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1. UIME HA JIEKAPCTBEHRHA IPOAYKT PaapeuseHue Ne 35/*7*7’,‘/7/"'3330‘
| L 27-06- 01
Bukranwi 25 MEKporpamMa/dac TpaHCISPMATEH TIIACTHD it N ey T

Victanyl 25 micrograms/h transdermal patch

Bukrauun 50 Mpkporpama/uac TpaHcOepMaieH IWIacTUP
Victanyl 50 micrograms/h transdermal patch

Buxranun 75 MHKporpaMa/Mac TpaHcaepManeH IUIaCTHp
Victanyl 75 micrograms/h transdermal patch

Bukranua 100 Mukporpama/dac TpaHcaepMalieH ILTACTHD

Victanyl 100 micrograms/h transdermal patch

2., KAYECTBEH H KOJIMTYECTBEH ChCTAB

Buxrannn 25 muxporpaMa/gac TpaHCAepMaleH [UTACTHP

Bcekn mnactrp ocBoboxknasa 25 MukporpaMa genraHIn Ha yac. Beeku miacTHp ¢ MOBBPXHOCT OT
7,5 cm? cpappxa 4,125 mg genrannn (fentanyl).

Buxranun 50 MuKporpaMa/Mac TpaHcAepMAaneH TUTaCTHP

BceexH mnactap ocoboxkzaasa 50 Mukporpama (erTaHmn Ha yac. Beekd IWIacTHp ¢ MOBLPXHOCT OT
15 cm? cpappixa 8,25 mg denraman (fentanyl).

Bukranun 75 MUKporpaMa/dac TpaHCAEpMANeH TLIaCTHP

Beexu nymactip ocBoboxaaBa 75 MuKporpaMa deHTaHIT Ha Hac. BcekH miacTHp ¢ MOBBPXHOCT OT
22,5 cm? exampixa 12,375 mg penranun (fentanyl).

Buxranua 100 Mmukporpama/uac TpaHcacpManieH NiacTHp

Bceexu nnactip ocsoboxzaasa 100 Mukporpama ¢eHTaHun Ha yac. Beekd nnacTip ¢ NoBspxHOCT OT

30 cm® ceaBpxa 16,5 mg dpenranmn (fentanyl).

3a IBTHHA CHCEK Ha MOMOINHHTE BelleCcTRA BH/KTe TO9Ka 6.1,

3. JIEKAPCTBEHA ®OPMA
TpancaepmaneH wiacTup

Beeku mnactup: [Ipospaden u Ge3lBeTeH ChC CHH MOCTOAHEH HAINMC HA MOATBLPKAMOTO GOMHO:

({31

“terTannn 25 pg/yac*, “denranmn 50 pgiuac”, “Genranun 75 pglyac”, “derranun 100 pg/uack.

4. K/IHHHYHH JAHHH

4.1 TepanepTHYHH NOKAIAHHA

BrspacThn: _
BuxraHun ce H3MoN3Ra 3a OBJIAIABAHE HA CHTHA XPOHIIHA GoJKa, IPH KOATO e HeoOX
HEMPeKBCHATO [IPOTRDKUTENHO TPHICKEHHE HA ONMOHIHH AHANCTHIIH.

Hena: |
3a NPOABDKHTEITHO IeUeHHE Ha CHIIHA XPOHHYHA 0OMKa MPH Jcua Ha BB3PAacT OT 2 To
CC NMPOBCKAA OITHOUIHA TEPATIHA.
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4.2 [lo3ApoBKA B BAYHA HA OPHI0KCHAE

LIOSQ POBKa

Jo3sara Ha Buxranun 1pa6ea da ce onpenens MHAKBHAYANHO B 3aBUCUMOCT OT CHCTOAHMETO Ha
nalMeHTa M TpA0OBa f1a ce NpeoLeHABA Ha ONpe/Ie/IeHH HHTEPBAIH cllel npunaraHe. TpaGpa aa ce
H3110/13Ba Hali-HuckaTa edekTHBHA nosa. [InacTrpure ca npeqHa3HAYEHH A2 AOCTABST NMPUOIH3HTEHO
25, 50, 75 1 100 meg/uac deHTAHIT B HEHTPATHOTO KPBhBOOOpallleHHe, KOETO NPe/CTABNABA
croTeeTHO OKONIO 0,6; 1,2; 1,8 11 2,4 mg Ha fIeH.

Onpedennne na RAAIHAMA 0030

[Momxonsmara HauamHa Ao3a Ha Bukranun Tpabsa na ce ocHoBaBa Ha H3NOA3BAHATA OT NALHEHTA
NOHACTOAIEM oNMOKHAHA 1033, [Ipenopruia ce Bukranun na ce H3mon3sa NpH NAHEHTH, KOHTO HMAT
ONMHOKAHA TIoHOCHMOCT. JIpyr dakToph, KouTo TpaAGBa Aa ce oTHMTAT ca O0IOTO CHCTOSHHE B
MOMEHTA H MEITHLIWHCKMA CTAaTYC Ha NAlMEHTa, BKIIOMHTEHO PBCT, TEIVIO, BB3PACT M CTeNEeH Ha
yBpex/aHe, KAKTO U CTEeNMeH Ha ONHONIHA TOHOCHMOCT.

Buvipacmnu

Hayuenmu c monepanmnocm KoM onuouou

Bmxre naaenara no-gony Tabnuua 3a npeobpazyBaHe HAa eKBHBANCHTHATA AHANTETHYHA 1034 IIPH
pEMHHaBaHe Ha NALMCSHTH ¢ TOJIEPAHTHOCT KbM OIHOH/M OT NEPOPATHH HWIH NAPSHTEPAHH ONMHOHAH
kbM Buxranmn. [[oaata Mojke B ocneACTBHE Aa Ce THTPHpPA KbM MOKAYBAHE WIH HAMANABAHE, AKO €
Heo0Xx0aMMO, Ha CTHIKH oT 12 WIH 25 MUKporpaMa/dac 0 AOCTHraHe Ha HAH-HUCKATa MOAXOAAINA
7033 Ha BuKTaHHa B 3aBHCHMOCT OT OTrOBOpPa H HYKJATa OT NOTThJIHUTENHA aHAJre3us

Ilayuenmu, neynompebasanu onuoudu

OGHKHOBEHO TPAHCAEPMATHHAT ITLT HE € NPETIOPLUATE/ICH NpH MALMEHTH, HeYToTpeOABanK
omiouaHH aHanreTHuy. Tpabsa Aa ce pasrnesaT Apyry alTepHATMBHH ITETHINA HA NPHJIOKEHHE
(nepopaneH, napeHTepaneH). 3a Aa ce H3berte Npeao3HpaHe € NPenopPbYUTEIHO HAlUeHTHTE,
HeynoTpebaBaIH ONHOMAHM AHANTETHIM fa NPAEMaT HUCKH JO3H ONHOHAH ¢ He3a0aBHO
ocpoboxIaRane (Hanp. MOPQHH, XMAPOMOPGOH, OKCUKOAOH, TPAMAZO/ H KOJEHH), KOMTO A8 ObaaT
THTPHPAHH A0 JOCTHTAHE HA KBHRAJICHTHATA AHAITETHYHA A03a KaTo Tasy Ha BukraHm ¢
ocsoboXIaRaHe Ha 1033 OT 12 MuKporpaMa/dac wid 25 MEKporpama/tac. Cllen KOoeTo NallHeHTHTE
MoraT ga 6bhaT BIUIIOUCHH Ha Jiedenne ¢ BukraHun.

Hpy namuvne Ha o0cTOATENCTRA, TIPH KOMTO 3allOYBAHETO HA JledeHHe ¢ ONHOKAH 33 EPOPaIHoO
MPHJIOKEHHE HE € BE3MOXKHO ¥ BHKTaHW ce CYHTA 3a MOAXOASIIO CPEICTBO 33 JIeUeHHE Ha MAlHEeHTH,
HeynoTpeOABasiM OIMOMIHH aHANTETHIH, TpaOBa 1a ce Mpuiara eAHHCTBEHO HAR-HICKATA HAYAHA
no3a (T.e. 12 Mukporpama/yac). Ipu nogoGHM ofcTOATENCTEA MALKMEHTET TPAOBA Ja ce cneay
BHHUMaTeNHO. CHIECTBYBA OMACHOCT OT CEPHO3HA HWIH XHBOTO3ECTPAIIABAINA XHIIOBSHTHIALMSA TOPH
¥ TIPH H3N013BAHE HA Hall-HUCKATA 1032 BUKTAHUN KaTO HAYalIHA Tepanis npH NALNEHTH,
HeynoTpeOABANH ONHOMIHH aHanTeTHIH (BX. Touku 4.4 u 4.9).

Hpeobpasyeane Ha exsuaarenmrama aRaizemuing 003a
Ipn nammenTHTE, KOUTO B MOMEHTA H3MION3RAT ONHOKIHH aHATTETHIH HaYaaHaTa 1032 Ha BHKraHun
Tpabea Aa ce 6a3Hpa Ha JHEBHATA 1034 HA NPCAMITHKEA OO, 3a Ja W3UMCIIHTE IPABHIIHATA
HA4anHa 003a 32 BukTaHw), cneapaiite CTBIKHATE, NOCOYEHH NO-IOTY.
1. Uzuncenere 24-vyacorata 4034 (Mg/ACH) HA K3TION3BAHHA B MOMEHTA ONMOH]L,
2. IIpeoBpasypaiiTe TOBa KOJIHUECTBO B eKBHBAJIEHTHATa 24-4acora 103a MOPQHH 38,11
TIPHJIOXKEHHE ¢ MOMOIITa HA Koe(puuneHTHTe B Tabnuua 1 3a noAX0A4IIMS M
3. 3a na nomyunTe nO3HpOBKATA HA BHKTaHH, CHOTBETCTBAIlA HA W34HCIIEHATA
€KBHBAJICHTHa JO3HPOBKA Ha MOpQMH, H3nonssaiite Tabmiua 2 Miu 3 3a npeip
IO3UPOBKATa, KaKTO cneipa;
a. Tabnuua 2 ce 0THacH 3a BE3PACTHH NALMEHTH, TIPH KOMTO ce Hajiara
ONMHUOKJHOTO NEKapCTBO WIH KOMTO C€a B MO-HeCTaOMIIHO KITHHMYHO Ch
2
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(xoedument Ha upeobpasyeaHe Ha MOpGHH 33 IEPOPATHO NPHITOKSHHUE B
TpaHcAepMaleH (eHTasw, MpuGNH3UTeHO pakeH Ha 150:1).

b. Tabnuua 3 ce orHaca 3a PB3PACTHH MAIHEHTH, KOHTO ¢a Ha MOCTOAHHA CXEMa C ONMOWIH,
KOATO ce oHacs nofpe (koedunueHT Ha npeoGpasyraHe Ha MOpGUMH 33 OpaneH npuem B
TpaHcAepManeH enranun, npubmusurento pasen Ha 100:1).

Tabmaua 1: Tabnuua 3a npeobpazysane — MHOXKHTEIH 3a ipeodpasypase Ha JHEBHATA /1033 Ha
H3MOM3BaHH A0CETA ONMOMIH B €KBHBANEHTHE 24-44acOBH A03H MOPGHH 32 HEPOPAIHO
OpHIOKEHHE (Mg/AeH NpeAUIIeH ONMOKA X KOeHITMEHT = eKBUBANSHTHA 24-4yacoBa

Jl03a MOphHH 32 NEPOPATHO NPHIGKEHHE)

Mpexninen onnony LT Ba npBAcAenHe [KoemnmenT
MoppuH ePOPATHO i
apeHTEPATHO 3
Oynpenopban CYONHHrBAIHO 75
MapeHTEPATHO 100
[Kozend MepopaitHo 0.15
MapeHTePATHO 023
fmanmpqmn NIEPOPATHO 0.5
[apeHTePAaTHO 6°
gheRTaEHA epopanHo -
napedrepanto 300
xaapomopdon FIEPOPATTHO 4
NapeHTEPAITHO 20°
KeToOeMBAOH [epOpaTHO 1
NapeHTEPATHO 3
[Jlenopqmnon NEPOPANHO 1.5
FaPEHTEPATHO 15°
MeTanon NepopanHo i.5
NapeHTEPATHO 3b
OKCHKONOR [HEPOPATHO 1.5
MapeHTEPAIHO 3
KcEMOpdon peKTaNHO 3
IAPEHTEPATHO 30
jaeTHAHE flepOpaiHo -
ApEHTEPAITHO 0.4°
TaueHTaA0] FEPOPATTHO 04
NApEHTEPANHO -
TPAMAZON HepOPATHO 0,25
apEeHTEPATHO 0.3

4 .
ChOTHOIICHVETO epopaIHa/i.m, fo3a 32 MopdHH e onpeleneHo Ha 6a3aTa Ha KIHHAYHMSA ONUT ¢

NAUHESHTH ¢ XpOHHYHA GONKa.

JlanEuTe ce OCHOBABAT HA MPOYMBAHMA ¢ CANHHYHM JO3H, (IPH KOUTO NOCOYEHATA 38 BCAKO A03a
aKTHBHO BEINECTBO, NPHIOKEHA i.m,, € CpPaBHEHA ¢ MOPQHH, 33 JIa C¢ YCTAHOBH OTHOCKHTENHATA
edukacuoct. [Tepopanire 703K ca Te3H, KOMTO Ce NPENIOPHUBAT NP NPEMHHABAHE OT NapeHTepancH

KbM NEPOPANCH IET HA MPHIOKCHHE HA JCKApCTBEHHA ITPOAYKT.

Pedepenimsa: Apxanmupano ot 1) Foley KM. The treatment of cancer pain, NEJM 19§
1 2) McPherson ML. Introduction to opioid conversion calculations. In: Demystifyj
Conversion Calculations: A Guide for Effective Dosing. Bethesda, MD: Americ

System Pharmacists; 2010:1-15.
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Tabnuua 2: Tlpenopsaurenya HauanHa go3a Bukrasun, onpeneieHa Bb3 OCHOBA HA AHEBHATA
nepopansa a03a MOpQHH (3a NALMEHTH, IPH KOUTO cé HANAra MPOMAHA Ha OTIHOHIHOTO
JIEKapCTBO HJIM KOHTO €3 B NTO-HecTa0HIHO KITHHNIHO CHCTOSHHE; KOS(HIHEHTHT Ha
npeobpasyeaHe Ha MOPQWH 32 TEPOPATHO NPIUIOKEHHE B TPaHcaepManeH GeHTaH|N e
npubnu3nTenHo papeH Ha 150:1)

Ilepopanna 24-9acoBa 1032 MopdaE, | Ho3a TpaHAePMATIeH PeHTAHRN
(mg/nen) (MEKpOrpamMa/uac)
<90 12
90-134 25
135-224 50
225-314 75
315-404 100
405-494 125
495-584 150
585-674 175
675-764 200
765-854 225
855-944 250
945-1 034 275
1035-1124 300

1
Ipy KIBHPMHATE H3NATBAHAS TE3W IPAHHILIH Ha NIEPOPATHHTE JHEBHH JO3H MOPOHH Ca H3NON3BaHK
karTo 6a3a 3a MpeMHHABaHE KbM TPAHCAEPMANEH (PeHTAHMI.

Ta6nuna 3. Iipenoprunrenta NbpBOHAYANHA 1033 TpaHCAEpManeH (PeHTAHWI, H3YMCICHa Ha (a3a
nepopanHa JHeBHa A03a MOpQUH (32 cTaGHIHM nalMeHTH, KOMTO A06pe NOHACKT OMHTHOTO
nevyenme: KoeMUHERTHT HA Mpeobpasyrane Ha MOPhUH 3a IEpOpaieH MpHeM B
TpaHcaepManed Gerrai e npubIuEHTENHD pabeH Ha 100:1)

Ilepopanna 24-wacopa Ao3a Moppun (mg/aen) | No3a Ba TpaBcAepmaneH GeHTAHAN
(Mrxporpama /h)

<44 12

45-89 25
90-149 50
150-209 75
210-269 100
270-329 125
330-389 150
390-449 175
450-509 200
510-569 225
570-629 250
630-689 275
690-749 300

[TspBoHayanHa OLigHKa HA MaKCUMAaTHHA aHANreTHYeH edeKT Ha BHKTauun He Moxe Na Obae
HallpaBeHa NPefiH 8 ca HIMHALIH 24 yaca OT NOCTABIHETO Ha IiacTHpa. ToBa oT/IaraHe ¢e Jb/DKH Ha
TIOCTENEHHOTO NIOBHILIABAHE HA CCPYMHHTE KOHLEHTPALIHH Ha (eHTaHWI Npe3 MepehTe 24 daca cnes
IYBPBOHAYATHOTO IOCTABAHE Ha IU1aCTHP.

Tumpupane na dozama u nodOvpICAA Mepann
IlnacTipnt BukTanun TpaGsa fa ce nojaMeHs Ha BeekKu 72 uaca.
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Jlosara Tpabpa na ce TATpUPa MHIRBHAYANHO Ha GasarTa Ha cpeaHarTa JHeBHA ynoTpeba Ha
JONTHJIHNTENHA aHANITCTHIM A0 NOCTHTaHe Ha OalaHe MeXIy aHaITeTHYHa ehHKACHOCT H
MIOHOCHMOCT. THTpHpaHeTo Ha A03HpOBKATa 06HKHOBEHO TPSORA Ja ce M3BLPINBA C YBEAHUABAHE OT
12 Mukporpama/uac WM 25 MEKporpaMa/uac, BEIIpekHM 4e TpaGBa Ja ce 0T4MTa M HYKJaTa OT
JONBTHUTENHA aHanresus (45/90 mg/aed mopdun nepopanto =~ TpancaepMancH GeHTaHHN

12/25 Mukporpama/uac), KaAKT0O ¥ HUBOTO HA 60NKaTa, KOATO M3INWTEA NAUHEHTHT. CneZ osnilaBane
Ha J103aTa MOXE Ja ca HeoOXxoTuMu 0 6 iHH, NoKaTo ce nocTurHe GanaHc mpu Hoeata Ao3a. Eto
3al10 cief] NOBHINARAHE Ha 03aTA MALMEHTHTE TPAOBA A2 M3MON3BAT IUIACTHPH C NO-BHCOKATA /1032 B
PaMKHUTE Ha ABe 72-9acOBY MPHIOKEHHA NPEIH Aa Ce H3BEPINH CI1eABAlIOTC NOBHIIABAHE.

3a go3u no-eucokH oT 100 MuKporpaMa/yac Moxe Aa Ob1e H3MON3BAH NOBEYE OT OOUH [UTACTHP
Bukranun. [laupeHTiTe MoraT 1a ce Hy KAaAT OT NEPHOAKYHY JOITETHWTENTHH 03K KpaTKoAeiicTRaln
aHANIETHK NPY ,,MEKIMHHH TIPACTHIMH™ Ha Gonka. [Ipy HAKOW MAalMEHTH MOXKeE JIa ¢a HEOOXOAHMHM
JOTLAHHTEHY UM alITePHATHRHY METOIH Ha OIIMOMIHA TePalnsl,, KOorato AoskTe Ha Bukrtamun
Haasumarar 300 MUKporpama/uac,

Tlpy nurica Ha afieKBaTeH KOHTPON Ha GoiKata TPsaOBa Aa ¢ce uMa IPeABHA Bb3MOKHOCTTA 32
XMIIepanre3us, MOHOCHMOCT M MPOTPECcHs Ha MOANEKAnoTo 3abomaBane (Bx. Touka 4.4).

AKO aHITE3HATA € HEJOCTATEIHA CAMO TIPH ITHPROTO NPHAOKEHHE, INACTHPET BHKTaHWN MOXe a2
6nae cMeHed cren 48 taca ¢ APyT MIACTHP CBC CHINATA X032 HIM J03aTa Moke 12 ObJe NoBHIneHa
cnen 72 gaca.

AKO ¢¢ Ha/lara IwiacTHpsT Aa OhAe cMeHeH (Hanlp, aKo NafHe) NPpenH Aa ¢a H3IMHHAIH 72 Yaca, Tpabea
Jla c€ MOCTABH [UIaCTHP ChC ChIUATa 2033, Ho Ha Apyro macto. ToBa Moxe Ja JoBene A0 MOBHIIEHA
CcepyMHa KOHUeHTpauuA (BxK. TouKa 5.2), eTo 320 NalIACHTHT TPpAOBa Aa ce HalkAaBa BHEMATENTHO.

Hpexpamasane na npunazanemo na Buxmanun

AKoO ce Halara NpeKkpaTaBaHe Ha JleueHHeTo ¢ BHKTaHun, 3aMeCTBAHETO ¢ ApYTrH ONMMoHaH TpadBa aa
c€ M3BBPIIEA NIOCTENEHHO, KATO C& 3aMOYBa ¢ HUCKN A03H, KOMTO OaBHO ce iouiuasat. Tosa ce
HaJAara, Thil KATO KOHUEHTPAHUTE Ha QeHTAHW Ce MOHIDKABAT MOCTETICHHO CNEA OTCTPAHABAHE HA
TpancaepmaTHuA dperranun. Moke aa ca Heobxoxumu 20 yaca WM ToBede, 3a Ja ¢& MOHWKH
cepyMHaTa KoHUeHTpauus Ha dbertanni ¢ 50%. o npuHumn, npekparapaHeTo Ha OMMONAHATA
aHanTe3us TpA0Ba 13 ce M3BEPIIBRA MOCTENEHHO, 32 Ja ce u3berHar CUMITOMHTE Ha A0CTHHEeHIHA
(rx.TOuxH 4.4 1 4.8). Mma cpobiieHns, g GLp30TO CIIMpaHe HA ONMHOMAHWTE AHANTETHUH IPH
TALMEHTH, KOHTO ¢a PP3HYECKU 3aBHCHMH OT ONTHOMIM BON A0 CEPHUO3HH CHMITTOMM HA OTHEMAaHe K
HekoHTpondpyema Gonka. HamamisarneTo Tpsabsa fia c¢ OCHORABA Ha HHIMBH/YaIHATA 1034,
TIPOTB/KHTENHOCT A HA JieUeHHETO K MOBNKABAHETO Ha NALMENTA M0 OTHOLIeHHe Ha Gokara H
cuMnToMMTE Ha oTHeMaHe. [TaHeHTHTe Ha IPOXBIKUTENHO JIEYSHHE MOXKE A3 C¢ HYXIAAT OT Mo-
MOCTENICHHO HaMaluBaHe. 3a MalMeHTH, KOUTO ca OHIM JleKyBaHH 3a KPaThK IIEPHOJ OT BPEMeE, Moxe
Jia ce oOMHCHH o-0Bp3a CXeMa 33 HaMaABaHe.

IIpn HAKOM MALIMEHTH Clel POMAHA Ha AaHANTETHKA WM J03ATa MOTAT JA Bh3HHKHAT CHMIITOMH Ha
onHoHHa abcTUHeHIHA,

Tabnuuw 1, 2 u 3 TpAGBA Na ce M3NON3BAT €AMHCTEEHO 34 NPEMHHABAHE OT APYTH OIHOWIH KbM

TpaHCAepManeH GeHTaHW, a HE OT TPaHCAEPMAIiCH QEHTaHUT KbM APYTH Teparnuy, 3a fa ce n3berse
3aBHIllABaHE HA J03aTa HA HOBHA aHAITETHK, KOSTO MOKE Aa [IPERU3BHKE IPENOIHpaHe.

Cneyuarny nonyiayuy

Cmapyecka gvapacm
[TauuenTTe B crapdecka Be3apact TpaOsa Aa ce Hab/IONapaT BHUMATENHO, KATO I 7 V& -
HHAHBHAYAMHO B 3aBHCHMOCT OT CBCTOSHHETC Ha TIANHEHTA (BXK. TOUKH 4.4 B 5. @‘

HMpu naukeHTH B CTapUECcKa BB3PACT, HEYNOTpeOIRANM ONMHOKIHH AHANITETHLH,
¢e MpoBex/a eAHHCTBEHO, aKO NOA3NTE HaABRMIIABAT PHCKOBETE. B Te3H cyda
aedeHue TpabBa Ja ce NpHnara eAHHCTBEHO 032 oT 12 MHKporpaMa/dac TpaHcig
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Bvbpeuno u vepuodpobuo yepexcoane
MamuenTn ¢ 6EOpeHO MM MepHOAPOGHO yBpexaaHe TpAOBa Ja ce HA0MOAABAT BHHMATENHO, KATO

no3aTa ce onpeeil HHANBHIYATHO B 3aBHCHMOCT OT CBCTOAHHMETO Ha nanHeHTa (BK. Toux# 4.4
H5.2).

TIpn naupenty ¢ 6E6pedHO U YepHOAPOGHO yBPEKIaHe, KOUTO He Ca YNOTpeOsBant ONMHONAHH
aHANTETHLM, ISHeHHETO TpAORA 1a ce MposexkIa SAMHCTBEHO, aK0 MMOJI3HTE HaABHINABAT PHCKOBETE. B
Te3H CAY4aH 3a IHPBOHAYATTHO NeyeHne TpABa na ce mpriara €JMHCTBEHO 038 OT

12 MukporpaMa/uac TpascaepManeH GeHTaHmL,

Heouampuuna nonyrayus

Heya na 16 u nogeve 20dunu:
Jo3ata e KakToO npH BH3pPacTHH.

Heya mexcoy 2 u 16 z00unu:

Bukranwi TpsaOBa Ja ce npHiara caMo Ha OHe3H MeAUaTPHYHH NAlMEHTY (Ha Bb3pacT MeXIY 2 M

16 roguHK), KOHTO HMAT A00pa NOHOCHMOCT KBM ONIHOHIH, KOHTO Beve ¢4 NPHEeMATH JHeBHA 1034,
€KBUBaJICHTHA Ha He 10-Manko ot 30 mg MopduH nepopanHo. 3a NpeH3YNCIIBaHe Ha J103aTa MPU
NEAHATPHYHH NAOHEHTH 33 TPEBKIIOYMBAHE OT MEPOPAIHO HIIH MAPEHTEPATHO JIEUCHHE C OTTHOMAH KBM
BuKTaHII HallpaBeTe ClIpaBKa 3a nmpeofpasyBaHe ¢ eKBHBAICHTHATA AHANreTHIHA A03a (Tabaaua 1) 1
npencprYATeHATa 1032 BAKTAHNN, M34HCNeHa ChINAcHO NIEPOPATHATA AHEBHA K033 MOPOHH
(Tabnuua 4).

Ta6nuua 4. ipenoprynTeTHa K038 Ha TPaHCASPMAIEH GeHTaHW 32 NeNHATPHYHE TIALHEeHTH,
H3YHC/ICHA CHIJIACHO NIEPOPATHATA AHEBHA 1033 Ha Mopdu’
Mepopanna o3a mopdnn 3a 24 gaca, | Mosa ma Tpancaepmanes denTamui

(mg/nen) (MBEXpOrpamMa/dac)
3D-44 12

45-134 25
! TipeMuHaBaHETO KBM JI03H, [IO-BHCOKHK OT 25 MHKpoOrpamMa/yac TpaHcaepMaieH GeHTaHu IpH
TIEAMATPAYHH NANHEeHTH ¢ CBHLIOTO, KAKTO TOBA MpH BB3PACTHH naitieHTH (BK. Tabmuua 2).

2 TIpH KIMHAYBYTE H3NMNTBAHKA T3H TPaHALM HA NIEPOPATHHTE JHEBHH JO3M MOPQHH Ca U3ION3BaHHA
kaTo 6a3a 3a npeMuHABaHE KbM TPAHCAEPMATHH TUIACTHPH deHTaHu.

Ilpu ABe Mpoy4BaHHA ¢ Aela HeoOXoAHMaTa 2034 (PeHTaHHI TPRHCASPMAIHH TUIACTHPH € H3vMCIIeHa
KOHCEPBAaTHBHO: AHEBHa N03a ot 30 mg Ao 44 mg MopdKE epoOpalHO HIH HETOBaTa €KBUBANCHTHA
ONMOK/HA 1034 C& 3aMECTBAT ¢ €XHH TpaHCAEpManeH riacTHp deHTanHn ot 12 mukporpama/ugac. Tasu
cXeMa ce NpHiIara NPH aella camo NPy NpeMHHAaBaHe OT nepopaieH MopdH (Wi HeroBHTe
€KBHBAICHTH) KBM IVTACTHPH (heHTaHII. Cxemara He TpAORA Ja ¢€ H3NOJ3BA 38 KOHBCPTHPAHE HA
TpaHcAepManeH GEeHTAHHI KBM APYTH ONMHONAH, Thil KATO € BB3MOXHO A ce Ha0mozara
NIpeI03paKe.

Cnen npunarane Ha ITEPBATa A03a aHANTeTUYHMAT edekT Mpe3 MEPBUTE 24 Yaca Moxe a He Obne
ormruManen. Eto 3auio no speme Ha mepeute 12 yaca ciell npeMHBaBaHe KeM BuxTanmn Ha
MAUKHSHTUTE € HeOOXO0AHMO J1a C€ MPUJIAraT NPSIHLIHHTE YCTAHOBEHH AC3H aHaAreTHLH. B
ciegpamyTe 12 yaca TesH aHANNETHLH TPSORA Na Ce MpHeMaT NpH KIHHYHA HeoOX0omMMOoCT.

IIpenopbuBa ce MOHHTOpHpaHE HA TIALMEHTHTE NOHE 48 Yaca cie/i HHULYPaHe HA TEPanuATA ¢
BrxradHa Wik fo THTpHpaHe Ha A03aTa 3a NOAB2 Ha HEXENAHH JIEKAPCTBEHY PeaKIHH, KOHTO MOTaT
4 BKJIFO4BAT XMIIOBEHTWIAMA (BIK. Touka 4.4),

BuxTtanun He TpaOBa na ce ynoTpebABa npy A€l Ha B3pacT NOA 2 FOXHHH, ThH
H ¢(hHKacHOCTTa He CA YCTAHOBEHH.

Tumpupane na dozama u nOOOLPICAUA MePanUL nPY oeya
IlnactapsT Bukranun TpsGBa xa ce cMeHA Ha BCekH 72 4yaca. Jjo3ara TpaOea
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TpAlBa Ja ce yBe/ndYaBa Ipe3 WHTEPBaNH I10-KPaTKH OT 72 Jaca. AKO aHANTeTHIHHAT edexT Ha
BHKTaHHN € HeJOCTaThYeH, € HeOOX0AHMO Ja Ce MPHIIOKAT AOTBITHHTETHO MOPQUH HITH APYTH
KPaTKO ACHCTBAlOM ONHOKAH. B 3aBHCHMOCT OT AOITRIHHTENHHTE HYKIH OT AHAITeTHK H CBCTOAHRETO
Ha GoMkaTa Mpu AETeTO € BEIMOMKHO A4 CE HANIOKH [IGBHIIABRHE Ha J03aT3a. AJanTHPaHETO Ha 03aTa
ce H3BBPILIBA MOCTENEeRHO ¢ 12 Mukporpama/yac.

HauuH Ha npunoxenye
BukraHHN € npeaHAasHAYEH 33 TPAHCACPMAITHO TIPHITOKEHHE,

Bukranun ce npriara BpPXy ILTOCKATA HEPA3APA3HEHA H HeOGTh4eHa KOYKHA MOBLPXHOCT Ha TOpea
AIH rOPHATA 4acT Ha PHKATA.

[Tpu manku fela KATO NOKALMA C€ OPEAIOYHTa KOKATa HA TOPHATA YacT Ha r'epOa, 3a 1a ce
MHHUMH3UPa BB3MOKHOCTTA 38 OTCTPAHABAHETO MY.

OkocMABaneTo 0T MACTOTO 33 NpWIaraHe e OTCTPansaBa ([PEANOUNTAT ¢ HEOKOCMEHH Y4acThIH),
KATO Ce M3MONI3Ba HOXKMIIA, & He caMoOpBhCcHauKa. AKo € Heo0X0AMMO IpeIl NpUIaraHeTo Ha
TUIACTHPA MACTOTO Ha NPAJIOKEHHE Ce TOTHCTRA ¢ TIOMOIITA HA uncTa BoAa. He tpabea na ce
H3NOM3BAT CAMyHH, MacJa, JIOCHOHN U1 APYTH BElECTBA, KOHTO MOraT Jia pasApasHsT KOXKaTa WiH Ja
TIPOMEHAT HeHHHTE XapakTepHeTHKH, Kokara Tp:a6ea Aa ObJe HAITBAHO CyXa APEAH 1A Ce TIOCTABA
mTacTHpET. IIpeau mpuaarate aacTUPHTe TpAOBa Aa ce ornenat. IDacTHpy, KOHTO ca HapA3aHH,
pa3ReJICHH HIIH YBPE/eHH He TpA0Ba Ia ce NPHIAarar,

BrkTanun Tpabsa J1a ce H3MON3RA HEMIOCPEACTBEHO CIIEA H3BKAAHE OT 3aNeYaTaHaTa ONAaKOBKA.
IInacTup®T TpAGBRa Aa c€ H3BAAH OT 3AIIMTHOTO Callle, B KOETO Ce ChXPaHABa, KaTo ITEPBO Ce NPerbHe
TIO HAITpaBEHWTE MPOpe3H {KOWTO ¢ HAMHpAT OIH30 10 CTpeKaTa BhpXy €THKeTa Ha CallleTo) M Ciel
TOBAa BHHMATEIHO Ce CKbCa OOBHBKATA Ha CallleTo. AKO C€ H3NON3BA HOMHMIIA 32 Ja ¢€ OTBOPH CallleTo
cpazBaHETO TPAOBA Ja ce H3REPIUH GIH30 A0 3aneHaTaHAA pub, 32 Ja He ¢ YBpeIH IIacTHPLT
otBbTpe. Paspa3sa ce 3aluTHOTO oHoe Ha InacTHpa. IIperbHeTe nmacTupa No CpeAaTa M OTCTpaKeTe
IBeTE NONOBHHN 0T donroTo nooTAenuo. Tpabaa Aa ce W36ArBa NONHP ¢ ANXE3UBHATA JacT HA
wiacTHpa. IInacTHpET ce MOCTaBA BEPXY KOKaTa H ¢€ NPHTHCKE JIEKO © JUIaH B TIPOAL/DKCHHE HA
okono 30 cexynau. Tpabea ma e curypHo, ue ppioBeTe Ha mIacThpa ca fo0pe 3anencHy. Pruere ce
H3MHBAT ¢ YKCT2 BOJA.

BukTasnmn MoXe Ja ce HOCH HENPEKLCHATO B MpoAbLkeHue Ha 72 daca. Clier oTcTpassBate Ha
MpeNXoaLvs TpaHCASPMAeH MIaCTAP, HOBUAT IUIACTHD TPAOBa J1a Ce MOCTABH HA APYTO MACTO BBPXY
koxara. TpabBa Aa H3MHHAT HAKONKO JHH Py Aa C& NOCTARM HOR MNACTHP BBHPXY ChINATA KOMKHA
NOBBPXHOCT.

Thii KaTO MWIACTHPET € 3AIMTEH OT BBHILEH BOAOHSTIPOHHIIAEM HMOKPHBAIL QHIM, TOH MOJKe CBIIO KA
Cé HOCH TIO BPEME Ha KBbIaHe,

[TorsAxora MOXeE Na ¢¢ HANIOKH [UTACTHPBT A8 C€ TIPHISITH ROTBIHHTENHO.

AKO ctes1 OTCTPaHABAHETO HA NVIACTHPA OCTAHAT CJIEJH OT HEro, Te TpAOBa Jia ce H3YHCTAT ¢ OGHIIHO
KOIHYECTRO BOJA U callyH. 3a NOYHCTBAHETO He TpAOBa a ce H3NOoN3Ba ANKOXOJN WM JPyTH
Pa3TBOPUTEIH, THH KATO TE MOFAT Aa MPEMHHAT MpPe3 KOXKaTa, nopaau eeKTa Ha IacTupa.

43 IIporHsomoxkazauug

CBpBHXYIyBCTBHTENHOCT KBM aKTHRHOTO BEIIECTRO HIH KBM HAKOE OT MOMOIIHHTE BellecTsa,
H30poeHH B To4Ka 6.1.

Octpa unu cneaonepatHeHa 60M1Ka, Thil KATO HE € BH3MOXKHO 4 C€ H3BBPLIH THTP
TIPH KPaTKkocpodHa ynorpeba i Topa 61 MOTIIO J1a NOBE/S A0 NMOABA HA TEHKKA MK
KHBOTO3aCTPAIIABAIIA XHITOBEHTH AL,

Texkka pecnvparopHa Aerpecus
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4.4 CoenEanHH NpeAyNpeRAcHHESA H NPEANAIEA MEPKR Npd ynorpeba

INanmenTyTe, KOMTO Ca MONYYHIH CEPHOIHH HeXelaHH PeaKiiH, TpaOsa Ja ObaaT HabmoaaBaHu Hali-
MaJIKO 24 yaca chej| OTCTpaHsaBaHe Ha BHXTAHUN Wik fIOBeYE, B 3aBMCHMOCT OT KIMHUIHKTE
CHMITTOMH, TE# KaTO TI1a3MCHKTe KOHLUSHTPALMHN Ha (JEHTAHI Ce MIOHWDKABAT MOCTENEHHO H

20-27 4aca mo-KBCHO ca HaManeHH ¢ oxono 50%.

Ilaimentyure u TexAnuTe OonHornenayn TpadBa Aa OBOAT HHCTPYKTHpAHH, Ye BHKTaHHA chOBpka
AKTHBHO BEIIECTBO B KONMYECTBO, KOETO MOXKE /1@ MPHIMHHN daTanHu MocheaniH, ocofeHo npH Aena.
CrenoBarenio BCHUKH IUTRCTHPH KaKTO NPelH, TAKA U ClIell H3NON3EAHETO UM TpabBa na ce
CHXPaHABAT Ha MECTa, HEAOCTHITHM 3a Jiela.

ITopanu pHckoBeTe, BRIFOYHTENHO (daTaieH H3X0[, CBbP3aHu Che CIIy4aiHO nornbluaHe, HETIPaBHIH
ynorpeba u snoynorpeba, NALMEHTHTE M JIHIATA, KOHTO CE MPIDKAT 32 TX, TpAOea na 6saar
MOCHBETBAHH Aa CHXpaHABAT BukTalni Ha Ge30macHo M CUTIYPHO MACTO, HOAOCTHITHO 32 APYTH.

IMaumerT, HeymoTpeOABATH OMHOUH H cheToaHNA §63 TOASPAHTHOCT KbM OIHOHIH

Ipn nanmeHTH, KOKTO He ¢a YMOTPSOABANH OMMOHIHH aHANreTHIH yroTpebaTa Ha TpaHcAepMalieH
¢eHTaHKI KATO HA4ATHA OIIHOWAHA TEPATIHA ¢ CBEP3aHa ¢ MHOTO PeIKH ClTyday Ha TeXKa
pecTIMpaTopRa ACAPECHA WHIH CMBPT, 0c00eHO MpH NanHeHTH, Yusto GoMka He € ¢ KapLUHHOMHA
erronorys. [Ipn nauneHTH, KOHTO He ¢a YROTpeOABanH ONHOKAHH SHANTETHIIH CHLIECTRYRA
HOTEHIHANTHA FE3MOXKHOCT 34 MIOFBA HA CEPHO3HA WM XHBOTO3ACTPAIABAINA XUIIOBSHTHIALMA, J0pH
TNpH NpHJIaraHe Ha Hali-HHCKHUTe 103U TpaHcAepMaieH (heHTAHM KAaTO HavajlHa Tepanus, ocobeHo npu
NalMEeHTH B CTAPYECKA BB3PacT WIH TaKUBa ¢ YEPHOAPOOHO Wik OBOpetuHO YBpexkaane. TeHaeHuHATa
3a pasBHTHE HA TOIEPAHTHOCT BApHpa CHITHO MEeXTY padnuuHHTe NarmenTy, [Ipenoprysa ce
BUKTaHHJI Ja ce MpHiara fpH NalHeHTH, KOHTO UMAT ITOHOCHMOCT KBM ONTHOHAHM {BXK. Touka 4.2).

PecniuparopHa fenpechs

Hsxon panpeHTH Morar Ja moyyaT 3HAYHTENHA PECTIMPATOPHA ICTIPECHS CIIEA TIPHIOXKeHHE Ha
BukraHwn; nanpedTdTe TpabBa aa 6AaT HabMKONaBaHN 38 [IPOBa HA TE3H IIPH3HAIIM.
Pecnupatopuarta aenpecus MoXe Jia NEPCHCTHPA H CJI€]] OTCTPaHABAHETO Ha INACTHPA BHKTaHWIL.
YecToTara Ha MHUMACHTH ¢ MOTUCKAHE Ha JHIIAHETO HapacTBa YCTIOPEIHO C YEEJIMYABaHETO Ha
A03aTa Ha (peHTaHKN (BXx. Touka 4.9).

OnuouaxTe MOrar Ja NPHYHHAT JHXATE/THH HAPYLICHHUS 110 BpeMe Ha ChH, BKIIOYHTETHO LEHTpaIHa
cbHHa amHes (LICA) H XHIoxceMH# no Bpeme Ha ChH. YNorpebara Ha ONHOMIYM NOBUINABA PUCKA OT
LICA no posozaercHM Ha4yMH. Ilpn nanwenTH ¢ npoasy Ha LICA na ce oOMHcIu NoHIDKaBaHe Ha
ofinara 1038 ONHOMZH.

Puick ripu chapTCTBAIIA Ba na se TIOTHC C, BIIO JIHO CENATHBH, KATO
SeH30NHA3eNHAN WAH NoJ00HH JeKapcTBa, ANKOXOJM M HAPKOTHYHH BemecTra, notackamy ITHC
EnHoppemennata ynorpeba Ha QeHTaHUN H CEAATHBH, KATO OEH30HA3EIHHI WU [TOA00HH
JeKapcTBa, ANMKOXON WK HAPKOTHYHY BemlecTBa, noruckamu [THC moxe aa Aosene no cenauus,
pecnupaTopHa fenpechs, KoMa U cMbpt. [lopanu Te3n pucKoBe e THOBPEMEHHOTO NPEANHUCBAHE ChC
ceaaTHBH TpAOBa Na Obe 3analeHo 3a [AlMEHTH, TIPH KOHTO He Ca RE3MOMKHH ATTePHATHRHH
BEIMOKHOCTH 3a JIedeHHe. AKO ce B3eMe PelleHue 32 Npe/inucBaHe Ha (JeHTaHW eNHOBPEMEHHO CEHC
cefaTHBH, TpAOBa [1a ce H3MO/3Ba Hall-HHCKATA eeKTHBHA 1032 M NPOARDKHTEIHOCTTA Ha JIEUeHUETO
TpaAbBa na Obae BB3IMOKHO Hal-KpaTKa.

MMaumerTHTe TpsORA Aa GBAAT BHHMATENHO MPOCCAABAHK 32 NPH3HAITM B CHMIITOMH Ha
pecripaTopHa JenpecHd ¥ cenupane. BB Bpb3Kka ¢ TOBA, ¢ NPENopbYRa HACTOATEIHO /ia Ce
UHQOPMHPAT DalHCHTATE H TPHXKEHTE ce 33 THX (KOraTo e IPIIoKHMo), 33 1a Graar 3an03HaTy ¢
TE3H CHMITTOMH (BX. TouKa 4.5).

Xponuusn Genoapodnu 3aGonsanns

Hpu naupeHT ¢ XpoHHYHH ODCTPYKTHBHM WIH ApyrH GenonpoGHH 3afonaBaH
NPENH3BUKA TIO-TEXKH HEXKEJIAHH JIeKapcTReHH peakiuy. I1pu Takusa mauue
OMMOMJMTE ja MOTHCHAT JHXATeNHATa GYHKUMA ¥ 14 YBEIHYAT CHIPOTHBIICHHE
METHIIA.
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ﬂmocp_qqﬂn nevebuu GQGK‘[‘H H TIOHOCHMOCT

Hpn BcRUKE NARHEATH MOXe a2 ce PA3BHE NOHOCHMOCT KbM AHAATEeTHIHATE edeKTH,
XHNCPaaTe3ns, PH3gIecKa 3RBECHMOCT H ICHXOJIOTHYECKS 3aBHCAMOCT NPH MHOTOKPATHO
npRJoKeNRe HA OXMOH/H, JJOKATO HEITB/JIHA NOHOCHMOCT C€ Pa3BHBA 34 HAKOH HEKENGHH PEaKLHK
KaTO 3aneK, NPeH3BKKAH OT OnHOHAH. ITo-ciemHanto npy NalMeHTH ¢ XPOHUYHA Hepakosa Goka, ce
chobinasa, ue T¢ MOMKE Jia He ToJTy4aT 3HauHMO Noxo0peHHe Ha HHTCH3IHTeTa Ha (onkara or
MPOABIKATENHO JeHeHHe ¢ ONHOMIM B ALITOCPOUeH IUiaH. TIpl nogHoBsBaHe Ha penernrara ce
npenophyBa pefOSHO Aa ce NPeOLCHABA LEnecs00pasHoCTTa 32 NPoDKasaye Ha ynotpefara Ha
Buxranwn npy naleRTaTe. Korato ce npelieHy, 4e HAMa 0132 OT NPOALIDKABAHE Ha JIEYSHHETO,
TpsaGBa Aa ce M3BBPLIN THTPHPAaHE ¢ [I0CTeNEeHHO NONHXKABAHE HA N03aT4, 3 & C¢ TPeAOTBPATAT
CHMNTOMH Ha OTHEMaHe,

He cnmpaiite pasko Bukrasun npu naumesr, koo e ¢u3HIecKH 2aBHCHM oT omiougn. Tlpu
BHE3AIHO NPEKPATABAHE HA TEPANTHATA WIH NOHIKABAHE HA 1038TA MOXKE Ja BE3HHKHE CHHAPOM Ha
OTHEMaHE Ha JISKapcTBOTO.

Wma crobmenns, ue 65p30TO NOHDKaBaHe HA BUKTAHHN NPH NALMEHT ¢ PU3HUCCKH 3aBHCUM OT
ONHMOHIH, MO Ja J0BEe RO CCPHO3HH CHMITTOMH HA OTHEMAHE M HEKOHTpOIHpyeMa Gonka (Bx.
TodKH 4.2 # Touxa 4.8). Korato naulieHTHT Beye He ¢ Hyx/ae OT TEPAITHS € IPernopBYHTENHO
OOCTENEeHAO NOHMKABAHE HA JJO3ATA, 33 1a CBEAAT A0 MMHUMYM CHMITTOMHTE Ha OTHEMaHe.
IMonm:xaBaHETO OT BHCOKA 033 MOXKE J1d OTHEME CEAMHLIH 10 MECELH.

CHHZPOMET Ha OTHEMaHE Ha ONYOKIHY JIEKapPCTBa e XapaKTepH3upa ¢ HAKOH HIH BCUIKH OT
CIICHHHTE CUMITOMH: 6€3M0KOHCTBO, ChiT3eHE, PHHOpEA, NPOSYIBaNE, H3NOTABAHE, BTPHCAHE, MHAIITHA,
MHJIpHasa K chpliebuene. Morar Jia ce pa3BHAT ¥ APYTH CHMIITOMH, BKTIOYHTENHO PR3APATHHTENHOCT,
BE30y/a, TPEBOKHOCT, XHIePKHHE3HA, TpeMop, ciabocT, HeachHie, aHOPEKCHA, KOPEMHH CITa3MH,
rajene, NOBpBAKE, AHAPHA, MOBHINEHO KPBEHO HAAraHe, IOBHIIEHA AUXATENHA WIH CBPASYHA
4ecToTa,

Paserpotictsa, cBbp3any ¢ ynorpeGara Ha onnowny (3noynorpeda u 3aBHCHMOCT

Munorokparuara ynorpeba Ha Buxranun moske 1a JoBele 10 NOARA HA PA3CTPOACTBR, CRBP3AHH C
ynotpeba ra onmonau (OUD). 3noynotpebata wnk yMHIIcHATa HEApaBHIHA YIoTpe6a Ha BuxkTanun
MOTaT Ja JOoBeJaT A0 npeaosupaHe Wi cMEpT. PucksT ot pazgutie Ba OUD ce ypenuvara npu
MAUMEHTH ¢ NHYHA UK GaMHIHA aHaMHe3a (POXHTSIH WM OpaTa H CeCIPH) 3a HApYUIeHHs, CBbP3aHi
¢ ynotpebaTta Ha pelliecTBa ( BKITIOMHTENHO PascTPOHCTRO, CBBP3aHO ¢ ynoTpefaTa Ha ankoxon), npH
HACTOAIIY IyIIaYH MK NPH MALHEHTH C THYHa aHAMHE3a 3a JIPYTH NCHXHYHHA pa3cTpoiicTsa (Hanyp.
TexKa ASIPECcHs, TPEBOKHOCT N JIMYHOCTHH pascTpolicTsa), [TauyeHTure, feKyBaHH ¢ ONHOWAHH
sexapeTra, Tpa0Ba Aa OpaaT Habmonarany 3a npusHaiy Ha QUD, xaTo NoBeneHue CREP3aHO ¢
HBCOYEHO ThpCeHe Ha HAPKOTHIM (HAIPIMEP TBEPAE PAHHO KEaHUE 33 TIOBTOPHA J03a), 0COBEHO
HpH MRHUEHTH C NOBULICH PHCK. ToRA BKIIOYBA TIPETIEN] HA CHITHTCTRALIO NOHSHHE ¢ ONHOMIK H
TICHXOAKTHBHM JeKapcTBa (KaTo OeH3I0AHa3eNHHH). 32 NTAUMEHTH ¢ NPK3HALK H cuMiromMd Ha QUD
Tpabpa na ce OOMHCHM KOHCYATAIMA ChC CHELMAINCT MO HAPKOMAHHM. AKO C€ HAMIArd EYEHHETO C
OnMONAH TPAOBA [Aa ce mpexparTH (BX. Touka 4.4).

3abongranu Ha Heﬁ! pajnHaTa HepBHa CHCTEMA, BRITHOYUTETHO TIOBUIICHO BETPEYEPENHO HANSTaHe

Buxraswi TpaGea Ja ce H3N0N3Ba ¢ NOBHILIEHO BHEMAHHE NPH MALMeHTH, KOUTO MOXKe 1 ca ocobeHo
JyBCTBHTE/IHH KbM MHTPaKpaHMaIHHTe ¢deKTd Ha 3anppxaneTo Ha COa, KATO HanpHMep Te3d ¢
JAHHHM 32 NOBHINEHO BETPCHEPENIHO HATATaHe, HAPYLIEHO Ch3HanWe WK koMa. Bukranun tpatsa na
ce TIpUNara ¢ TIOBHINEHO BHUMAHKE Ha MAUHEHTH ¢ MOIBYHH TYMODH.

Copneuny 3aonapasus
Genranun Moske na npepysenka Gpanukapnua. Ilopasy Topa Bukranun Tpadea na ce
BHHMAHKE Ha MALMEHTH ¢ OpajHapHTMHA.

XHMNOTOHHS

OnuonanTe MOTAT Ia PEIHBUKAT XHNOTOHHA, 0c0GEHO MPH TIallHeHTH ¢ OCTpa
3anouBaHe HAa TepanMA ¢ TPRHCAEPMANHY TUACTMPH HA PeHTAHH CHMITTOMATHY.
Wunu Xunosonemus Tpabsa na 6b1aT KOPHIHPAHH.
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Yepuoapobro yBpexKaaHe

Tif karo denran ce MeTabonH3Hpa A0 HEAKTHEHH MeT20ONUTH B YepHHs Apo6, 4epHOAPOSHOTO
YBpeXTaHe MOXKe Ja 3a6aBU eNHMHHHpPAHETO My. AKO NAlHEHTH ¢ YepHOAPOOHO YBpeKIaHe PHeMaT
Bukrasun Te Tpalea ga 6bAAT HAOMOAGBaHH BHHMATENHO 33 IPH3HALM HA TOKCHYHOCT OT CTPAHA Ha
(PEHTRHIT H aKO € HeoOXoMuMO Ro3uTe Ha BHKranmn ce 1oHIbKapaT (B, Touka 5.2).

Brbpeuno yepexknade

Brnpeku, ue He ce ovyakBa yBpedeHara 6s0pedHa ¢yHKuMn Ja 3acErHe eNHMHHMpPaHeTo Ha deHTaHII
B KIMHHYHO 3HAYHMA CTEMNEH, Ce MPENophyBa MOBHUIICHO BHUMAHHE, Thi KaTO MPH TasH NOyalus
NalKeHTH GapMakOKWHETHYHMTE napamerpu Ha GeHTaHHI He ca oueHARaHH (K. Touka 5.2). JleueHne
MO3Ke A8 ce OOMHCIIM caMo aKo TNoJI3aTa HaABHINABA PHCKOBETE. Ako nawneHTH ¢ 650peuHo
YBpEXJaHe MpHeMaT BHKTaH!N, Te Tpa6ea f1a ObAaT HAGMOAABEHH MHOTO BHHMMATETHO 34 IOABA HA
MPU3HALE HA TOKCHYHOCT OT (eHTAHMI, B KO € HeOGXO0AUMO, Ao3aTa TpabBa Aa ce noriDKH, [Tpy
nauyeHTH ¢ 6E0peuHo yBpeKaaHe, KOMTO HE Ca YIOTpeOdsany ONMHOUAR, C& MIPHAATAT AOMBIHHTEIHY
orpaHu4eHMs (BXK. TouKa 4.2).

IMaumeHTH ¢ TpecKa/NpeKH W3TOYHAUM Ha BHHIIHA TOIUTHHA
KonnerrpatmuTte Ha GEHTAHK MOTAT /a CE [IOBHINAT, KO Ce IOBMILA TEMITCPaTYpaTa Ha KOKaTa (BiX.

Touka 5.2.). [Topanu Tora nauueHTH ¢ Tpecka, TpAORa Na 6paaT HaOMOIABaHH 33 ONAOHAHN HEKEIAHH
JIEKAPCTBEHH peakiMi M NpH HeobXoauMocT no3ata Ha BukraHun TpaGea Ja ce moHmwkH. Be3mMoxHo €
TIa3MEHHTE KOHLUCHTPALUHH Ha ()eHTaHWN Aa e MOBUINAT B 3aBUCHMOCT OT TeMNEpaTypara, KoeTo Aa
AoBeAE IO MPENo3UpaHe M CMBPT.

Bewuxkn nanperTH Tpadea Aa 6BAaT NOCHBETBAHN Aa M30ArBAT M3NAraHeTo HA MACTOTO HA NOCTABIHE
Ha Bukranun Ha npeks W3TOYHMLM HA BEHIIHA TOIUIMHA (HAUp. 3arpABaily BL3TTaBHHIINA,
ENEKTPHYECKH OAEsIA, OTOTUIEHH BOJHM NErNia, JIaMITH 38 HalPABAHE WIH COIAPHYM, CTbHYEBH GaHH,
OyTWIKH ¢ TOINA BOAA, CAYHA, TPOXBLKHTETHH Topemy GanH, WM Cria-NpoLeaypH B IDRAKY3H ¢
TOILIA BOAQ).

CepoTOHHHOE CHHIAPOM
YlpenopruBa ce NOBMIICHO BHIMAHKE, KOTAaTO (PEHTAHWI Ce NpHIIara eJHOBPEMEHHC C JIEKAPCTEa,
KOHTO OKA3BAT BJMAHHE BLPXY CEPOTOHHHEPIHYMHHTE HEBPOTPAHCMHTEPHH CHCTEMH,

IlogBara Ha cepOTOHHHOB CHHAPOM, KOHTO € NOTeHIMATHO JKHUBOTO3ACTPAINABAIIO CBCTOSHIE, MOXe
Jla HACTHITH NpH €NHOBPEMEHHATa YNoTpeba Ha CePOTOHHHEPIMYHH NEKAPCTBEHH NPOIYKTH, KATO
CeNeKTHBHY MHXHOUTOPH Ha 00paTHOTO 3axBamare Ha ceporoHuna (SSRIs) u uaxuburopn Ha
ofpaTHOTO 3aXBalllaHe Ha cepOTOHUHA B HopenuHedpuHa (SNRIS) ¥ ¢ nexapcTsa, KOUTO HapyIaBaT
MeTabolTH3Ma Ha CEPOTOHMHA (BKNIOMHTETHO HHXHOKTOPH Ha MOHOAMHHOOKCcHa3aTa [MAO-
nuxubuTopH]). Topa Moxke Aa ce HabMoAaBa U B pAMKHTE Ha NperioppuBTenHaTa 103a (BK.

To4Ka 4.5).

CepoTOHHHOBHAT CHHAPOM MOKE Ia BX/IIOYBa NPOMEHH B TICHXWYHHA cTaTyc (Hanp. b30yna,
XaRIOLUHRALHH, KOMA), HECTAOMITHOCT HA BEreTaTHBHATA HEPBHA CHCTEMA (Hamp. TAXHKAPAMA,
HecTabHIHO KPHBHO HalATaHe, XANEPTEPMHUS), HEBPOMYCKYITHH aHOMANHM (Hanp. xuneppedreKcis,
HEKOOPAUHHPAHOCT, PHIHAROCT) A/WIH CTOMAIIHO~IPEBHH CHMITTOMH (HAMp. raficHe, NoBpBIlaHe,
AHEPHS).

AKO ce MOJI03HPa CEPOTOHHHOB CHHAPOM, JIEUSHHETO ¢ (heHTaHm TpsbBa Aa ce TpeyCTaHOBH.

BraumonelicTBHA ¢ APYTH JCKAPCTEEHH NPOAYVKTH

Huxubumopu na CYP3A4

Ba Buxranun u uexuburops Ha CYP3A4 ue ce npenopsuia, OCBEH aKo NMoA3
NOBHLIEHHS PUCK OT HexeNlanu peakuyun. OOUMKHOBEHO MAUMEHTHT TPpAGBa a HIvy
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fipekparaBase Ha JedeHHeTo ¢ CYP3A4 nExubHTOp npean Aa NPpUNOKW MHPBHS MiacTHp Bukrasn.
Bce nak npob/KMTeNHOCTTa Ha HHXHOMpaHe BapHpa ¥ 3a aakon CYP3 A4 HHXHOWTOPH ¢ ABITET
EMMMUHALMOHEH TIONYKHBOT, KAaTO HAIPHMEp aMEONAPOH HIH 32 3aBHCHMH OT BPEMETO HHXHOHTOPH
KATO ePUTYPOMHIHH, HASTATH3HO, HHKapAHIHH H PHTOHABUD, MOXKE 114 & HeoOXOMMMO TO3M NEPHOR Aa
6nae no-geasr. CneziopaTenHo, Npeiy Ia ce MOCTARY IIBPBUST sutacTup Bukranun tpabaa aa ce
HaDpaBH ciipaBka ¢ MpoAykToBata HHGopmauns 3a CYP3A4 uAxuGrTOpa OTHOCHO NepHosa HA
EIMMHHHPAHE Ha aKTHBHOTO BEIECTS0 H NPOABDKMTENHOCTTa HA MHXHOHpamoTo AelicTeue.
IManwenT, ko#TO ce nexysa ¢ Buxranmt Tpabea fa u3dyaka NoHe 1 CeAMULA CiieA OTCTPAHABAHE HA
MoCeIHNA IWIACTUD NIpeay Aa 3anovHe neverre ¢ CYP3A4 unxubuTop. Ao He MOXXe Ja ce H3berHe
eaHoBpeMeHHa ynotpeba Ha Bukranuia ¢ CYP3A4 HHXuOMTOp, € ONPaBaaHO BHHMATENHO
NpocneasBake 3a NPH3HAUK RIH CHMITOME Ha 3aCHICHH WIH YIB/DKCHH TEPAaneRTHYHH e¢eKTH H
HEKENAHH PeAKIMA HA (DEHTAHKN (B YACTHOCT PECTIMPAaTOPHA Aenpecud), KaTo NpH HeoGXoauMOoCT
Nozara TpsAOBA Ja Ce TIOHIDKH WK JEYEHHETO [a ¢e npekparth (BacTouxa 4.5),

Caydaiina exco3uIMA Ype3 NPEXBLDIIHE HA ILIACTHD
HerosnoTo 3anenBaHe Ha INACTUPHTE OT €HO JIHUE HA BPYTO, KOETO He TPAOEa Aa ynotpelspa

(enTannn (ocobeHo JeTe), KaTo HAlIpUMep IIPH CHOAEIIHE Ha JIETIIO WM TIPH GAH3BK KOHTAKT MOXE
Ia JOBeRe A0 MPeRO3ApaHe ¢ ONMOKIHNA AHANTETHK TIPH JIMLETO, KOETO HE HOCH IUTACTHP.
ITaipenrrTe TpabBa na GbaaT MHHPOPMHPAHY, Y€ AKO [UACTHPHT NOMATHE CHYYaliHO OT e1IHO KNE
BLPXY ApYTO, ToH TPAGBa Aa ce oTcTpanH He3a0aBHO OT KOXKATa HA IHUETO, KOSTO He ynoTpetana
wiacTHp (Bk. To9Ka 4.9).

Yrorpeta npu HanvedTH B cTAPUECKA BH3IPACT
JlaHHMTE OT NPOYYBAHAA ¢ HHTPABEHOIHO NpWIcKeHHe Ha deHTaHin [OKA3BAT, Y€ [IPH MAUMEHTH B

CTAPYECKA BBIPACT Ce HAOMIONARA TIOHIDKEH KIHPRHC, YILDKEHO BpeMe Ha T0RyetHMHHHPAHE H 110-
BHCOKA YYBCTBHTEJTHOCT KbM aKTHBHOYO BOLIECTBO, B CPABHEHHE C MIAAH NALVERTH, AKO ITALKEHTH B
CTapuecka BL3PACT CE IEKyBaT ¢ BHKTaHH Te TPaOBa Na 6paaT HabmomasaHy BRHEMATENHO 34
TOKCHYHH [PU3RALH Ha (eHTanun 1 npH HeoOXOAHMOCT No3aTa Aa Oble penytmpana (K. Touka 5.2).

CTOM&IIIHO-‘-]QGBGH TPAKT
OnHouavTe MOBHINABAT TCHYCa B HaMallapaT NPOIYJICHBHHTE KOHTPaKIIMK Ha rAafkaTa MyCKyJiarypa

H& CTOMAIIHO-4YPEBHHA TPaKT, TOBA BOH [0 YIBDKABAHE HA BPEMETO 38 IIPEMHHABAHE NIpes
CTOMAINNRO-YPEBHUA TPAKT, KOSTO MOXKE /18 OB/1¢ NPHHAA 32 KOHCTHIAIMOBEIA edeKT Ha denranm.
ITaipenTyre TpA6Ba A8 68T CHBETBAHH 12 NPEAIIPHEMAT MEPKH 38 NPEAOTRPATABAHE Ha 3alleK, KaTO
TpabRa Aa ce obcwran npodunakTHyHa ynorpeGa Ha naxcarHed, [TpH MAUHEHTH C XPOHHYEH 3anex
thenTanwt tpabea Aa ce rpusara ¢ MIKIKOMUTENHO BuuManye. Jledennero ¢ Buxrannn Tpabea aa ce
NPEKPATH, aKO CE NIOABH HIH Ce MIOAC3Hpa NapaaHTHYeH Wieyc.

TlanpenTy ¢ My HHS H
Morar na ce HaOMOAABAT HeSIHIENTHYHH (MHO)XIOHWYHM peakilny. Korato ce NekyBar nauyeHTy ¢
MMACTEHUSN TPABHC CE€ HIUCKBA OCOOEHO BHEMAHHE,

Ennoppemenna ynorpe0a Ha cMeCEHU ONTMOHAHH arGHHCTH/AHTArOHHCTH
Ennoppementarta ynorpeba ¢ GynpeHopdus, HanbypuH UM NEHTA301MH HE Ce MpenopsuBa (BK.
TOtKa 4.5).

AMP

QedTaHun TPaBCASPMAISH INACTHD chAbpka MeTan. [InacTupsT Tpabea na ce orcTpauu npean
NIPOBEXTAHE HA AAPEHO-MATHUTEH PE30HAHC, MOPAH BH3MOMHOCT Ja C€ HAFpee CUTHO ¥ 1a NPUIHHY
M3rapsHe Ha KOXKaTa.

IeguaTpyasa NONYAAIHA

Bukrauun He TpaEa fa ce NpWiara Ha NEZUATPHYHM MAUHEHTH, KOHTO HE CA IPOBE
ONMHOHAM (BK. TouKa 4.2). ChbilecTByBa BEpPOSTHOCT 33 TIOABA HA TEIKKA WIH JKHE i
XHIOBEHTHWIALMSA HE3aBHCHMO OT TIPHNOXKEHaTa fo3a BUKTaHWw! TpaHCcaepMaicH
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He ca npoBeskgaHu NpoyYBanid ¢ GeHTaml TpaHCAEpMATEH IUIACTHP NPH Je1la Ha BB3PacT 1oz
2 roaMHH. BHKTaHIT TPaHCAEPMANCH TIACTHP MOXKE Ja e IIPAara camo Ha JIeta ¢ ONHOHICH
TOAEpaHC HA 2 WK NOBeve rofuHy (BK. TouKa 4.2).

3a z1a ce MpennassT AeaTa OT Cayvalino norrbiiaie, € HeOOXORHMO NOBHIIEHO BHUMAHHE NIPH
w3bHpaHe Ha MACTOTO Ha NpUIokeHHe Ha Bukraman (Bxk. Touku 4.2 v 6.6) ¢ na ce nabmonasa
CTPUKTHO 3a [UIBTHOTC IIPWIETIBAHE HA JUIaCTHDA.

Xupnepanresus, MpeIHIBNKAHA OT ONHOWIH

Hugytmpaunara ot onuonnd xunepanresus (Opioid induced hyperalgesia, OIH) ¢ napanokcanen
OTr'OBOP KbM ONHOKA, (IPH KOHATO ce Hab/monaBa 3aCHIBaHe HA YCEIAHeTo 3a GoKa BENpeKH
craHIHaTa WiH NOBHIIEHA eKCTIOZHIIMA HA ONHoMAa. Pa3nidasa ce OT TOREPAHTHOCTTA, TIPH KOATO ¢4
HEOGXOHMHA NO-BUCOKH 03U OTIMOMAH 3a [IOCTUIAHE HA CHITHA aHAJTETHYEH eEKT WIH 3a JIeYeHUe
Ha peumnuBapama 6oika. OTH mose 1a ce nposey kaTo NOBHILEH fpar Ha Sonkara, no-
redHepanu3upra 6onka (T.¢. no-Manko GokanHa) WiH Gonka, npeaAusBHKaHd oT OOHKHOBEHH (T.¢.
nebonesneHn) cTumy i (anoauHns) 6e3 AokazaTencyBa 3a mporpecud Ha 3abongrarero. [pu
ceMHeHue 3a OIH, zozata Ha onHouaa TpaORa 11a Ce MOHIKH, aKO € Bh3MOKHO.

4.5 BzaumoaelicTBHE ¢ APYTH JIEKAPCTBEHN NPOAYKTH H Apyrd GopME HA B3aRMOReiicTBRE

DapMakoIMHAMAYHH B3aHMOReHOTBHA

Hexapcmeeny npodyxmy, ev3delicmeaiy 6bPXY Yyenmpaniama vepeng cucmema (LIHC Y ITHC
Oenpecanmmi, ERICKUINETHO ATKOX0R U HADXOMUYHY setyecmaa, nomuckawu ITHC

EnrospeMenHaTa ynorpeba Ha Buktanun ¢ apyru genpecadt #a LIHC (sxmoamrento
fen30nHAZEIHAN M APYTH CEAATHRI/ XHITHOTHIIH, ONTMOMAH, 001N AHECTETULH, PeHOTHAZHHH,
TPAHKBH/IM3AHTHH, CEARTHBHH QHTMXHCTAMMHM,ANKOX0 W HAPKOTHYHU BemecTea, notuckammu [THC),
MYCKYJTHH PENakCanTH ¥ rabaneHTHHOKIH (rabaneHTHH u nperalankH) MoXe 0a NPeIH3BHKa
pecrnHpaTopHa Aenpechs, XMnoTouHs, Iea00Ka cepaums, komMa wid cMept. ExHospeMentoro
npeanuceane Ha LTHC nenpecanty W BukTaHun TpaOsa Ia ce 3anasy 3a NALMEHTH, IPH KOKTO HAMA
ANTePHATHBHH BH3MOKHOCTH 3a JiedeHHe. Ilopaay ToBa CHBMECTHOTO NPHIIOKEHHE HA BCEKH EAKUH OT
TE3H JICKAPCTREHM NPOIYKTH ¢ BHKTaHIN H3MCKRA CIISLHAIIHO IPOC/TeAdBaHe Ha DRHEHTA H
HaGmonenre. Jo3MpoBKATA ¥ MPOIL/DKATENHOCTTA HA 6HOBpEMEHHaTa ynoTpeGa Tpabea aa 6paar
orpasHyeHH {BxK. Touka 4.4).

Huxubymopu na mowoamunooxcudazama (MAQO-unxubumopu)

He ce npenopsuea e4ROBPeMEBHOTO IpWIoKeHHe ha Bukramn ¢ MAQO-unxuburopn. HaGmonasauu
€a TEKKH H HeTPeACKA3yeMH B3anMoAekcTBHA ¢ MAQO-HHXHOMTOPH, BITIOYHTENHO NIOBHINABAHE Ha
ONMHOHAHHKTE WK CepOTOHHHEPrHuHHTe edekT. MAO-unxuburopure nosHiaaT edexra Ha
HAPKOTHYHHTE aHAITETHIH, 0cO0EHO MPY NAIMEHTH ¢hC Chp/IeYHa HelocTaThuHoCT. [lopanu ToBa,
Bukrauun he Tpabsa aa ce uznonsea 14 auu cnen npexparipane Ha nevernero ¢ MAQ-unxuburopu.

Cepomonimepzuny 1exapcmaeHu 1 Kmy

EnHoBpeMeHHOTO MPHIOKeHHE Ha PEeHTaHWA Ch¢ CEPOTOHMHEPTHYHU CPEACTRA, KATO CEelIeKTHRHY
UHXMOHTOPH Ha 0OPATHOTO 3axBalliaHe Ha ceportoHHHa (SSRI) wnn uaxuburopu na obparnoTo
3aXBallane Ha CePOTOHWHA H HopaapeHanuna (SNRI), nn HHXHOMTOPH Ha MOROAMHHOOKCHAAZATA
(MAOQO-uaxuGHTOpH), MOXKE /12 YBEJIHYH PHCKA OT CEPOTOHHHOB CHHJPOM -~ TIOTEHIHAIHO
JKHBOTO3aCTPaIaBaIlo cheTogune. Hanonspaite €AHOBPEMERHO ¢ ROBULIEHO BHHMAHHE.
Buumatenno nabmopapaiite nanpeHTa, 0cOGSHO B HAMANOTO HA TEHEHHETO H MPH KOPHTHPaHEe Ha
Aozara (ex. Touka 4.4).

Eonoepemenna ynompeba Ha cMeceHy ORUOUOHY GZORUCIIIY AHIMAZORUCTIU
He ce npenopbura enHoBpeMeHHaTa ynotpeda Ha derTanmi ¢ Synpenopdun, nand
TIEHTA30IMH. Te HMaT BHCOK a(PHHATET KEM ONMHOBAHUTE PELENITOPH C OTHOCHTEJL
crieuduyHa AKTHBHOCT H MOPaAH TOBA YaCTUYHO AHTATOHU3UPAT aHAATETHIHHUS
M MOTaT Jja NPean3BAKAT a0CTHHEHTHH CHMITTOMH MPH MalHEHTH C ONHOMIHA 34
TOYKA 4.4).

12
SE/M/1731/001-004/IA/062



DapMakOKHHETHYRH B3aAMOzeHCTRIS

Huxubumopy xa yumoxpam P450 344 (CYP344)
(DeHTaHW! € AKTHBHO BEUIECTBO ¢ BUCOK KIHPBHC, U ¢ 6LP3 M eKCTeH3UBeH METROOMH3IEM OCHINECTBEH
nipenuMHo upes CYP3 A4,

Ennospemennara ynorpeGa Ha TpaHcaepMaieH detrrammn ¢ uproxpom P450 3A4 (CYP3A4)
HHXMOUTOPH MOKE Aa JOBEAS AC YBETHYABAHE HA TUIASMEHHTE KOHLIEHIpalyH Ha (eHTaHH)1, KoeTo 61
MOIJIO Jla 3aCHIH KA 1 YIBJDKH KAKTO TEPaneBTHIHHA eexT, Taka U HeXXe/IaHHTe PeakuHH H Ia
MpeH3BAKA CEpHO3HA PecnHpaTOpHa Jerpecs. CrenenTa Ha BaauMoselicTeye cue crnpre CYP3A4
HHXKHOHTOPH ce ouakaa A2 ObAe Ho-ToNIMa OTKONKOTO ¢he cnabu wmm ymepern CYP3A4
unxuburopn. CrobinaBanu ca cirydan Ha CEpHO3HA PECTIHPATOPHA AENPECHA Clie eIHOBPeMEeHHO
nipwioxkenne Ha CYP3A4 uuxubHTopH ¢ TpaHcAepManeH (PeHTaHW, BRIIFOYATENHO K Cayqaif ¢
thaTanen xpaii caen earoBpeMeHHO NpWIckeHHE Ha yMepeH CYP3A4 unxuburop. ExnospemenHara
ynorpe6a Ha CYP3 A4 unxubHropy # TpancaepManeH HeHTaHHI He Ce IPENOPHYBa, OCBEH aKo
NalKeKTRT He € 1101 BHuMareHo Habmonedue (Bx.rouxa 4.4). Tlpumepu 3a axTHBHH BEIKECTRa,
XOHTO MOTAT Jia MOBMINAT KOHLEHTPAUHATA Ha ()eHTaHUA Ca: aMHOAAPOH, HUMETHINH,
KIAPHTPOMHLMH, JAATHA3EM, SPHTPOMHLMH, (UTYKOHA30JI, HTPAKOHA30M, KETOKOHA30/], HedasomoH,
PHTOHABHD, BEPANIAMIJ H BOPHKOHA30] (TO3H CIHCEK He e wiuepnareneH). Ciea eJHOBpeMERHO
npunarake Ha cna, ymepeH win cuteH CYP3A4 uHXHGHTOP ¢ KpATKOCPOUHO MHTPABEHO3HO
pAsIoKeH QEHTAHII, HAMAIEHHETO Ha KIHPBHCA Ha (PerTaHI 00MKHOBEHO € <25%, A0KaTO ¢
putonasHp (cuned CYP3A4 uHXuOUTOp), KIHPBHCHT Ha QeHTAHIT HAMIABA CpelHo ¢ 67%.
Crenenra Ha B3auMozciicTeHeTO Ha CYP3A4 yAXuGHTOpHTE NPU THAFOCPOYHO TPAHCASPMANHO
fpHroxeHue B3 (PeHTaHHI He e U3IBECTHA, HO MOXKe Ja € MO-3HANMMa 0T TO3H MIPH KPATKOCPOYHO
HHTPABSHOZHO NPUIOKEHHE.

Huoyxmopu na yumoxpom P450 344 (CYP3A4)}

EmnospeMensiata yriotpeba Ha TpancaepmaneH dentanin ¢ Muaykropu Ha CYP3A4 moxe na nosene
JI0 HaMaNABaHe Ha TIASMEHUTE KOHIEHTPaliM Ha heHTAHWT i HaMa/leH TepaneBTHYeH e(peKT.
IIpenopbusa ce NOBHINEHO BHUMAHHE NPH €AHOBPEMEHHATa ynoTpeba Ha MHOYKTOpH Ha CYP3A4 ¢
Bukrannn. Mosxe ia ce Hanosxu 103aTa Ha BUKTaHun 1a ce NOBHIIY MY JIa ¢ NpEMIHE KbM APYTO
aHasre3npallo akTHBHO BeliecTBO. Hanara ce noHmkasaHe Ha 203213 (DEHTAHWN ¥ BHHMATEIHO
HabnrogcHIe, KATO MOKE 12 & CTHTHE H IO CIIHpaHe Ha eNHOBPEMEHHOTO Meuenne ¢ CYP3A4
HHIYKTOP. EheKkTHTe Ha MHAYKTOpa HAMA/IABa NOCTENCHHO M TOBA MOKE Aa JOBERE A0 YBEIU4ABAHE
Ha IU1a3MeHATe KOHIEHpalui Ha QeHTaHNN, KoeTo OH MODJIO 1a NPHUHAK 3aciBaHe WK
YABIDKaBAHE KAKTO Ha TepaneBTHMHNAA e(heKT, TAKA H HA HEMKENAHKHTe PeaKIMH, ¥ A8 TPSAHIBHKA
TEKKA PeCITUpaToOpHa fenpecka. BHHMATeTHOTO pocieABane TpAdsa Ja NPONBDKH AOKATO ce
NOCTHIHE TPAHHH TepaneRTHYHHM JIeXapCTBeHH edexTH. TIpuMepH 3a aKTHRHE BeLIECTBA, KOWTO MOTAT
A2 HaMAIAT KOHLICHTpallnATa Ha deHTanun B TUTasmara ca: kapbamaseruis, dpenobapburan, heruront
H pHdaMIHIH (TO3H CICHK HE & H3RepnaTe/eH).

llgggg;pmrﬂa OOnyAallua

[IpoydBasni 3a B3aHMOACHCTBHA €2 DPOBEKIAHH CAMO NPU BHIPACTHH.

4.6 DepranuTer, GpeMeHHOCT B KLpMEHRe

Bpemennoct
Hsama pocrarb4HO RaHHE OTHOCHO YnoTpeOaTa Ha TpaHcAepMalieH QEHTAHWN Npu OpeMeHHEH KeHH.
TIps Hpoy4BaHHs BHPXY *KWBOTHH HMa HAKOW JAHHH 33 PENPOXYKTHBHA TOKCHYHOCT {BX. TOUKA 5.3).
TMoTeHUHATHHAT PHUCK 33 XOPAT’ HE € HIBECTEH, BHNPEKH Ye & U3BECTHO, Ye (PeHTaHH NPUIOKEH KATO
HHTPaBEHO3CH AHECTETHK NNPEMHHABA Npe3 IUIALIEHTaTa NIPH YoBewIKa GpemernocT. Heo
abCTHHEHTEH CHHAPOM € Cho0IIABAH MPH HOBOPOAEHH, YHHTO MaliKi ca MpUeManH
deHTaHHT NPOABIKHTENHO 1O BpeMe Ha OpeMeHHocTTa, BHKTanui He TpAGRa ma
BpeMe Ha GPeMEeHHOCT, OCBEH MPH KaTeropyuHa HeoOXoauMOCT.

Yrorpebara Ha BHkTaHun no BpeMe Ha paKaaHe He e Ipenopbysa, Thif KaTo T
H3TIONI3BA 34 OBNAAABAHE HA OCTPA WIH cieAonepaTHRHA Oonxa (Bx. Touka 4.3),
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dbeHTaBWI PEMUHABA NPe3 RAAUEHTATa, YIOTpeOaTa Ha BHKTaHMUN N0 BpeMe Ha paXIaHe MOXKe Ja
TIPUIVMHH TOTHCKAHE Ha AHIAHETO NPU HKOBOPOASHOTO {BK. TOuka 4.3,

Kspmene
DeHTaHUN ce EKCKPETUPA ¢ KEPMATA [IPH XOpa K MOKE I3 NPEIMIBHKA Celalis ¥ NOTHCKAHE Ha

JHINAHETO Y KhxpMaueTo, ETo 3aimo kppMeHeTo Tpataa Ja ce IPeyCTAHOBH 10 BpEME Ha JIeYCHHETO
¢ BuxTtaHun H 3a Hali-Manko 72 waca ciiefl OTCTpaHABaHe Ha NHAcTHPa (BXK. CHIO Touka 4.4},

Deprunurer

Hsama xTHHAYHE J2HHH OTHOCHO RE3NICHCTRHETO Ha QeKTaHWN BHPXY deprraprera. Hakon
(IpOYUBaHHA NPH NIBXOBE OTYHTAT HaManeH QepTHIATeT |# 3acunBane Ha eMOPHOHAIHATA CMEPTHOCT
IpH TOKCHYHY 3a MaifkaTa no3y (8. Touxa 5.3).

4.7 Edexrn sppxy cuocofrocTTa 32 wodupane u pabora ¢ MAMIENK

BHKTaHWI MOXKE Aa YBpeaH NCHXUIRUTE Wim dusiueckn cnocobHocTH, HeoGXo MM 3a
H3ITH/IHEHHETO HA NOTEHIMAIHO ONACHH NEHHOCTH KaTo wodpaHe Ha apToMo0H M paboTa ¢
MAailRHY,

4.8 Mexenann edexTH

BezomacHocTTa OT IpR/IaraHeTo Ha TpascaepManicH QeHTaRuI, K3N0M3BaH 38 jiedeHHe Ha XPOHH4HA
MARHTHSHA HIH HemanurHena 6onka, ¢ onicHeHa npu 1 565 BeapacTau 1 289 neppaTpuyny
NalHEeHTH, yuacTBany B 11 xinnHuynn npoyusasus (1 geolino-ciuano, miauefo-KOATPOIMPaHO,

7 OTKPHTH, KOHTPOJTHPAHH ¢ AKTHBHA KOHTPOIa, 3 OTKPHTH, HEKOHTPONHpaHH). Te3w nauueHTH ca
NpHeM NoHe eRHA 1033 TpaHcAepManeH QeHTaHnn ¥ ca NPejOCTABHAN AaHHH 3a GezonacHocTra. Bos
OCHOBA Ha 00obmenuTe JaHHM 32 H€30AaCHOCT OT Te3H KIMHHYHY NPOYYBAHKA Hai-4ecTo
choOIABAHKTE HEXKENaHH JIEKAPCTBEHHN peakiiu (¢ yecToTara, >10%) ca: ragene (35,7%),
nospeinade (23,2%), xoncrunawms (23,1%), comsonertHocT (15%), ceetoBpTexX (13,1%) 1
rnasobonue {11,8%).

HexxenaHuTte NEKapcTBEHN PEakuMH, Ch0o01aBai NpH NPUICKEHNETO Ha TPAHCIePMAalieH (peHTaHuT B
TE3H KIHHWUHY [OPOYYBAHHS, BKITIOYHTE/IHO OIIMCaHHTE NO-I0pe HexeNaHl PeaKkulH, KakTo H T€34 OT
NOCTMAPKETHHTOBHS OITHT ¢a H3DpoenM no-goiry B Tabnuua 5.

TokazanuTe KaTeropi 3a 4€cTOTa OTIOBAPAT Ba CliefHATA KOHBEHIMA: MHOTO ecTH (>1/10); yecTn
(=1/100 no <1/10); nesiectn (=1/1 000 no <1/100); penkn 1/10 000 go <1/1 000); MHOTO peaKH
(<1/10 000); ¢ BewspecTHa yecTOTA (OT HANKYHWATE RAHHYM He MOXKe 43 ObAe HalpaBeHa OLIeHKa).
TIpn Besxa KATErOpUs 3a YECTOTA HEXEAHHTe PEAKUMH Ca NIPENCTABCHH MO CHCTEMO-OPraHHH
KJIaCOBE B HUBXOJALN Pej 110 OTHOLICHHE HA TAXHATA CEPHOIHOCT.

ueremo-opragam  (Tabauna 5: Hesxenanu AeKAPCTBEHN PEAKUMH MPH BH3PACTHH H IIPH NeAMaTPHIER
acope MANUEHTH

ATETOPHS 10 HeCTOTA
Muore uectn  MecTH  Heueern (Peascu IC HenzpeeTHy
MECTOTA
Hapywenns na CBPBXTYBCTEH- IAHadHIAKTHIEH
MMYHHATA CHCTEMA TeNHOCT oK,
ABapUIAKTHYHH
peaAKIHN,
{A Hah RIaKTOHHN
HAOKPHHHA
apyuiesns
apyIIeH s HA AHOpeKCcHA
eTaGosmIMa B
AHEHETO
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Tabauus 5;: HeweaaHE NEKAPCTBERY PEAKIHA NPH REIPACTHH o NPR NEARATPHIHE

IKaTeropus oo JecToTa

Muoro seern  [HectH Reuectn Peaxn IC HeHIBECTHA
MecToTa
CHXHUHH Hecomes, TpeBoxHOCT, lenspuynm
ApYIIeHAs Jenpecns, Je3opueHTalws,
PasppasanTenHocT, |[EyGopHiHg
CLCTONHAE Ha HACTPOCHHA,
O0EpPKaHOCT,
X aroprHALMR
E;lapymemm HA oMHONEHTHOCT {Tpemop, XumnoecTeann,
epBHATA cHcTema  [CBerossprex,  [Tapecresun I"epaose (BK.
I nasobomie, OHHYHA K
mal),
HE3HA
OTHCHATO
0 Ha
3HAHKS
ary6a ua
HAaHHE
{Hapymenns Ha ounTe AMBIJIEHO HO3A
peHne
APYIMEHUN H3 YIOTO BeprHro
Fluaﬁnpmn'a
Isi.pnelmn MTammiranus, Epanuxapans,
RpYUIEHAR TaxHKapIHs inanoaa
CLAOBH HApYWCHHN X ureproRna X HIOTOHHUA
eCIMPATOPHK, Jincnses ecodpatopra  |AnHes, Bpannmnaes
PBAHH # ITenpecHs, X HAOBEHTIN
MEeARACTHHAIHN Pecnpatopen  amps
HADYLIEHAS CTpec
CroMamiso-4ypesnn  [lopaurade, lapns, eyc CyGuneyc
HApYIUeHNA Tlospsinane, ICyxoTa B yerara,
Konctunanmsy  [bonka B oGnactra
Ha KOpeMa,
Bo/ka B ropHata
RacT Ha XOpeMa,
Jlacnenciy
E:gmeunﬁ Ha XHrepxunpoza, [Exsema,
TR H NOAKOKHATH [Tpypuryc, Obpus, |Anepruven
TBKAH Eputema NepMATHT,
Hapyuieuns na
Koxara,
JlepMaTHT,
KonTaxten
NepMaYTHT,
APYUIEHHST Ha YCKYAHH cnasMH  [[loTpensaHis
YCKY/THO-CKeIETHATA Ha MYCKYIIHTE
HCTEMa B
bLEXHHHTE/THATA
KEH
E:pymenun Ha PeTeHIUA HA YPHHA
GpennTe B
HKOMHHTE NLTHILA
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HCTEMO-OPratny Ll“aﬁnnua 5: Hexenann NeKapcTeeHd Peaknyy 0Py BE3PACTHH U NPH NEAHATPHIHM

acoBe ANKEHTH
{aTeropus o YecroTa
MHoOro sectn  |Jeern [HewecTn Peicu IC nen3BecTHa
MeCTOTA
aPYUICHHS HE PEKTHIHA
BINPOHIBOAHTETHATS) e (Y KIS,
HCTEMA ¥ ILPAATA Cexcyamna
ey HKIEA
GuH HApYIeHMS | Ymopa, Peaxuyn Ha Uepmatu
EKTH HE MACTOTO HA Tepadieper 0T0K,  MACTOTO Ha ITH HR
pujioKeHHe AcTeHus, pPHAATAHE, MACTOTO Ha
DHIHIecKo I'punonoaobus  mpunara

Hepaznonoxenye, pabonasanud,  [He, Exsema
MyBcTBO 38 CTYX  [YCemamesa  [Ha MACTOTO
MPOMSHA KA Ha
[refiecHaTa pliarane
TeMAepaTypa,

X HTIepIyBCTEA
TEAHOCT Ha

CTOTO HA
HAArane,
OCTHHEHTEH
WHIPOM
iupexcus*

* NOCOUEHATA YECTOTa (HEHECTO) ce 6a3upa Ha AHATM3H Ha CITy4all B PAMKHTE Ha KTHHIMHH
NpOYYBAHWA C BR3PACTHH H NCAHATPHYHH IALMEHTH ¢ Hepakosa (oJka.

[Menuarpuyna nonyaaHa
BesonacHocTTa Ha TparcaepManHus GEeHTAHMT € oLeHeHa 1P 289 neAHATPHYHH NALHEHTH

(<18 roauuk), ysacTBanH B 3 KIMHMYHN IPOYYBAHKS 33 OBNAMABAHE HA XPOHHYHA WIH [I0CTOSHHA
Gonka ¢ MATHTHEH H HEMATHTHEH Npousxol. Te3n YuacTHHUH ¢a HOMY4HIAd OHE eHA 1032
TpascaepManeH QeHTaHN B Ca IIPENOCTABIIM NaHHH OTHOCHO GesonacHocTTa (BaK. Touka 5.1).

[Tpodmnst Ha He30raCHOCT NP JENa W I0HOMY, JIEKYBAHHA ¢ TpaHcAepMaied GeHTauun, € CXONEH C
1034, Habmoaasas npx Bp3pacTey. He e uoeHTHGMUMPaY prck 38 NEAHATPHUHATS AOMYIALIMA U3BLH
OYAKBAHHA IPH U3TION3BaHE HA ONHOKAM 3a o0ieKIaBane Ha GoNKa, CBBP3IaANA CHC CEPHOZBYU
3a00MABAHUA W HE CC YCTAHOBABA PYCK, CEIM(DIMCH 34 NeAUATPHIRATA NOMY M, IIPH U3NI0I3BAHE
Ha TpancAepManed deHTaHI OT Aella Ha BE3PACT Haj 2 MOHHH TIpH CTIA3BAHE HA YKA3AHMATA 33
NPHICKEHTE.

B33 ocHoBa Ha cOOpHH AaHHH 3a Ge30NACHOCT OT Te3M 3 KIHHWMHH IPOYYBAHNS CPE] NEAUATPHYHY
HauyeHTH Haji-yecro crobinasannTe (1., >10% vecToTa) HEMNEMAHH peaKiMd Ca! MOBPHIIAHE
(33,9%], razene (23,5%), rmasobonue (16,3%), 3anek (13,5%), auapus (12,8%) u cepben (12,8%).

Tpy MHOTOKPATHO M3NON3BAHE Ha TPaHCAEpMaleH QIeHTAHII MOXe 12 C€ PA3BUE TONEPAHTHOCT,
chH3HtecKa H ICHXIYECKA 3aBUCKMOCT (BXK, TOUKa 4.4),

Cumtrromu Ha onvoniHa abcTHHEHLY (KATO HAPUMeD rafeHe, NOBPhUIaHe, THaApUd, 6e3N0KOHCTBO
H TpenepeHe) MOraT a Bu3HAKHAT NIPH HAKOH [TatiHEeHTH Ce]l DPeMHHABAHE OT NPSAMDIEH OMKOMACH
aHajAreTHK KbM BHKTAHWI WK ako TepanusATa Obe NpekpareHa pHe3anHo (Bx. Toukd 4.2 U 4.4).
MHoro psnko ce cho0ilaBa 33 HOBOPOICHH, CTPANALH OT CHHAPOM Ha HeOHATaNHA aCcTHHEHUNSL,
6peMennocTTa (BX. TOUKA 4.6).

Cpobinapa ce 32 CIIyqaH Ha CEPOTOHUHOB CHHAPOM, KOFATO (DEHTAHWN € NPWIAraH

CEepOTOHEPTHYHH NEKAPCTEA ChC CHITHO AciicTBHe (BXK. TouKM 4.4 M 4.5),
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Crobluapane Ha OROUPAHK HEKEIAHN DEAKHIH
CrofmaBaHeTo HA MOJO3UPRHH HEKEIAHH PeakilMy clie]] paspernasaqe 3a yrotpeba Ha AekapcTseHns

TIPONYKT € BaXKHO. TOBa MO3BOMABA A2 MPOARLKN HabNiONeHHETO Ha CHOTHOIREHUETO MON3a/PHCK 32
JIeKapCTBERHAA MPOAYKT. OT MEAHIHBCKHTE CNELMATICTH C& M3UCKRA A cholOutaBat BosKa
TIONO3Mpana HEKENIaHa peakiiia ypes ManeAnurenna areHuns no nekapereara, yi. ,.Jlamsan ['pyes”
Ne 8, 1303 Cous, Ten.: 02 8903417, yebealit: www.bda.bg.

4.9 Tipenosmpane

IIprsHany ¥ CHMITTOME
TTposeuTe Ha MpeacsHpate ¢ QeHTAHHA Ca YIEKABaHe Ha GapMaKOMOTHYHO MY AeHCTBHE; Hal-
CEPUOIHMAT eEKT e PeCHPaTOPHA JAENPECHA.

JleyeHue

3a oBnansBaHe HA PECTMPATOpHATa Jenpecus TpAGBa na Geoar peAapUeTd He3abaBHE MEPKH,
BKIIOMBAITH OTCTPAHABARE HA TUIACTHp2 BEKTAKM M PU3HIECKO BITH CTOBECHO CTHMY/IHpaHe Ha
nauuedra. Tesu AeiicTBHA MOraT Aa OpAaT NOCKEABAHH OT NPWIATAHETO Ka CleUH(bHIEH OIHOHIEH
AHTarOHMCT, KaTO BaJIOKCOH. PecnmparopHata aenpecys BCNEACTBHE Ha RPEJO3HPaHe MOXe 13
MPONBILKK NO-TBJIT0 OT ASHCTBHETO HA ONTHOKOHWA AHTATOHMCT. FIHTepBATST MENKAY AO3UTE HA
VHTPABEHO3HWA aHTATOHUCT TPROBa Ja O1ae BHUAMATENHO M30PaH, NOPaiK BL3MOKHOCT OT MOBTOPHA
HapKOTW3ALKEA CleA OTCTpaHABAHE Ha NNacTHpa, Moxe 1a ce HaNOKH MORTOPHO MPWIATAHe WM
NPOABLKHTENHA HH(Y3IHA HA HANOKCOH, [IpOTHBONCHCTRHETO HA HAPKOTHYHHA edeKT MoXe Na
IOBeAE AC OCTpa NoABa Ha Sonxa M oceob0xKIaRaHE HAa KATEXONAMHHH,

Ako ce Habmoaasa B/OMIABAHE HA KIHHAYHATA KADTHHA NUXATEIHUTE THTHIIA CE MIOANBPKAT WK
opoapHHIeaNHO HAH Ipe3 eHIOTpaXeaiTHa TPE0A, PUNArar ce KHCIOPOX H ANMIAHETO €
KOHTPONMPAHO Wit 2CHCTHPaHO B 3aBHCHMOCT OT cuTyanuaTa. [lopaspkar ce afexsarHa TenecHa
TEMITEPATYpA H aZeKRaTeH MPHEM Ha TEYHOCTH.

HpH TEeKKA WiH OPOABILKHATENHA XHITOTOHHA, TpﬂsBa Ia ce ofmucnn ¢BCHTYANHOTO HAJTMYHE HA
XHIN0BOJEMHA, CECTOAHHETC €€ NOANEPXKE ¢ NOAXOAAIA DapeHTEPaAHa Q)JI}'HRHa TepanH4.

5. ®APMAKOJOTrAYHHA CBOMCTBA
5.1 @apmaroaunamMAYAH CBOHCTER

DapMaxoTepaneBTHYHa rpyna: OnHORNHH aHANTeTHUH, jeHwInRrepHIHHOBH Mpon3eoaHn, ATC kon:
NG2ABQ3

MexanizsM Ha AelicTBHE
DeHTaHWT € OMHOWACH AHANTETHK, KOMTO Ce CRBpP3RA NPERAAMHO ¢ p-petentopute. OCHOBHUTE My
TepanesTHYHK aelicTeA ca 00e3bonaBate W cepalus.

TleawaTprrina DoyAalHS
BezonacHocTTa Ha TPAHCASPMATTHIA IIACTHP ¢ PEHTAHKT € OLICHERa B 3 OTKPHTH M3NUTBAHKA NIPH
289 nepuaTpuuHy NAMEHTH, CTPAJAILM OT XPORAYHA OoNKa Ha Bu3pact ot 2 20 17 rojuiuy,
BKMIOYHTENHO. OceMaeceT OT JeLaTa ca Ha BH3pacT 0T 2 A0 6 NOAHHH BKJHOUHTENHO. OT BCHIKH
289 nauyeHTH, yqacTBamM B T€3M 3 npoydeanud, {10 ca 3anoysanu neueHne ¢ TpaHCASpMATieH
¢erTaHun ¢ Ao3a ot 12 Mukporpama/mac. Or tezn 110 yuactruy, 23 (20,9%) npeau Toea ca
NpueMand AHeBHA 2032 EKBHBANEHTHA Ha <30 mg Mopd#HH 38 nepopanHe npunoxenve, 66 (§
IpHeMATTH ZHEBHA 1034, ekpyBanerdTHa Ha 30 0 44 mg MOpQHH 33 HEPOPATHO NPHIGKELHE

octaaiyre 179 naimentH, xaro 174 (97,2%) o1 KOMTO ca& npuHeManH H THEBHY J03H
EKBUBANEHTHH Ha NoHe 45 mg MOp¢MH 3a nepopanHo npuwiokeHne. Cpel oCcTaHAT
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JHEBHA 1033, EKBMBANCHTHA Ha <30 mg MopthHH 32 nepopaiHo npuIokenne, a 4 (2,2%) ca npAeMann
n03a, ekBMBANEHTHA Ha 30 1o 44 mg MOpPQHH 32 NEPOPATHO NPHICKEHNE Ha AeH (BK, TouKa 4.8).

5.2 OapMaKOKHHETHIYHH CBOHCTBA

Abcopbuisa

TpasicaepMarHuAT GeHTaAHMA OCHIYPABA HEMIPEKBLCHATO CHCTEMHO JIOCTABAHE Ha QIeHTAHWI [0 BpeMe
Ba 72-4acoBMA TIEPHOJ HA Npuiarane. Cren Npuiarase Ha QEHTaHI TPAHCASPMATHO, KOXATa NOA
cucTeMara aGcopOupa deHTaHil # B rOPHHTE CIOEBE HA KOXKATA Ce KOHUECHTPHpa Aeno Ha deHTaHun,
el KoeTo GEeHTaHW! ¢TaBa NOCThIeH 3a CHCTeMHOTO kpheooGpamenue. ITonmuMepraTe MaTpuna B
IndysusTa Ha QeHTAHW! B CIOEBETE HA KOXATA rapaHTHPAT, Y& CKOPOCTTA Ha 0CBOGOMIaBaAHe OCTARA
OTHOCHTEIHO NOCTOAHHA. CHIRECTBYBAIIHAT KOHLIEHTPALMOHEH IPATHEHT MEKIY CHCTEMAT? H TIo-
HHCKATa KOHLICHTPAI|s B kK0kara 3aneifcTsa oceoboxnaparero Ha nekapersoro. Cpennara
OMOHANIMYHOCT Ha QeHTaHI ClICH NPHIIOKEHHE Ha TPAHCACPMANCH IwacTHp e 92%.

Ciien ITPROTO MPHIOKEGHHE Ha GeHTaHWT TPaHCASPMAIEH TUIACTHY, IUIA3MEeHHTE KOHLUEHTPAMY Ha
(eHTaHWN HAPACTBAT IOCTENICHHO, KATO JOCTHIAT PABHOBCCHA KOHUESHTpAMA Mexay 12 1 24 gac, n
OCTaBAT OTHOCHTETHO [MOCTORHHH 33 OCTATHKA OT 72-4acoBMA NEPHON ka IipuaoxcerHue. I1pu Bouukn
cIydau cllell BTOPOTO MPH/IoKeHHE 32 72-4acoB NEPUO], ¢ AOCTHIA PABHOBECHA T/IA3MEHa
KOHLEHTpAIMA, KOATO Ce NOAABDIKA NPe3 BpEME Ha NOCNeABAINKTE MPHITOKOHHS Ha MIACTHP OB
chinus parmep. [lopaan KyMynupane, croiinocTiTe Ha AUC B Crax B paMKIHTC Ha JO30BUA HETEPBA
[PH PaBHOBECHA KOHLUEHTpaIHA ca okojio 40% No-BUCOKH, OTKONAKOTO CHIEA SAHHHMHO NPWIOKeHue.
Hammenre gocTurar i NOAXLPKAT CTAHOHAPHA CEPYMHA KOHICHTPAIHA, KOXTO C€ OTpeaens oT
UHIMBHAYATHITE PA3THKH B IPONYCKINBOCTTA Ha KOMKATA U OT TEJSCHHA KAHPBHHC Ha (PeHTanL.
HaGmionasa ce cunHa BapualHIHOCT Ha NNAa3MEHATA KOBLCHTPAIMS MEHKTY pasiHIHHTe MHAMBHIM,

DapMaKOKHHETHYEH MOJR/ NIOCOHBA, Y€ € BE3IMOXHO CEPYMHATA KOHLICHTPALHA Ha (JEHTAHWN Jia ce
yeenmus ¢ 14% (uerepran 0-26%;), axo Obe nocTaBeH HOB TWIACTUD cried 24 Haca, BMECTO Clieq
TIPETIOPLYHMTEIHATE 72 Yaca.

YBenHUeHHETO Ha TeMIIEPATYPaTa Ha KOXKaTa MOKE Jia 3acHAH abcopbuusra Ha TpanciepManno
npuioxerus geHraHr (BXK. Tovuka 4.4). [loMiennero Ha TeMNepaTyparTa Ha KOMXKATa upe3
npuNaraHeTo Ha eNCKTPHYECcKa BB3rIABHEYKA Ha HHCKA HACTPoitka Hall CHCTEMATA HA
TpaHCHePMATHUA GeHTaHIN npes MepeyTe 10 vaca Ha eARHHYHO NpWiarade, yBeauyapa cpeaHara
croiiHocT Ha AUC na derrannn 2,2 WeTH, KAXTO H CPEIHaTa KOHLIEHTPAIHA B Kpas Ha BarpsABaHETO ¢
61%.

Pasnipepeneuye
DeHTARIN Ce pasnpeAcsa OBP30 40 pa3nHYHA THKAHH W OPTAHH, KAaKTO € YKa3aHO OT roJemMna o0eM Ha

paznpeaenchue (3 no 10 Vkg caen mATpaneHo3HO NpHIarase Ha HauueHTH). GeHTaBmn KyMynupa B
CKENETHHTE MyCKY/TH B Ma3HHHMTe YU ce 0cBo00XkAaBa GaBHO B KPLETA.

B npoyusane, nposeAeHO Cpel NALMEHTH ¢ PakoBY 3a00IABaHKA, TEKYBAHH ¢ TPAHCACPMAEH
deHTaHH, CRBPIBAHETO C TUIA3MEHWTE TIPOTEWHH € cpeaHo 95% {auanaszon 77-100%). Qentanun
NpeMKHaBa JIECHO Npe3 KPEBRO-MOo3bYHATa Gaprepa. Toit chltio npeMutapa npes naueHTaTa U ce
€KCKPETHPa B KBpMaTa.

Bbuotpancdopmania

DeuTanill € aKTHBHO BEUECTBO ¢ BUCOK KITMPHHC 4 OBP30 4 eKCTEHIHBHO ce MeTabonuanpa
npeanMuo ot CYP3A4 B ueprpa apoG. Inasauar Metabonur, ropdeTanun, B Apyrure MeTabonuTH
ca HeakTHBHH. KoskaTa Marniexxna He Metabonvzupa dieHTan, RocTaset TpancaepManto. Tos

noABABa B HEHTPANHOTO Kprbnooﬁpameﬂﬂe.

EsnuMunupane

AuanasoH ot 29 xo 27 yaca. B pesynrar Ha npoABDKUTENHa a6copbuna na henTadun
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IEeno CNeR OTCTPAaHABANE HA IUIACTHPA, OMYKHBOTET HA (DEeHTAHWIA Clie] TPAHCAEPMANHO NIpIIaTaHe
€ 0KONO 2 10 3 MTHTH 110-ABJIBT, OTKOJIKOTO CAE] HMTPABEHO3HOTO IIPUIIOXKEHHE.

Cnie HHTPaBEHO3HO NPHIOKEHHe cpeainiTe CTOHHOCTH Ha OGIIUS KIHPEHC Ha (PCHTAHITS BHB
BCHUKY MPOYYBAHHA ©& KATO IUN0 B IYANa3lona Mexny 34 u 66 /4.

B pamkwre Ha 72 yaca cnel BHTPaBEHO3HO NpuickKenHe Ha Gexrannn nprbmusuTento 75% or nosara
ce EKCKpeTHpa B ypHHaTa M Mprbmnkrenno 9% ot a03aTa BrB deneca. Exckpennara ¢ npeauMHo nox
topmara Ha MeTaboNKTH, Kato no-maako ot 10% oT 103aTa, Ce SKCKPETHUPAT KATO HENIPOMEHEHO
AKTHBHO BEILIECTBO.

JinnedHoCT/HETHHGHHOCT

ITocTHrHATHTE KOHUSHTPALHK Ha (eHTAHWI B CEPyMa ca HPONOPIHOHAIHA HA PA3MEPa HA
TpaHCACPMATHHS IIACTHD Ha PeHTanmn. PapMakOKUHETHKATA Ha TPaRCAEPMATHUS heHTaHuNn He ce
NpOMEHA ¢ MHOTOKPATHO NPHIIAraue.

Bpraxu bapmakoxuh ~DApPMAKO KHHAMUKA

ColnecTByRa BHCOKA MHTEPHHAKRBHAYATHA BAPHAOHIHOCT BoE (PApMAKOKHHETHKATA HA (DEHTAHKR BHB
BPB3KATA MEXAY KOHUESHTPALUKTS Ha (PEeHTaHWI, TEPaNeETHUHATE eQEKTH K HEKENAHUTE PeaKuMH H
TIOHOCHMOCTTA KbM OHHORAH. MHHHMAIHATS epeKTHBHA KOHUEHTPAUYA Ha (ESHTARHAT 3aBHCH OT
MHTEH3HTeTa Ha 60NMKaTa H OT NpeIMIDHATA yHoTpeda Ha onMoMisa Tepansa. Kakto MuHEManHaTa
edeKTHBHA KOHUEHTPAUMA, TAKA K TOKCHIHATA KOHLIEHTPALIKA, C& VBEAHYABAT ¢ Tonepanca. ITopaau
TOB2 HE MOXKE 1 C€ YCTAHOBH JHAIAZ0H HA ONTMMAITHA TEPANeBTHYHA KOHLIEHTPAIMS Ha (eHTaHuMN.
AfanTHpaHeTo Ha MHAMBUAYANHATA J03a DeHTaHnT Tpa6Ba ja ce OCHOBARA HA TIOBMHABAHETO HA
NalHMEeNTA ¥ HUBOTO Ha noHocuMocT. Tpadra Ba ce R3eMe noJ BHMMaHKe lag time ot 12 10 24 yaca
CeA NIPHNOKeHUE HA NBPBHAT [WIACTUD H Cied NOBMINABAHE HA A034TAa.

CHeuManHi NOMyJaiHK

Cmapuecka 6vspacm

JaHHu OT IPoYYBAHMA ¢ UHTPABEHO3HO MPIIMKEeHHe Ha QeHTAHW! COUYAT, e NPH NAUMCHTHTE B
CTap4ecka BB3PACT MOKE JIa MMa HaMallcH KITHPBHC, YABJOKEH TIOMYKMBOT B TE MOXKE /1A Ca I1o-
YYBCTBHTETHH KbM JIEKAPCTBOTO, OTKONKOTO MO-MAAZHTE HaHeHTy. B nipoyuBane, NPoBEAeHO C
TpancaepmaneH GeHTaHWT NPA 3APaBH YHACTHHIM B CTAPYECcka BH3pacT GapMAKOKHHETHKATA Ha
theHTaMUN, He Ce PAITHYABA 3BAUHTE/THO OT (HapMaKOKHHETHKATA NIPH SAPARH MIARH KOGPOBOIIIH,
BBIIPEKH Ye MAKCHMATHATE [U1a3MEHH KOHIEHTPAIHY CA TTOKA3AIH TEHACHIH KbM I10-HHCKH
CTOHHOCTH H CPEABHTE CTOIRHOCTH Ha TIONY)KHBOT CA YABIDKEHH 0 NpHOIHHTETHO 34 Jaca.
Iaumenrire B cTapuecka pr3pacT TpaGea na 6bnat HAOMIOAABAHH BHHMATENHO 33 NIPH3HAUH HA
TOKCHYHOCT Ha (PEHTAHHN ¥ AKO e HeoOXomiMo Jo3arta Tpabea Aa ce nonmwks (BxK.Touka 4.4).

Bvbpeyno yepeoicdane

Owuakea ce snuanuero Ha 6E6peyHOTO YBpeKAAHE BEPXY HapMAKOKMHETHKATA Ha (eHTAHWT 13 €
OrpaH4eHo, ThiA KATO eKCKpeLiHA Ha HeMpoMeHeH (heHTaHMN ype3 YPUHATA € N0-Manko ot 10% 1 He
Ca UIBECTHH AKTUBHH METabOTHTH, KOHTO Ja ce eTMMHBHHpAT upes Or0penure. Bonpexu Tosa, Thil
KaTo BIMSHHETO Ha 6BOPEUHOTO YBpeskIaHe BHPXY dapMakoKMHeTHKaTa Ha QEeHTAHII He € OLIEHEHO;
Ce NPenoppita ROBHMIEHO BHAMaHHKe (B, Touxy 4.2 1 4.4).

Yeprodpobuo yepescoane
HauweHTH ¢ YepHOApoOHO yBpesknaHe Tpabsa Aa Geaat HabmonaBauy BHHMATENHO 32 NPU3HAUM Ha
TOKCHYHOCT HA (DEHTAHUN H aK0 € HeoDXOAHMO A03aTa Ha TpaHCIepMannus deHTanun Tpatea Aa ce
NOHKKH (BX. TouKa 4.4). [laHnuTe Ba /ntlia ¢ BHPO3a H CHMYJIHPAHK JAHHH HA JIMLA C PAATHIHH
CTeNeHH Ha YRpeXKAaHe Ha QYHKUHATR Ha YepHHS Apol, JiekyBaHH ¢ Tpancaepmaned de
€O4aT, Ye B CPABHEHHE ¢ THUA ¢ HopManHa QYHKIUA Ha YepHE Apo0 KOHUSHTpaLHNHTE dn&\ﬁﬂﬁm
MOrar Ja ce YBeAH4aT H KIHPHHCET Ha GeHTaHnn Moxe Jia ce HaMaind. CaMytaig
AUC & cTaipioHapHO CHCTOSHME Ha NALMEHTY ¢ 9epHOAposHo 3abouBane cbe cTen
knackguxaata Ha Child-Pugh (Child-Pugh ckop = 8) me 6sa¢ npubmmurenno 1,
rojiAMa 8 CPARBHECHKE C TA3M HA NALMEHTH C HOPMAHa YepHoapobHa pynxips (Cre
ckop = 5,5). Lllo ce oTHACcA N0 TAUMEHTH CKe cTenen C deproapobno 3abonasane (Chy
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12,5), pesyaraTiTe nokaspar, Ye KOHLEHTPAIMHTE Ha (PEHTAHHI KYMYIIHPAT ¢ BCAKO IPHIIOKEHME,
KOETO BOaH A0 npubmusuTenHo 3,72 meTH no-rofiaMa AUC B CTAUHOHATHO CHCTOAHKE IPH TE3K
AalHeHTy.

Ieduampuuna nonyaaijun

KonueHTpaimiuTe Ha QeHTaHAI ca H3MepesH NpH nobeve oT 250 nena Ha BB3pacT MEXIy 2 1

17 rogusy, Ha KOHTO Ca NPUIOKEHH IUIACTHPH ¢ HEeHTaHUA B 10308 AUANazOHa Mexay 12,5 u

300 pug/y. AmarTpaH crpiMo TENeCHOTO Terno KIMpBHCSHT (Yh/kg) H3riexaa e ¢ oxkono 80% mo-
BHCOK IIpH Aela MEXIY 2 ¥ 5 TONMHM M 25% Mo-BUCOoK NpR Jeia Mexay 6 ¥ 10 roauuy B cpaBueHHe ©
aeta Mexkay 11 1 16 ronHnu, 3a KOWTO ce 04aKBd A8 HMAT KIHPBHC, NoJo0eH Ha KTUPHHCA NPH
BBIPACTHMTE DaleHTH., Te31 pe3yITaTy ca R3eTH NOJ BHHMaHKE JIPH ONPEleNHE Ha NPenopbkaTe 3a
JO3UPORKA MPY NEANATPHYHY fateHTH (BK. Touxn 4.2 1 4.4).

5.3 Ipesxnauncina JaHHY 38 He30HACHOCT

HeknraudHMTE JaHHH He NOKa3BAT CIEUHMANHA PHCKOBC 3a XOpaTa Ha Oazara Ha KOHBCHIIHOHAIITHANTE
IPOYYBARHAA 38 TOKCHYHOCT NPH MHOTOKPATHO NPHNATAHS.

IlpoBenexn ca CTAHNAPTHH NPOYHBEHHS 33 PENPOAYKTHBHA TOKCHYHOCT H TOKCHUHOCT 33 PA3BHTHETO
KaTo0 & H3NON3BaH NAPEHTePATHO TIPHIOKEH GeHTanmI. B eHO BpoyqBaHe BbPXY IIBX0BE DeuTaHmn
He MOBNUABA MpxKKHA depriviurer. Hakon npoyysauus ¢ XeHCKH TUTEXOBE NOKAIBAT HAMATEH
depTHINTeT 1 YBeMueHa CMBPTHOCT Ha eMOPHOHY.

Edexrrre pppxy emOpHoHa ce AbIDKAT Ha MalMMHATA TOKCHYHOCT, & HE IOPafH JHPEKTHY edexTH Ha
BELICCTBOTO BEPXY Pa3BuBaiiing ce eMOproH. Hama uHAuKAIKH 38 TepaToreHHY e)eKTH B
Npoy4YBaHMd NPH JBa BUJa (NTBXOBE H 3aili). B npoy4sake BhpXY Npesi- M MOCTHATATHOTO PAIBHTHE
MPOIEHTST HA OLICNABAHE HA NOTOMCTBOTO € SHAYUTE/IHO HAMAJIEH NPH J03H, KOHTO cnalo HamMangeaT
TEernoTo Ha maifkara. Tosu edekt Moke 4a ¢e AB/DKH Ha NPOMeHeHHTe MaliuMHI IPHiKKH HIH Ha
IupexTeH edexT Ha peHTamul BhpXy HoBopoaennTe. He ca vabmonasanu edextr BEPXyY
COMaTH4HOTO PA3BHTHE H NMOBEJCHHETO Ha NOTOMCTBOTO.

TecToReTE 3@ MyTaTEHHOCTTA BBPXY GakTepuuTe M BLPXY PH3a4H NOKA3Ba HETATHBHY PE3YATATH,
Qecyranni DpeaM3BHKA MyTareHHH eheKTH B KIeTKE Ha 603afiHHIM in Vilro, CP2BHHMH C TE3H HA
APYTH OBMOMIHHM AHANTETHLM. PHCK 3a MyTareHHOCT NpH yoTpeba B TepanesTHYHH NO3H W3rIexIa €
Manko Beposten, TeH xato ediekTHTe Ce Hab/FOAABAT CaMO NPH BUCOKH KOHUEHTPALIBM,

[IpoyuBaHe 3a KaHIEPOTEHHOCT (€XEAHEBHO NOJKOXHO MEDKEKTHPaHe Ha (GeHTAHHI XHEPOXJIOPHA B

MPOARDKEHUE HA ABC TOAHKH IPH IIBXOBE OT Iopoda Sprague Dawley) ne nasa HaxoaKH, YKasBamy
OHKOTeHER NIOTEHLHAL.

6. GAPMATEBTAYHUA JAHHNA
6.1 CHECBEK HA TOMODYHTE BeIIECTER

3arensaiy croti
TlonuakprnaT agxe3user cnoi

Hloxpueay cnoii
Tonunponunesoso donno
CHHEO NPYHTEPHO MECTHIIO

Ocsoboxcoasana HoGsPXHOCT
TTomuernsien-repedranar (CHIHKOHH3HPAH).

6.2 HecbhbBMecTEMOCTH

Henpunoxumo
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6.3 Cpox Ha roxaocT

3 ropuuu

6.4 Coenmaing ycjioBRs B8 cChXPaHCHHE
Ha ce cexpanasa noa 30°C.

6.5 Baan cLILPEKARHE HS ONAKOBKATA

Beexn TpaHcaepManeH ILIACTHP € NAKETHPAH B OTAENHO cate. OGBHBHOTO GOTHO € CHETABEHO OT
CIeAHHTE CoeBe, U3OpOEeHN OTBBH HaBbTpe: 0OBuBHa KpadT xaprua, nonveTineHoro Govo ¢ HHCKA
IWILTHOCT, asfymMuEueBo domno, Cypmux

OnakoBka cpabpokalia 3 TpaHCASPMATHH ILTaCTHPA
Onaxonka cpABpiKallia 4 TPAHCASPMANHH TL1ACTHPA
OnakoBka CBOBLPXAINA 5 TPAHCACPMATHY ILTaCTHPA
Onaxobxa chabpxaina 8 TpaHCNEPMAIRY MIACTHPA
Onaxoska cpappxama 10 TpaHcaepManty MmiacTHpa
Onaxosxa chabpoxania 6 TpaHCIepMATHH MAaCTHpPR
Onaxosxa ¢happkama 20 TPAHCASPMATHE BIACTHPA

He Bervxuy BMIOBE OTIAKOBKY MOTAT fa ObAaT IyCHATH Ha 11a3apa.
6.6 Coenuainu BpeANa3INd MCPKH UPH RIXBBLPIAHE

Bucoky KoMM4ecTBa HeHTAHWT OCTABAT B TPAHCASPMANIHHUTE TUIACTUDH JOPH M CIIEA TAXHATA
ynotpeba. YnorpeSennre miacTupu Tpabea aa ce CIbBaT TAKa, Y6 KPAHIIATA OTKHM 3A/CIBAIIATA HM
MOBBPXHOCT AA TIPHUNETHAT €AMH KbM APYT H BIOCNEACTREHE A2 Ce H3XBBLPIAT N0 He3011aceH HA4HH,
Zanede ot jocera Ha Aenia. Hensnonspanwre mwiacTupy TpaGsa fa ce BbpHaT B anrexara (Gonuuvunara
arrexa).

7. INPUATEXATEJ] HA PASPEIHEHHMETO 3A YIIOTPEEA

TevaB.V.
Swensweg §

2031 GA Haarlem
Hunepnannus

8. HOMEPA BA PAJPEINEHMSATA 3A YIIOTPEEA

Bukranun 25 MukporpaMa/uac TpaHcaepMalien Inactup - per. No 20080127
Buxrauwn 50 MukporpaMa/dzac TpascnepManes mwiactup - per, Ne 20080128
Bukrasun 75 MukporpaMa/uac TpaHcaepManeH mwiactup - per. Ne 20080129
Buxranvn 100 muxporpama/yac TpaHcAEpMaNeH 1iacTup - per. Ne 20080130

9. JAATA HA ITBPBO PASPEMMABAHEMOJTHOBABAHE HA PAIPENIEH
YHOTPEBA

Jlata Ha mepBO paspersabane:18.07. 2008 r.
JlaTa ua nocnegHo noaHossBane: 27.09.2011 r.
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10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

28.03.2022
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