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1. HME HA JIEKAPCTBEHUWA ITPOAYKT

HIOPOI'E3UK 25 mukporpama/yac, TpaHCAepMAJIEH TLIaCTHP
AIOPOI'E3HUK 50 Mukporpama/gac, TpaHcAepMAaISH TJIACTHD
ATOPOI'E3HK 75 muxporpama/dac, TpaHcaepMaieH ILTacTUP
HHOPOI'E3HK 100 mukporpama/dac, TpaHCAEpMaieH ILIaCTUP

2. KAYECTBEH H KOJMMYECTBEH ChCTAB

Bceeku nnactup JEOPOTE3UK ocoGoxaasa 25 Mukporpama/dac dgentanun (fentanyl)
Bceexu mnactup JHOPOI'E3UK ocsoboxaara 50 mukporpama/yac gedrasun (fentanyl)
Beexn mnactup JYOPOI'E3UK oceoboxmara 75 mukporpama/ydac dbenranun (fentanyl)
Beekn nnactup JHOPOI'E3UK ocroboxaasa 100 mukporpama/uac Gentanun (fentanyi)

[Tnactpute ot 10,5; 21; 31,5 1 42 cm” ca npeJHA3HAYEHH 12 JOCTABAT B CHCTEMHOTO
kpbBOOOpaleHre CLOTBETHO 235, 50, 75 1 100 MuKporpama/Jyac eHTaHWI, KOETO NPEACTABIABA OKOJIO

0,6; 1,2; 1,8 u 2,4 mg AHEBHO.

3a ITbJIHUA CIIMCEK HA MOMOIIHUTE BEHIECTRA, BXK ToUuka 6.1,
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/ OPOFESI/IK 25 10,5 4,2

HHOPOI'E3UK 30 21,0 8,4

JHOPOT'E3UK 735 31,5 12,6

AHOPOTI'E3UK 100 42,0 16,8

3. JEKAPCTBEHA ®OPMA

TpancnepmaiieH N1acTup.

TpancaepManeH nIacTup, OCUIypsaBall HETIPEKLCHATO N0JaBaHe B CUCTEMHOTO KPBEBOOOPBLIEHHE Ha
¢reHTAHWI, MOILICH OMTMOKAEH aHAJINETHK, B MPOABIDKEHUE Ha 72 yaca.
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4. KJHMWHAYHM JAHHA

4.1. TepaneBTHYHY NOKAZAHNS

HIOPOLI'E3HK ce npunara npa:



- NeYeHHUE HA XPOHHUYHA M yITIopHTa DOIKA IIPH paKoBH 3a00NsiBaHUA
- Ne4YeHHE Ha XpOHHYHA M yTiopuTa 00mnKa

4.2. /03ApOBKA H HAYHH HA OPHJI0KEHHE
3a TpaHCASPMAJTHO DPUIIOKEHUE

3a HAQUMH Ha MPHJIOKEeHHE BXK. TO4Ka. 6.6. (CnelHaHA IpeNa3Hu MEPKH [IPH U3XBBLPIsIHE U paboTa)

HeobxoauMocTTa OT NPOABDKUTEIHO JIeYeHHe MNOA/1eKH Ha KIHHUYHA OLIEHKA, W3BBPIIBAHA Ha
perynapHd HHTEPBAJIA OT BpPEME.

JTozara [IFOPOTE3UK tpsabsa na 6bae onpeencHa HHIMBUIYATHO B 3aBUCUMOCT OT CHCTOSHHETO HA
nauueHTa ¥ TpAOBa Ja ce MpeLeHABA Ha OIpeaesieHH HHTepBand ciel npuarade. [Inactupure ¢
pazmepu 10,5; 21; 31,5 1 42 cm’ ca npeaHa3sHAYEHH 1A JOCTABAT NpHOIM3HTENHO 25, 50, 75 U

100 muxporpama/yac eHTaHWI B CACTEMHOTO KPBROOOpAIEeHUE, KOETO NPEICTABIABA PECTIEKTUBHO
okono 0,6; 1,2; 1,8 u 2,4 mg/aeH (Bk. Touka 2 KauecTBEH ¥ KONM4YECTBEH CHCTAB).

Onpedensne na HauarHama 0034

IHooxoosuama navanna ooza Ha JIOPOT'E3UK Tpabea na ce 6azupa Ha onvoMIHAaTa 1032 Ha
nalveHTa, M3Moi3paHa B MoMeHTa. [Ipenoprusa ce [JHOPOI'E3UK na ce mpuara npu nmauyeHTy ¢
HapKOTH4YHa TofiepanTHOCT. Jlpyru dakropy, kouto TpsOBa fa ce B3eMAaT 10/ BHUMAaHHe ca 0010TO
CBCTOAHHE B MOMEHTAa U MEAUIIMHCKHUS CTATYC Ha MAlMEHTA, BIUTIOYHTEIIHO PhCT, BE3PACT, U CTENICH Ha
M3TOLLIEHOCT, KAKTO W CTEeNEeH HA HAPKOTHYHATA TOJIEPaHTHOCT.

Buv3pacmuu

Haprxomuuno monepanmnu nayuenmu

[IpeobpasyBaHETO Ha €KBHBAJNCHTHATA aHAJITETHYHA 1034 [IPH NPpEMHHABAHE HA HAPKOTHYHO
TONIEPAHTHH MALMUEHTH OT EePOPATHH WU MapeHrepanau onuonau kM JHOPOI'E3HK e NIPEJICTABEHO
B Tabn. 1. [Tpenopruntennara goza JJFOPOI'E3HUK, ocHoBaHa Ha AHEBHATA [IepOpaiHa 1032 MOPOUH €
mpeacraBeHa B Tabn. 2. Jlo3ara Moxe NOCIEA0BATEHO fAa ¢€ THTPHPA KbM IIOKa4BaHE UITH
HAMAaIsIBaHe, ako € HeoOxonuMo ¢ 12 unu 25 MUKporpama/dac o NOCTUraHe Ha HaH-HUCKaTa
noaxogaina noza Ha JITOPOI'E3HK B 3aBEHCHMOCT OT OTTOBOpa ¥ HYXKAATa OT aHAJIre3us.

Iayuenmu, neynompebsasanu HAPKOMUYHY AHATZEMUYYU
Knunnunusat onut ¢ JJFOPOT'E3UK e orpasyyen npu NalHeHTH, HEYNOTpeOsIBaNu HAPKOTHUHHU
aganreTyuy. [Ipu obctoaTencTsa, Koraro e npeHeHeHo 3a nogxoasauo sevenuero ¢ JIOPOI'E3UK npu
NnanyeHTH, HEYTIOTpeOABAIA HAPKOTHYHH aHAJITETHIIY, CE MPENophYBa TE3U MAlMEHTH [a 3alo4yHaT
NEYEHHETO ¢ HUCKHU JIO3H HAPKOTUYHM CpelICTRA AO AOCTUraHE Ha €KBH- aHAJITeTHYHA 034
JIHOPOI'E3UK 25 muxporpama/vac. [TandeHTrTe TOrapa Morar fia 6p4aT IPEBKIFOYEHU Ha JISYeHHE ¢
HIOPOT'E3UK 25 mukporpama/gac. Jlo3ara MoxXe MOCIEIOBAaTENHO Ja C€ THTPHPA KbM NIOKa4YBAHE HIIHA
HAMAJTABAHE, aKO € Heo0xX0auMo, ¢ 12 Wi 25 MUKporpaMa/dac 10 JOCTHraHe Ha Hal-HHCKaTa
noaxoasaua nosza Ha JIOPOI'E3HK B 3aBHcHUMOCT OT OTrOBOpa M Hy»KaaTa oT aHairesus. (Bx. Tadm. |
¥ 2 B Touka 4.2: JTo3upoBka ¥ Ha4UHH Ha npuioxkeHue) (BxK. Touka 4.4: CrieMaJiHy NpeaynpexieHus 1
npelna3sHyi MEPKH ITpy yroTpeda: nauydeHTH, Heynorpedspai HapKOTHYHHA aHAITETHIN U ChCTOAHHA
Ha HAPKOTH4YHAa TOJISPaHTHOCT.)

Ipeobpasysane na exgusaieHmHama analceMmuina 003a.

H3uucnsaBane Ha npeguinHa 24-qacosa aHANreTU4YHa MOTPEOHOCT.

n "t_rl".

IOMOIIITa Ha Tabnnna 1. Beuuky MHTpaMyCKYJTHH U HEPOpaiHK J03HM B Ta3H CXemMa Cce ¢u T&T“El@k
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Tabnuua 2 npencrass auanazoHa OT 24-4acOBH MEPOPATHA JO3H MOPGHH, KOUTO Ce MpernophuBar 3a
npeobpazyraHe keM Besika aoza JIOPOIE3UK. Hanom3palite Tasu Tabauiia, 3a 1a YCTAHOBHTE A03aTa
IIFOPOT'E3UK, koATo CHOTBETCTRA HA U3YHCIIEHATA 24-4acOBa 1038 MOP(hHH.

Tabnuya [ IlpeobpazyBaHe Ha €KBUBAJICHTHHUSA aHAJITETHYEH edeKT

IIpn BEATpaMYCKYAHO

IIEH.J'[O}KEHHG*

IIpH nmepopaHO IPHIAOKEHHE

MopduH 10 30 (mpy noBreye OT €HA A03a) **
60 (npH eAHOKPATHH UK NEPUOJUYHH A03M)

f“ﬂpc’mpq’“ 1,5 . 7,5

MetaaoH 10 20

OKCHKOIOH 15 30

Jlepoppanon 2 4

Oxcumopdor | | 10 (pexTanno)

HuamoppuH 5 | 60 |

I letuaun 75 —

Koneun 130 200

bynpenopdun 0,4 0,8 (cyOnMHrRANHO)

* [Jannume ce ocrosasam Ha NPOYHBAHUA C €OHOKPAMHU 003U, NPU KOUMO NOCOYEHAMA 30 CAKO
NeXapcmeo MyCKyIHa 0034 € CPABHEHA C MOPPUHA 3a YCMAHOBABAHE HA OMHOCUMENHAMA
eqpurkacnocm. [lepopanHiTe JO3H ¢a TAKMBA, KAKBUTO c€ MPENOophYBaT IIPH IpeMHHABAHE OT
[mapeHTepaieH KbM NEPOPANIEH ITHT HA MPUICKEHHe Ha MEeTHKAMEHTA.

** Cvromuowenuemo nepopanHa/Myckyana 003a 3a MopuH e onpedeneno Ha bazama Ha KIUHUYHUSA

onum ¢ NAYUeRmu ¢ XPOHUYHA 6oaKa.
JIumepamypa: no Foley KM The treatment of cancer pain. NEJM 1985; 313 (2): 84-95.

Tabruya 2: llpenoprpunurennu go3d JJHOPOI'E3UK, ocHoBaBalu ce Ha [1EpOPaTHUTE JHEBHH 03U
1
MOPPHUH

. <': 135 (33 Bmpacmﬂ) 25

45 - 134 (3a pera)’ 25

135-224 50

225-314 75

315 -404 100
405 - 494 125
495 - 584 150
385 -674 175
675 - 764 200
765 - 854 225
855 - 944 250
645 -1034 275
1035-1124 300

' Mpu knununnume wznumsanus mesu 2panuyi Ha NepopaIHume OHeaHu 003U Mopu
usnoazeany kamo oaza za npemunasare kxom JJIOPOIE3UK. -
? [Ipespvuanemo na dosume JKOPOIE3HK, no-zoaemu om 25 muxpozpama/uac e edﬂakﬁd«s
8Bb3PACMHU U 30 Oeyd. -.f_:‘___%;, .,




[TepBOHaYaIHA OlleHKa Ha MakcuManuud aHanreTaueH edext xa JJHOPOI'E3UK e Moxke ga 6b1e
HallpaBeHa MpeaH Ja ca U3MHHATH 24 Jaca OT 3aJIelIBAHETO Ha IacTHpa. ToBa OTaraHe ce JbIKH Ha
[IOCTETICHHOTO MOBUIIABAHE Ha CEPYMHHTE KOHUEHTpALMH Ha GDeHTAaHWI Mpe3 NbpBUTe 24 yaca cliej
MHPBOHAYAIHOTO [TOCTABAHE Ha [UTacTUp.

CremoBarenno, npeaxoxaanlara aHa/ireTuuHa Tepanusa Tpabsa nocteneHHo Aa 6bAe npeycTaHOBEHA
clej npunaraHe Ha nbpoHavanHara go3a JHOPOI'E3UK, nokaro ce gocTurHe aHanreTHyHaTa My
e(PUKaCHOCT.

Tumpupane na 0ozume u nNOCObPHCAUIA MEPANUS

[Lnactuper JHOPOT'E3HK Tpa6Ba aa 6pae noaMeHsH Ha Beceku 72 yaca. Jlozata Tpatsa na 6bae
TUTPUpaHa HHAWBHMIYATHO A0 [IOCTUraHe Ha aleKBaTHA aHANTeTHYHA e(dHKACHOCT. AKO aHANTe3UATa He
€ JOCTaTh4Ha CJie[l [TbPBOHAYAIHOTO IIpHIIaraHe, 103aTa MoXe a Obje yBenndeHa ciel 3 AHH.
BriocneacTeue no3ata MOXe Aa c€ KOPUTHpa Ha BCeKH 3 AHM. TUTpHpaHETO Ha J03aTa OOUKHOBEHO
TpaOBa [a ce U3BBPILIBA ¢ yBEIMYaBaHe OT 12 MUKporpaMa/yac uitd 25 MUKpOIrpama/Jac, BBIPEKH 4e
TpAOBa Aa Ce OTUYHMTA K HyXJaTa OT ACMbHUTEHA aHare3us (45/90 mg/nen MopdHH epopaliHo ~
JIOPOI'E3MK 12/25 MMxporpama/dac), KaKTO ¥ HHBOTO Ha Gomkara. 3a O3 10-BUCOKH OT

100 Muxporpama/yac moxe na 0bae nanonsead noseue ot eaud mwactup JIOPOI'E3UK. ITauuentet
MOXKE [1a C€ HYXK/a€ OT NEpOAHYHH JONBIHWTEMHH JO3H KPaTKOAESHCTRAI aHAJITETHK IIPH “MeXJHHHU
NpUCTBIM” Ha Oonkara. [Ipy HAKOM MallMEHTH MOXKe J1a ¢a HeOOXOMHMMHU HOMBIHUTEIHHU WIH
aJITEPHATHBHU METOAM Ha HapKOTHYHA Tepanud, korato aosure JHOPOI'E3UK Haapuiasat

300 Muxporpama/yac.

IIpexpamasane npunaeanemo na JJFOPOI'E3HK

Axo e Heo0X0AUMO npekpaTaBaHe Ha neveHuero ¢ JIOPOTE3UK, 3aMecTBaHETO ¢ APyTH ONTHOHAH
Tps0Ba Z1a CTaBa [IOCTENEHHO, KATO Ce 3aNoyHe ¢ HUCKa J103a M YBEIMYABAHETO ¢TaBa $aBHO.
CrnenosaTenHo, Mopaay MOCTENEHHOTO ClaJaHe Ha HUBAaTa Ha dbeHTaHWN Clied OTCTPAHABaHETO Ha
rmnactupa [JYOPOI'E3HK ca Heobxoaumu 17 yaca Wi noseve, 3a Ja ¢€ MOHMW)KH CEPYMHATA |
KOHLIEHTpaLusa Ha peHTaHui ¢ 50%. Ilo npuHLMII, NpekpaTsBaHeTO Ha OTTMOHWHATA aHAre3Hs TpsOBa
Iia cTaBa [OCTENEHHO, 32 /1a ce U30EerHaT CUMITOMUTE Ha OTHEMAaHe.

Onuonanu CUMITOMH Ha OTHEMaHe (Bx. TouKa 4.8. HexkenaHu peakini) ca Bb3MOXKHY TP HEKOM
NAaLUEenTH NPU MPEMUHABAHETO UM OT NIPEIHINECH OIMMMOMACH aHaJI'eTUK WIH IIPU YTOUYHSABAHE Ha J034Ta.

llayuenmu ¢ cmapuecxa 6v3pacm

HaHHUTE OT NPOYUBAHHSA C UHTPABEHO3HO [IPUNOKEHUE HA (PEHTAHWI COYAT, Y€ MPH MO-Bb3PaCTHHTE
NauMEHTH MOXKe [1a ce Habmoapa HaMalleH KIMPBHC, YABIDKEH) BpeEME Ha TIOTYETMMHHHEPAHE H 110~
BHCOKA YYBCTBUTEIIHOCT KBM JIEKAPCTBOTO, OTKONKOTO TIPU NO-MNaaH nauMeHTH. [Tpy npoyuBanus ¢
HIOPOI'E3UK dapMakokuHeTHKaTa HA PEHTAHUII TIPH MO-BB3PACTHUTE MallHeHTH He Ce OTIM4ana
3HEYUMO OT Ta34 [PU MIAJUTE MALKEHTH, BBIIPEKHU 4e ce 3abena3Ba TeHASHLUA KbM [10-BUCOKH
CEPYMHM KOHLIEHTPaUuH. [10-BB3pacTHUTE, KAXEKTHYHHU MITH U3HEMOLIENU NTallMeHTH TpaOBa Aa OpaaT
BHMMATENHO HabII01aBaHH 3a CUMITOMH Ha TOKCHMUYHOCT ¢ (GEHTAHMI ¥ NIPH HEoBXOAMMOCT 103aTa
chenBsa na Obe HaMalleHa.

Heya
bezonacnocmma u egpexmuenocmma na /IIOPOI'E3HK npu oeya ne e ycmarnogeHa u 3amoea
RPUTOHCEHUEMO MY HE Ce NPenopbiad.

4.3. llpoTuBOHOKA3AHUS

WX KBbM ITOMOIIHKTE BEUIECTBA B [L1ACTHPA.
HHOPOI'E3UK e nekapcrred NpoAyKT ¢ NPOABIDKUTENHO 0CBOOOXK1aBaHE HA NEKAPCTRE
BELIECTBO, [I0KAa3aH 3a JIeUeHUe Ha XPOHUUHA yNopuTa O0NKa U € POTUBOIIOKA3aH NpH
nopaay aMrcaTa Ha Bb3MOXKHOCT 38 TUTpApPaHE Ha 103aTa 3a KpaThK Mepuoa ¥ rnopaiu
OT TOBA BHb3MOXKHOCT 34 3HAUUTENIHA PeCIIUPATOPHA RENPeCUsl. |

4.4, CrnenBajiHH NpeIyOpeKICHHN A NPeANa3HA MEPKH HpH yonoTpeda



HAHOPOI'E3HK He TpaOsa na ce npunara 3a jeueHHe Ha OCTpa WK clefonepaTuBHa 60ka mopaau
HEBB3MOXKHOCT 32 TUTPHpPaHE Ha NO3UTE MIPY KPATKOTpakHa ynoTpeda U nopaj v BepoATHOCT OT
BB3HUKBAHE HA TEXKKA WIHM XKUBOTO3ACTpalliaBalila XUIIOBEHTHIALIM.

[TaLiieHTH, KOKWTO ¢a UMAJIH CepUO3HU HeXKeSIAaHW PeaxklyH, TpAOBa Ja OCTaHAT 1o HAOIIOIcHUE B
NPOIbIKEHHE HA OKoNo 24 yaca cnen otcTpadsBane Ha JIOPOI'E3UK, tvi kato cepyMHUTe
KOHUEHTPALIMU HA (PEHTAHWA cafaT MOCTEIIEHHO W HaMaNaBaT ¢ okoso 50% cememuanecet (13 no 22)
4aca 1mo-KbCHO,

HJIOPOTI'E3HK Tpsabsa na ce cbxpaHsasa Ha MACTO, HEAOCTBITHO 33 A€La IPEIH H ciiel yroTpeda.

[Matpuuen mnactup] Inactupure JHOPOI'E3UK na we ce paspazpar. Hiama JaHHM npH cpsg3aHHd WIH
pasfesiCHH IacTUpH. [lnacTup, KORUTO € pa3arOoeH, pa3pa3ad WM IOBpeeH 10 HUKAKbB HaYHH He
TpaOBa Aa ce U3IO3Ra.

Tayuernmu, neynompebaganu HapKOMUYHU AHANREMUYYU U CHCMOAHRUSA HA HAPKOMUYHA
MONEPAHMHOCH.

Ynorpebara Ha JJIOPOI'ESHK nipu natiMeHTH, HeynoTpedaBaId HAPKOTUYHH aHANTETHIIN, CE CBBP3Ba
B MHOTI'Q PEIKHM CITy4au ChC CEPHO3HA pecliupaTopHa Jefpecks W/HNK CMBPT B CIy4auTe, KoraTo ce
M3M10J13Ba KATO HAYaJIHA OMMOUHA Tepands. ChUIECTBYBA NOTEHIMAIHA BB3MOXKHOCT 34 [1051Ba HA
CEpUO3HA WIH KUBOTO3aCTpallaBallla XAIMOBEHTHRAUMS, ZOPH [IpH NIpUIaraHe Ha Hai-HUCKUTE J03HU
HTIOPOI'E3UK kato HayanHa Tepan#s [Ipy NaUMeHTH, HEYIIOTpeOsABaiM HAPKOTUYHY aHAITETHLIM.
[penopsura ce AKOPOT'E3HK na ce npuitara npy naudesTH, DOTBBPAMIU 1C MOMEHTA HAPKOTHYHA
TONEPAHTHOCT. (BXK. TOUKA 4.2: Jfo3upoBKa M HAUUH Ha IPUIOKEHHE: OfIpeAe/IIHe HA HavYaIHaTa J1034,
Bw3pacTeM 4 Jleua)

He € Bp3MOXKHO 12 ce TBHPAN HAMTHYHETO HA B3aHMHA 3aMEeHAEMOCT Ha Pa3IiYHUTE THPrOBCKH
NeKApCTBEHHM NPOAYKTH, ChAbPXKAIIY (EeHTAHWI NPH OTAEIHUTE NAaUHCHTH. 3aTOBa TPAOBA ha ce UMa
IPEABUE, Ue TIALIMCHTH, TUTPMPaHU BEAHLXK O ONpe/eNeHa e()eKTUBHA 033, He TPAOBA a
peMHHABAT OT JieyeHHe ¢ J[FOpore3uK IIacTUpP KbM JIPYTrd TPAHCAEPMAIHY MPOAYKTH, ChAbPIKAIIM
(beHTaHWI WK KbM OPYTH CUJIHH HAPKOTHYHHK TPAHCAECPMAIHU ITACTUPH 0€3 MOBTOPHO TUTPUPAHE U
KJIWHHUYHA OIIEHKA. |

B cyuawte, korato JIOPOI'E3UK ce npuiara 3a e4eHre Ha XpOHUYHA, YIIOpUTa 60JIKa, KOSTO
W3MCKBA NPOABIDKHTENIHO IEUEHUE, € CUITHO IIPENOPBbYHUTENHO, JIEKAPAT Ja IIPELECHH pe3yaTara oT
TepalTHATa OTHOCHO oO/IexyaBaHe Ha 6onkara H QyHKIMOHATHOTO NOACOGPEHHE CHIIACYBAHO C
HATMYHUTE PBKOBOACTRA 3a JieueHUe Ha OoNkaTa. JIekapsT U MaludesTsT MOTaT [1a peluar aa
MPEYCTAHOBAT JIEYEHHETO, aKO TE3H LICJIM HE ¢a NOCTHIHATH.

Pecnupamopna oenpecus

KakTo rpy BCUUKY MOLIHHK OITHOMAY, [IPH HIKOU MAUHSHTH € BB3MOXHA M0ABaTa Ha 3HAYHTENHA
pecniipatopHa aenpecus npu ynorpeda va JHOPOI'E3UK nmauuentrre TpsadBa na 6v1at HaOn01aBaHu!
3a TakuBa epeKkTH. PecniparopHaTa Jenpecus MOXKE ia MPOABIDKU Clle] [IpeMaxBaHeTO Ha TUIACTHpA
JIFOPOT'E3UK. YectoTrara Ha 10sSBa HA pECIIMpPATOPHA IETPECHS CE YBENUYABA C [TIOBUIIABAHE Ha
nozata JHOPOI'E3HK (oTHOCHO pecnuparopHara aenpecus BxK. Todka 4.9, Ilpenosupane).
Jexapcraata, kouTo BAMaaT Ha [THC, MoraT ga 3acHiaT pecnupaTopHaTa Aenpecus {BX. TouKa
BzauMoaeHcTBHA ¢ NPpyry JEKapCTRBEHH NTPOAYKTH ¥ APYTH (DOPMU HA B3AUMOJCHCTBHE).
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Jexapcmeena 3aeucumocm u 8b3IMONCHOCH 3a 310ynompebd

TonepaHTHOCT, PU3MYECKA U ICHXMYECKA 3aBUCUMOCT MOTaT Aa ce pa3BHAT MPH MHOTOKPATHO
MpHIaraHe Ha OlMOWAW. TPOreHHO MIPUCTPACTABAHE CJIS IPUIATAHE HA OMHOUAH Ce cpelia PAIKo.
3noynorpedara ¢ PeHTaHUI € [0 Ha4HH MOJ00EH Ha JPYTHA ONMHOMIHH arOHHCTH. 3M0yToTpeda Wiy
yMHlUIeHa HerpasusiHa yriorpeda va JIOPOI'E3UK moxe na nosene no nmpemo3upaHe W/WiIH CMBPT.
[TaguenTy ¢ NOBULIEH PUCK OT 3N0ynoTpeda ¢ ONMMarT, NP KOMTO € MOAX0AAII0 JeYeHHe ¢ OIIMOUIHY
QOpMH ¢ H3MEHEHO OCBOOOXKAaBaHe, MTOANECHKAT Ha KOHTPOJ 3a IPOSBH Ha HEMpaBulHa yoTpeda,
3n0YnoTpeda UK NPUCTPacTIBaHe.

[losuwerno 8bMPERECPENHO HAAAZANE

JIOPOI'E3HK tpabsa ma ce U3Mon3Ba ¢ BHUMAHUE [IPH NMaLUEHTH, KOHTO ¢a OCOGEHO YyBCTBUTEIHH
KbM BBTPEYEPETHUTE €PEKTH OT 3aabpxkaHeTo Ha CO,, KAKBUTO €a MALIMEHTHTE C JOKA3AHO MOBHILIEHO

BLTPEUYEPETTHO HaisraHe, HapylieHo ch3HaHue Wik koma. IFOPOI'E3HK Tpabra na ce u3nonsea
IIPEANA3IMBO TIPY MANHMEeHTH ¢ MO3BEYHU TYMOPHU.

Cwvpoeuno 3abonagane

MDeHTaHWI MOXE I1a [IpCaAU3BHKA 6paﬂHKapI[HH H 3aTOB4 Tpﬂﬁﬂﬂ Aa C€ MPEAIIMCBa C IIOBUILICHO
BHHMaHHE Ha [MAHHHEHTH C 6paﬂHapHTMH$!.

Yeproopobno zabonsasane

Twit kaTo heHTaHun ce MeTaboIH3upa 10 HEaKTHBHHY METAOCIUTH B YEPHHA Jp00, eNMMHUHUPAHETO MY
MOXe 1a 6p1e 3abaBeHo npu 3abonaBaHe Ha yepHHA Ap00. [1pH malMeHTH ¢ UUpo3a Ha YepHHA Jpo0,
bapmakokuHeTHkata Ha JJIOPOT'E3UK npu enHOKpATHO NpHIaraHe He ¢e NPOMEHS, BBIIPEKH Ye Npu
TE3U NALMEHTH CEPYMHBUTE KOHIIEHTPALIMH KIIOHAT KbM MO-BUCOKH CTOMHOCTH. [TanpeHTuTe ¢
YepHOAPOOHH YBpexIauus TpAOBa a OBIAT BHUMATENHO HAOMI0JaBaHH 32 CHMOTOMH Ha TOKCHYHOCT ¢
beHTaHWT K NpH HeobXoAMMOcCT cneapa na Obvae HamaneHa nosara JJHOPOTI'E3HK.

bwbpeuno 3abonssane

ITo-manko ot 10% deHTaHWT CE€ OTAENA HENMPOMEHEH Tpe3 OLOpelUTe 1 3a paziauka OT MOpdHHa, HE ca
M3BECTHH AKTHBHHU MeTaboJINTH, OTACHAHM IIpe3 OpOpenyre. JlaHHUTE, NOTYyUYEHH Clieli KHTPaBEHO3HO
rnpusjarade Ha ¢GeHTaHHI [IPH NalUMeHTH ¢ 60peuHa HEOCTATHYHOCT COYaT, Y€ 0OEMBT Ha
pasnipenesneHre Ha heHTaHWI MOXKe 1a ObJie MPOMEHEH 4pe3 Auanu3a. Tora MOXKE J1a TIOBIHUAE
CEpPYMHUTE KOHIEHTpanuu. AKo nanuedTy ¢ 6sx6pednn yspexaanus npuematr JIOPOI'E3HK, Te
TpsOBa Ja ObJAaT BHUMaTEJIHO HabmoqaBaHu 32 CUMIITOMM HA TOKCHYHOCT ¢ PEHTAHWI | IpU
HeoOXO0AMMOCT J03aTa cJieABa Aa OpAe HamMalieHa.

Iosuerna memnepamypa/8vHuHY USMOYHUYY KA MONIUHA

DapMaKkOKHHETHUHUTE HW3CTIeABAHHA COYAT, Y€ CEPYMHMUTE KOHLIEHTPAUIMH Ha (PEHTAHUI MOrart Ja ce

IIOBHMIIAT C OKOJIO €1Ha TpeTa, ako TeJleCHaTa TeMiepaTrypa ce nopuuy no 40°C. Ilopaau ToBa,
NalHeHTHTE C BUCOKA TeMuepaTypa TpsaOBa ga 6paaT HabniogaBaHU 3a OMHOHIHK CTPAHUYHH €()eKTH H
npu HeobxoaumocT nozara [JFOPOI'E3UK crnensa na 6pae xopurupana. Bcuuxky naiueHT# Tpadsa A2
6p0aT CHLBETBAHM A He H3NAraT MACTOTO, Ha koeTo e 3ainened JIOPOI'E3MK, Ha aupekTHU
Ha TOIIJIMHA KaTO €JCKTPHYECKH BBE3rNABHULIM, JIEKTPUYCCKH OAea1a, HArpsBally ce BOOH
HArPEBKW HJTH JIAMIIM 34 NPUAOOHMBAaHE HA TEH, CTPHYEBH OaHH, BOAHH IPeHKH, TIPOABLIDK
OaHy, cayHa W TOINK MUHEPATHU OaHu.

Bzaumooeticmeue ¢ Opyeu aexapcmeenu npodykmu



EauopeMeHHarta yrnotpeta Ha JIOPOT'E3UK ¢ uutoxpom P450 3A4 (CYP3A4) yunxuburopu (Hanp.
PHTOHaBHp, KETOKOHA30J1, HTPAKOHA30, TOMECaHIOMULIMH, KIAPpUTPOMHULIMH, HendUHHABHD, HE(a30a0H,
BEpanamuil, AUITHA3EM, 1 aMHOOAPOH) MOTAT Aa AOBeAaT A0 YBEITHYABAHE Ha IU1a3MEHUTE
KOHUEHTPALHH Ha QEHTaHH/I, KOETO MOJKE Ja YBEIUYHN WK YAB/DKH KAKTO TepaneBTHYHUA edeKT, TaKa
H HEeXKEMaHUTE peakMd U MOXKE Aa TIpefu3BMKA CEpHO3Ha pecriupaTopHa aenpecHd. Cie10BaTe/HO
cbBMECTHATa ynotpeba Ha genrannn U CYP3 A4 unxubuTOpH He ce npenophuBa, OCBEH aKO
NMalMeHTHT € BHUMaTENHO HabmoaaBaH. [lanmenTy, ocoboHo Takmsa, kouto npuemar JTFOPOI'E3HK u

CYP3 A4 unxubutopu, Tpadsa ja ce HaO/MOAABAT 3a NPH3HALM HAa PeCIHPATOPHA Jernpecus U a ce
KOpUrHUpa 403aTa Hpyd HeOoOXOAUMOCT.

Omc MPAHABUHE HA RAACMUPA

Ynompebernume naacmupu modce 0a CoObPICAM IHAYUMETHO KOTULECMEO OCMAHATO
aexapcmeeHo seujecmeo. Cied omempanagaHemo UM, ynompebenume niacmupu mpagea oa ce
CZHHAM MAKa, He 3a1ensauiune noSbPXHOCMU 04 RPWICRHAM e0HA KM 0pyza u aoxe3ueHama
noewvpxrHocm o0a ve e omxkpuma. 1o moszu navurn mpabea oa b6voam bezonacro usxevpireHu oaney
ont 0OCMBRA HA OeUd, 8 CLOMBEMCMEHE C UHCMPYKYUUME 8 ORAKOGKAMa.

4.5 B3auMoJedCTBHE ¢ APYIrd JeKapCTBEHHA NPOAYKTH H APYrE GOpPMH Ha B3auMOoJelcTBHE

EnHoBpeMmeHHaTa yriorpeba Ha JApyry JelpecaHTH Ha LeHTpallHaTa HepBHA CHCTEMA, BKITFOUHTEIIHO
OINUHOUIY, CeaTUBHH CPELCTBA, XUITHOTHLIM, OOLIM aHeCTeTHIIH, PEHOTHA3KHU, TPAHKBIWIH3ATOPH,
CKENETHO-MYCKYIHH PellaKCaHTH, CeHpalld aHTUXUCTAMUHH M ATKOXOJIHH [TMTHETa MOXKe 2
MpeaN3BHKa JONBJIHUTEIHN NOTHCKAIM €(eKTH; MOXKe J1a ce HabJIIoAaBa XUIOBEHTHIIALIUA,
XUNOTEH3UA H OBJIOOKO cefUpaHe, KoMa Wi cMBpT. CleoBaTeNnHO, CbBMeCTHATa yioTpeda Ha HAKOoe
ot te3u nekapersa ¢ JIOPOI'E3UK uzMckBa celiMaiHO BHUMaHUue U HabmogeHUe Ha MallMEHTA.

DeHTaHKN € IEKAPCTBO C BHCOK KIMPHHC, MeTabOIH3Hpa ce 6BP30 U EKCTEH3MBHO, MIPEAUMHO OT
CYP3A4.

Ennospemennara ynorpeda Ha CYP3 A4 naxuburopy, ¢ TpancAepMAIIHO NPUIOKEH (PEHTAHMT MOXKE
Ja JIOBEAE A0 YBEMYABAHE [UTA3MEHUTE HUBA HA (PEHTAHWII, KOETO MOMKE [a YBEITUYY WM YIBIKH
KaKTO TEpaneBTUYHUA e(EKT, TAKA U HEKEJIAHUTE peakury Ha (PeHTAHW B MOXKe J1a TIPUUHHHU
CEepHO3HA pecnupaTopHa aenpecus. B Taxss cnyuaii ca HeOOXOAMMHU CNIELUATHH IPHXU U HaONFOIeHHE
Ha nauneHTa. EqnopeMmennara ynorpeda Ha CYP3 A4 urxubutopu u PeHTaHmn 3a TPAHCASPMAIHO
NIPUIOXKEHHE HE Ce NPenophUBaT, OCBEH aKO NAlMEHTHT € N0 CTporo HadmoaeHKue (BiK. ChLIO TOUKA
4.4: CnieuHalHit IpenynpekJAeHUS K IPEATNIa3HH MEPKH IIpH ynoTpeda.)

MoHoamuHooKkcugasHi MHxUOuTopu (MAO uHXuGUTOPH)

THOPOT'E3HK He ce npenoppupa 3a ynorpeda npu nalueHTH, NpU KOXUTO ¢ Halara CbBMECTHO
npuaoxeHue Ha MAQO uaxudurop. MiMa cpoblueHus 3a Cepro3HHA M HENIPUABUANMY B3aHMOACHCTBHSA C
MAO naxubUTOpUTE, BKIIOUYKUTENHO IIOTCHLIUPAaHe HA ONUONIHUTE e(peKTU WIK NIOTCHUUPAHE Ha
CEPOTOBUHEPIUUHUTE e(hEeKTH.

4,6. bpeMeHHOCT H KbpPMeHe

Hama gocTaTbunm nasHu 3a ynorpedara Ha JJIOPOI'E3UK nipu 6pemenny xenn. M3cnensanus npu

XUBOTHH MOKA3BAT H3BECTHA PENPOAYKTUBHA TOKCHYHOCT (BK TouKa 5.3, llpeAIMHHYHHY JaHHH, 3a
Oe3ortacHocT). ITOTEHUMANHHAT PUCK IIPH XOpa HE € u3BecTeH. [lpu npoawkuTeHa y “

maiixata Ha JTIOPOTE3UK, o speme Ha OpeMEHHOCTTA, € IOKIIaABaH HEOHATAIICH
curpom nipu HoBopoaeHH aena. JIOPOI'E3UK ve Tpsabpa aa ce u3nosnasea no Bpe
OCBEH ako He e abCooTHO HeOOXOAUMO.
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DeHTaHUN e 0TI B YOBEIIKOTO MIIIKO M MOXKE Jla TIPUYMHYU CeupaHe/pecnupaTopHa Jenpecks NpH
HOBOpOAeHOTO/TIeneraueto. 1o Tazu npuuuHa JIOPOI'E3UK He ce npenopruBa 3a ynoTpe6a oT

KbhpPMAHKH.

4.7. EdekT BbpXy c1ocoO0HOCTTA 32 IodHpaHe B padoTa ¢ MAITHHHE

JIOPOI'E3UK moxe Oa yBpeou NCUXHYECKUATE W/ HAY PUIHUYECKH CIIOCOOHOCTH, HEODXOAUMH 33
M3ITbJIHEHUETO HA MOTCHLUMATIHO PUCKOBAHHM 3aa41 KATO WOQUpaHeTO Ha KOJa WK padoTa ¢ MalllMHH.

4.8. HexenaHu peaknu

ﬂﬂHHH om KTUHUYRU NPOYYEAHUR.

B MyATHIEHTPORO, ABOMHO-CIATIO, PAHAOMHM3UPAHO, TIIALEeD0-KOHTPOIHPAaHO KIIHHHYHO ITPOYYBAHE C

HHOPOTE3UK (FEN-EMA-1), npoyuBaiuo naudeHTH (> 40 rogdHu) ¢ Texka H60Jika, NpeaIu3BUKaHA OT

OCTEOAPTPUT Ha DepeHaTa KOCT WK KONAHOTO K KOMTO ¢4 Ce HYXKAASNIH U ¢a OYAKBAJIM NOAMSAHA Ha
craBaTa. [1aupeHTHTe ca nexyBaHd 6 ceamuum ¢ JJHOPOI'ESWK upes yeenuuaBase Ha 103aTa 4O
MOCTUraHe Ha aZleKBaTeH KOHTPOJI Ha 60JikaTa ¢ HayalaHa [103a 25 MUKporpama/qac 10 MakCUMailHa
no3a 100 Mukporpama/dac ¢ yBelMuMeHHd Ha io3ara ¢ no 25 Mukporpama/uac. Topa nedyeHue e
NpeaxoxkaaHo oT 1 ceaMuueH riepuoy 6e3 jedeHne M MOCIEABAH0 OT OTTErNIIHe Ha JIEYEHUETO 3a He
noBeue oT 12 guu. Hexxenanure peakuyy, HE3aBUCUMO OT IIPUYMUHHO-CIIEACTBEHATA BPB3Ka, CE
choOiarar npy 1 % unu noBede Ot manuenTure, nekypann ¢ JJFOPOI'E3UK no Bpeme Ha ABOMHO-
cyifsnaTta ga3a U cboOIaBaHH ¢ YECTOTA, NO-TOAMA B CpaBHEHHE C IUalebo, ca npeacrasend B Tabn. 3.

Ta6x. 3: Hexxenanu peakiyn, HE3aBHCHMO OT NPUYMHHO-CIEACTRCHATA BPB3KA,

cbOOIIeHM 11pK 21% OT MmauHeRTHTe U ¢ no-rojaMa yecrtora mpu JIOPOI'E3UK B
CpaBHEHHME ¢ TTanebo 110 BpeMe Ha ABOUHO-CJIANATA dasa Ha JeUEHHETO

CHcTeMo-0prasea | AHOPOTE3UK IInane6o

KJacupuranms % %
(N=216) (N=200)

Hapymenns Ha MeTabon3ma u

XpaHeHeTo

AHOpeKcHs 1,4 0,5

IlcuxH4YHN HAPYLIEHHN

COMHOJIEHTHOCT 22,2 4.0

HHcomHuA 10,2 7.0

TpeBoxkBOCT 3,2 0,5

Jlenpecus | 1,4 0

HapymeHusi Ha HEpBHATA

cHeTEMA

3aMagHOCT 12,5 5.5

Heposiera KOHTpaxLUys Ha 6,5 3.0

MYCKyJIaTypaTta

X Hriecre3us 1,4 0.5

HapyuieHua HA QUHTe |

KOHIOHKTHBUT 1.9 1,0

Crpaedsn HapyHIeHHA

[TanmmuTanmu 3,7 1,0

PecnupaTopds, rpbIHR H

MEeIMACTHHAJIHA HAPYICH NS

[IpozgBane 3,1 2.0

PUHUT 2,3 1,0

CromalmrHo-4peBEH HAPYIIEHUSI

"anene 44.9 19.0

lioBprpulaHe 29,6 2,5

3anek 10,2 1,5




Tadu. 3: Hexxenauu peakiiMy, HE3aBUCHMO OT NMPUUMHHO-CIIEACTBEHATA BPb3Ka,

croOueHu npu 21% 0T nauueHTHTE # ¢ To-roaama yectota npd JHOPOTE3UK &
CpaBHeHHe ¢ manedo 1o Bpeme Ha JABOHHO-c/siniaTa (a3a Ha JIEHEHHETO

CHCTEMO-OpraHHa AOPOI'E3HK Hnaneto
Knacapnxanvs Yo Yo

| (N=216) (N=200)
AHopekcus 4,6 0
Kopemua fonka 3.3 2.0
Hucrnencus 2,8 2.5
Cyxora B ycTaTta 2,8 1,0

Hapymenns Ha xoXaTa

NOAKOKHATA THKAH

Cepbex 8,3 3,0
Koxnu npobnemu 1,4 | 0,5
Hapymenusa na 6n0pennare i

NHKOYHHATE NHTHIA

HMH}pexuusa Ha NUKOYRATE IbTHIA 1,4 1,0
OO0 napymeHns A epeKTH HA

MSACTOTO HA MPHJIOKEHHE

¥Ycenjane 3a [mpoMsaHa Ha 7,4

TeAecHaTa TeMIepaTypa 2,0
XUNepXuaposa 7,4 1,0
YMmopa - 6,5 3.0
be3nokoicTBO 3.7 1,5
[ purnogo6HKM CUMITTOMM 2,3 0,5
Ilepudepen oTOK 2,3 | 0,5
AcTeHus 2,3 0
CHHIApPOM Ha JIEKApCTBEHO 1,4 0
OTHEMaHe

a:0034 OT 25 MuKporpama/qac, S0 MHUKporpaMa/yac, 75 MUKporpaMa/uac HiH
100 Muxkporpama/qac

ITpounsT Ha HeXxenaHUTe CHOMTHA TIPH Jela | 1oHowH, Jekysauu ¢ JTIOPOI'E3UK e mogoGeH Ha
TO3H NpH BBL3pacTHU. He e ycTaHOBeH pMCK Npu neauaTpuyHaTa rpyna NalueHTH, IPeBHLIABALL
OYaKBaHMA NpM ynoTpeba Ha ONMOUAM 3a obiiexyaBaHe Ha O0JIKaTa, CBHP3aHa ChC CEPUO3HO
sabomsaBane. [Ipy fela HaiMa HUKakbB crietuduyeH puck, cebp3al ¢ JJIOPOI'E3HK, npunarad Ha neua
NOHE HA 2 TOJIMHH, KOTATO Ce U3II0N3Ba MO NpeAHa3HavyeHne. Muoro uecro chobIaBaHK HeXeNaHH
CLOMTHMSA OT KIMHUYHM [IPOYYBAHKUS ITPU A3 ca TPECKa, [IOBPhIIAHE U rafeHe.,

Hocmmapremunzoeu OanHu:

Ilo-mony ca npencTaBeHH HEXKE/IaHH JIEKAPCTBEHU PEaKIMM OT CIIOHTAHHM ChOOIUEHHA 110 BpeMe Ha
CBETOBHH [MOCTMAapPKETUHIOBU U3CTSABAHMA, BKJIIOYBALIM BCHYKH HHAMKaUMH Ha JIOPOIE3UK: kouTo
OTTOBAPAT Ha MOCOUYSHUTE KPUTEPUH, ca BIIIOYeHH B Tabnuia 4. [Ipu Bcako rpyndpaHe B 3aBHCHMOCT
OT YECTOTaTa, HEXKEIIAHUTE JIEKAPCTBECHHY PEaKLHK ce 30poaBaT B HU3XOAA1) pel ITO OTHOUIEHHE Ha
TSXHATa CEPHO3HOCT.

Mruoro yectu 2 1/10

Yectn 2 1/100 u < 1/10
Heuectn 2 1/1 000 u < 1/100
Peaxu >1/10 000 u < 1/1 000
MHoro peaxu < 1/10 000, ¢ rRensBecTHa YyecToTa (OT HANUYHUTE JAHHUA HE MOXKE J1a 6"5,[[61 hatnp Sy
OLIEHKA). MERN e




YecToTaTa 0Tpa3CHa I[IC-A0/1Y C€ OTHACA 34 CTEIIE€HTA Ha HEeXKelaHuTe JICKAPCTBCHU PEAKIIMA OT
CMOHTAHHUATE CHODLIEHUS A He NMPEACTABS [TO-NIPELKU3HHA pe3yITATH, KOUTO MOIaT J1a OhIaT MOJIVHCHH
OT KJIHHHYHH [IPOYYBaAHHA HIH €NUACMHOIIOTHYHUA H3CJICIBAHUA.

Bbe Bcaka 4eCTOTHA KaTer opHs HEXXETaHUTe JIEKPCTBEHH PEAKUMH ¢4 U3BPOEHY B HU3XOAALI pefl 110
CTENEH Ha TEXECT U1K KIIMHHYHA 3HAYMMOCT.

Tabnruya 4 Hocmmapremunz06u Co00UeHUs 3Q HEXHCENANY PeaKyun

Hapywienua na umynnama cumema.

MHOTQ peaKH: aHaHIaKTHUEH IHOK, aHaduiakTHYa peaxiys, aHahHIaKTOMIHA peaKLius.
Hapyuwenus na memabonuzma u xpanenemo:

MHOro paaKo: aHOPEKCUA.

Hewxuunu napywenun:

MHoro peax: aerpecus, 0OBPKAHOCT, XATIOUMHALME, YYBCTBO HA GE3MOKOHCTRO, eyQOpHYHO
HacTpoeHue, Bp30ya, 0e3chHUE.

Hapywenus na nepsnama cucmema.

MHOro peaxu: KOHBYJICKH (BINTFOUYHTENHO KIOHHYHH KOHBYJICHH H “grand mal”), aMHe3Us, CBHIHBOCT,
BHEHE HA CBAT, r1aBobOJIHE, TPEMOP, ITAPECTE3HA.

Covpoeunu Hapywienusa.

MHoro pegxu: Taxukapaus, Opagukapams.

Hapywenun na 6vbpeyume u nuxounume nvmuiya.

MHOro peaxku: 3abp>KaHe Ha YpHHA.

Cv0osu Hapyuternus.

MHOr0 peiki: XUINOTOHUS, XUITEPTOHUSA

Pecnupamopnu, 2pb0HU U MeOUACMUHATHU HADYULEHUA.

MHoro pelkH: pecnupaTopHa Aenpecus (BKIIOYHTENHO PpeCIMPaTOPEH JHCTPEC, andes ¥ GpanunHes —
Bk pazaen 4.9, “TIlpenosupane”), XMNOBEHTHIALIUS, JUCITHES.

CmOoMAuHO-4PEeBHU HADYUIEHUA.

MHoro penH: rajgeHe, rnoBpbUaHe, KOHCTHIALIMS, AHAPHS, THMCIICNCHE, CYX0Ta B YCTATA.

Hapywientia na xoxcama u noOKOJNCHAMa muKau.

MHoro peaku: obpus, epureMa, CepOexX, MOBHLICHO HITOTABAHE.

Hapyuwienus Ha 663npOU3800UMeEHAMA CUCEMAd U 2bpdama

MHOTO peaKku: CeKCyanHa JHCHYHKLIUA

Obwyu Hapyuienus u eexmu Ha MACMOMO HA NPUTONCEHUE.

MHOro peilKy: CHHAPOM Ha JIEKAPCTBEHOTO OTHEMAHE, acTeHUA, PEAKIIMS Ha MACTOTO Ha MPHIOKEHHUE.
KakTo ¥ npy Opyry OIMMOMAHK AHANTETHIIA MOXKE [1a C€ pa3BUe TojiepaHce, GHU3HYecKa U ICHXHIeCKa
3aBHCHMOCT ciiell noeTopHa ynorpeda Ha J[IIOPOTE3UK (soic moura 4.4. Cneyuannu npedynpesxcoernus
U npeOnazHyU Mepxu npu ynompeba).

OHOMOHMTE CHMITTOMH Ha OTHEMaHe (KaTo rajieHe, MOBPBIIAHe, IHapus, 1YYBCTBO Ha 0e3110KoHCTBO U
TpeliepeHe) ca BE3MOMHU NIPU HIKOHU MMALIMSHTH TIPH IMPEMUHABAHETO UM OT IIPEIUIIEH OTIMOUICH
aHanreTux kuM JJFOPOI'E3HK unu ako nedeHrneTo UM ce TIpeyCTaHOBH BHE3AMHO (BXK Touka 4.2.
JHo3upoBKa H HA4YMH Ha NpunoxkeHue). B ciyuait Ha npogskuTeNHa yimoTpeda Ha JJIOPOIE3HUK ot
Maikara, 10 BpeMe Ha OpeMEHHOCTTA, MHOFO PAAKO € JIOKJIaIBaH HeOHATAIeH OCTAaTbYeH CHHJIPOM ITPH
HOBOPOIACHHK (BXK. TO4ka 4.6.).

4.9. IIpenosupane

Cumnmomu
IIpego3nparero Ha ¢peHTaHK) Ce NPOABABA B yIbIXKaBaHe Ha HErOBUTE (PapMaKoJOrMUHH
BBHIACHCTBUA, KATO HAN-CEPHUO3HKAT e(eKT e peclupaTopHaTa AeNpPecHs.

Jlevenue .
HezabasBuTe KOHTpaMEpPKH 3a OBJIA/IIBAHE HAa PecnUpaTopHaTa ASIpecHs BKAKOYBAT npe“ﬁxh&{{e

Y s

rnactipa JIFOPOI'E3HK u ¢usuuecko Wiv ClIoBECHO CTUMYJIHpaHE Ha MandenTa. Tesu MGR{C‘PI MeraT |
na ObaaT nocieLBaHM OT NpuiiaraHe Ha cnelndyryeH ONTHOHAEeH aHTarOHHMCT, KAKBBTO € H&ﬂd‘l{ﬂ{;m;,nrm
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PecnidparopHata Aeflpecus BCJIEACTBHE Ha NPeI03upaHe MOXKeE J1a MPOABLKH MO-ABAT0 OT JEUCTBHETO
Ha ONMMOMIHHA aHTaroHUcT. IHTepBaTbT MeKy HHTPAaBEHO3HHTE A03M Ha aHTArOHHCTA TpAOBa aa ce
OMpee/ i BHUMATETHO, TOPaiH BE3MOKHA pEHAPKOTU3ALMA CHe IIpeMaxBaHe Ha [UT1acTHpa; MOXeE J1a
C€ HAJIOKH [TOBTOPHO ITpUTIaraHe Wid NPOABDKUHTENHA HHOY3HMA HA HAJTOKCcOH. [IpemaxraneTo Ha

HapKOTH4YHHA e(heKT MOJKE [1a A0Bee 10 OCTHP MPHCTHIT Ha H0Ka H 0CBOOOKIaBaHe Ha
KaTeXOJIaMHHH.

AKO KIHHHYHATa CUTYyalUs [TO3BOIIABa, TPAOBa fa Ovae ¢b3IaicHa B NOAAbpAKaHA IPOXOIUMOCT Ha
AHXaTe/IHUTE ITHTHLIA [IOCPEACTBOM OpPOgapHHrealeH Bb3AYXOBOA HIIH €HA0TpaxeadHa Tpb0a, KaTo €
He0OXO0AKMMO [1a Ce 10aBa KUCIOPOA H AMIIAHETO Aa Obe NOATOMAraHo WiIH KOHTPOJIHPAHO CIIOpe/
Hyk1aTta. Tpabsa na 6bnat moagbpKaHU aZIeKBaTHA TEAECHA TEMIIEPATYpa ¥ MPHEM Ha TEUYHOCTH.
IIpy ycraHOBSIBaHE Ha TEXKKA WIM IPOABIDKUTE/IHA XUIIOTEH3HA TpsOBa 1a ¢ UMa NIpeABHI BE3MOXKHA
XHITOBOJIEMHMS], KOATO TpaOBa na ce ¢ce KOHTPOIHpa ¢ MOAX0AAIHa HH(Y3U HA TEYHOCTH.

5.  ®APMAKOJIOTWYHU CBOMUCTBA
5.1. PapmaxoaAHAMHYHM CBOHCTEA

MDeHTaHW!i € HAPKOTHYEH aHAINeTHK, B3aUMOASHCTRALL TPEAUMHO ¢ |-ormdouaeH penenrop. Herosure
OCHOBHM TEpANeBTUYHH AEUCTBHUA Ca aHaNTre3Ms U cenanua. MUHHMAITHUTE €PEKTUBHM aHAIMeTHYHH
CEPYMHH KOHLIEHTpALMX Ha ()EHTAHWI [PH NAalMEHTH, KOMTO HE ca ynorpebaBasniyd onmdouau ca ot 0,3
no 1,5 HaHorpaMa/MUITHITMTBP; YECTOTaTa Ha CTPaHUYHUTE e(EeKTH Ce 3aCHIBA IIPH CepyYMHH HYBa HAJX
2 HaHOTpaMa/MHJIANUTLP. MUHMMaIHATa e(DeKTHBHA KOHUEHTPAlHA, KakTO H KOHLIEHTPALMATA, IIPH
KOATO Ce MOoABABA TOKCHYHOCT, Ce NOBULIABAT ¢ HAPAaCTBAHETO Ha ToJIepaHTHOCTTA. CTEeneHTa Ha
pasBUTHE HA TOJEPAHTHOCT BapyApa 3HAYUTENIHO Y € HHAMBUIYAIHA MMPY BCEKH MTALIKEHT.

5.2, DapMaAKOKHHETHYHH CBONCTBA

JIOPOI'E3UK ocurypsasa HEpekbCHATO TIOCTRIIBAHE HAa (PEHTAHMA B KPBHBOOOPALEHMETO 110 BpEME
Ha 72-4acoBHs NepUO/ Ha IIpHWIoKEHHE. DeHTaHWI ce 0CBODOMKJaBa ¢ OTHOCHTENIHO NOCTOSAHHA
CKOPOCT, KOSATO Ce ONpeesi OT KONoNUMepHaTa ocBobosaBalua MemOpaHa U OyQy3usaTa Ha
(herranmn nipes ciaoeBeTe Ha Koxkata. Cnea meproto nocraBiaHe Ha JJHOPOI'E3HK cepymuure
KOHUEHTpALHMH Ha (peHTaHMJI ce MIOBUIIABAT IIOCTENEHHO, KaTo 0OMKHOBEHO Ce CTAOMIM3HPaAT MEXITY
12 1 24 yaca ¥ 0CTaBaT OTHOCHUTENHO IIOCTOSHHM IIpe3 OCTATHKA OT 72-4aCOBUS NEpHUO] Ha
npunoxenye. JIOCTUrHaTHTE cepyMHM KOHUEHTPALMU Ha PeHTaHWI ¢a NPONOpLUHMOHAIHM Ha pa3Mepa
ra mactupa JHOPOI'E3UK. Cnex nosTopHo 72-4acoBO MPUIIOIKEHHE NTPH TallMeHTa Ce JOCTUTAT
PAaBHOBECHHU CEPYMHU KOHLEHTPALMM (CTEAU-CTENT ), KOMTO Ce 3ara3Bar IIpy ClleBallATe
[PUICKEHUS HA IUTACTUP CBC CBHLIMA pa3Mep.

Cnep orcrpansBane Ha [JHOPOT'E3UK cepymHuTe KOHIIEHTpAIIMK Ha (PEHTAHKI NIOCTENEHHO CIIafarT ¢
50% 3a oxono 17 (ot 13 g0 22) yaca. [Ipuaspxaiikd ce KbM cXemMaTa Ha TIpUIIOXKeHue npes 72 yaca,
cpeaHaTa CTOMHOCT Ha TOMY)KMBOT Bapupa B rpaHuimTe Mexkay 20 u 25 yaca. [Ipoasipkasaniata
abcopbuusa Ha PeHTaHuN OT KoxkaTa 00ACHABa M10-0aBHOTC €TMMHHHPAHE Ha JIEKAPCTBOTO OT CEpyMa,
OTKONKOTO cnel BeHO3Ha HHPY3ms. [IpH No-Bb3pacTHH, KAXCKTHUHH MM U3TOLIEHU NalHeHTH MOXe Ja
ce HaOngaBa HamajleH KIMPBHC Ha PeHTaHWI M BCIICACTBHE Ha TOBA IIPH TAX JICKAPCTBOTO MOXKE Aa
¥Ma YIB/DKEH NepUo] Ha NMoJlyenuMHHHApaHe.

Kopurupan cupsamo TEAECHOTO TEMIO, KIIMPBHCHT IpH Acua € 6un ¢ oxono 20% no-BHCOK OT TO3H HpH
Bb3pacTHH. Te3n naHHU ca OHIY B3ETH 10/f BHUMAHHUE NIPY ONpeAeisHe IPEerOpPBUUTEIHUTE 103

ACLA.

3A4 B yepnus apob. Oxono 75% ot d)EHTEIHHHﬂ ce OT,uenﬂ C ypUWHATa, IMAaBHO 11O/ dmpm
MeTabonuTH U no-manko ot 10% — kato HenpoMeHeHO nexkapeTBo. Okono 9% ot pozata eeé:me
H3MPasKHEHHUATA, TIABHO NoA GopMaTa Ha MeTabomuTh. CpeHUTe CTOMHOCTH 3a CBOBOIHNTY
(beHTaHUN B rIa3maTa ca Mexty 13 u 21%.



3.3. llpeaxnMHHYHH XaBHK 33 0€30MACHOCT

KaKTo ¥ Ipyru OMHONWAHH aHAITeTULIH, [IPH H3CIEABAHUS iN Vitro [IPH 2aHATH3 Ha KIETHYHU KYITYPH OT
bozadHULM PeHTaHUN OKa3Ba MyTareHHH eQEeKTH caMO B LIMTOTOKCHYHH KOHIGHTPALHH H 3a€IHO C
MeTabONMUTHO akTHBKpaHe. [Tpy uscieaBaHud in vivo, IpoBeAeHM MPH IpU3ayuy U GaKTEPHAICH AHAIHS
HAMA NOKA3ATENICTBA 38 MYTareHHOCT Ha (eHTaHW. HiMa Nnpoab/DKUTENHM NPOYYBAHHS [IPH KHBOTHH
34 M3CJEABaHE Ha TYMOP-(QOPMHpal] MOTEHIMAT HA hEeHTAHM.

HaxoH TeCTOBE NPH MKEHCKH IUTBXOBE [OKA3BAT OHMKABAHE HA TUIOMOBUTOCTTA, KAKTO H CMBPTHOCT
Ha I104a. 1e3u faHHH ce CBBP3BaT ¢ TOKCHYHOCT [P MAMKATa H He ITpeACTaRIABAT AUPEKTEH e(hEKT
Ha JICKapCTBOTO BBPXY Pa3sBUTHETO Ha miioga. Hama nokasartencrea 3a TepaToreHeH edekT,

6. OAPMAIEBTWYHH TAHHH

6.1. CHOHECHK HAa MOMOINHHTE BEINECTBA
[Mampuyen nracmup]
[TonuecTep/eTHNEHBUHMN ALIETAT CBIIOIHAMED;
[ lonuaxpunar 3anernsany;

CUIMKOHH3HUPAaH TIOJTHECTED;
HepBeHo/3eneno/cHHbO/CHBO HarpuIIo.

6.2 HecnBMecTHMOCTH

He ca uzBecTHu.

6.3 Cpox Ha rogHOCT

2 TOAKNBA.

6.4 ChnenuaJHH YCI0OBHS HA ChXpPaHEHHE
|[MaTtpuuen mnactup]:

Jla ce cexpaHsBa B OpMTHHAJIHATA OIIAKOBKA.

Jla ce cpxpaHsBa HA MACTO, HEAOCTRITHO 34 AeLd.

6.5 JlaHHM 32 OIAKOBKATA

AIOPOT'E3HK ce nmpouspexaa B KyTHH, ChABPXKALIM MET OTAEIHO ONAKOBAHM IUIACTHPA.

6.6 Cuenraaun nNpeana3HH MePKH IPH H3XBLPJISHE H padoTa

ATOPOT'E3MK Tpabpa aa ce mocTaBs BEpXY HepasApasHeHa ¥ HeoOIbYEHA KOXKa, BhPXY paBHa
IOBBPXHOCT HA TOpCa WM pbkaTa Haj MaKksTs. [Ipu Manku gena ropHaTa 4acT Ha repba e
NPeANOYNTAHO MACTO, THH KaTO BEPOATHOCTTA ACTETO O3 MAaXHE IJIaCTHpa € CBeeHA [0 MUHHUMYM.
KocMuTe Ha MACTOTO Ha MpHIOKeHHe (3a MPeANOYHTAHE € HEOKOCMEHA TIOBBPXHOCT) TpsiOBa fna Obaar
NoACTpUraHu (He obpbCHATH) NMpenM 3anensane. Ako MAcToTO Ha nocrassse Ha JTOPOTE3HK
M3UCKBa MOYHCTBAHE Npey TIpHIarale Ha nnactupa, Topa TpadBa [a ce U3BBPLIBA C YMCTA B
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HIOPOI'E3HK tpabpa na ce 3aneny HemocTpeACTBEHO Cllel K3BAKAAHETO OT 3areyara pﬂ@{gnﬂx’a‘ //
3a na ce M3BaJM IUIaCTHpPa OT CAKYeTO, B KOETO CE& ChXPaHABa, OTKpUMTE MACTOTO 34 ofrm&g\\ﬂfa o ,ﬁy
"'ur.-.....r P

nocTaBane Ha mnactupa. Ilnacrupure tpsabra na ce npoeepasar npeny ynorpeda. [lna
paspa3aHy, pa3fiBOCHH WX NIOBPEJEHH He TpsAOBa 110 HUKAKbB HAUWH Jla ce yroTpebB:

"'I




(03HaYEHO CBC CTPENKa BhPXY €THKETA Ha IUIACTUPa) 110 JhIDKMHATA Ha proa Ha 3anenpade. Crouere
N1acTUpa Ha MACTOTO HA 00O3HAYEHHETO, Cle] KOSTO BHUMATENHO CKbCaliTe MaTepHala Ha
onakoBkara. Cfiel TOBa pa3TBOPETE OIIAKOBKATA HA JBE NMOJOGHO HA Pa3TROPEHA KHUra. 3allUTHOTO
$OIMO Ha MATPUYHHUA TLIACTHD € pasps3aHo. [IpersHeTe MIacTHPa B CpeaTa ¥ OTCTPAHETE BCAKA
[TONIOBMHKA HA MPEANa3BamoTo GOHO NOOTAETHO. M30arsaiiTe qOKOCBaHe A0 aNXE3IUBHATA
[MOBBPXHOCT Ha TUTacTHpa. [Ipunoxere ninacTupa BppXy Koykara KaTo NPUTHCHETE A0OpE C AJIaH BBPXY
MSACTOTO Ha ITpWIaraHe 3a okono 30 cekyHau, xato ce ybenure, ue ppOOBETE HA IIACTHPA Ca
3anenHanu 3apaso. Clie] ToBa UIMUHATE PHIETE C YUCTA BOJA.

HYOPOT'E3HMK moixe fa ce HOCH B HpoubhkeHHe Ha 72 aca. Hop mnactup TpabBa fa Ce TOCTARH Ha
APYr y4aCTBK OT KOXKaTa Ciiel OTCTpaHABAHE Ha [IpeIULIHKMA wiacTup. HeoOXoauMo € Aa ¥3MHHAT
HAKOJIKO THH MpPeAH Aa ObAe MOCTaBeH HOB IL1ACTHD BhPXY CBIIOTO MACTO.

YrnorpeOeHuTe NNACTHPH TpAOBA [a Ce CrbHAT TaKa, Y€ 3aJIeNBaIHTe IOBPLPXHOCTH A NPHICITHAT
e/lHa KbM Apyra H Taka ja ObaaT 6e30macHO H3XBBPJIEHH, B CbOTBETCTBHE C MECTHOTO

3aKOHOZATEJICTBO 32 Olla3BaHe HAa OKOJHaTa cpeda. Heynorpebenure niaacrupu Tpabea na ce BEpHAT B
(bonHHULIaTa) anTekara.

CJ'[E,[I 3aJICIIBAHEC WM MaXaHC Ha IDTACTHP phLETE C€ H3MHUBAT CaMO C BOA.

7. IIPUTEXATEJI HA PAZPENNIEHUETO 3A YIIOTPEBA

{ ohnson & Johnson D.0O.O.
Smartinska cesta 53

1000 Ljubljana
CrnoseHuUs

8. HOMEP HA PABPENIEHMETO 3A YIIOTPEBA

20000480

9. JATA HA ITBPBO PA3SPEINABAHE/TIOHOBABAHE HA PASPEINERUETO 3A
YIIOTPEBA

Jata Ha repBO paspewenue: 7 apryct 2000 r.
JlaTta Ha nocnenHo nogHopsBane: 12 anpuna 2006 r.

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

07/2008
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