KANYUEEYU QHINAZONUCIY)
EnHOBpEeMEHHOTO TIpH.Iarale Ha JI0KCa303MH (4 W 8 mg aHeBHO) M Tanaiadu:1 (IHEeBHa 032 OT 5 mg U
20 mg KaTo eAHOKpATHA J034) 3aCH/IBA AHTHXHOCPTCH3IUBHUA ePEKT Ha To3H anda-Olokep B 3HaUMMa
crenieH. To3W edeKT ce 3ama3Ba MOHE JIBAHAJASCET 4aca M MOXKe Ja TNPEeIHU3BHKA CHMITOMH,
BKJIIOYMTENIHO CMHKOI. 3aTOBa Ta3W KOMOMHAlIMA He ce MpenopbHBa (BXK. Touka 4.4).

[Ipu npoy4BaHHs 3a B3aUMOACHCTBHAATA, M3BLPIIEHH IPH OrpaHiyeH Opol 31paBH 100POBOILH, TE3H
eekTH He ca ChOOMIEHH MpH a/ihpy303MH WIM TamcyJiosuH. Bee mak, € HeoOXOAMMO MOBMILLICHO
BHUMAHHE, KOraTo Tajanadui ce ymnoTpebsBa MpH MALMEHTH, JIEKYBAHM C KaKBUTO M Ja ¢ anda-
GiokepH, oco0eHO IIpH TIALMEHTH B CTapdecka BB3pacT. JlewenuweTo TpAGBa 1ga 3arMoyHe IpH
MUHMMATHA 03a M NPOrpecUBHO 1a € aaarTHpa.

[py KIMHHYHE GapMAKOJIOTHYHH MPOYUBAHMA € M3C/IE€JBAH MOTEHUHANbT Ha Tajanadun ja ycunsa
XMIIOTEHIMBHUTE €(PEKTH Ha AHTUXUIIEPTEH3MBHHTE JIEKapCTBEHH nNpoAykTH. [lpoyuBaHu ca
OCHOBHHTE KJIaCOBE AHTUXUMNEPTCH3UBHM JIEKAPCTBEHW IIPOAYKTH, BKIIOYHTEIHO KaJLMCBH
AHTATOHUCTH (AMJIOJIMIIMH), MHXHOWTOPHUTE HA AaHTHOTEH3WH KoHBepTHpamus eH3uMm (ACE)
(eHananpun), OnokepuTe Ha OeTa-a/IpeHEPruyHUTE pellelITOPH (METONPONOoI), THA3HIHUTE ANYPETHIIH
(Oenapodnyazun), U OnokepuTe Ha aHrdoreHsuH Il peunenTopure (pasan4HM BHAOBE U 103H,
CAMOCTOSTEITHO WIH B KOMGHHANNA ¢ THAZWIN, KAJILMEBHTE aHTArOHUCTH, DeTa-6nokepH, /| anpa-
6nokepu). Tananapun (10 mg ocBeH B NPOYYBAHMATA C AHTATOHUCTHTE HA AHrMOTEH3HH 1l
PEUENTOPHTE M aMJIOJIMIIHH, NMPH KOWTO € npuiaraHa fo3a ot 20 mg) HaMa KIMHHYHO 3HAYHUMM
B3AHMOJEHCTBUSA, C KOHTO M Ja € OT Te3u Knacobe. B n1pyro KIMHHYHO (PapMakKoJIOrHYHO [1pOYyYBaHe
taganabua (20 mg) e w3anuTBaH B KOMOMHALMA ¢ A0 4 Kiaca aHTHXHNEPTEH3HBHH NpPoAYKTH. 1ipn
IALIMEHTHTE, TPHEMAIH HAKOJKO AHTUXHIIEPTEHIMBHH MPOAYKTa, amOynaTopHure TPOMEHH B
APTEPHATTHOTO HAJIATAHe H3TJIEkKIAT CRBP3aHU CbC CTEMEHTA Ha KOHTPON Ha apTEpHATTHOTO Ha/lATaHe.
B Ta3u BpB3Ka, NPH NALMEHTUTE OT KIMHUYHOTO M3IMTBAHE, YHETO apTepHaIHOTO HajidraHe € OUiIo
no8pe KOHTPOJIMPAHO, HAMAIABAHETO ¢ GHIT0 MHHHMAIHO HIH nmogo0HO Ha ToBa, HaOoOAaBaHo NMpH
37paRd xopa. [Ipu yuacTHUIHW B NPOYYBAHETO, [IPH KOKUTO apTEPHAIHOTO HAJIATAaHE Ha NAUHEHTHTE HE
¢ OWUNO KOHTPOJIMPAHO, CHAAAHETO € OMAO IO-TOISIMO, BhIPEKH 4e TO HE € OMIO CBBP3aHO C
XMITOTEH3UBHU CHMITOMM IIPH TIOBSYETO OT nauueHTuTe. [Ipy nmaunedTH, noiqy4asaiin CbNbTCTBALLC
JeYeHMe ¢ AHTHXUIIEPTEH3MBHH JIEKAPCTBEHHM NpPoAYKTH, Tajanadgu1 20 mg Moxe Ja HHAyuupa
MOHMKABAHE HA aPTEPHAIHOTO HAJIAraHe, KOETo (C M3KTIoYeHHue Ha alpa OlokepH — BK. Mo-rope), €
KATO IO MAJIKO M HE € BEepOATHO JAa € KIMHHYHO 3HAYMMO. AHAIM3NTE HA JAHHUTE OT KIHHHYHHA
npoyusanus $asa 3 He ¢a NoKa3aIv pa3fiMKa B HEXENaHUTE JIeKapCTBEHH CbOWTHA TIPH MALIHCHTHTE,
npYemMamy Taganadun, ¢he K 0e3 aHTUXUIMEPTEH3MBHIU JICKAPCTBEHH NPOAYKTU.. Bhnpeku ToBa Ha
nalueHTuTe TpadBa /Ja ce€ JaBa NOAXOAAIL KIMHWYEH CHBET 3a BB3MOXKHO HaMJICHHE Ha
apTepHATHOTO HaJAraHe, KoraTo Ce JIEKYBAT ¢ AHTHXHIIEPTEH3NBHH JIEKapCTBEHU ITPOYKTH.

Puoyuzyam

[Tpe IKNHHUYMHH TPOYUBaHUA ITOKa3BaT JOIIBIHNUTENEH e(eKT Ha NOHKaBaHe Ha CUCTEMHOTO KPRBHO
Hangrade, xkoraro PDES5S uaxuburopy ce xomOuHupaT ¢ puouuryar. B KIHHMYHM TPOY4YBaHHA €
NOKA3aHO, Y€ PHOLIUTYAT NOTeHIMpa XUnoteHsusHute edextu Ha PDES nnxuburopure. Hima nanHu
3a OnaronpusTeH xjiuHuueH edexT Ha XOMOMHanuaTa B NpoydYBaHaTa IolrynalMa. EaHOBpeMeHHaTa

Touka 4.3).




Huxubumopu na 5-angha pedyxmazama

B KAMHHUYHO NPOYYBAHKE, KOETO CpaBHABa Tajganaduil 5 mg, mpuiarad eAHOBPEMEHHO ¢ QHHACTEPHI
5 mg, ¢ maanedo roc guHacTepua 5 mg 3a objekyapaHe HA CHMITOMHUTE Ha [0DpoKadecTBeHa
Xunepinasus Ha npocrarara (JIXI1), He ca YCTAHOBEHH HOBH HEXETaHH peaklMy. Bhlpeku TOBa, ThH
kaTo ohUIHATHO TIPOYUBAHE 32 JIEKAPCTREHH B3aHMOCHCTBHA 3a OLEHKa Ha eeKTHTe Ha Tajanadun
n Ma MEXMOUTOpUTE Ha S-anda penykraszata (5-ARIs) He e mpoBexxaaHo, Tananadun TpadOBa 1a ce
npuilara BHUMATEIHO €JHOBPEMEHHO ¢ MHXMOMTOPH Ha S-anda penykrazara (5-ARIs).

CYPIA2 - cybcmpamu (vanp., meodhunun)

Korato Tapanabua 10 mg e npuwioskeH ¢ TeoduauH (HecenekTneeH dochoauecTepased HHXHOMTOP)
BBB (PAPMAKOIOTHUHO MPOYYBAHE, HE € UMATO (PAPMAKOKHHETHUHH B3aHMOAEHCTBUS. EAMHCTBEHUAT
papMmakogvHamuyeH edekt e O6ua aeko (3,5 ynapa/MUHYTa) yBEJIMYEHHE Ha ChbpACHHATA HECTOTA.
BBiIpekH 1e TO3H eheKT € BTOpocTeneHeH U He € OWT OT KAWHUYHO 3HA4YeHHE NMpPH TORAa NpOYy4BaHE,
ToH TpaGBa Ad Cce B3eMa M0 BHUMAHHE MpH €HOBpEMEHHa ynoTpeda Ha Te3H JIEKapCTBEHH NPOLYKTH.

Emunurecmpaduon u mepoymaiui

Tanasadun € nokazal, 4ye NpeJU3BHKBA YBETHYCHUE Ha OHOHAIMYHOCTTA Ha CTHHHISCTPAAHON CJIC
NEPOPANTHO TNPHIOKEHHE, NOAOOHO YBENHUYEHHE MOXKe jla Oble OuakBaHO TIpH NEPOPATHOTO
NPUIOKEHHE Ha TePOYTAIIMH, BLIPEKH Y€ KIIMHHIHUTE NMOCAEACTBHA OT TOBA Ca HEOTPEAEICHH.

Aaxoxon

KoHueHTpaluuuTe Ha akoXon (Cpe/iHa MAKCHMANIHA KOoHLeHTparHs B kpbeTa 0,08%) He ce noBauaBar
OT CbBMecTHata ynorpeba ¢ Tajamagpun (10 mg wmu 20 mg). B pombnHenwe, 3 dHaca ciel
¢THOBPEMEHHOTO TMPHAOKEHUE ¢ aNKoXon He ca HadnrojaBaHH MPOMEHH B KOHUCHTPALMHTC HA
Taganagui. AJKOXONBT € MPUIOKEH N0 HAYHH, YBENNUABALI MAKCUMAIHO CKOpPOCTTa Ha abcopOums
Ha aJIKOX0J (CYTPHH Ha rnajHo, 0es Jia ce IpHeMa Xpand /10 2 4aca ciie/l PHeMa Ha aJikoXoi)

Tanaiadun (20 mg) He yBenuyapa CpeaHOTO NOHWKABAHE HA KPHBHOTO HajsiraHe, fMpein3BrUKaHo oT
aikoxona (0,7 g/kg uau okono 180 mi 40% ankoxon [Boaka] npu 80-kHIOrpaMoOB MBX), HO TIpH
HAKOHM XOpa MosKe Ja ce HaOm1oaaBa nocTypalieH CBETOBBPTENK HIIH OPTOCTATHYHA XHUITOTOHMA. KoraTo
tapanadun ce npuinara ¢ no-manku aosu ankoxon (0,6 g/kg), xunoTeHsusa He ce¢ Habmoaaea, a
CBETOBBPTEKBT ¢€ HadIO/@aBa ¢ 4eCTOTa, NMOoJA0OHA Ha Ta3M MPH CAMOCTOSTE/IHOTO MPHIIOKEHHE HA
ankoxo:1. EQekTsT Ha ankoxona Bepxy KOrHUTHBHATA QyHKUMS He ce 3acknBa oT Taganadun (10 mg).

Jlexapcmeenu npooyxkmu, memaboauzupanu om yumoxpom P450)

He ce ouakpa Tapanadgun ja IpeAM3IBHKBA KIHHMUYHO 3HAYHMO [IOTHUCKAHE WIJIM MHAYKLUMWA Ha
KIMPBHCA Ha JIEKAPCTBEHU Nponykrty, Metabonmsupann ot CYP450 uzodopmure. Ilpoyusadusra ca
NOTRBPAVIN, ue Taganaduil He MHXHOWpa wiu uHayudpa uiodopmure Ha CYP450, BKIIOYMTENIHO
CYP3A4, CYPLIA2, CYP2D6, CYP2EL, CYP2C9 u CYP2CI9Y.

CYP2C9 - cybempamu (nanp., R-sappapus)

Tapanagun (10 mg 1 20 mg) HAMa KAMHUYHO 3HAuMM edeKr BBpXy excnozuumsara (AUC) na S-
papapu unu R-sapdapun (cyberpar na CYPZC9), nuro sacdara nmpoOMEHHTE B IPOTPOMOHHOBOTO
BpeMe, NPeAU3BHKAHH OT Bap(papHH.

Acnupun
Tananadgua (10 mg u 20 mg) He noTeHUHpPa YBEJIIMYEHHETO BbB BPEMETO HA KbpPBEHE, NPHYMHCHO OT
AUETHACAIIULHIIOBA KUCETUHA.

Anmuouabemuu jexapcmeeHu nPOOYKmu
He ca npoBexaaHu cneuddHYHU NPOYYBAHMS 34 B3aMMOJEHCTBUA ¢ aHTUAHAOETH
TIIPOJIYKTH.



4.6 PepTHIRTET, OPEMEHHOCT H KbPMEHE
Tamanaxon 10 mg u 20 mg puiMupanu TabneTku He ¢a NMOKa3aHH 32 YIIOTpedd 0T JKeHH.

bpemeHHOCT

Mma orpaHudeHH aHHM 3a ynoTpebara Ha Tajanadpua npH OpeMeHHM sxeHu. llpoydBanusta mpu
JKHBOTHH HE MOKa3BaT INPSKO KIM HENPIKO BPEAHO BB3AEHCTBHE BBPXY OpeMEHHOCTTa,
eMOPHOHATHOTO/(DETAHOTO PA3BHTHE, PAKIAHETO WIM NOCTHATATHOTO pPa3BUTHE (BK. Touka 5.3).
KaTto npeanasxa mMapka, 3a npeanovurade e ynorpedata Ha TapanakoH 1o BpeMe Ha OpeMeHHOCT Aa
ce W3dArBea.

KopmeHe

Hanuunure ¢apMakoaAHHAMUMHW/TOKCUKOIOMMYHA A3HHW TIPH KUBOTHH MNOKA3BaT CKCKpeUWA Ha
taganadgui B KepMaTta. He Moke fa ce M3KMOUM PHCK 3a KbpMmadeTo. TamanakoH ne TpsadBa na ce
M3II0/13B4 10 BpeME Ha KbPMEHE.

depTUnuTeT

Habnopapann ca e€peKTH npd Ky4dera, KOWUTO MOXE Ja ca MHIMKATHBHH 34 YBPEXKIAHE Ha
dbepruureTa. Jipe mocieaany KIMHAYHM IIPOYYBAHUSA [IOKA3BAT, Y€ TO3H €QEKT € MAIKO BEPOSTCH
NpH XOpa, BBIIPEKM 4e¢ ce HaOI0AaBa HAMAJICHUE HA KOHLCHTpaLMATa HAa CnepMa MpH HAKOW MDbKE
(B, Touka 3.1 K TOuKa 5.3),

4.7 EdexTn BbpXy cnocoOHOCTTA 32 modupaHe A pabora ¢ MAIIHHK

Tamanadun noemusea npeHedpeKUMO CriocoOHOCTTA 3a modupaHe WK padoTa ¢ MaliMHU. Beopeku,
Ye NP KIMHHYHHE MIPOYYBAHMS YECTOTATA HA CHOOILIEHHATA 3a CBETOBBPTEK NPH IpynaTa ¢ IL1auedo u
rpynara ¢ taganapuia ga e 6Mna ¢XoAHa, nayUeHTHTS TpaOBa /1a ca HAsCHO 3a TOBA Kak Ile pearupar
Ha TapanakoH npenu wogupaHe WK padoTa ¢ MAlIHHM,

4.8 Hexe/1aHH JIEKAPCTBEHH PeaKHMHU

Pesrome Ha npodmna Ha 6e30nacHoOCT

Haii-uecTo chobiapannTe HexkeIaHH NEKAPCTBEHH PEaKkiMy MPH TAMeHTH, IIPHEMAILK TaJatadun 3a
JIEYeHUe Ha EpeKTHUIHA JUchyHKUMA WId Ao0poKauecTBeHa XUIIEPIUIa3Ms Ha IpocTarara ca
rnagoboauve, aMcrericuda, 0onka B rppba M MHaArHg, TPpH KOUTO HYeCcTOTaTa Cce YBEIM4YaBa C
MOBUIIABAHE Ha [J03aTa Ha Tapanagun. JlOoKIagBaHUTE HEKENAHM JIGKAPCTBEHHM peaKluu ca OHim
NMPEXOHU H B IIOBEYETO ClIy4YaH JIEKKM 10 yMepeHu. [lo-rongmara 4act OT Cny4daure Ha rnagpoboline,
ChOfLIABAHM [IPY TIPHEM Ha Tapanadu BeAHbX AHEBHO, ¢a Hab0[aBaHH Npe3 NbPBUTE 10 no 30 uun
OT 3anovBaHe Ha JIeUeHHETO.

Pe3roMe Ha HeXENaHUTE peaknwy B TaDJIUYEH BUA
B Tabnuuara no-gony ca u3GpoeHH HeXeMaHHTe JIEKAPCTBEHH peakiuM, HAbNroJaBaHH OT CITOHTaHHH
chOOLIEHHA M npH manefo KOHTPOJMpAHH KIHHWYHH Tpoy4Banusa (oOxBamamu o0mo 8022

MalUWEHTH, JIEKyBaHWM ¢ Tajaidadwi, U 4422 nauMeHTH, NOJy4daBaiu manebo) 3a Jeg

XHUIICPITAa3MAd Ha ITpocTaTaTta BCAHBK THEBHO.




KonBeHuMs 3a "ectorata: MHoro uectd (>1/10), wectr (=21/100 no <1/10), rewectn (=1/1 000 no
<1/100), peaku (=1/10 000 ao <1/1 000), Muoro peaxu (<1/10 000) u ¢ HeU3BECTHa 4ecTOTa {OT
HaJIMYHHTE JaHHU He Moxe J1a Objie HalpaBeHa OlIeHKa).

MHuoro yecTn YecTn HeuecTn Peakn
(=1/10) (=1/100 no <1/10) (=1/1 000 70<1/100) (=1/10 000 po <1/1 000)
Hapywenua na usmynnama cucmema
Peakiiuu Ha AHruoesem’
CBPBXYYBCTBHTEIHOCT
Hapywenun na nepgnama cucmema
[masoboaue 3aMagHOCT HMscynt! (BKIIOUMTEIHO
XeMOparuiHy cpOnTHA)
CHHKOI
TpaH3UTOPHU UCXEMHYHU
IPUCTBOM'
MurpeHa’
[lpunagbLu”
TpaH3uTOpHA AMHE3HA

Hapyuenua na ouume

3aMBIyIeHO BHXKJlaHe, | HapylleHue Ha 3pHTEIHOTO
Ycenauus, ONMCBalHd | 110N1€
KaTto 00/IKa B QUHTE (OToK Ha KaermauHTe

XunepeMusa Ha KOHIOHKTHBATA
Heaprepuanya aHtepHopHa
HCXEMHUYHA OUHA HEBPONATHA

(NAION)
3anyliBaHe HA ChJOBETE HA
peTHHATa’
Hapywienua na yxomo u aabupunma
THHATYC BHesanHa riyxora
Copoeunu napyuienus’
Taxukapaus MuokapieH UH(DaPKT
[Tannurainu Hectabwunna CT@HOK&]JHHHZ
KaMepHa apuTMus
Cvoosu Hapyueus
3auepBaBaHe XHUMOTOHUS
XUNEepPTOHUA
Pecnupamopuu, 2pbOHU H MEOHACMUHAAHU HADYULCHUA
Hazanna KkOHrecTus JIMCITHESA
Enucrakcuc
CrmomMatHO-4pesHY HAPYVIMEHUS
JucnencHd Kopemna Goika
[lospriiane
["anene
["acTpoesodareancH
pedaykc
Hapywenun Ha xoocama u nOOKONCHAmAa mvKan
Obpue Ypruxapus

CHHAPOM HaA
Excoponuar
XHnepxua
(noTeHe)

Hapyuienus na MyckyiaHo-ckeaemaama CUCIEMA U CoCOUHUMENHAMA MbKAH




boska B rupba
Muanrus
boJika B KpaWHUK

Hapywenua na bvOpeyume u nuxourHume nomua

XeMaTypus
Hapywenusa na eb3npouzgo0umeInama cucmema u 2opoama
Y IbKEHA epeKLns [puamuzbm?
KpbBOHU3JIMB B IICHKCA
XemMaTocnepMus
Obwgu HapyuweHust U ehexmu HA MACMOMO HA HPUTONCEHUE
I'pbaHa Gonka' OTOK Ha ULETO?
[Tepudeper oTOK BHezanHa ¢hpac4yHa cMbpT

YMopa

(1) TToBeueTo OT MaHMEHTHTE MMAT IPEJUIECTRALN ChPASYHO-CHI0BH PUCKOBH (AKTOPY (B¥K. TOUKA
4.4).

(2) CnobuiaBaHM npH MOCTMAPKETHMHIOBOTO HAOMKOJCHHUE HEXEJIAaHW peakluM, KOMTO He Ca
HaOJI01aBaHN NpY auedo KOHTPOJUPaHH KIMHUMHH TIPOYYBaHUS.

(3) Mo-yecTo nokAaaBaHa, KOTaro Tajanadu;l ce npujiara Mmpv NalHeHTH, KOKTO BEYUC nonydaBat
AHTHXWUMNECPTECHIWBHH JICKAPCTBEHU MPOIYKTH.

Onucanue Ha M30paHH HeXKETaHK Peaki[iy
HesHauuTenHO Mo-royisMa dectoTa Ha oTkionenus B EKI, mpeau BcHuko cHHycoBa Opaavkapaus, €

JOKTaflBaHa NPH [ALHEeHTH, JeKyBaHH ¢ Tajanapuil eJMH [T JHEBHO B CpaBHEHHE C Iuauedo.
[ToredeTo ot Te3u oTKIIOREHHS B EKI He ca ¢cBBbp3aHH ¢ HEXKCIAHHUTE JICKAPCTBEHU PCAKIIHU.

Hpyry cenvanHy nomnyJiaium

JlaHHWTE NpH TALMEHTH Ha Bb3pacT Haj 65 rOAHHH, KOHTO IpHeMaT Tajanadui B KIWHWYHM
NPOYYBAHUS WM 34 JIGYEHHME HA EPeKTWIHA AUCOHYHKUMS, WIM 3a JIedeHMe Ha A0OpoKauecTBEHA
XHIIEPTIA3HA HA MPOCTATATa, €4 OrpaHHYEeHH. B KIHHMYHH NPOyYBaHMA ¢ TaJanaQuii, pHeMaH IpH
HY)X/a 3a JICUCHHE Ha CPSKTMIHA AWCHYHKLMA, A4apHs ce ChoOIlapBa No-4€CTO IpH MALMCHTH Ha
BB3pAcT HaJ 65 roguHu. B xivHuyun npoyusaHus ¢ taganadgui 5 mg, npuemMaH BEIHBXK AHCBHO 3a
fiedeHue Ha 106poKavecTReHa XUIepIia3is Ha IPOCTaTara, 3aMasHOCT M AMapHs ¢a ¢bhoOLaBaHu 1no-
YECTO NPH MAUMEHTH HAA /5-roaniHa BL3pacT.

CrofbuiapaHe Ha NOA03MPAHH HEKETAHHW PEAKUUH

ChoBl1aBaneTo Ha [10103MPAHN HEXKENAU PEaKLinM Cliel pazpeluapaHe 3a ynorpeda Ha TeKapCcTBEHHS
NpoOaYKT € BaxHO. ToBa MO3BONABA Na NPOILIDKK HAGNIONESHHETO HA CHOTHOLIEHUETO 0133/ PHCK 33
NIEKAPCTREHUS TNPONYKT. OT MEJMIMHCKHTE CrelUalucTh Ce H3UCKBA Ja ChoOuIaBaT BCsKa
HOJ03MPaHA HEXEJIAHA PEaKLIMA upes: |

HU3nbniaHATETHA areHLH 110 JIEKapCTBaTa

yi. ,,JlamsH ['pyer” Ne 8

1303 Codun

Ten.: +359 2 8903417
yebcailT: www.bda.bg

4.9 Ilpeposzupane

[pu 3apaBu g00poBoMLM ca jJaBaHu eIMHWYHU Ao3u A0 500 mg, a Ha NManMeH I AP *-:-;g_
MHOIOKpaTHH AHeBHH #03M Ao 100 mg. HexenaHute nexapcTBeHH CHOMTHA '
OHE3H, HADMOAaBaHM FIPH MTO-HUCKH 403H. B cliydanTe Ha npeJlo3vpane, ako cefh
MpeanpyueMarT CTaHAapTHUTE MOAABPKAILH MEepPKH. XEMOJHAW33Ta He3Ha
EJIMMUHUPAHETO HA ‘rajanadul.




5. ®APMAKOJOI'NMYHHA CBOUCTBA

5.1 @OapMakKoAWHAMHYHH CBOHCTBA

MDapMakoTepaneBTHYHA Ipyna: YponoruuHW CpeAcTBa, JIEKAPCTBCHH IMPOJAYKTH, MpHIaraHd Ipu
epekTuina quchyukius, ATC kon: GO4BEOS

MexaHu3bM Ha JEeHCTBUE

Taganadbun e cenekTHBEH, o0paTHM MHXHOMTOP Ha LMKIMYHHUA ryaHosuH MoHodochar (ul'Md) -
cneuupuanaTa hochoauectepasa tun 5 (PDES).

Koraro CcexkCyaJHOTO CTHMYJHpAHE NpPeAW3BUKA JIOKaJlHO OCBOOOXKIaBaHe Ha a30TEH OKCHUI,
unxubupanero Ha PDES oT Tamanadwun npenn3euksa MoBHmeHH HUBA Ha LI M® B KaBEpHO3HMTE
Tesa. ToBa BOAM 10 OTIYCKaHE HA riagkara MyCKyJIaTypa W NPUATOK Ha KpbB B TBKAHHUTC HA [EHMCA,
BOJEINO Aa epekiind. Tamanahu e HeedheKTHBEH B JICUEHHETO HA CPEKTWIHA AUCQYHKIMS MTPH JTHNCA
Ha CeKCyaJlHa CTUMYNaLusl.

Dapmak0JHHAMUYHH €(PEeKTH

MpoyuBanusTa in vitro ca nokaszany, uye Tagalapun e cenekTHBeH MHxuOuTop Ha PDES. PDLES €
eH3MM, KOMTO ¢€ OTKpUBA B IAajKara MycKy.1aTypa Ha KaBEPHO3ZHOTO TAJIO, CHAOBATA H BUCLIEpAsiHA
rmajka MYCKyNaTypa, CKEJIETHUTE MYCKy:1H, TpomOoumrture, OnOpenure, Oesmg aApod M MalkuA
Mo3bk. Jlelicteuero Ha Tagandadun e no-cunHo Bepxy PDES, orkonkoro BbpXy ApYTH
bochoanecrepazu. Tananadun ¢ > 10 000 ety no-moinen 3a PDES, oTKoJIKOTO 1o OTHOWCHHE Ha
PDE], PDE2 u PDE4 - eH3MMH, KOUTO c€ OTKPHBAT B CbPLETO, MO3bKA, KPBBOHOCHHUTC CBHIOBC,
qyepHUA Apod u aApyru opranw. Tagamabun e > 10 000 mutH no-MolngH no oTHollenne Ha PDE)S,
OTKOJIKOTO 10 OTHOWEHWe Ha PDE3 — eH3uM, Hamupan] ¢e B CbPLETO ¥ KPLBOHOCHHUTE ChoBE. Tasu
cenekTuBHOCT KbM PDES, cpaeHeHa cbe cesekTHBHOCTTa KbM PDE3 € Baxkna, 3amoro PDE3 e eHsum,
yuacTBalll B MEXaHH3Ma Ha ChPACYHHUTE ChKpamicHus. B mombaHeHuHe, taganaduil € npUOIU3HTETHO
700-nbTH no-MouieH 1o otHomexnue Ha PDES, otkonkoto cnpaMo PDE6 - ex3uM KOHTO c€ HaMHpa B
PETUHATAa M € OTroBOpeH 3a QororpaHcaykuusara. Tananagun e cbuio > 10 000 nBTH Mo-MOLIEH 110
otHomenue Ha PDE3S, otkonkoro no otHomenue Ha PDE7Y, 1o PDELO.

KnuHHYHA eDHKACHOCT U DE30TIACHOCT

Tpu KAMHHYHK NpOyYBaHUA ca npoBeacHH ¢ 1 (54 nauMeHTH B JOMAalHY YCNOBHUA 32 ONIPCAC.IAHC Ha
NPOBIKATENHOCT HA OTTOBOpa KbM Taganadui ¢ npueM Ipu Hyxkaa. Tapanaduia € nokasal
CTATHCTHYECKH 3HAYMMO TIOJOOpeHHe B epeKTHNIHaTa (yHKUMA ¥ CNOCOOHOCTTa Aa €€ HM3BBPIIH
ycrelleH NoJI0B aKT A0 36 4aca cnea NpHeMa Ha 03aTa, KaKTo M B CMOCOOHOCTTA Ha MaluHeHTHTe Aa
OOSIyMaT W NOAABPAKAT epeKLMs 3a ycreleH I0A0B akT, B CpaBHEHMe c ruiauebo, oule Ha 16-Tata
MHHYT4 CJlejl [IpHeMa Ha 103aTa.

Taganadun, npuiIoKeH Ha 3paBy THMLA, HE NMPEeIU3BHKBA 3HaUMMa pa3/iMka B CpaBHEHHC C r1aedo B
CHCTOIHOTO W JIMACTONIHOTO KPBLBHO HansraHe B JIETHAI0 TNOAOXKEHHE (CPEeJHO MAKCHMATHO
Hamanenue ot 1,6/0,8 mm Hg, ¢hoTBETHO), B CHUCTOJIHOTO W JAMACTOJTHOTO KPBBHO HAATAHE B
W3NPaBEeHO NOJIOKEHWe (cpeaHo MakcuMmanHo Hamanenue ot 0,2/4,6 mm Hg, CBhOTBETHO), H
3HaAY¥Ma NPOMsHA B CHPASYHATA YECTOTA.

Farnsworth-Munsell 100-hue, To3un pesynTar kKopeclloHAKMpPa ¢ HUCKUA adMHHTET Ha ﬁ
PDE6 B cparHenue ¢ PDLES. BbB BCUYKM KIMHUYHU [POYYBaAHHI, {:hoﬁmcﬂuﬂra&e
[{BETHOTO B¥OKAAHE ca peaku (< 0,1%).




[IpoBepeHr ca TpW nNpoyuBaHUS MpPU MbXKE 3a OUEHKA HAa M[OTEHUHAIHHA e(PeKT BBPXY
criepmaroredesara Ha tagasadpun 10 mg (eaHo 6-MecedHOo npoyusade) U 20 mg (eIHO H-MEeCEedHO U
eqHO 9-MeceuHO MNpoy4YBaHe), MPWIAaraH €xX¢JAHEBHO. B /Be OT Te3H MNpOYYBaHHUA € HAOIIOAaBaHO
NOHKKECHNE HA KOJTMMECTROTO M KOHLICHTPALIMATA Ha CIiepMaTa, CBEp3aHO ¢ JICYCHHCTO C Tananagui ¢
MaJIKa BEPOATHOCT 34 KJIMHHYHA 3HaYMMOCT. Te3n edekTu He ca OMIM CBbP3aHHU C NMPOMEHH B JPYTH
MapaMeTpPH, KaTo NOABHKHOCT, Mopdonorus u FSH.

Taganadgun B go3m ot 2 mg ao 100 mg ¢ On1 u3cneasad B 16 KIWHUYHM NPOYUBAHMS, BKTIOUBAIHN
3 250 NalUMeHTH, BKIIOYMTENHO NALMEHTH € ePeKTHIIHA JMCOYHKLHMA OT pasiHdyHa TEeXeCT (JIeKa,
yMepeHa, TEXKKa), €THONOrUs, BB3pacT (Mexay 21-86 roauHM) M €THHYECKA NPHHALIEKHOCT.
[ToBeyeTo NALMEHTH ¢a cHOGIIMIM 3a IIPOAB/KUTEHOCT HA €PEKTHIIHATA AUCHYHKLMSA OT OKOJIO NOHE
efHa roamHa. [pu MbpBOHAYAIHUTE NpOyYBaHUA 33 ¢(EKTHBHOCT BHpXyY oblara nonynauus 81% ot
fMaldeHTHTE C¢hobdlaBaT, 4ye tagaiadun € noAoOpwi1 TAXHUTE EpEeKUMH B CPaBHEHHE C 35% npwu
mranefo. CbIO TaKa, MNALUEHTUTE € CPEeKTHWIHA AUCGYHLMA OT BCHYKH CTENICHH Ha TEKECT
cpobImaBarT 3a MoAOOpEHM epeKLMH, JOKaTO ¢a B3eMalld Tajanapun (86%, 83%, n 72% 3a nexa,
yMepeHa, U TeXKa, CbOTBETHO, cpasHeHo ¢ 45%, 42%, u 19% c nnauedo). [ipr mbpBOHAYAIHUTE
npoy4BanMs 3a edekTHBHOCT 75% OT OOMTHTE 32 TIOSIOR 8KT ¢ Tajanadui ca OWIM yCreuny B
cpaBHeHue ¢ 32% nipu ninaueto.

[Ipu eqHo 12-cemMuUYHO npoyypane, nposeacHo npH 186 mammenty (142 Taganadmun, 44 mranedo) ¢
epeKTHIHA AHCOYHKUMS BCJIEACTBHE HA YBpeXAaHe Ha TpbOHAuHMS MO3BK, Tajanadun 3HaYHMO
nonoGpaBa epekTHAHATa GYHKIMSA, KOSTO BOAY JIO CpeIHa YeCTOTa Ha YCNEUIHUTE ONHUTH 38 HHAMBH]L
oT 48% npu NauMeHTHTe, TpeTHpaHyu ¢ Tagatagun 10 win 20 mg (rbRKaBa 1034 MPH [IOHCKBAHE), B
cpasHeHHe ¢b¢ 17% npu nnaneto.

[leanarpHyna nonynanuys

[Ipy nmegMaTpHuHK DAUUEHTH ¢ Myckyada aderpodwus tun Hrowen (MJUI), e npoBencHo eaHo
ApOyuBaHe, B KOSTO He ca HAGTONaBaHN naHHHM 3a eduxacHoct. [Ipu 331 Momdgera Ha BB3pact 7-14
roguay ¢ MJIJI, Ha KOHTO ce mpuiara €IJHOBPEMEHHO JIEYEHHE C KOPTHKOCTEpPOUAH, € NPOBCACHO
PAHJIOMH3NPAHO, JBOWHOCIATIO, IUIALeHO-KOHTPOJIMPAHO, NApA/Ie]HO MpoyuBaHe ¢ 3 pameHa C
raganapui. Tlpoydysanero BKIOYBA 48-ceIMU4YEH ABOWHOCIAN MCPHOJ, B KOWTO MaUMEHTHTE c€a
paHIOMHM3MPaHy Ja no;ayuasat tanaiapun 0,3 mg/kg, Tananadun 0,6 mg/kg unm nmianedbo BCEeKH JICH.
Taganadun He NokaszBa edHMKACHOCT MO OTHOIIaHME 3abaBAHe Ha BNOLIABAHETO Ha CNOCOOHOCTTA 33
CaMOCTOATENTHO XOJEHE, U3MEPEHO ¢ MOMOINTA Ha IThbPBHYHATA KpaiHa To4Ka - 6-MHHYTEH TeCT 3a
xoaeHe (6 minute walk distance, 6MWD): cpeana mpoMsia Ha Hai-MankuTe ksajapartu (least squares,
L.S) B8 Tecta 6MWD Ha 48-ra ceamuua e -51,0 merpa (m) B rpynara, nomyuasama nianeto, B
cpaBHeHHe ¢ -64,7 m B rpynaTa, nony4agaia ragazagur 0,3 mg/kg (p = 0,307), u -59,1 m B rpynara,
nonyuaama taganagun 0,6 mg/keg (p = 0,538). Oceen TOBa, JMNCBAT JAHHH 332 €QUKACHOCT OT
BCMMKM BTOPHYHM aHATIM3H, W3BBPUIEHH B TORa npoyusane. OOmUTE pesynTaTd 3a O€30macHOCT OT
TOBa NPOYUBAHE KATO [UI0 CA B CHOTBETCTBHE ¢ M3BECTHMS NMpoQi Ha 6e30MIaCHOCT Ha TAAaaQuil M
¢ HexenaHute cwvbutus (HC), ouakpanm B neauarpuyHata nomynauus ¢ MJUL noayuasama
KOPTUKOCTEPOUJIH. |

EpponefickaTa areHUus MO JIEKapcTBAaTa OCBOOOXKIABa OT 3aABL/DKEHHMETO 324 IPCJIOCTABAHE HA
PE3YITATHTE OT NPOYYBAHUA BBB BCHYKM MOATPYNH HA MenMaTpuyHara MNOMyjauus 3a JieHCHUC Ha
epeKTHIHaTa QUCchYHKIHA. BrokTe Touka 4.2 3a uHgopMauHsa 0THOCHO yNoTpeba B neAHaTpHATA.




5.2 @OapMakOKHHEeTHYHH CBONCTBA

AbcopOuus

Tamanadhun ce abGcopbupa J1eCHO CJe)l MEPOPaHO NPHIOKEHWE K HAONIOAABAHUTE CPEIHHU
MaKCHUMAIHH ILTa3MEeHH KOHLEHTpAUUH {(Cmax) €€ TIOCTHrAT 3a CPCAHO BpEME OT 2 Yaca clen
NPUACKEHHETO, AGCOMIOTHATA OUOHATMYHOCT Ha Taianadusi ClIe/l NepOPaIHO NPUNOKeHHE He € Ouna
onpe/ieIeHa.

CKOpoOCTTa M cTenieHTa Ha abcopOums Ha Tajasacdun He ce MOBNMWABAT OT XpaHa, Taka ue lajatakoH
MOJKE 14 ¢€ NIPHUEMA HE3aBUCHMO OT XpaHeHeTo. BpemeTo Ha nprieM Ha 1o3aTa (CYTPHH CIpAMO Beuep)

HAMa KJIMHWYHO 3HAYMMH eeKTH BBPXY CKOPOCTTA M CTEMNeHTa Ha abcopbuus.

Pazripenenenue

Cpeanuar ofem Ha pasnpereneHde Ha Tajanapun e npubnuszuresnc 63 1, koero nokaspa e
rafganadua ce paznpenens B Thkanure. [IpM TeparneBTHYHH KoHUEHTpauuu 94% ot taganacdun B
1azMara ¢e CBEp3Ba ¢ NMpoTedHuTe. UBbpP3BaHETO ¢ MPOTEMHHTS HE CE€ 3aciara IIpM HapyllCHa
6bOpeuHa (PYHKLIKA.

[To-manko ot 0,0005% ot nmpueTarta j03a ce MOABIBA B CrIEpMaTa Ha 3/ipaBy HHIHEBHIH.

buoTpaHcpopMalius

Taganagun ce Merabonusupa npeAMMHO nocpeacTsom Luroxpom P450 (CYP) 3A4 nsogopmara.
OCHOBHHAT UMPKyaupaiy MeTaboauT € MeTHIKaTexos riokopoHua. Tozun metabonut ¢ none 13 000
MBTH N0-C1a00 aKTHBEH OT Tajainadpun no otHomenwe Ha PDES. CrnenosatenHo, He ¢e o4akea ja ¢
KJIIMHMYHO AKTHBEH TPH HaOJIOIABAHUTE KOHLIEHTPALWHA Ha MeTaboJIuTa.

EnvMuHupane

CpeanmaT nepopajieH KIMpbHC Ha Taganapul e 2,5 l/dac, a cpeHHAT NMOAYKHBOT ¢ 17,5 vaca npH
3ApaBd MHAMBUAK. Tananadwi ce eKCKPETUpa NMPEJIHMHO KaTO HEaKTHBHY MeTabOIUTH, OCHOBHO C
gexanuvure (NpudaU3KTeNHO 61% OoT Ao3ara) ¥ B No-Malka CTENEH ¢ ypyUHaTa (npudan3UTEITHO 36%
OT 103aTa).

JIMHEeHHOCT/ HETMHEHOCT

(DapmakOKMHETHKATA Ha TajlanadHi Npy 34paBH UHAWBMIK € JIMHEHHA TIO OTHOLIEHHE HA BPEMETO N
nozara. [pn ao3u or 2,5 a0 20 mg, ekcnosnudara (AUC) ce ypenHuara 11pONOPLIHOHATHO € 103aT4a.
CTauMOHAPHOTO ChCTOSHHE HA IU1a3MEHMTE KOHUEHTPAUHM €€ TOCTHraT 3a 5 JHM MpH [(03MpaHe
BEAH'LHA JHEBHO.

PapMakOKHHETHKATa, ONpeae/IeHa ¢ IONyNalHOHHHS MNOoAXoA, FpH MNalHCHTH ¢ ©pCKTH/iH4
IucQyHKUHS € TonobHa Ha (hapMaKOKWHETHKATA MPU WHIWBHAN 0€3 epPeKTHIIHA THCHYHKUNA.

Cnenuauu nonynanmy

HHayuenmu 6 cmapuecka év3pacm
31paBW MAIMEHTH B cTapuecka Bh3apacT (65 rolMHW Wi MO-BB3PacTHH), UMAT II0; aJicH
KAMPBHC Ha Tajanadui, sojeuo ao 25% no-sHcoka excnoszuuusa (AUC) B ¢ Wﬂﬂ;ﬂ

HHAMBUAM Ha Bb3pacT OT 19 710 45 roaunu. To3n edekT Ha BB3PACTTa HE € Hao
JaBa OCHOBAHUE 3a NMPOMAHA HA J03aTa. O A




bvbpeuna nedocmamvyHocm

[Ipu xnubuuHM QapMakonoryvHd TIPOYUBAHHA ¢ €QHOKpaTHa no3a tagadabun (S mg ao 20 mg)
ekcniosuiusTa Ha Taganadun (AUC) e npubIH3HTEHO yABOEHA NPHU UHIHBHIM C IEKa (KPEATHHHHOB
kKmupbHCe 51 no 80 ml/min) unu ymepena (kpeatununos kiupbHc 31 go 50 ml/min) 016pedna
HEIOCTATHUHOCT W NPH HHAMBHIM ¢ KpaeH Crajud Ha OnOpeuHo 3abonsBaHe Ha auanwusa. lipu
ImauMeHTH Ha xeMojadaiin3a Coa € 0Wio 41% no-BUCOKO OT HAOMIOAABAHOTO IMPU 3ApPaBH Xopa.
XeMoaMaIu3aTa He3HAYNTENHO CIIOMAra 3a SIMMUHHPAHETO Ha Tafatadu.

Hepnoodpobra nedocmamviHocm

Excnosvuusta ©Ha Taganapun (AUC) npyu WHAMBHAM ¢ JeKa A0 YMEpEHa 4epHOJpodHa
HepoctaThdHOCT (Child-Pugh xitac A u B) e cpaBHHMa ¢ eKClo3WUMATa NpPYd 3JpaByn WHAWBHUIM,
korato ce npunara go3a or 10 mg. MMa orpaHdueHH KIHHMYHKA JaHHH 3a ©€30MacHOCTTa Ha
tTajanadun npu MalHeHTH ¢ TeXKa HepHoapobHa HegoctathbuHocT (Child-Pugh knac C). He ca
HAJTUYHW NAHHU 33 MPHJIOKEHHE MPH €IHOKPATHO JHERHO A03HWpaHE Ha Tajalad#il [IPH NALWCHTH C
yepHOAPOOHO HapylleHue. AKO Tananadul ce IPeANnucBa KaTo €JHOKPATHO JAHEBHO [03HUPaHE,
NpEANUCBAIUAT Nekap TpAOBa Ja HAaNpaBH BHHUMATENIHA MHJMBUIyalHa NpelieHKa Ha OTHOLIEHHETO
noj3a/puck.

{layuenmu c ouabem

ExcnosuumaTa Ha taganabuin (AUC) npu naumenTy ¢ AHabeT e 6una npubansuteaHo 1976 no-Hucka
oT cToHHocTHTE HA AUC 32 3apaBy HHAUBHAM. Ta3u pasiuka B €KCIIO3ULUATA HE Japa OCHOBAHHC 34
MPoMAHA Ha J034Ta.

5.3 IlpeaxiuHUYHHU JaHHEH 32 HE€30MACHOCT

HexnuHWyHKMTE AaHHM HE TMOKazBaT ocoOeH pUCK TNpH Xopa Ha 0aszara Ha KOHBEHUMOHAIHUTE
dapMaKko/JOrMYHH HM3NWTBaHUA 32 O€30MacHOCT, TOKCHYHOCT [IpW MHOTOKPAaTHO IIpHUNaraHe,
P€HOTOKCHUYHOCT, KAPILIMHOTEHEH [MOTEHI[HAN, ¥ PENPOAYKTHBHA TOKCHUUHOCT.

Hama nokazaresictBa 3a TEPATOreHHOCT, EMOPUOTOKCHYHOCT UM PETOTOKCHYHOCT TIPU [TBXOBE H.TH
MHIIKK, KouTo ca mnoaydund a0 1 000 mg/kg/nueBno. Ilpu rnipoyusaHe 3a NpeHATAIHO M
MOCTHATAIIHOTO pa3BUTME NPH MUTHXOBE, JI03aTa, MPH KOATO HE ca ce Habnioaasanu cexru, ¢ duna
30 mg/kg/nnesno. Ilpu Opemener mibx AUC 3a M34UCNEHOTO CBOOOAHO JIEKAPCTBO NIPH Ta3H 71034, €
Oumo npudmsuTenno 18 ety yoBewkata AUC npu goza 20 mg. |

Hsama yBpexxaade Ha GepTHINTETa IIPH MBXKKH M JKEHCKH IbXxose. [Ipu Kydera, HA KOHTO € NpUllarat
Tajanagui exeaHerHO 3a 6 10 12 meceua B 103u 25 mg/kg/nHeBHO (BOAECIO 10 ITOHE TPUKPATHO I10-
RUCOKA eKCro3uuua [Mexay 3,7 — 18,6] ot nabnrogaranara npu Xopa, Ha KOWTO € AaRaHa eAVHHYHA
no3a oT 20 mg) U nopeue, € UMAJIO0 pErpecHd Ha eruTesia Ha CEMECHHHUTE KaHa4eTa, KoeTo € A0BEN0 10
HaMaJICHHE Ha CrepMaToTreHe3aTa Ha HAKOW ky4deTa. BikTe ¢hIno Touka 5. 1.

6. PAPMALHEBTHYHHA JAHHHA
6.1 Cnucebk HA DIOMOUIHHATE BEILECTBA

Anpo Ha TabaeTkara

be3BoHa nakTo3a
Kpockapmenosa natpui
Hartpues naypuncyndar
XUAPOKCUTTPOTIIIILIENTY 1034
[Tonmacopbat 80

Marunezunee cTeapar




MUIMOBO NOKPUTHE

JlakTO3a MOHOXHUOpAT
Xunpomenosza 2910 (E464)
Turanor auoxcua (E171)
Tpuanetun

Tank (E553b)

Keart xeneszeH okeu (E172)

Camo 3a Taganaxon 10 mg dunMupatu TabaeTku
YepeH xesezeH okena (E172)

6.2 HecsBMECTHMOCTH

Henpuiioxumo.

6.3 Cpok Ha TOAHOCT

3 TOAWHH,

6.4 Cnemua/iH¥ YCIIOBHA HA ChXPaHEHHE

To3u lexapcTBEH NPOAYKT HE M3MCKBA CICLIMATHK YCIOBHSA 3a ChXpaHEHHe,
6.5 Buja u coabpKanue HA ONAKOBKATA

dunmupannTe Tabnerku ca onaxopand B PVC/ PVDC anymuHueBH O4CTEpH.

Buaoee onakoskH: 4, 12 tabierkuy.
6.6 ChnenuadHH NpeaNa3HH MEPKH NPH H3XBLPJAHE

HeMsno:13paHHaT JieKapcTBeH NMPOAYKT WIA OTNABLUHHATE MATepHaTl OT Hero TpadBa Aa ¢e H3XBBbPJIAT
B CHOTBETCTBHE C MECTHUTE H3HCKBAHMAL.

7.  IIPUTEXATEJ HA PA3PEIIEHHMETO 3A YIIOTPEBA
GAPMAKOHC A/l

oyn."He#o K. Apopos” Nedd, er.],

Codpus 1164

bvarapus

8. HOMEP(A) HA PAPEINIEHUETO 3A YIIOTPEBA

Tananakon 10 mg ¢pusimupanu tadbnetku Per. Ne: 20180279

Tapanakon 20 mg punmupanu Tabnetku Per. Ne: 20180280




9. TATA HA ITBPBO PA3ZPEIINABAHE/TIOHOBSABAHE HA PAZPEHIEHHETO 3A
YIIOTPELA

Jlata Ha MBPBO pa3pellaBaHe 3a yroTpeda: 01 okromepn 2018
JlaTa Ha mocaeHO TIOJHOBARAHE:!

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

0872023




