4.1

3BMPEH U3BELLUTAJ 3A OCOBUHUTE
HA NEKOT

UME HA NEKOT

DINAMICO 25 mg Ta6neTu 3a BaKkake
DINAMICO 50 mg Ta6nertu 3a UBaKake
DINAMICO 100 mg Ta6nertu 3a UBaKkake

KBAJIMTATUBEH U KBAHTUTATUBEH COCTAB

EnHa Tabnera 3a ysakame coapxu 25 mg, 50 mg unu 100 mg cungeHadun so
0bnuK Ha cunpgeHapunymTpar.

EkcumnueHcu co nosHato AejcTBo:
Dinamico 25 mg TabneTu 3a Bakame
EnHa Tabneta coapxu 70,46 mg naktosa Xuapat v 2,15 mg acnapram.

Dinamico 50 mg Ta6netu 3a lIBaKare
Enna Tabneta cogpsxu 140,92 mg nakTosa XuApat u 4,3 mg acnaptam.

Dinamico 100 mg TabneTtu 3a yBakamwe
Enna tabnera cogpxu 281,83 mg nakTo3a Xuapat u 8,6 mg acnapram.

3a komnneTHa nucTa Ha ekcumnueHcmn suaete nen 6.1.

®APMALIEBTCKA OO3UPAHA ©®OPMA
TabneTtu 3a yBakawe

DINAMICO 25 mg tabneTtn 3a WBakawe: Gena, GukoHBekcHa Tabnera Bo
opma Ha TpuaronHuk, co BpeXaHa os3Haka “25” Ha egHaTa CTpaHa, AUMEeH3nn
7,3x7,0+0,2 mm.

DINAMICO 50 mg TabneTtu 3a UBakamwe: Gena, GuKoHBekcHa TabneTa Bo
chopma Ha TpuaronHuk, co BpeXaHa o3Haka “50” Ha efiHaTa cTpaHa, AUMEeH3uY
8,8 x 8,6 0,2 mm.

DINAMICO 25 mg Ttabnetu 3a UBaKare: bGena, OukoHBekcHa TabneTa BoO
(hopma Ha TpUaromnHwuk, co BpeXXaHa o3Haka “100”
11,8 x 11,6 +0,2 mm.

KNUHUYKKU NOOgATOLMU

TEPAMEBTCKU MHOUKALUU

NekyBare Ha maxu co epektunHa AVUCCYHKLMjA, OAHOCHO HEMOXHOCT 32
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4.2

MOCTUrHyBake uUnu oapxysare Ha epekunja, fosonHa 3a ycnelen rnonos
ofHoc.

3a edukacHocT Ha cungerHacdun notpebHa e CekcyanHa ctumynauuja.

RO3UPAHSE U HAYUH HA YNOTPEEBA

QOSMQ&H:E

Ynompeb6a kaj 803pacHu.
lNpenopayanaTa Aosa e 50 mg, semeHa no notpeba okony epeH yac npeg
CeKCyanHaTta akTusBHocT. Bo 3aBUCHOCT op edhukacHocTa i TonepaHuujara,

[locebHa nonynayuja Ha nayuermu

Ynompe6a kaj nocmapu nuya:
Kaj nocrapure Nnya He e notpebHo npunarogyesawe Ha fo3aTa (>65 roauHu).

Ynompeba kaj nayuermu co HapyuweHa 6ybpexHa yHKyuja:
Mpenopakute 3a Ao3vpake onuwaHn Bo "Ynotpeba «kaj noctapu nuuya” ce
O4HecyBaaT u 3a naumeHTM co YMEPEeHO [0 cpeaHo Telko peHanHo
HapyllyBake (KnupeHc Ha KpeaTuHuHoT = 30-80 ml/min).

Ynompeba Kaj Oeya u adonecyeHmu:
ANHAMUKO He e VHAMUMPaH kaj nuua nog 18 roguHu,

Ynompeb6a kaj nayuermu kou Kopucmam Opyau nekosu:
MoyetHa posa og 25 mg Tpeba ga ce seme npeasua Kaj nauMeHTu Kowu
WCTOBPEMeHo npumaat Tepanuja co CYP 3A4 UHXMBUTOPU (BUAK men
WCKMy4YOK Ha PUTOHaBMPOT wyujaLlTo WCToBpemeHa agMuHuCTpa
Npenopaynvea (suau gen 4.4). _

Co uen pa ce MUHMMU3MPpa MOXHOCTa 3a pasBoj Ha nocTyparnHa
nauneHTnte Tpeba pga ce Ha cTabunua Tepanuja co a-6
3ano4yHyBak€TO Ha TpeTMaHoT co cungeracoun. Crniopen Toa,
3eMe npeaBua 3anoyHyBare Ha Tepanujata co gosa og 25 mg ok
(Buav nen 4.4 n 4.5).




4.3

4.4

Ha4yvH Ha ynoTtpeba

3a nepopanua ynotpeba.
Tabnetara Tpe6a Aa ce cousaka n na ce nporonTa.

KOHTPAUHOUKALIMM

lNpeoceTtnuBocT Ha cunpgeHacpun unu Ha 6uno KOja NMoMOLUHa KOMMOHeHTa
HaBefeHa Bo gen 6.1.

Bo cknag co nosHatute edekTn Ha cungeHacpunor sps UKMKNycoT Ha a3oTeH
OKCUA/LUMKNNYEH rBaHO3UH MOHoocpaT (cGMP) (Bugm Aen 5.1), ce nokaxano
Aeka cungeHacdunoT ru MOTEHUMpa XUNoTeH3NBHUTE eekTn Ha HUTpaTuTe, 1
OTTyKa, uctoBpemeHaTta aAMVHUCTPaLMja co AOHOPK Ha a3oTeH okeua (kako
LUTO Cce amMun HUTPUT munu HUTpaTu BO Koja Buno copma) e KOHTpauHauumpaHa.

WcTospemena ynotpeba Ha uHXubutopu Ha PDE5 e KOHTpanHauumpana,
BKMyWyBajku cungernacun, co CTUMynaTopu Ha reaHunaT uuknasa kako LTo e
puouuryar, Gugejkn moxe aa AoBeAe N0 cuMnToMaTcka XUnoTeHsnja (Buaete
Aen 4.5).

Mpenapatute 3a TP€TMaH Ha epekTunHa AUCyHKUWja, BKNyYuTenHo u
cunaeHaunot, He Tpeba Aa ce ynotpebyBaaT kaj Maxu Ha kou HE UM ce
fipenopadysa cekcyanHa akTUBHOCT (Ha  np. nauvenTn co TELUKN
kapAnosackynapHn Hapyliyeara, kako HecTabunHa aHruHa NeKkTopuc unu
TellKa cpueBa MHCYbULMeHUmja).

ANHAMUKO e KOHTpauHauUMpaH kaj nauueHT kom ro n3rybune suaoT Ha
€AHOTO  OKo  nopagu HeapTepucka aHTepuopHa UcxeMuyHa OonTUYKa
Hesponatuja (NAION akr. non-arteritic anterior ischemic optic neuropathy), 6es
pasnuka nanu osaa nojasa 6una noBp3aHa unu He co nNpeTxoaHo U3nNoxyBak-e
Ha PDE5 UHXMBUTOP (BUAM Oen 4.4).

besbegHocta Ha cungeHacpun He e ucnutyeaHa kaj cnegHuTte noarpynu
NaunveHTn n nopagu Toa HerosaTa ynotpeba kaj HuB e KOHTpanHauumpanxa:
TELKO XenatanHo HapyLluysatse, XUNOTeH3nja (KPBEH NpUTMCOK noa < 90/50
mMmHg), nctopuja Ha HeomamHewen WHCYNT Unu uHcapkT Ha Muokapg u
no3HaTW HacnegHu fereHepaTusHY HapyllyBatka Ha peTuHaTa Kako Ha np.
retinitis  pigmentosa (van 6poj og oBue NaUneHTn wumaaT reHeTUYKu
HapyllyBaka Ha peTuHanHute chochoanectepasn)..

MOCEBHU MEPKU HA NPETMNA3NUBOCT U NOCEBHU
NPEOYNPEOQYBAHA 3A YNOTPEEBA HA NEKOT

Mpen BoBeaysamwe Ha hbapmakonoLwKkmMoT TpeTmaH Tpeba DA e, aqmaT
AHaMHECTWUYKN nopaToun W Aa ce Hanpasw usnkaneH npeff

nocTaBu AujarHosa Ha epekTunHa AucdyHKUMja u ga ce
OCHOBHM NpuYuHKM 3a Bonecra.

Pusuk chaktopu 3a KapAuoBacKynapHW HapyLlyBak-a




Mpea 3anounyeareTo Ha KakoB B6Uno TpetmaH Ha CpeKTUnHaTa aucoyHkumja,
Neékapotr Tpeba ga ro uma NPeABnA  kapauoBackynapHuoT crTatyc Ha

Cunpenadun ro NOTEHUMPa XMNOTEH3UBHUOT €eKT Ha HuTpaTuTe (Buagun pen
4.3).

Bo noctmapkeTuHLKkaTa asa 6une 3abenexann CEPUO3HM KapanoBackynapHu
HecakaHu fejctea, BKIy4YNTENHO UHbapkT Ha MWOKapAoT, HecTtabunHa aHruHa
nekropuc, HeHaejHa cpuesa CMpT, BEHTpUKynapHa aputMmuja,
LepebposackynapHa Xemoparuja, TPaH3nUTOpeH nexemunyeH Hanap,
XunepteHsunja u XUNOTEH3nja KOWULITO BpemeHcku Ceé noknonyesane co
ynotpebaTa Ha cunaeHadun. Kaj noseketo OA NauueHTuTe, HO He Kaj cure,
BeKe nocrtoene KapauosackynapHu chaktopym Ha pusnk.  MHory op
3abenexaHuTe nojaBu HacTanune BO T€K unu HenocpeaHo nocne CeKkcyanHuoTt
OAHOC, a HekornKy ce jaBune HenocpeaHo no ynotpe6ara Ha cungeHacun 6es
CeKcyanHa akTtusHocT. He e MoxHO Aa ce yTBpaAM ganu osue nojasu 6Gune
AVPEKTHO noBp3aHu co oBue thakTopu unu co apyru.

[Mpujanusam

KaBepHO3HOTO Teno wunu Peyronie-a Gonect), wunu Kaj nauuMeHtT™M co
npeancnosnumm 3a npujanusam (kako Ha np. cpnecta aHemuja, mynTuneH
MUenom unm neykemwja).

lMpoponxena epekuvja n npujanusam ce npujaseHn npu ynotpeba Ha
cunaeHadun no crasarwe Ha NekoT Bo npomer. Bo cnyyaj epekuujata ga Tpae

WcTospemeHa ynotpeba co mpyru UHXMbuTopu Ha PDE5 unu apyru o6u
NeYeH-e Ha epekTunHa AncdyHkUm|a

besbegHocta u edukacHocta Ha KOMOuHauunTe Ha cunpgeHadyi
WHxubutopn Ha PDES5, co Apyrv  Tepanuu 3a nynMoHap :
xunepteHsuja (PAH) kou coppxart cunperHacun (Revatio) uim
Tepanuu 3a epekTurHa OUCKYHKUMjA HE Ce WUCAUTAaHU. Mopan
fipenopadysa ynotpeba Ha BakBu koMBUHaLMN.




4.5

Edektv Ha BuaoT
Cnyyan Ha Hapylwysata Ha BuaoT ce NPWjaBeHn CcrnoHTaHo NnoBp3aHo co

WctoBpemeHra AAMVHUCTPaumja co putoHasup
He ce fipénopavysa ucToBpemena aAMUHUCTpaunja Ha cungeHacdun un
puTOoHaBup (Buaun gen 4.5).

WcToBpemena aAMWHUCTpaLmja co anda-bnokaropu
Ce coBetyBa NpeTnasnueBocT kora cungeHacdun ce aAMUHUCTPUpa  Kaj
NauneHTn kou semaar a-6nokaTtop, Buaejin ncToBpemeHaTa aAMUHUCTpauwja

cungeracoun. Tpeba Aa ce 3eme npegsug 3anoyvHyBamwe co fgosa o4 25 mg
cunaenadun (sugu gen 4.2). NoHaramy, nekapute Tpeba ga ru coBeTyBaaTt
nauneHTute wro pa npasat Apn  nojaBa cumnTomMu Ha noctypanHa
XUNoTeHswja.

EdbekT Ha kpeapeme
Wcnutysawarta in vitro CO XyMaHu TpomGouuTy yKaxkxyBaaT geka cunaeHacbun

BHUMaTenHa npoueHka Ha OAHOCT pU3uk / kopuer.

HEMOAHOCINBOCT Ha rrykosa, HemocTaTok Ha Jlan nakrasa unu rnykoso-
ranakrosa mana6cop6umja.

ANHAMUKO Tabnetute 33 lIBakake He ce nHauuMpaHu 3a ynotpeba Kaj xeHu.

XKenu
ANHAMUKO He e “HAnUMpaH 3a ynotpeba Kaj xeHu.

WHTEPAKLINK CO PYIU NEKOBU U APYI ®OPMU HA U

Hejemeo Ha dpyau nekosu 8p3 cunoeHaghun

Ycnumysamsa in vitro:



Ha metabonuamor wa cungeHadun rnasHo AenyBa uutoxpom P450 (CYP)
n3ogopmute 3A4 (fnaseH nat) n 2C9 (cnopegeH) Ha. Mopagn Toa

cunagexachun.

Wcnumysarsa in vivo:

WcTospemenaTa aAMuUHUCTpauuja co UHXUOBUTOPOT Ha HIV npoTteasarta -
PUTOHABUP, Koj e BUCOKOMOTEHTEH WHXMBUTOP Ha P450, npu "steady state" (500
Mg 2 X AHeBHO) co cunaeHadun (100 mg €AHOKpaTHa fjo3a) pesynTupa co
sronemysame Ha Cmax Ha cunaenadcun 3a 300 % (4-kpaTHO) u 3ronemyBsame
Ha AUC Ha CunaeHacbun Bo nnasma sa 1000 % (11-kpaTHo). Mocne 24 Yaca,

UcToBpemenaTa aAMUHUCTpaumnja co HIV npoTeasa uHxubUtopor -
CakBUHaBUp, MHXMOUTOP Ha CYP3A4, npu "steady state" (1200 mg 3 X AHEBHO)
Co cunperacun (100 mg ©AHOKpaTHa fosa) pesynTupa co 3ronemyBare Ha
Cmax Ha cungeHacun 3a 140 % u 3ronemyesawe Ha AUC Ha cungeHacun sa

Kora egHokpaTHa Ao3a og 100 mg cungeHacpun 6una aAMWHUCTPMpaHa co
EPUTPOMULIMH, cneunduyeH MHXMbUTOp Ha CYP3A4, Npun "steady state" (500
Mg 2 X AHEBHO BO TeK Ha 5 neHa), ce jaBuno 3ronemysake BO cuctemckaTa
eKkcnosuumja Ha cungeHacpun (AUC) 3a 182 % Kaj 3gpasu aobposonuwy,
HeMarno aokasu 3a genysarbeTo Ha asUTpoMULMH (500 mg AHeBHO BO Tek Ha 3
AeHa) Ha AUC, Cmax, Tmax, koHcTaHTaTa Ha Ha 6p3uHaTa Ha ennuMunHaumja
Cranka, wnu Ha nonyXuBOTOT Ha enMMUHaumja Ha cungeHacun unu Ha
HETOBUTE rnasu uupkynupaukm meTabonuTy. UnmetuauHor (800 mg),
MHXUBUTOP Ha uuToxpom P450 u HecneunduyeH UHXMONTOR-AE=SXP3A4,
npeaunssukan sronemysare Ha nnasma-KoHUeHTpauujaTta Ha fF

mg) 3a 56% npu egHokpaTHa aAMUHUCTpauvja kaj 3gpasu .EIOR%

CokoT op rpejndpyT e cnab UHXMOUTOp Ha CYP3A4 Bo Mmé&:
SWAOT Ha upesaTa n Moxe Aa aoBede Ao YMEPEHO 3ro:
fnasmaTtckuTe HUBOa Ha cungeHacunor.




EnHokpaTtHa fosa Ha aHTauua (marHeauym XUAPOKCUA/anyMuHnym Xvapokeua)
He Bnujae Bp3 Buopacnonoxnueocra Ha cungexadoun.

Nako He Gune “3BeaeHn cneyncbuyrmn “CnnuTyBawa 3a MHTepakuum Ha cuTe
MEANUMHCKM npoussogw, nonynauvonnTte capmakokuHeTckm aHanusn He
rokaxane Hukakeu edektn Bp3 PapmakokuHeTKaTa Ha cunaeHacunoT npu
WCTOBpemeHaTa ynotpeba co roynute CYP2C9 VHXMOUTOPM (Kako wWTo ce
Tonbyramuaor, BapgapmHoT), UHXUOUTOpUTE Ha CYP2D6 (kako wWTo ce
CENEKTUBHNTE UHXMBUTOPU Ha "reuptake" Ha CEPOTOHUHOT, TPULMKNUYHUTE

CYP2C9 u moxHo CYP2C19), Bo cocTojba Ha guHaMuuka pPamHoTexa (125 mg
ABa natm Ha geH) co cunaeHadun Bo cocTojba Ha AVHaMn4ka pamHoTexa (80
Mg Tpu naTtn Ha geH), Pe3ynTupana co 62,6% Hamanysarwe Ha AUC, ogHocHo
95,4% HamanyBawe Ha Chax HA cunpernadun. Mopaam Toa, npu UcToBpemeHa
ynotpeba Ha jaku CYP3A4 WHAYKTOPW, Kako WwTo e pucamnuumn, ce o4yekyBa
SroJleMeHo Hamanysame Ha KOHUEHTpaunjaTa Ha cunpeHacbun so nnasmara.

Hukopanaun e Xnbpua Ha akTusaTop Ha Kanuymcku kaHanm u Hutpar. Mopaan
HUTpaTHaTa KOMNOHeHTa Toj Uma ronem noTeHuujan 3a cepuosHm NHTEepakuun
Co cungeHacunor.

Hejcmeo Ha cunderHagpun eps dpyau MEOUUUHCKU 1pou3eodu

Hcenumyesarba in vitro: .
Cunpenadunor e cna6 WHXMBUTOP Ha LnToxpom P450 nsochopmute 1A2, 2C9,
2C19, 2D6, 2E1 u 3A4 (IC50>150 um). Wwmajkn ro npegsug nukor wa

Hema nopatoun 3a WHTEpakumn Ha cungeHacdunor co HecneunduyHuTe
MHXNBUTOPM Ha ochoanectepasata  kaksm WTO ce TeoMUNUHOT unu
Annupuaamonor.

Hcnumysarba in vivo:
Bo cknag co noswatute edekTn Ha cungeHacunoT Bps UMKITYCOT Ha asoTeH
okeng/cGMP (Bugu Aen 5.1), ce nokaxano AeKka cungeHacbun ru noTeHuupa
XUNOTEH3NBHUTE edhekTM Ha HUTpaTuTe, un oOTTyKa, REMEHaTa
aAMUHUCTpauUmnja co JOHOPU Ha a3oTeH OKCUA WNWU HUTpa Keg\Ouno
dopma e KOHTpauHauuvpaxa (sugu gen 4.3). T

Pvouuryar: npetknuHmnukute ucnutyBamwa nokaxane ap ]
HamanyBawe Ha KpBHWUOT NPUTUCOK Kora ce kopuctat PDE ’c%?” BO
KOMBuHaumja co puounryat. Bo KnuHuYkuTe ncnuTyBamwa, puoulRrsFroka)xan
AGka To 3ronemysaT XUNOTEH3UBHUOT ecekT Ha PDE5 nHXMbuTopuTe. Bo

“CnuTyBaHaTa rpyna He e [OKaXaH MoBOMeH ePekT Ha KoMGuHUpaHaTa
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Tepanmja._ WcToBpemenata ynotpeba Ha puouuryat co PDE5 NHXUBUTOPUTE,
BKIy4yBajku u cungeHacun, e KOHTpanHauumpana (Bugete Aen 4.3).

Opoj Ha ocetnueu nuua. HajsepojatHo oBa ce CnydyBa BO npBuTe 4 yaca
OTKako ke ce npumu nosata (BugeTe nenosu 4.2 u 4.4).

UctoBpemeHaTa aaMuHMCTpauuja Ha cungeHacun co a-6rokaTop Kkaj man Bpoj

crabunusupanm co AOKCa30CUH, He MHory yecro buna 3abenexana
CmMnTOMaTCKa nocTypanHa XunoTteHsuja. buna sabenexana BpTOrnasuua u
3aLLEMETEHOCT, HO He 1 CUHKONA.

Cungenacun (50 mg) He ro SroNeémyBa npofomKkeHoTo Bpeme Ha KpBaBewe
npejusBukaHo of aleruncanuuunHaTta KucenmHa (150 mg).

Cunpenacpun (50 Mg) He ro noteHyupa XWNOTEH3UBHOTO A€jCTBO Ha ankoxonoT
Kaj 3npasu fo6poBonum co CPEAHO MakcMManHo HMBO Ha ankoxon Bo KpBTa of
80 mg/dl.

pynHoTO “cnutyBawe Ha cnegHuTe knacy AHUXUNEPTEeH3UBHU neKoBy:
Anypetuun, B-6nokatopu, AKE UHXUBUTOPYW, aHrUTeH3nH || aHTaroHucTu,
Basogunartatopu u aHTUXUNEPTEH3NBM CO LeHTpanHo AejcTeo, GriokaTopu Ha
AAPEHEPIUYHN  HEeBPOHY, GrokaTopn Ha Kanuuymosn kavanu u anda-

GnokaTtopu He nokaxano Pasnnka BO MpounoT Ha HecakaHuTe AejcTBa Kaj

(100mg) ynoTpeben WCTOBpemMeHo co amnoaunuH Kaj nauueHTM co
XUNepTeHsuja, uMano AononHUTENHU Hamanysata Ha CUCTONHMOT NpUTUCOK
o4 8 mmHg u Ha AunjacTonHuoT op 7 mMmHg, Bo nexeuka n 2
AONONHUTENHN Hamarnysara Ha KPBHUOT NpuTtucok bune co /--'
Kako Tne Ha cungeHadunoT ynotpebeH cam kaj sgpasu paleloole]: g.n
5.1,

Cunpgenacun (100 mg) He Bnvjae BP3 hapMaKkoKMHeTUKaTa
AVHaMU4Kka pamHoTexa Ha uHxubutopute Ha HIV npoTeasara,
puToHaBsup, obarta cynctpatn Ha CYP3A4.



4.6

4.7

4.8

PamHoTexa (80 mg Tpu naTtu Ha AeH) pesynTtupan co 49,8% 3ronemyeak-e Ha
AUC Ha 6oceHTaH u 42% 3ronemyesarse Ha Cpay Ha BocenTan (125 mg asa
nat Ha feH).

YNOTPEEA 3A BPEME HA NNOAHOCT, BPEMEHOCT N OOEH-E
ANHAMUKO tabnetute 3@ lBakare He ce UHAMLMpaHM 33 ynotpeba kaj xxeHu.

He ce usBpwenn cooaBeTHU 1 fobpo KOHTpOnupaHu ctyaum kaj 6pemenu XEeHU
Unu gounku.

Bo penpoaykumckute CTYAuWn Kaj ctaopuum u 3ajaun He ce HajaeHu HUKaKkBu
3HaYajHu HecakaHu AejcTBa nocne népoparnHa ynotpeba Ha cungeHadcun.

nocne eaHa nepopanHa gosa o4 100 mg cunaexacoun kaj sgpasm AobpoBornyu
(BuaOete nen 5.1).

E®EKTU BP3 CITOCOBHOCTA 3A BO3EHE U PAKYBAHSE CO MALLUUHK

He ce cnposegenu CTyAnn 3a BnujaHueTo BP3 cnocobHocTa 3a BO3eHe uUnu
ynpasyBarw-e co MaLunHu.

Bprornasuya v npomenu so BUAOT Bune npujaseHn Bo knumHmyku nucnuTyBara
CO cunaeHacoun, satoa naumeHTUTE Tpeba pga 3swaaT kako pearvpaar Ha
ANHAMUKO, Npen Aa Bo3aTt aBToMOGUN unu ynpasyBaaTt co mMalUuHu.

HECAKAHU OEJCTBA

besbeaHocHuoT npocgun Ha cunpeHadun ce 6asupa Ha 74 ABOjHO-cneny,
nnauebo-koHTpoNMpaHn  KnuHUYKK UCNNTyBaka CO npenopayaH pexum Ha
Ao3upare Bo kou Bune BKy4yeHun 9570 nmaymeHTun. Hajuectute 3aBenexann

TabenapeH npukas Ha HecakaHm peakuuu
Bo Tabenata NoAoNy, cute MefUUMHCKM BakHU Hecax ¢
jaBune BO KNUHUYKUTE nenuTyeaka co MHUMAEHUa noro

HabpojaHu cnopep knacata cuctemi u opraHu u cnopepn dxoe
4ectn 21/10), yectu (=1/100 po <1/10), nomanky yectu (>%
peTkn (=1/10.000 go <1/1.000).

MNoHaTamy, pekseHumjaTa Ha MEANUMHCKN BaXHUTE HecakaHu peakuum
3abenexanu Bo NocTMapKeTUHLLKUTE NCKyCTBa € BKIy4YeHa Kako HenosHara.



Bo pamkute Ha cekoe rpynuparse cnopepg pekBeHuMja, HecakaHnTe Aejctea
Ce npeTcTasenu cnopeg PeAocnes Ha HamanyBare Ha CepuosHocrTa.

BaXHu HecakaHu pPeakyuu

cneaeme.

3369119)I(HHH npu nOCTMapKETHHI.I.IKOTO

OpraHcku cucrem Hecakanu peakuuu ;(
UHdekumum n UHecTauuu

Momanky yectu PuHutune

Hapywygata Bo UMYHUOT

cucrtem

Momanky yecto Peakyuu Ha npeocetnmeoct q
HapywygBama Ha HepBHuoOT
Em:TeM

MHory yecTo [maBo6onka

Yecto 3amaeHocT

Momanky yecto

MocnaHocr, Xunoecresuja

PeTko

Llepe6posackynapen WHCYNT, cuHKona

He e nosHaTto

Liepebposackynapen WH3YNT, TpaHauTeH
UCxemuyeH Hanag, enunentuyen Hanag*,
MOBTOPEH enunenTuyeH Hanag*, cumkona

Hapywysama Ha oynre

YecTo

Hapywysawa so BUAOT, HapyLlyBama Bo
fpenosHaBateTo Ha Goute*, samarnen
BuA

Momarnky yecto

KoHjykTnsanHu Hapylysama, HapyLlyBaka
BO o4uTe, HapywyBara Bo conseweTo***,
Bornka Bo okoTo, oTochobuja, ¢oToncuja,
Kpomaroncuja, xunepemuja Ha oko,

3ronemeHa oceTNMBOCT Npy rmeaatse Bo
WM
CBET/MHA. s __Eﬂ%

PeTtko

HeapTepucka aHTEepPUopH (;—:a
ONnTUYKa HeBponaTua (HA@H)ﬂ
Pe€TuHanHa BackynapHa o \‘:f_"
BO BUAHOTO none, peTuHanHEnBe
apTepuocknepoTcka peTuHonaTuja,

HapyLlyBate Ha MpexHuuarta, rnaykom,

Avnnonuja, HamaneHa ocTpuHa Ha BUA,

Muonuja, acteHonuja, Muapujasa, egem Ha
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OKO, OTOK Ha OKO, KOHjyKTUBanHa ]
Xunepemuja, uputaumja Ha OKOTO,
HeBoobuyaeHa oceTnnBoCT Ha OKOTO, egem
Ha kanakor, obesbojysare Ha GenkaTa Ha
OKOTO

HapywyBaksa Ha BHaTpelwHoTo
YBO U naBUpPUHTOT

MNomanky yecro

BpTtornasuua, TUHUTYC

PeTtko

[myBsocT

Backynapuu HapywyBaH-a

YecTo

3aupBeHyBatbe co HYBCTBO Ha TOMMMHa,
OpaHoBu Ha TonnnHa

Momanky yecto

XunepTeHsuja, XUnoTeH3awuja

Cpueswu HapyuwyBama

Momanky yecto

MannuTauuu, Taxukapauja

PeTtko

MwvokapaeH uHcpapkr, aTpujanHa
ubpunaumja, BEHTPUKynapHa aputmuja*,
HeHazejHa kapavjanHa cmvpT*

PecnupatopHu, TOpaKanHu un
MeAujacTUHaNHK HapylwyBaHsa

Yecto

Hazanna KOHrecTtuja

MNomanky yecto

Enucrakca, CMHYCHa KOHrecTuja

PeTko Bonku Bo rpro, Hasanex €4eM, cyBa HocHa
cnysHuua

FacTpouHTecTUHaNHY

HapylwyBara

YecTo HAucnencuja, ragere

[Momanky yecro

MNoBpakatse, cysa ycTa, 6onku Bo ropHuoT
Aen Ha abgomeHor, ractpoesodpareanHa
pednykcHa Gonect

PeTtko

OpanHa Xunoecresuja

HapywyBsama Ha KOXarTa,
MOTKOXXHOTO TKUBO U MeKUTe
TKMBaA

Momanky yecto

Ocun Ha kokaTa

PeTtko

Steven-Johnson-os cuHgpom (SJS)*,
TOKCMYHa enuaepmanHa Hekponuaa (TEN)*.

Hapywysama Ha
MYCKYNOCKeNneTHOTO u

iff



4.9

‘capsuoro TKMBO

== | (S

Momanky yecro Mwujanruja, 6onku Bo eKcTpemuteTuTe
By6pexHu u YPUHapHU

HapyuwyBaHa

Momanky yecro Xemartypuja

Hapywysama so
PeNpoAyKTUBHUOT cuctem u
AojKaTa

PeTko MNpujanuzam*, npoaomkeHa epekuuja,
XemaTtocnepmuja, neHunHa Xemoparuja

OnwTu Hapywygsama u peakuum
Ha MecToTo Ha

aAMUHUCTpauumja

Momarnky yecro 'panHa 6onka, 3aMop, YyBCTBO Ha TOMNUHA
PeTko Pasgpasnusoct

UcnutyBamsa

@M&ﬂky YyecTo 3abpsaH nync

* MpujaseHo WCKITy4nBO Nno cTaBake Ha fekoT Bo npomer

** BusyenHo HapyllyBake Ha nepuenuuja Ha Gou: Krnoponcuja, KpomaToncuja,
UnjaHoncuja, epuTponcuja u kcaHToncuja

*** Hapyuwysate fpu consewe: cyBo oko, Hapywysawe npu conseme u
3ronemMeHo consemwe

MpujaByBamse Ha HecakaHu pejcTea

NPEAO3UPAHSE

Bo ucnutysawara co €AHOKpaTHa nosa Ha cunpeHadu %aj 8aap
Ao3n fo 800 mg, HecakaHuTe peakuun dune cnuyHu cd
MOHNCKI AO3K, Ho ce jaBune nobpry 1 Gune noTeLwuky. &
Hosute on 200 mg cunaeHadun He pesyntupane co sronemars S(bUKacHoCT,
HO WHUnMAeHUaTa Ha HecakaHuTe peakuum (rnaBoGonka, 3saupeeHyBatbe,
BpTOrnasuua, [gucnencuja, HaszanHa KOHrecTuja, HapyLeH Bua) OGuna
3ronemexa.
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5.0

5.1

PAPMAKOJTOLUKU NOOATOLM
®APMAKOOUHAMCKU CBOJCTBA

®apmakoTepanesTcka rpyna:

Yponotwuku npenapatu. JlekoBn kou ce ynotpebysaat npu epektunna
AncdyHKumja.

ATC-kog: GO4BEO3.

MexaHusam Ha OejcTBo

cungeHadunotr pa rm MaHugecTMpa Herosute KOpPUCHU  chapmakonoLku
edekTu.

PapmakogMHaMcKky cBojcTEa
Wcnutysamwara in vitro fokaXyBaat Aeka cungeHadbunor
PDES, BknyyeH Bo npouecoT Ha epekuuja. HerosoTto aejcTB
OTKOMMKY Ha [Apyrv nosHaTty octhoavectepasm. Uma u
CENEKTMBHOCT koH PDEG koja wTo e BrmyyeHa Bo PoTONGY,
PeTuHaTa. [lpu makcumanHm npenopavyaHn [osu, cunaeNadi
PENeBaHTHO [ejcTBO Ha aApyru hocchoanecTepasm nopagu Herosoto BUCOKO
HUBO Ha CenekTMBHOCT npeky 80 naTu 3a PDE1, npeky 700 natu 3a PDE2, 3, 4,
7, 8 9, 10 u 11. MNoceBHo cungeHadunot uma 4000 natu noronema
CenektmBHocT 3a PDES5, ortkonky 3a PDE3 koja e cAMP-cneunduyHa
ocoamecrepasHa n3oopma BKyyeHa BO KOHTponata Ha cpuesarta
KOHTPaKTUMHOCT.
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cunageHadgun 6una 25 MWHYTW (pacnoH og 12-37 MuHYTW). Bo agpyro RigiSkan
mcnmysal-bg cunaeHadunoT oBoamoku €pekuuja, kako oarosop Ha CeKkcyanHa
CTUMynauuja, Bo Tpaeme oA 4-5 yaca nocne dosara.

MPUTUCOK Ha KpBTa BO MupyBawe ce Hamanun 3a 7%, opHocHO 6%, Bo
cnopeaba co noyeTHuTe BPE€AHOCTW. CpeaHuoT nynmoHanen CUCTONEH KpBeH
PUTUCOK ce Hamanun 3a 9% CungeHadpunor He nokaxan edektn sps3
cpuesata dyHkUMja M He ro HapyLUMN KPBHUOT NPOTOK Hua CTEeHO3upaHuTe
KOpoHapHu apTepuu.

NauneHTn co epektunHa AMcyHKUMja U XpoHuYHa cTabunHa aHruHa kowu
PEAOBHO 3emane aHTuaHMMHanHu nekosu (ocBeH HUTpaTu).

HWjaHeK 1 yac nocne AosaTa oa 100 mg, Ges EBUAEHTHW edhekT nocne 2 yaca
OA aAMUHuCTpauwjata. MoxHUOT MEXaHusam 3a oBMe npomeHn Bso
PasnukyBakeTo Ha Goute e NoBp3aH co uHXMbuuujaTta Ha PGES, koj wro e
BKIy4eH Bo doToTpaHcaykumckaTa Kackagda Ha peTuHaTa. Cunne
HeMa edekT Bp3 ocTpuHaTta Ha BMAOT MNKN OCeTNMBOCTA Ha KoGH
€AHa mana nnauebo koHTponupaxa CTyAvja, kaj nauueHTn /6
MakynapHa pnereHepauuja Bo pawaTa Bo3pact (n=9), (I
(noeanHeyHa nosa og 100 mg) ce noaHecysan A0BpO U He nokake
3Ha4ajHu nNpomeHu BoO CrpoBeAeHnTe TecToBU Ha BUAOOT (oCTpMa
Amsler grid, pasnukysare Ha Gon CO cMmynaumja Ha CBETNOCHU CoeaBsHE JHW
3Hauw, nepumetap no Humphrey u ¢oTocTpec).
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5.2

MNocne €AHOKpaTHa nepopanHa Aocsa o 100 mg cunaeHadun kaj sgpasm
A0bpoBonUM He ce jaBune MPOMeHN Bo MOTUAUTETOT Ha cnepmarosongute u
HWBHaTa mopcbonoruja (Bugete aen 4.6).

Apyeu ungpopmayuu 0o KiuHu4kume ucnumysarba

Bo knuHuukute “cnuTyBawa cungeHacbunor 6un aAMUHNCTPUPaH kaj noeeke
oA 8000 naumeHTw Ha BoO3pacT og 19-87 roAvHu. bune sacrtanenn cnefHuTe
rPynn naunenTu: nocrapu (19,9%), nauuentn co xvmnepteHsuja (30,9%), co
anjaberec Menutyc  (20,3%), wucxemuuna cbuesa  Oonect  (5,8%),
xunepnunugemuja (19,8%), NoBpeda Ha ‘pbeTHMOT Mosok (0,6%), nenpecun
(5,2%), TpaHcypeTpanHa Pecekunja Ha npocrara (3,7%), papwukanna
fpocTarektomuja (3,3%). CnepgHute reynu He Gune 3actaneHu unu bune

WHTepBeHUWja, naumeHTn nocne PaavoTepanuja, nauveHTV co Tewko peHanHo
W xenatanHo Hapyuiysare u fauveHTn co oagpeneHu kapavosackynapHu
3abonysaksa (Bugn aen 4.3).

(50 mg) u 82% (100 mg), cnopegeHo co 25% co nnaue6o. Bo KOHTPONMHUTE
KNWHWYKN ncnutyBama crankata Ha NPEKUH Ha Tepanujata co cunaeHadgumn
Buna Hucka, cnuyno Kako Kaj nnauebo.

Cnopepn cute UcnuTyBaka, CoOOAHOCOT Ha NaLneHTn kaj kou ce sabenexany
nogobpyeawa co cunpeHaun e cnegHuort: ncuxoreHa epekTunHa
AUChYHKUMja (84%), Mewana CpeKTUnHa  auceyHkumja (77%), opraHcka
€peKkTUnHa fuccyHkuymja (68%), nocrapu (67%), aunjabetec menutyc (59%),
NCxemnyHa cpuesa 6onect (69%), xvneprteHsuja (68%), TURP (61%),
paaukanHa Npocratektomuja (43%), noBpeaa Ha ‘pbeTHUOT Mo3zoK (83%),
Aenpecuja (75%). CurypHocta u ecuKacHocTa Ha cvungeHadgunor 6una
MCNUTyBaHa BO TEKOT Ha AONTOTPajHU KIMHUYKN cTyguu.

PAPMAKOKUHETCKU CBOJCTBA

Ancopbyuja
Cunpenacun bp3o ce ancopbupa. Makcumanuure MNasMaTcku KOHUEeHTpayuu
Ce nocturHyBaaT 3a Bpeme oA 30-120 MUHyTM (npocek 60 MUHYTW) Npu opanHa
PUMEHa Ha rnagHo. Cpegnata anconyTtHa oparnHa 6uopacnonoxnusoct e
41% (op 25-63%). Mocne opanHo posupawe AUC u Cmax Ha cungeHacdunor
Ce€ sronemysaaTt nponopLMoHanHo Ha Ao3aTa Koja e Hap npenopayaxHnoT foseH
pacnoH (25-100 mg).

HAuempubyyuja
CpeaHuor "steady state" BONlyMeH Ha auctpubyuuja (Vd) e
105 L, wro ykaxysa Ha n3paseHa aucTpubyumja Bo TkuBa
MépopanHa posa og 100 mg, cpegHata Makcumanya
KOHUEHTpaluja Ha cungeHadun e okony 440 ng/ml (C .
cungeHacmn (M HeroBUOT rnaBeH UMpkynupaykm N-desmet Levaps
96% Bp3aH 3a nnasma NPOTENHUTE, OBa pesynTupa co cpegHa MakCUManHa
cnoboaHa KOHUEeHTpauuja Bo nnasamaTa 3a cunaeHadun og 18 ng/mi (38 nM).
BpsyBareTo co npoteuHute He 3asucu OA BKYNHNTE KOHLUEHTpaLUWK Ha NeKoT.
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Bo ejakynator Ha 34pasn fobposonum nocne NpumakeTo cunpeHagpun (100
Mg efHokpaTHa Aos3a) umano nomanky og 0,0002% (npoceyHo 188 ng) on
aAMUHUCTpUpaHaTa fo3sa nocne 90 MUHYTHK,

Mema6onuzam

CunpeHadunor ce meTabonuaupa MPETeXHO co nomow Ha XxenartanHure
MWKDPO3OManHu usoeHsumu CYP3A4 (rmaeeH naTt) u co CYP2C9 (cnopegeH
nar). [naeHuoT mMeTabonutr Bo Unpkynauuwjata e pesyntat Ha N-
AemMeTunauyuvjata Ha cungeHadunor. OBoj meTtabomutr uma CeneKkTuBeH
npoun Ko tbocoavectepasata cnmuen Ha cungaexadunor, a Mmokra in vitro
Bp3 PDES5 e okony 50% 04 cungenadpunot. Mnasma KOHLEHTpaUunTe Ha 0Boj
Metabonur ce okony 40% op KOHLUEeHTpauujata Ha cungeHacpunor. N-
AesmeTun metabonutor MOHaTamy ce meTtabonupa co KpaeH T1/2 on okony 4

Enumurnayuja

BkynH
asa Ha T1/2 oA 3-5 yaca. U nocne opanHa v nocne i.v. aAMuHuUCcTpauwja,

PapmakokuHeTuka Kaj noce6Hu rpynu NaUUeHTun:

locmapu nuya

Moctapute 3apasu Aobposonuu (65 FOAVHN 1 roBeke) uUMaaT Hamanew
KNUpeHc Ha cunpewacdbun, o pesyntupa co okony 90% NoBUCOKa
KOHLUeHTpauuja Ha cunoeHachmnoTr u  HerosuoT aktTueeH N-geameTun
meTabonut Bo nnasmara, CMOPEAeHO co KoHUeHTpauuuTe Kaj nomnagute

nnasmartckure npotenHute Bo 3aBUCHOCT oA BO3pacrTa, COO4BETHOTO
3ronemyBawe Ha KOHUEeHTpauuuTe Ha CJ"I060,£[HHOT cwn,quacbmn BO nnasma e
40%.

PeHarnHa UHcyhuyueHyuja
Kaj nobposonuu co 6naro AC cpedHo peHanHo owTeTyBake (knupeHc Ha
KpeatuHue = 30-80 ml/min) bapmakokuHeTUKaTa He Guna NpomeHeTa nocne

BpeaHoctn 3a AUC u Cmax Ha N-pesmetun merabonutor Oune 3sronemeHn Ha
126%, oaHOCHO 73%, BO cnopegba co AobpoBonuM Ha ucra BO3pacT bes
PEHanHn owTeTyBatsa. Mefytoa, ako ce 3eme npeasua ronemarta

Kp€aTuhuH < 30  ml/min), KIIMPEHCOT Ha cunpeHacun 6u
Pe3ynTupajknm co npoceyHo 3ronemyBsawe Ha BpeaHocTuTe 3a AU
100%, opHocHo 88% Bo cnopenba co Ao6poBonuM Ha ucTa
PeHanHu owTeTyBama. MNMoHaTamy, BpesHocTUTE Ha AUC nu &
AesmeTtun metabonuToT Bune 3Ha4ajHo 3ronemeHnu 3a 200% OLHOCHR

Xenamarna UHcyghuweHyuja _
Kaj noboposonuu co 6nara AC yMepeHa xenartanHa umposa (Child-Pugh A n B)
KIMpEHCoT Ha cunaeHacdun 6un HamaneH, PE3ynTupajku co sronemysare Ha
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5.3

6.0

6.1

6.2

6.3

6.4

6.5

6.6

AUC (84%) u Cmax (47%) cnopepeHro co AoBpoBonuM Ha ucra BO3pact be3
XenatanHo owTeTyBare. PapmakoknHeTukaTa Ha cunaeHacdun kaj naumenTy

MNpeTknunnukuTe noAaToun He ykaxyBaaT Ha nocebeH pusuk 3z nyreto Bps
OCHOBa Ha KOHBEHLMOHaNHUTe ncnuTyBawa Ha apmakonowikaTa GesbeaHocr,
TOKCUYHOCTa  npu MOBTOpyBaHM fo3u, FeHOTOKCUYHOCTA, KaHueporeHuor
noTeHuujan (KaHueporeHOCTa) M TOKCUYHOCTa 33 penpoaykuunjaTta un pasBojor,

PAPMALIEBTCKMU NnogATouu
JINCTA HA EKCUUMUEHCHK

DINAMICO 25 mq. 50 mg 1 100 mg
Kanuym nonakpunuH

Bopga, npouncrena

Marnesnym CTeapar

Cunuumnym Anokeug, konougeH, 6esBogeH
AcnapTtam

KapmenoaaHanwyM, BMpexeHa

Bkyc Ha nenpemuHT

JlakTo3a xugpar

MoBugoH K-30

WHKOMNATUBUNHOCT

He e npumennuso.

POK HA TPAEH-E
2 roauHu
HAYUH HA YYBAHK-E

Ha ce vyBa Bo opuruHanto nakyBake, 3alTUTeH og ceeTnuHE

IlekoT ce yyBa Ha MecTa HeZocTanHu 3a pgeya.

MPUPOMA U COAPXWUHA HA NMAKYBAHSETO

2 (1x2) Tabnety 3a ysakame Bo (PVC/PCTFE/IAI) 6nucrep
4 (1x4) TabneTn 3a WBakake Bo (PVC/PCTFE//AI) 6nucrep

MOCEBHU MEPKU HA MPETNA3NMUBOCT MNPU OTCTPAHYBAHE
Hema noce6Hu Gaparse.
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7. Hocuten Ha 0A06peHneTo 3a cTaBame Ha NnekoT Bo npomeT

IMIMBA JOOEN Ckonje

yn.Hukona MapanyHos 66 1000 Ckonje

P.Makepnonuja

8. BPOJ HA O1OBPEHUE 3A CTABAHSE HA NEKOT BO MPOMET

9. DATYM HA NPBOTO OOOBPE

HUE 3A CTABAHSE HA NIEKOT BO NMPOMET U

AATYM HA NOCNEOHOTO OBHOBEHO O1OBPEHUE

10.0ATYM HA MOCNEQHATA PE
Aekemepu 2018 roguHa

BU3UJA HA TEKCTOT
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