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36UPEH ]43BE1UTAJ 3A OCOEVIHWTE
HA NEKOT

3AlllTl4TE HO 14 M E HA M EEl'l q14 l-l c K],l oT n PO n3 BOE

LERCANIL@10

KBANNTAT]4BEH 14 KBAHTUT ATUBEH COCTAB

Cexoja Snnu o6noxeHa raonera coflpxr4 10 mg nepKaHvilunn+-xl4Apoxnopr4A turc)

o4roBapa Ha 9.4 mg nePKaHVAVnvH.

3a rOUnneTHaTa nu6Ta Ha eKgqnnileHcvt Bt At1,qen 6.1 {

oAPMALIEBTCKA OOPMA

Omnu-o6noxeHa ra6nera
Xonru, oKpyrnn, 6nroHseKcHt4 Sranrrn ra6nel4, co noAeneHa qpra oA eAHa crpaHa'

+ KflnHHL{K]4 0CO6EHOCT14

4.1 TEPA1EBTCK4 4HA|4KAIJnU

flepraH nnnnnH-xr44poxnop uA e nH1ttqhpaH 3a repanuia Ha 6nara ,qo yMepeHa

eceH Llt4jan na xm nepreHsuja.

4.2 EOst4PAtbE n HAqnH HA YryOTPE5A

' ; I-lpenopaL{aHa nepopanHa Ao3a e 10 mg eAHau rqHeaHo HajManKy 15 urraHyril nperq

o6por..,flosara Moxe Ra ce 3roneMm go 20 mg Bo 3aBucHocr oA vHnttBuAyanHhor

oAroBop Ha naqheHTor.

TrarprapaFbero Ha Ao3ara Mopa Aa 6r,rAe nocreneHo, 3aroa uro Moxe Aa 6unip

norpe6Ho Aa noMilHar 2 nepenn go nojaBa Ha MaKchManHnor aHTilxhnepreH3ilBeH

e$em.

Hexou nnqa, HeaAeKBarHo KOHTpOnVpaHV co caMo erqeH aHTilXmnepreH3nBeH fleK,

Moxar Aa hMaar KopLrcr o,q AogaBahbe Ha nepKaHnntAntAH Ha repanuiata co 6era-

agpeHopeqenropHLr'6noraropn (raxo ruro e areHonon), rqnypervqt (xaxo ruro e

xr4gpoxloprna3rlA) vnn AqE wnxtttlvtropr4 (raxo uro ce Kanronphn unn

eHananPnn).

Eragejrr,r Ao3Ho-3aBncHara KpnBa ro AocrnrHyBa nnaJ,o-r@,'9Q,,flo., noM?ry 20 t'tr' u

30 Mr, e$r,rxacHocra Ha fleKor Hajeepojargo' HeMa Aa Se .3roneMyBa 
co

3roneMyBabero Ha .qo3ara, Ho MOXe.Aa ce 3roneMa.I, n 
_ecara1,.1lTe,ecpeKTh.
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4.3

rl1::;:::#:#1p.0, Aa ce o6parn npn 3anoqHyBaFbero Ha repanr,rjara xaj

nocrapnre naqmeHTkl, U aKo.QapnaaKoKHHercKnre noAaroqt v wtvtHl4qKoro t4cKycrBo

He yKaxyr""ri" norpe6a oA npnnaroAyBahbe Ha AHeBHara go3a'

Aeqa 
eMa KnilHilqKo r4cKycreo xaj naq,eHTn noMnanr4 oA 18

Co orneg Ha roa AeKa H(
roAmHn, ynorpe6ara raj Aeua He ce npenopaqyBa'

Peuanua u xenamanHa duc$Ynxquia
noce6Ho BHmMaHne rpe6a n; ce-o6pat, Kora ce 3anoqHyBa co repanilJa KaJ

naqueHrn co 6nara Ao yMepeHa peHanH a vnv xenaranHa gracgyt*lril 
..1T:::'"

naqileHr, 4o6po ro noAHecyBaar neKor npnMeHer cnopeA npenopaqaHhor pexrM

Ha AO3NpaFbe, norpe6HO e .qo3ara nperna3nnBo Aa ce 3roneMyBa AO 20 Mr '

AHeBHo. AHrmxnnepreH3nBHmor e$err Moxe Aa 6nile 3roneMeH raj naqheHrh co

oureryBaFbe Ha qpHnor 4po6 nopaAil rrro e norpe6HO aReKBarHo npnnaroAyBaFbe

Ha Ao3ara.

I lepraH vpvlnnH-xn,qpoxnopl4,q He c? npenopaqyBa Kai naqneHrn co reuKh

xenaranHn oureryBaFba, HLtTy naK KaJ naqileHTh co re[uKl4 peHanHn ouJTeryBaFba

(GFR < 30 ml/min)

KOHTPAUHAUKAUnU

-l-lpeOCeTnilBocT Ha aKTilBHa CynCTaHqa nepKaHmnnnhH' Ha 6r'rnO rOj

AilXrlAponilphg t H vtnn Ha HeKoil oA noMotuHrTe MaTeptAtA Ha oaoj neK '

-Sperr,reHocr H nepnoA Ha rqoeFbe (engra 4'6)'

-XeHm cO penpOAyKTt4BeH noTeHqmjan, ocBeH Bo CnyL{aj Ha KOpl4cTeH'e Ha

eSu xacHa KoHrPaLlen qh1a.
-oncrpyrqra jaHah3ne3Hi loTnaTHaneBaTaKoMopa.
-HerpeihpaHa KoHrecrilBHa cpLleBa raHcy$,q,eHr-1nja'
-Hecra6nnHa aHrnHa neKropt4c '
-Teufio peHanHo vnv xenaTanHo OtUTeTyBaFbe.
-Bo reroT Ha npBilOT MeceL{ no npenexaH raHQaplr Ha MilOKapAOT"

-[4crospeMeHa nPHMeHa co:
-jarua nnwt6uropl4 Ha CYP3A4 (eurgr'r 4'5)'
-t{t4KnocnopmHa (eragra 4'5)'
-coK og rPejnSPYr (anRu 4'5)'

NOCEilHH MEPKU HA NPETNASNUBOCT U NPEAYNPEEYBAIbE

loce6no BHnMaHile rpe6a Aa ce o6parn Kora nepKaH vl$nnv[-xt4ApoxnopilA ce

ynorpeoyea Kaj naqheHril co'sick-sinus cr4HApovr (goxonKy He e npnMeHer nejc-

rrnejrep in situ), 14aro KoHrponhpaHilre xeMoAt4HaMcKt4 cryA, He yKaxane Ha

nopeMeTyBahbe Ha BeHrptlKynapHaTa $yHxqilja' HeonxoAeH e noce6eH HaA3op

xaj naqileHrrl co g'rc$yr*,lrir Ha neBara KoMopa. l-locrom noAaroK AeKa HeKou oA

At4xilAponnpHAl4Hnre co KparKo gejcreo MoXaT A!;,, Moxar A? AonpnHecaT Bo

3roneMyBaFbero Ha KapAuoBacKynapHuor p"llf-Itl',. 
11qf:t' 

co l4cxeMilqHa

cpqeBa 6onecr.[4axo nepKaHuAilnuH-xl4Apoxnoplf^,?*rto. Agnrorpajno 4ejcrao'

n o r p e 6 n o e A a c e o 6 p a T n B H h M a H V e x a j o e n e n a q f i e H T n .

4.4



4.5

ftoegnH v Avlxt Aponhpn At HtA MoxaT perKo ga RoBeAar .qo npexapgrajanHa 6onxa

unv aHrnHa nerropr,rc. MHory perKo, naqmeHTn co aelte nocroeqKa aHrhHa

neKropr4c Moxar Aa 14MaaT 3roneMeHa $peKBeHqyja,  nporqof lXeHo TpaeH'e

vlnvl uHTeH3 nBtpaFbe Ha HanaAor. Bo rtsonvpaHh cnyLtaeBm, Moxe Ra Aoj.qe n

AO aKyTeH r,trsapKr Ha MnoKapAor (ar/lgra 4'B)'

nom
anoqHyBa co repanmja raj

.  t t - - - -

naqneHrn co 6nara vnt' yMepeHa peHan Ha nnv xenaranHa gracsyHrq'ja. [4aro

oB|ne naqileHrn go6po io noAHecyBaar neKOT BO npenopaLraHhor pexuM Ha

Ao3ilpaH,e, norpe6Ho e nanperna3nnBo 3roneMyBaFbe Ha Ao3ara Ao 20 Mr.

AHSBH9.AHrnxnnepreH3ilBH14or e$exr Moxe Aa 6u1e 3roneMeH Kaj

naLlileHTil co orureryBaFbe Ha qpHr4or Apoo,na nopaAh roa, raj oaue naq,eHrn

norpeoHo e aAeKBarHo npilnaroAyBaFbe Ha AO3aTa.

.  r  ' , .  FhAvF,^Frrr  r . ,  L ia na nnannnrLlvFl i  lT l4 CO Tel lJKl / l
JlepraH u14nv1-xl4gpoxflopil,q He ce npenopaqyBa KaJ naLlueF

*"narrn'Hil oureryBahba,Hurry xaj naqneHTu co reuKr peHafiHV oujTeryBaH'a

(GFR < 30 ml/min) (nr,rPn 4.2)
Anxoxon rpe6a Aa'ce raa6erHyBa,co orneA Ha roa AeKa Moxe Aa rn noreHqhpa

Ba3OAnnaTaqnOHilTe e$exrN Ha aHTnXnnepTeH3hBHl4Te neKoBkl '

14 ngyrrop nre Ha CYP3A4, KaKO ruro ce aHrt4 KoH Byn3il Bhre(na n p. seH ilrol4 H,

xap6aua3ennH) ta pra$aMnrqilH Moxar Aa npeAh3BnKaar'HaManyBaFbe Ha HNBoro

Ha nepKaHhgr4nuH Bo nna3Mara,a co roa n e$i lKacHocra Ha nepKaHn4nnrHor

Moxe Aa 6ra,qe noMana oA oqeKyBaHaTa (aragra 4.5).

Egna $ranvr ra6nera cogpxra 3b Mr naKro3a h 3aroa He cMee Aa ce npnMeHyaa xaj

naLl i leHru co Lapp Ae+;queHumja Ha naKro3a,ranaKroseruraja vnn cuHApoM Ha

Manancopnqmja Ha rnyKosa/ranaKTo3a.

T4HTEPAKU]4H

JlepxaH u41nn1 ce Mera6onrenpa npeKy eH3mMcKt4or ct4creM CYP3A4, na 3aroa

r4croBpeMeHara npmMeHa Ha uuxu6uropr4 v r'rHAyKToptl Ha CYP3A4 uoxe ga

ennjae Ha MeTa6onnsrvloT ,4 Ha eflnMwuaryiaTa Ha nepKaHhAhrUJHOT'

Tpe6a .qa ce ma6ernyBa ucroBpeMeHa npi lMeHa Ha nepKaHhAhnhH-xt4EpoxnopnA

co vtuxvt6wropr4 Ha cyp3A4 (Ha np" KeroKoHa3on, ilTpaKoHa3on, phroHaBnp,

epnrpoMt4Lll4H, rponeaHpoMLlqraH) (ailgu 4'3)'

l4HrepaKqiloHara ctyguja co cnnHuor cyp3A4 wnxu6trrop, KeroKoHa3onor,

noKaxana 3HaL{ajno 3roneMyBabe Ha HilBoro Ha nepKaHAilnnH Bo nna3vrara (15

nar i l  noroneMn BpeAHocr r4  Ha Auc u  8  narn  noroneMa MaKc i lManHa

KgHqeHrpaqraja Bo KpBT? cr., 3a eyToMepoT s-nepraHra4ranraH).

['xnocnop4Hor n nepKaHugilnilHor He rpe6a Aa ce npuMeHyBaar 3aeAHo (aHAn

+.g).3ronenayBaFbero Ha HilBoro Ha nepKaHnAnnilH v t lhKnocnopmH Bo na3Mara

ce jaayaa npu r,rcroBpeMeHa npuMeHa Ha oBhe neKoBt4. CrynNjara Ha MnaAh 3ApaBu

4O6pOeonqm noKaxana AeKa HnBoTo Ha nepKaHVAnnvH BO nna3MaTa He ce

MeHyBano npn npilMeHa Ha qhKnocnopHH Tpt4 qaca 
.i9.' '!: -..T?::^ 

Ha

nepKaH nnvlnl4H, AOAeKa noBpLuHHara noA KpLlBara t1 
l"-:o,t 

ao ' nna3Mara Bo

Synxrlraja Ha BpeMero (AUc) Ha qnKnocnopilHor ce a19n9Yi|,: ea 2'7 ,%:-Y?llot'
14cToBpeMeHaTanpnMeHaHanepKaHV|truni lH-Xl4Apo.- l ' : t i l^. ,-_11.*l : :Tl, '
npeAil3BHKana 3 narn noroneMo HI4BO Ha nepKaHhAhnhH BO nna3Mara;v nopacr Ha

BpefqHocTytTe sa AUC Ha LlnKnocnophHoT OA 21o/o. ",, ' ' , '  ' ' l



Ilepxax v1tAnnrt He rpe6a Aa ce 3eMa co coK og rpejn$pyr (augu 4'3)'

Kao u Apyrm rquxurqponilpilA t Ht , nepKaH v1annHor e ocernnB Ha uuxu6nquia na

uera6onn3Mor npe4il3BmKaHa oA coKor oA rpejn$pyr, co nocneAoBareneH nopacr

Ha cilcreMcKara'6raopacnonoxilBocr 14 3roneMyBaFbe Ha xt4noreH3llBHraor eSeKT.

Kora mcToBpeMeHo ce npnMeHyBan, Bo Ao3a oA 20 Mr' nepopanHo co

Mnga3onauor xaj nocrapn go6poeonLlil, ancop6qujara Ha nepKaHmflnnnHor ce

sroneMurra {sa oKony 
t 
4oo/o1 ,a 6pan Hara Ha ancop6 tryiarc ce HaMaflnna

(nocrmrHyBaH,e Ha MaKcuManHa KoHqeHrpaqraja (tr., ognoxeH oA 1,75 Ha 3

.raca). KoHqeHrpaqhnre Ha MuAa3onaMor Bo KpBra He ce MeHyBane. [-loce6Ho

BHnMaHne rpe6 a Aa ce o6paru Kora nepKaHurqhnilH-xrrqpoxnopklA t4croBpeMeHo

ce npnMeHyBa co Rpyrh cyncrparu Ha eH3n Mor CYP3A4, KaKo turo e

repSeH aAnH, acreMh3on,aHThapnrMnqr oA llt xnaca, KaKo uro ce arvrjoAapoH 14

xr4H14Rl4H.

[4croepeMeHa npilMeHa Ha nepKaH v$un t4H-xhApoxnophA co t4HAyKropilre Ha

eH3rMor CYP3A4, KaKo uJTo ce aHTt lKoHByn3nBrTe (Ha np.  SeHhTol4H,
rap6auaaennH) u pra$anrn4qilH, Mopa npeTna3nnBo Aa ce cnpoBeAe nopa.qn

MoxHoro HaManyBaFbe Ha aHTtxvtnepreH3nBHhor eQexr, v e norpe6na qecra

npoBepKa Ha KpBHt4OT npnTilcoK.
Kora nepKaH v$Vnt H-xr4ApoxnopilAoT e ncroBpeMeHo npilMeHyBaH co Meronponon'

6 e r a  6 n o K a r o p ,  K o j  r n a B H o  c e  e n i l M r H  v p a  n p e K y  q p H i l o T  A p o 6 ,

6raopacnonoxLtBocra Ha Meronpononor He ce MeHyB ana,  ,qoAeKa

6raopacnonoxilBocra Ha nepKaHVAtAn4Hor ce HaMannna ga 50%. oeoj eSexr Moxe

Aa 6r , r , ,qe pe3ynTaT Ha HaManeHuoT npoToK Ha KpBTa Hi l3 qpHi lor  Apoo

npeAh3BLtKaHa oA 6era-6noxaTopnTe, na Moxe Aa ce nojaan u npn nphMeHa Ha

Apyru neKoBr4 oA oBaa rpyna. l-lopagra roa, nepKaHV$vlnnHor Moxe 6es6egHo Aa

ce npilMeHyBa 3ae4Ho co OnoraropilTe Ha 6era-aApeHeprnqKhre peqenroptl' Ho

Moxe na 
'6vt1e 

HeonxogHo npnnarogyBaFbe Ha Ao3ara . lAHTepaKqnoHara

crygraja co $nyoxcerilH (mnxn6nrop Ha CYP2DO v1 CYP3A4), cnpoBeAeHa Ha

AoOpotonllil nocrapr,r oR 65 t 7 roAr,rHr,r (cpeAHa BpeAHogt t SD), noKaxana AeKa

r" 
'nocrojar 

KnrHhuKt4 peneBaHTHr4 npoMeHh Bo SapuaxoKilHerrKara Ha

nepKaHilAilnrHor.

[4croapeMeHa npnMeHa Ha 800 ur. qnMeril EIAH AHeBHo,He npeAil3BklKana 3HaL{ainw

npoMeHn Bo HLTBOTO Ha nepKaHi lA t4nnH BO nna3Mara ,  HO HeOnxoAHa e

nperna3nnBocr npu npuMeHa Ha noroneMu rqo3n, co ornen Ha roa luro

6uopacnonoxnBocra il xhnoreH3ilBHt4or e$eKr Ha nepKaHl/'Annv{or Moxe rqa ce

3roneMaT.
lzlcroapeMeHa nprMeHa Ha 20 mg. nepKaHnAVnnH Kaj naLl i leHrh Ha xpoHl4qHa

repanraja co (6era-nnernnAilroKct4H He noKaxana $apuaxoKnHercKt4 l4HTepaKqnn.

faj snp a1n go6poeonqn rpernpaHil co At4roKct4H, nocne 20 Mr nepKaHilAunilH

AaAeH Ha npa3eH CTOMaK, yrBpAeHo e npoceqHo 3rofleMyBaH,e Ha c*r*.

AUTOKCT4HOT 3a 33o/o, HO Bpe4Hocrnre Ha AUC tA peHanHhor KnilpeHC He

noKaxane sHavajHn npoMeHil.  f laqneHTure Kaj KoH 14croBpetato,., , ,9"

npi lMeHyBan AnroKcr4H Mopa Aa 6ta1ar noA BHHMareneH KnHHhLlKl4 MoHt4TophHr

n o p a A H M o X H a r a n o j a B a H a 3 H a L l i l H a T o K c t 4 L | H o c T H a N ^ r o K c t 4 H o T .
f-lpra noeetteKparHa npnMeHa Ha nepKaHVAVnvH xl4gpoxnophA Bo Ao31 2.?120
Mr.co cr4MBacrarhH 20 rur, BpeAHocilTe Ha AUC Ha nepKaHn[nnv* He onne

crruusuKaHTHo npoMeHerh, AoAeKa BpeAHocrilTe Ha cHMqacrarrH 6t4jte '

3roneMeHh 3a 56%, a Ha HeroBuor aKTnBeH n,tera6o nvr (6era-xl4ApoKct4

Khceni lHa 3a 2go/o Manxy e aepojarHo AeKa oBhe npoMeHn ce KnnHht{Kl4

3HaLfajHrrr.He ce oqeKyBaar ilHTepaKqhH KOra nepKaHV+nnu{or ce npnMeHyBa

I
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4,6

4.7

Hayrpo, a cilMBacrarmHor HaBeqep, KaKo uro e npenopaL{aHa ynorpebara Ha

oaoj neK.
Kaj agpaan go6poBonUu,20 Mr"nepKaHnAmnilH Ra,qeH Ha

SapruaroKilHeruKara Ha aap$apuHor.
rnaAHo He ja npoMeHilt l

IIepxaH v1t nnH-xr4gpoxnopngor 6es6e4Ho e npnMeHyBaH co ,qilyperuqu tA

ACEraurur6nropvt.
Anroxon rpe6a Aa ce ras6ernyBa, co orneA AeKa Moxe Aa rv noreHLlnpa

Ba3ogmnaropHyrre eSeKTn Ha aHTnxnnepreH3uBHnre fleKoBvl (anpw 4.4).

1PEMEHOCT n AOHbE

logaroqilre 3a nepKaHVAunt4H He noKaxyBaar reparoreHn e$exila raj craopqr4

ra aajaqra, a He ce perhcrpilpaHr npoMeHil HHry Bo penpoAyKrnBHara cnoco6Hocr

Kaj xhBorHl4Te.cenar, co orneA Ha roa ReKa HeMa KnilHht{K]4 l4CKyCTBa co

nphMeHa Ha nepKaHn1nnvlH Bo reKor Ha OpeueHocra n Bo nepuoAor Ha ,qoeFbe'
a ranrajlir,r Bo npeABHrq geKa co rqpyn4Te AnxnrqponilpnfluHcKl4 coeAnHeHuja e

perncrpnpaH TeparofeH e$err raj xilBorHt4re, nepKaHVAt nvH xilApoxnophA He

rpe6a ,qa ce npnMeHyBa Bo reKor Ha 6perr,reHocra vnn Kaj xeHn co
penporqyKTnBeH noreHllnjan, ocBeH Bo cnyqan Ha Kopt4crebe Ha eSerruena
KoHrpaqenqraja. Co orneg Ha roneMara nnnoSunHocr Ha nepKaHuAunhHor'
Moxe Aa ce oqeKyBa Aacrpv6yqnja eo nrajvuHoro MneKo. flopagra roa, neKor He

rpe6a Aa ce nphMeHyaa raj AotanKn."

EOEI{TN HANEKOT BP3 YNPABYBAIbE CO MOTOPHO BO3NNO NNN
MAWNHA

KnnHnqKhre hcKycrBa co nepKaH uilnnvut noKaxyBaar AeKa ManKy e aepojarHo
HaManyBabero Ha cnoco6Hocra Ha naqmeHTor 3a Bo3ebe vnu paKyBaFbe co

Ma[uLtHLr. Cenax, HeonxoAHa e nperna3fl]4Bocr 3aroa uro Moxe Aa ce nojanu

BpTornaBhqa, acreHr,rja, yMop h peTKo coMHoneHqnja.

HECAKAHH AEJCTBA,

Kaj oxony 1,Bok oR rperilpaHmre naLlileHl4 ce perncrpvlpa{n HecaKaHu gejcrea.

HaaegeHara ra6ena ja noxaxyBa taHqngeHqara Ha HecaKaHhre 4ejcraa Ha neKor,
-Kaj  Koh Kay3anHara noBp3aHocra co nprMeHara Ha neKor e oqeHera
najruana MoxH ?, ? ce rpynhpaHn cnopeg rnacrasraraqrajara Ha WHO-ART Body

System n paHrnpaHta cnpeMa QperaeHrlrajara Ha jaeyearue (nouanry L{ecro,

peruo).

Kaxo uJTo e nprKaxaHo ao ra6enara, Hajuecril HecaKanra gejcrBa perhcrpnpaHr Bo
KoHTponilpaHhTe KntaHilqKn cTy1t vl ce: rnaeo6onKa,
BpTornaBnqa,nepusepeH eAeM, raxvxapgraja, nannnraqnja, qpBeHuno Ha
nnL{eTo, 3 oA KOn Ce perncTpupaHrrr xaj noManKy oA 1% oa naqneHTnTe.

llopenlteryBaH'a Ha Koxara .A
aAHeKCh Ha pKara.

Perro (> 1/1 0 000
<1/1000)

Ocnn

ilopeueryBaFba Ha Perxo (> 1 /10 000 Muanirwia
cKVn HO-KOCKeH hOT Cl4CTeM. <1/1000

f'lopeueryBaFba Ha
qeHTpanHnor h
nepnSepH!4or HepBeH
CHCTEM

[ loapeueHo
(, t tt 00A < 1/1 00)

Perro (, tna 000

,..

[naso6'snRi,
Bprornadrrlt

[lcnxmjarpmjcrn



nopeMeryBaFba < 1/1 000) Conanonenqnja
f'lopeueryBaHra Ha
racTpo 14 HTeCTil Han H hor
cmcTeM

Perro (> 1/10 000
< 1/1000)

M a.{ Fr 14 r-r a,An cnencnj a
4 r,rj a pej a, a64o vt 14 H an H n

6onrh, noepatiahbe.

O n utvr, Kapgmo BacKyn a p H Ll
nopeMeTyBaFba.

l-loepeueHo
(, t tt 000 < 1/1 00)

l-lepu$epeH e,qeM

Mno-eHAo nepil xapgmja nuu ti
Ban BynapH h nopeMeryBa hba.

Perxo (>
<

1/1 0000
1/1 000)

AHrunaneKTop14c

ilopeueryBaH'e
SpereeHqmja

Ha cpLleBara iloepeHlteHo TaxNrapgnja
(> 1/1000 < 1/100) nannwaWru

nOpeMeTyBaHra
[loepeueHo
(> 1/1 000 < 1/1 00)

[peenuno Ha nuqero

ilopeueryBaFba Ha
ypmHapHLlOr CLlCreM

Feruo (> 1/1 0000
1/1000)

l-lonraypnja

rxo lt 1/10000 Acrenmia u YMoP
renoro Bo qenilHa < 1/1000)

On nocrMapKerhHruKure hcKycrBa, KaKo cnoHTaHn HecaKaHil gejcraa MHory
perKo ce nprajaayBaHh (.1t10000): ru*rnBanHa xnneprpoSr,rja, peBepsw6wneu
nopacT Ha BpeAHocTa Ha xenaTaf lHnTe TpaHcaMnHa3n Bo cepyMoT,
xilnoreHsraja, 3aqecreHo MoKpeHre n 6onKn Bo rparqilTe.

floegmH v Atxu1ponnpn AaHV Moxar perKo ,qa rqoBegar Ao npeKapguianHa 6onra
vnt a1rvHa neKTopr' tc. MHory perKo, Kaj naqmeHTil co eeKe nocroeqKa aHrvHa
neKropt4c Moxar Aa ce jaaar 3roneMeHa SpexeeHqrja, npoAonxeHo rpaebe vnn
i lHreH3 nBtpahbe Ha HanaAilTe. Bo n3ofl  vpaHn cnyqaeBn Moxe Aa ,qoj,qe N

iqo aKyreH nH$apKr Ha MnoKaPAor.
IlepraHn1unn+or HeMa HecaKaHra gejcrea Ha HhBoro ua uekepnre u nnnv$t4re Bo

cepyMor.

nPEAO314PAHTE

OA nocrMapKerhHruKoro LlcKycrBo, nprajaBeHn ce ABa cnyqaeBn Ha

npego3npaHre (co 150 Mr m co 280 Mr nepKaHVAnnnH, nHrecrnpaHh npra o6ng
Ha cyrqr4g).Kal nperaor naqi leHT ce pa3Bilna nocnaHocr t  e rpernpaH co

neBaxa Ha xeny4Hmror. Kaj BTopt4or naqileHT ce pa3Bnn KapAiloreH uJoK, co
TeuJKa ncxeMrja Ha MhoKapAor rrr 6naro peHanHo otureryBalbe, il e rperHpaH
co roneMu Eosv Ha KarexonaMhHr4, QypoceMilA, nurutranmc u napeHTepanHkl
nna3Ma eKcnaHfqepil

,[eara cnyuaja 3aBput4ne 6es nocneAnqu,
Kaxo Kaj Apyrr4re Anxil,qponilpil,qvHtA, nperqo3npaH,ero Moxe Aa npeAh3-B.ll.K?,
npeKyMepHa neprasepHa Ba3ogmnararlmja co 3HaLtajHa xilnoreHsnia il pe$neKcHa
raxnKap Auja.Bo cnyvaj Ha rerxKa xhnoreHsa, 6pagrKapAnia v ry6raror,Ha ceecra,
KaprqhoBacKynapHara nogpuKa Moxe Aa 6nqe oA Kopt4cr, co t4HrpaBeHcKa
nprMeHa Ha arponilH raj Opagraxapguia. . 

':"

Bo norneA Ha nponoHrnpaHo SapnnaxonouKo gejcrno Ha nepKaHh,qrnhHor,
HeonxoAeH e MoHr4ropr4Hr Ha KapgkroBacKynapHnor craryca o4 Hajuranxy, 24 uaca
raj naqr,reHTmTe Koh ce nperqo3npaHn. He nocrojar rtr$opMaqiln 3a 3HaqeFbero H_a
gtalanusara. Co ornen .qeKa neKor e hcKflyr{r4renHo nrano$raneH, HajeepojarHo

4.9



nna3MarcKnre HHBOa He ce !4HAhKarop

Avianwara Moxe Aa 6nge Hee$mracHa.

5.0 OAPMAKONOUJK]4 OCOBEHOCTH

5,1 OAPMAKOEUIIAMCKW CBOJCTBA

. OapMarorepqneercra rpyna:

Ha TpaeFbeTo Ha nepnoAoT Ha pvsvtK tA

cenexrmBeH 6norarop Ha KanqnyMoBure KaHaJrn co nperexHo BacKynapHo
gejcreo.

ATCKoA:C08CA13

flepxan v14n1nrior e KanqhyMoB aHTaroHilcr oA rpynara Ha nnx] qponnpngnHn xoj

ro nnxw66pa rpaHcMenabpancKilor nn$nyrc Ha KanqhyMor Bo cpqeBnre w

Ma3Hure MycKynHH KnerKu. MexaHm3Mor Ha HeroBoro aHTnxunepreH3uBHo
gejcrao ce 6asmpa Ha AhpeKrHt4or penaKcaropeH eSerr Ha Ma3H!4re MycKynn Ha

KpBHhre cagoBr4, LUro ro cHt4xyBa BKynHmor nepra$epeH ornop. Seg orneE Ha

KparKara SapMaKoKilHernKa, oAHocHo KparKtlor nonyxi lBor Ha

ennMuHaqmja, nepKaHr,qilnnHor ocrBapyBa npoAonxeHa a[TnxvnepreH3nBHa
aKTllBHocr, noparqm roa luro LrMa BhcoK ueu6paHcKr4 naprnLlnoHeH xoe$nqveHT v

HeMa HerarhBHo r4HorponHo Aejcrao OnarogapeHile Ha BncoKara BacKynapHa

ceneKrilBHocr. Co orneA AeKa Ba3oAnnara$njara rHAyqilpaHa ofl nepKaHtAAtAnuH'

xr4gpoxnopmgor nocreneHo ce nocn4rHyBa, aKyrHara xunorensnja co

pe$nexcHa raxmKap,qrja perxo ce jaayaa xaj xnnepreH3rBHilre naqHeHril.
Karo n Kaj Apyril achMerpur{Ht4 1,4-Auxr4gponhpvry/tHt , aHrnxnnepreH3nBHara
aKTLtBHocr Ha nepKaH v$tAnn+or BornaBHo ce ocrBapyBa npeKy (C)enaHrroMepor.

Karo AorqaroK Ha KnilHmr{Khre cry$t tA cnpoBeAeHh co qen norBpna Ha repanilcKure
tAHEtARaqy1a, cnpoBe4eHa e Mafla HeKoHTponilpaHa, paHAoMt43oBaHa cryguja Ha

naq1aeHrh co reruKa xynepreHaraja {cpegna BpeAHocr + SD: giljacroneH nprrhcox 1.4,5

*3,T mmHg), roja noKaxana AeKa KpBHr4or npul4coK ce HopManv3upan wa1 40% oA25

naqneHrn co f lo3a on 20 Mr. egHau AHeBHo 14 raj 56% on 25 naqneHri l  co Ao3a oA

10 Mr .  nepKaHnrqhnnH-xngpoxnopnA ABa narn  Ha geH.Bo geo jHo cnena,

paHAoMN3oBaHa, nnaqe6o KoHrpon upaHa uypvja Kaj naqneHrll co t43onup alHa

cncronHa xunepreHsnja, flepKaHilrqrnrH-xhrqpoxnopmn 6wn e$nraceH Bo

HaManyaHrero Ha cucronHr4or npkrrLrcoK co npoceqHa noqerHa BpeAHocr oA 172,6 +5,6

mmHg Ha 140,2 t9,V mmHg

5.2 OAPMAKOKUHETCKU CBOJCTBA

flepraH vt1tAnuHor KoMnnerHo ce pecop6mpa nocne nepopanHa npHMeHa Ha 10 ur. n

20 nrr. nepKaH n$VnvH-xt4ApoxnopuA, a MaKChManHHTe KOHqeHTpaqun Bo nna3Mara

oA 3,30 ng/mLt2,09 SD vr7,66 ng/ml  t  5,90 SD ce nocr l4rHyBaar 1,5 ooqHocuo 3
qaCa nOCne AO3l4PaHreTO.

, laara eHaHTmoMepil Ha nepKaHugr4nrHor noKaxyBaar cnmqeH npo.Qiln . Ha

nna3MarcKo H14Bo. BpeMero Ao nocr l4rHyBabe Ha MaKchManHa KoHqeHrpaqnja e

r4cro, a MaKcmManHara KoHqeHrparlraja Bo nna3Mara h BpeAHocrnre Ha AUC ce

npoceqHo 3a 1,2 narn noBncoKt4 Kaj (C)-eHaHThoMepor, a nonyBpeMero, Ha ,
en i lMi lHaqnja  Ha oBue ABa eHaHTr4oMepa e Bo cy tur t4Ha Ncro.  ln  v ivo  l4HTep-

KoHBep3wia na eHaHruoMepor He e perncrpilpaHa.

l-lopagu Bt4coKl4or nrera6onu3aM npn npBoHor npeMt,tH Hil3 tlpHl4or A??,9,

anconyTHara 6raopacnofloxr4Bocr Ha flepKaHilAhnHHor nocne nepopanHa npHMeHa



raj naqraeHl4 Bo npncycrBo Ha xpaHa e oKony 10o/o, a peAyqhpaHa e Ha 1/3 xora ce

npmMeHyaa xaj 3gpaBn go6poaonUil Ha rna4Ho"
l-lepopanHara 6uopacnonoxnBocr Ha nepKa{unvil4Hor ce 3rofleMyBa aa 4_11],

Kora nepKaH nAVnnH-Xl4ApoXnophAoT ce npnMeHyBa Bo poK otr 2 qaca nocne

Bl4coKo MaceH obpor" i-lopagra roa, flepKaHil,qnnilH-xr4ApoxnopilA rpe6a Aa ce 3eMa

npeA o6por"
,(racrpm6yqrajara oA nna3Mara Bo rKr4Bara n opraHmre e 6pea n eKcreH3nBHa.

CreneHor Ha Bp3yBaFbe Ha nepKaH nAnnnlor 3a cepyMcKmre nporenH'iotl'_lTY.t^?
ggo/o. co orneA Ha roa AeKa HnBoro Ha nporenHilre Bo nna3Mara e peAyqilpaH KaJ

naqneHaru co reruKa peHanHa N nn xenaranaHa gracQyurqnja, cnooogHara

$parr4aja ua oeo.i fleK Moxe Aa 6mge 3roneMeHa"
Jlepxan vpnnnH-xt4ppoxnopyrqor 6pso ce nl1era6on43hpa npeKy CYP3A4;

HenpoMeHer f leK He e npoHajgeH Bo ypmHara vnv eo Seqecor.  F lperexHo ce

KoHBeprupa Bo HeaKrNBHr4 ueraSo nnrn u oKony 50% oA BHeceHara Ao3a ce

h3naqyBa npeKy ypmHara.
In vitro eKcnepnMeHTure Ha xyMaHn xenaranHn MnKpo3oMt4 noKaxane AeKa

nepKaH nAL nhHor MaHu$ecrnpa n3BeceH creneH Ha tAnxu6wlhja Ha CYP3A4 n

cyp2D6 npn KoHqeHrpaLluv 160,  o,qHocHo 40 narn noBhcoKl4 oA oHue Kou ce

nocrurHyBaar npil MaKcilManHa KoHqenrpaqraja Bo nna3Mara nocne Ao3a oA 20 ur'

l-lorpaj ioa, nHrepaKqiloHLlre crynr4ra raj nyfe noKaxane ReKa nepKaHn4tAnv{or He

ro MeHyBa nna3MarcKoro HI4BOTO Ha MnAa3onaM, TnnhqeH cyncrpar Ha eH3nMOT

Cyp3A 4, uuty naK Ha Meronponon, rilnt4qeH cyncrpar 3a CYP2D6" 3aroa HeMoxe

Aa ce oLreKyBa nepKaH v1vtnv+-xr4ApoxnopnAor npil repanncKh Ao3l4 Aa ia'uuxu6vpa 
6raorpaHc$oprvraqrajara Ha neKoBt4 Koil ce uera6onvst paar eH3hMilre

CYP3A4 ra CYP2D6.
EnunanHaqrajara rnaBHo ce ocrBapyBa npeKy 6NorpaHc$opvt atyia'
ppocevHoro repMilHanHo nonyBpeMe Ha enilMLrH aq:nia r3HecyBa oA 8 ao 10 '{aca,

a repanncKaTa aKTmBHocr rpae 24 \aca nopaAh Bt4coKt4or creneH Ha Bp3yBaFbe Ha

neKor 3a MeM6paHcrmre nn nnAV. He e peri lcrphpaHa nojaBa Ha aKyMynaqnja

nocne noBTOpyBaHa npuMeHa.

OpanHara npmMeHa Ha nepKaHilAnnuH-xl4ApoxnopuAor noKaxyBa AeKa HilBoro Ha

nepKaH nAtAnvH Bo nna3Mara He e +qnpeKTHo nponopqhoHaneH co Ao3npabero
(HenraHeapHa KnHernKa). f locne 1 0,2.0 u 40 Mr, MaKcnManHaraKoHqeHrpaqnja ao

nna3Mara 6una Bo o,qHoc 1:3:8, a noBprui lHara norq KpnBara Ha KoHqeHrpaquja

Ha fleKor Bo eyHxqnja sa BpeMero Bo ogHoc 1:4:18, tuto yKaxyBa Ha nporpechBHo

3acHTyBahbe Ha uera6of l t43Mor  np t ' t  npBnor  npeMi lH.CnopeA Toa

6nopacnonoxuBocTa pacTe Co 3roneMyBaFbeTo Ha AO3aTa'

Kaj nocrap4 naqreHrv vl naqueHril co 6nara Ao yMepeHa peHanHa grac$yHxqnja

t1nv 6naro Ao yMepeHo xenaranHo oulTeryBaFbe, $apuaroKhHerilKara Ha

nepKaHr4iln n Hor noKaxyBa cnnqHocr co SapMaKoKkt HeruKara Ha nepKa{V4wnilHor

Kaj naqi leHrh oA onrurara nonyn aquja. l- laqreHri lre co reuKa peHanHa

nrac$ynxr4raja nnv naqueHrmre na guiann3a noKaxyBaar noroneMn Ht Boa Ha fleKor

i.r bi<o 7O%).Kaj naqneHril Co yMepeHo Ao reuKo xenaranHo oLureryBaFbe,

cucreMcKara 
'6uop"acnonoxmBocr 

Fra nepKaHnANnuHor HajeepojarH,g, oe:-3l,of,eMlB?

co orneg Ha Toa rqeKa neKor Bo roneMa MepKa ce ueraOonvst P,a Bo qpHuor'gpo6'



5.3 1PETKnUHUqKU 1OMTOUW 3A CUTYPHOCTA HA nEKOT

6es6e4oxocxnTesapMaKonouKuaHuManHucry$A|^HenoKal€neeserrueps
aBTOHOMHI4OT HepBeH CUCTeM, qeHTpaflHUOT HepBeH cucreM HltTy Ha

racrpot4HrecrllHanHara Qyuxquja npu aHTuxunepreH3uBH14 Ao3t4'

. PenesaHrHure e$eKru Kou ce npl4MereHu 3a BpeMe xa gonrorpajn\:: y1\!.y)
craopq[uKyqurbaceoAHecyBane,AupeKTHOUnuuHAUpeKrHo'Hano3Harure
eSemra Ha roreMure Ao"r t" *"nq,y"noe're 6noxaropu' nperexHo MaHu$ecrHl4

co nperepaHa Qapuaro4uHaMcKa aKruBHoCr'

Ilepraxugunnlor He e reHoroKcl4i{eH u HeMa AoKasu 3a KapquHoreH pu3l4K'

fleprauu4unnnor HeMa e$err ua $eprunnreror u onuJrara penpoAyKTl4BHa

cnoco6nocr raj craoPqure'

Heua Aorasu sa 6r4no KaKoB reparorex eSerr raj craopr'1n ra oajaqra' rvrefyroa' raj

cTaopLlnTe, nepKaHuAunhHoT BO nofofleMu Ao3h l4HAyqhpan npe- u nocr-

uMnrtaHTaql4oHvr ry6uroqn u ro ycnopyBan $eranHuor paoaoj'

Iepranu4unrH-xl4ApoxnopuAor, Kora ce npuMeHyBa Bo roneMa aosa (12

mgit<gl4neexo; 3a BpeMe xa nopafaj, uHAyqupa 4ucroquja'

H e e u c n n r y B a H a A u c T p t 4 6 y q r a j a r a H a n e p K a H u A u n u H o T t 4 / u n h H e r o B u T e
uera6onuru raj rpaaragnrare xuBorHt4' Hury HuBHara eKcKpequja Bo MneKoro'

Mera6onnrure ne ce noce6xo npof{yBaHh Bo roKcl4KonouKu cryAuu'

6.0 OAPMAUEBTCKT4OCOEEHOCT]4

6.1u Ill'lCTA HA
EKCqUnUEHTU

Jadpo ua Ta6nemama:
flarrosa, MoHoxl4,qpar
qenyno3a, MrlKpoKpl4cTanHa
xarpr,rYu-crPo6rnuKonar
nosuAox K 30
MarHe3nyM-cTeapar.

cDunrq o6euexa:
Xunponaeno3a .,.._"ti:":'t'.,,: .
TanK 'i:, 

- '  ' , '  ,.: I
rl4raH-,qnoKct4A G 171)
MaKporon 6000.
xene3o-oKct4n E 172) ,' "



" 6.2 HHKOMNA TUEUNHOCTU

I

6,3 POKHATPAEIbE

Tpt4 (3) rognHm oA AaryMor Ha npon3BogcrBo.

Aa He ce ynorpe6yea no ilcreKor Ha poKor Ha rpaeFbe.

6.4 HALIUH HA L'IYBAIbE

[a ce qyBa Bo ophrmHanHo naKyBaFbe, Ha MecTa 3auTnTeHm o.q cBernnHa n Bnara.

nEKOTflA CE LIYBA HA MECTA HEflOCTAnHh 3A AEUA!

6.4 NAKYBAIbE

HenpoauAeFt f'lBl-{anyuranrayucxu 6nucrep.
Kaproncxa ryrraja co 2 6nutepa co no 14 $ranrrit ra6nern.

6.5 UHCTPVKI|4U3AWOTPEEAUPAIABAI#
' 

Heua noce6nu 6aparua oa ynorpe6a, paKyBabe h oAnarabe.
ceroj neynorpe6ex npousso4 unh oTnaAeH uarepujan ce yHlluryBa Bo cKnaA co
BaxeqKure nponhcu.

7.0 l4ME H AEPECA HA nPOT3BOAI4TEnOT

Berlin-chemie AG (Menarini Group), Glienicker weg 125, 12489 6epnuu,
l-eprvranraja. Flo nnqenqa na Recordati.

a.0- gpo.t 14 AATyM HA PElllHt4ETo 3A nPoMET; 15-3399/08 od 29.09.2009
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