1.  MME HA JEKAPCTBEHMSI ITIPOAYKT / 9d 7039/

Jleno-Meapon 40 mg/ml uHKeKUMOHHA CyCneH3Hs 9. g
Depo-Medrol 40 mg/ml suspension for injection ; 7// . 1 1 EZ e

2 KAYECTBEH H KOJIMYECTBEH CBbCTAB

| ml mHKeKUMOHHA cycneH3us cbabpxka 40 mg meTuanpeaHusonoHos auerar (methylprednisolone
acetate).

3a IMbJIHUA CITUCBK HA TMTOMOLLIHUTE BElI[eCTBA BUXKTE TOYKa 6. 1.

J. JEKAPCTBEHA ®OPMA

MHxeKkuuoHHa CYCIICH3UA

4. KJUHHUYHHU JIAHHHU

4.1 TepaneBTHYHH MNOKA3AHHS

A. Uutpamyckyano [lpniaoxkenue

Heno-Mepos He € noaAXoas11] 3a JJeYeHHUe Ha OCTPH KUBOTO3acTpalllaBallid ChCTOAHUS. AKO €
HE0OX0AUM OBbp3 XOpMOHAJIEH e()eKT C MaKCHMMaHa HHTEH3UBHOCT, € [MOKa3aHO MHTPABEHO3HO
[MPUJIOKEHUE HA BUCOKOPA3TBOPUM METH/INPEAHHU30JIOH HATPUEB CYKIIMHAT.

Koraro nepopajiHaTta Teparnusa HE € Bb3MOXKHaA U KOJIMYECTBOTO HA aKTHBHOTO BELIECTBO M
JICKApCTBCHATA q)DpMﬁ Ha [NPpOAYKTa Cca NoaAxXoAs1H 3a JICHEHHE Ha CbCTOAHHUETO, MHTPAMYCKYJTHOTO

npuiaoxenue Ha Jleno-Meapon e nokasas, KakTo cijieJiBa:

|. EHjiokpyHHHM 32007151 BaHUS

e [IbpBHYHA WK BTOPHYHA a/IPEHOKOPTUKAIIHA HEJIOCTATBYHOCT (XMJIPOKOPTH3OH MM KOPTH30H
ca JiekapcTBara Ha MbpBH U300pP; CHHTETUYHH aHalI03u Morar Aa ObJaar U3noJsi3BaHu B
KOMOHMHAIMA ¢ MUHEPAJIKOPTUKOUAH, KBACTO € MPHJIOKHMO; B paHHA JETCKa Bb3pacT J00aBSHETO
Ha MUHEPAJIKOPTUKOUAH € OT OCOOEHO 3HaYeHHe)

e OcTpa aIpeHOKOPTHKAJIHA HEOCTATBYHOCT (XHAPOKOPTH30H MJIM KOPTH30H ca JieKapcTBaTa Ha
'bpBH M300p; MOXKe J1a € HeoOX0AUMO 100aBsiHe HA MUHEPAJIKOPTHKOM/IM, OCOOEHO KOraTo ce
M3110J13BaT CHHTETUYHH aHAJIO3H)

e Bpoaena HandObOpeuHa xunepniazus

e  XHIEpKaJlUMEMHs BbB BPb3Ka C KAPLIMHOM

e  HerHoeH THpeonauT

2. Pesmaruunu 3aboJisiBaHUS

Karo 10mbIHUTENHO JIedeHHe 32 KPaTKOCPOUHO MPHIIOKEHHE (C LieJT NPeo/10/1siBaHe Ha OCTbP eMu30/1
WIIN eK3allepOanus) npu:

e [locTTpaBMaTHYEH OCTEOAPTPUT

e  LEHOHUKOHAMIUT

e  (CHHOBHT IIPU OCTEOAPTPUT

e  Octbp HecneuuduyeH TeHAOCUHOBUT

* PesMaTtouneH dPTPHUT, BKIIKOYHUTCIIHO OBCHHJICH PCBMATOUICH apTPHUT (E}TIIL‘JTH
M3HNCKBAT HUCKO/030Ba 1oJAbpiKallld TE‘pElI'IHH)
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[lcopuaTu4eH apTpuT

OCTbp NOAArpo3eH apTpuT
AHKUIO3MpaALL CIIOHAUNIUT
OcTbp ¥ nogocTbp OYPCUT

3. KonareHosH

[1o BpeMe Ha ex3auepbaLnsg Uan KaTo NOAABPXKALUO IEYEHUE NPH OTACIHYU CIIYYaH Ha:
e  (CHCTEMEH NyilyC €puTeMaToaec

e (CucreMeH AepMATOMUO3UT (NONTUMHUO3HUT)

e OcCTwp peBMaTHYEH KapAUT

4. KoxHHY 3a0015BaHU4

e [lemguryc

e bynozex xepneTupopMeH AepMaTUT

e Texka dopma Ha epuTeMa MynTHdOpMe (CHHAPOM Ha Stevens-Johnson)
¢ Texka ¢opMa Ha cebopeeH JepMaTUT

ExcdonunaruBeH AepMaTUT
Muxko3uc pyHromnaec
¢  TexXbK ICOPHAIUC

S. ANepruYyHy ChCTOAHUA

KDHTPDJ’I Ha TE€XKH HJIH HHBAIWIAU3HpALIH anCpruyiiHi CbCTOAHUA, HENTOAATIAHBHY HA aACKBATHHY OMUTH
3d KOHBCHLUHOHAJTHO NICHCHUEC TIPH!

bpoHxuanHa actma

Peakuny Ha CBPBLXUYBCTBUTEIHOCT KbM JIEKapCTBa

KoHTakTer aepMarur

YPTHKapUATHH TPAHCPYIMOHHHK peaklHH

ATONUYEH AEPMATHUT

OCTbp HEMH(MEKIIMO3€EH JIApHHIeaNeH eaeM (aJpeHanuH € JIEKapCTBOTO Ha MbPRH H3b0p)
Cepymna Oonect

6. OuyHu 3abonaBaHug

TexKH OCTPH U XPOHHYHM ANepruYHy U Bb3NaNUTENHHU IPOLIECH, 3acaralit OKOTO, KaTo.
e Xepnec 30cTEP OPTANMUKYC

e Peakuuy Ha CBpPBbXUYBCTBUTENHOCT KbM JlIeKapCcTBRA

e  Hput, HpUIOUHKIUT

¢ Bmb3naneHue HA NPEeIHUSA OUYEH CEIMEHT
¢  XOpPHOPETHHHUT

e  AnepruyeH KOHIHKTUBUT

¢ JIudryseH 3aleH YBEUT

e  AnepruyHu 23BU NO KOpHeaiHud pbb

HeBpUT Ha OYHMSA HEDB
e Keparur

7. lacTpoyHTecTMHaNHU 3abongBanus

3a npeoAionABaHe Ha KPUTHUYEH NIEPHO1 HA 3a00N4BaAHETO MPH;
e  YIuepo3eH KONUT (CUCTEMHa Tepanus)
e  PervoHalleH eHTEpUT (CUCTEMHA TEpanug)




8. PecnuparopHy 3abonssanus

e QyIMMHAHTHA UM AucemMHHMpaHa Oenoapobia TyGepkyno3a npy CbBMECTHO NPUNOKEHHE ChC
CLOTBETHA aHTUTYOEPKYJIO3HA XHMHOTEPaNus

CUMIITOMATHYHA CAPKOHI03a

bepunnosa

Cunapom Ha Loeffler, Henogat/iue Ha neveHune ¢ ApYrH CpencTBa
AcniapauoHeH MHEBMOHUT

9. XeMaTONOTrBUYHH 3a00NABaHUA

[Tpunobuta (aBTOUMYHHA) XEMOJIUTHYHA aHEMUS
Eputpobnactonesus (epUTpOLUTHA AHEMHS )
Bropu4Ha TpoMOOLMTONEHHA TIPH BB3PAaCTHH
BpojeHa (epUTPOHAHA) XHUIIONNACTHYHA AHEMHS

10. OuxonoruyHy 3a00N8BAHUA

3a NanTyuaTUBHO JIeYEHHE HA:
¢ JleBkemnu u numdomu
¢  (OcTpa 1eBKEeMUA NPH Aelia

11. OTOYHHU CRCTOAHMA

¢ 3aMHAYKUMA HAa AMYpe3a Ui peMHUCHS Ha MPOTEUHYPHATA MpH HedpozeH CHHPOM, be3 ypeMus,
OT WAHOMATHUYEH TUIT UK ObJKALL C€ HA JYMYC epUTEMAaTOaec

12. Hpyru

o Tybepkyno3eH MEHUHIUT CbC cybapaxHouaanes Hnokax niau 3annawBanl 610Kkax npy
CBBMECTHO NPHIIOKEHHE CBC CLOTBETHA aHTUTYOEPKYNO3HA XHMHOTEPANUA

® TPHXHHEHDSH ChC 3aCAraHe Ha HEPpBHATa CHCTEMA HJIKM MHOKapAa

b. 32 BLTDEeCTABHO, OKOJOCTABHO, HHTDAOYDCAJIHO HJIH MeKOThKAHHO NDHJA0KeHUe (BK.

To4Ka 4.4. CnenHaJdHH NpeAynpexIeHUa N Npeana3Hi MEPKH Npy ynoTpeba)

Heno-Meapon e noxa3aH KaTo AONBIHUTENHA Tepalks 3a KPAaTKOCPOUYHO IPUNTOXKEHUE (32
npecaonsBaHe Ha OCThP eNMU30a Uy ex3auepbauus) npu:

CHHOBHT npu OCTEOAPTPUT
EnukoHauanT

PeBMaTonaeH apTpuT

OcTbp HEeCNEUHPUUEH TEHAOCHHOBUT
OcTbp 4 NOOOCTHP OYpCUT
[TocTTpaBMaTHUEH OCTECAPTPUT
OcTsp NoAarpo3eH apTpUT

B. 3a nuTpaje3HiiiHg NpHIgKeHne

Heno-Menpon € nokasaH 3a UHTPanNe3nitHO NPHUI0KEHUE NPH CIIEIHUTE ChCTOSHHA:

Kenonau, nokanu3upanu xunepTpopuuH, HHQUNTPATHBRY, BL3MATUTEHH E3UH NIPU:
*  JHXeH TJIaHyC, ICOPHATHYHY TUTAKH
NyNyc epuTeMaToOaeC AUCKOKUAEC
HeKkpoOMO3UC NTUNONANKA AUAbETHKOPYM
rpaHyaoMa aHynape




®*  XPOHHMYEH NIMXEH CUMNNEKC (HEBPOAEPMHUT)
®  anonelus apeara

Jleno-Meapoa Moxe aa 6bae nose3ed Npu KUCTUYHU TYMOPH Ha aNOHEBPO3UTE WM CYXOXUNUATA
(raHrJIMOHU).

I". 3a MHTPAPEKTAJHO NMPHIOKEHHE

e  Ynuepo3eH KOIUT

4.2 [Jo3uUpoBKA H HAUMH HA NPHUIOKEHHE

[Topaay pp3MoxHHTE GH3MUHK HecbBMECcTUMOCTH, Jleno-Meapon e Tpa6Ba 1a 6bae pazpesxiad uiu
CMECBaH ¢ ApYry pa3TBOpH. CYCIIEH3WHTE 34 NapeHTEPATHO NPUIOKCHUE TpabBa aa OvaaT

NpoBCcpABaHK BHU3YANHO 3da HAJITHHHE HA YaCTHLH UIH OﬁESHBETHBHHE npcad NpHUNoOXECHHUE, BUHATU
KOraTo JNEKaApCTBOTO H CIIakKOBKaTa [TO3BONABAT TOBA.

H[!HJ’IOEEHHE 34 HOCTHIAHE HAa J10KAJICH Eg!ﬂl{'l‘

JIeyeHUeTo ¢ METUINPEAHU30N0HOB ALETAT HE OTMEHA HEOOX0AUMOCTTA OT NpUJIaraHe Ha
obuuyafiHuTe MepKH. Bbrpexku ue To3u MeToA Ha Jieuetne we obnekun CUMNTOMATHKATA, TOH B
HUKAKBB CIy4ai He BOAMW A0 U3NEKYBaHe U XOPMOHBT HE Bh3/eHCTBA BbpXY NPUYUHATA 32
Bb3IaCHUETO.

|. PeBMaTOMIEH APTPUT ¥ OCTECAPTPUT

Jlo3ata 3a BbTpECTaBHO MPHUN0KEHHE 3aBUCH OT pa3Mepa Ha CTaBaTa i BapHpa B 3aBHCHMOCT OT
TEXKECTTA HA CBCTOAHUETO MPH KOHKPETHUA NMauyeHT. B XpoHUUYHY CNyvan HHXXEKUHHTE MOrar Ja
ObAar NOBTOPEHH Mpe3 UHTEPBANuU OT €4HA A0 [IeT UNKM IOBEYe CeAMULM, B 3aBUCHMOCT OT CTEINEHTa
Ha 00JIeKHEeHUETO, NMOMYYECHO OT MbPBATA HHXEKLINA.

Ho3ute B cneasainaTta Tabauua ca OpHeHTHPOBBYHHU:

Tabanna 1.0010 pLKXOBOACTBO 32 J03HPAHE

Pasmep Ha cTasaTa [Ipumep JMana3oH Ha 103MposKata
["onsMma KoneHuu 20-80 mg

["teseHHH
PameHHH
CpenHa JIaKbTHH 10-40 mg
I pHBHEHH
Manka MeTakapnoganaHreanHu 4-10 mg
HuTtepdananreanyu
CrepHOKIaBUKyTapHU
AKpPOMUOKNABUKYapHH

{Ipouenypa: Ilpean n3BbpILUBaHE Ha BETPECTABHO MHIXKEKTHPAHE Ce NpenopbUuBa 3ano3HaBaHe ¢
AHATOMMATA H& 3aCerHaTaTa ¢TaBa. 3a Nnony4yaBaHe Ha NbJIEH MPOTHUBOBL3NMAUTENEH €(DEKT € BAXKHO
MHXKEKLMUATA 1a Ce HalpaBH B CHHOBHANHOTO NPOCTPaHCTRO. [1pn cnassaHe Ha CcbLIATA CTEPHIIHA
TEXHUKA, KaKTO MPHU U3BBLPLUBAHE Ha NyMDaTHa NYHKIKA, CTEPUIHA Uraa (Ch4YieHeHa ¢bC CyXa
cnpuELOBKa) ¢ Acbenmaa ot 20 go 24 G ce Bkapea 6bp30 B cMHOBUANHATa KyxuHa. MHuaTpanusra ¢
npokaudH ¢ nadbuparenna. AcndpauuaTa caMO Ha HAKOJIKO Kallky CTABHA TEYHOCT A0KA3Ba, Ye UrJaTa e
AOCTUIHAaNa 10 CTaBHOTO NMPOCTPAHCTBO. 32 BCAKA CTARA MACTOTQ HA MHIEKTUPAHE C€ ONpeaera,or 0

Wy
MSACTOTO, KbIETO CHHOBHAIHOTO NIPOCTPAHCTRO € pasioNokeHo Hal-GlH30 10 NOBbPXHAPTIAN koors

¢ cBODOAHO OT rojieMy KpLBOHOCHH CHA0BE W HepBH. be3 1a ce CMeHA MACTOTO Ha T II B/ 4
acnupauMoHHaTa CIIPUHLOBKA C€ OTCTPaHIBA ¥ C€ 3aMeCTBa OT BTOPA CIIPHHLOBKA, C¥ :_ 3.
HeobxoauMoTo konuuecTso Jeno-Meapon. Cnen tosa SyTanoTo ce uaTerns n1eko HagbRd Ml

acCMUpHUpaHe Ha CHHOBHATHA TEYHOCT H NPOBEPKa JajiM UrNaTa BCE OlIE € B CHHOBMUE 0%) i 3
5 ‘%;? -




npoctpancTBO. Cnesl MKKEKTUpAHE CTaBaTa ce pa3/IBM)KBa BHUMATENHO HAKOJIKO MbTU ¢ Uen Aa 6bae
MOANOMOIHATO CMECBAHETO HA CHHOBUAIHATA TEUHOCT ChC CYCMEH3UATa. MACTOTO CE MOKPHBA ¢ NeKa
CTEpHJIHA MPEBPBH3KA.

[Togxoasiim MecTa 3a BbTPECTABHO MHXKEKTUPAHE Ca KONEHHHUTE, IIe3eHHUTE, FPUBHEHHKTE,
JIAaKbTHUTE, paMEHHUTE, QanaHreaJHuTe U Tazo0eApeHuTe cTaBu. Thif KATO MOHAKOra NPOHUKBAHETO B
TasobenpeHaTa CTaBa € 3aTpyAHEHO, TOBA Halara Aa ce B3eMar npeana3Hy Mepky 3a M3bsarsaHe Ha
rojleMHTE KPbBOHOCHH ChA0Be B Ta3u obnact. Henoaxonsaumm 3a HHxeKTHpaHe Ca CTaBu, KOMTO ¢a
AHATOMHYHO HEAOCTLIIHHU, KaTO Te3H Ha rpbOHayHUs CTHhAO, U T€3M, KOWTO Ca JIMIIEHH OT CUHOBHAMIHO
MpOCTPAHCTRO, KATO HAMPHMeEpP CAKpOUNHAaYHUTE CTaBH. HeycnemHoTo neveHye Hal-4ecTo ce ABIKY
Ha HeYCIEelHO NPOHHUKBaHe BbB BBTPECTABHOTO MPOCTPAHCTBO. be3none3Ho Uy ¢ He3HAYUTENHA
[os3a € HHXXEKTHPAHETO B OKOJMHUTE ThKaHU. AKO NUICBA eeKkT el HHKEKTHpaHe B CHHOBHATHUTE
NpoCTPaHCTBA, NOTELPACHO Ype3 acnypauna Ha TEYHOCT, MOBTOPHUTE HHXEKLIMK 00MKHOBHO ca
OesnonesHy.

JlokanHoTO JleueHue He NOBNAUABA noANexaluMa bonected npouec, nopaau Koeto, BHHArM KOraTo
TOBA € BH3MOXKHO, TPAOBA 1a ObAe NMpUNTaraHO KOMIIEKCHO JIeYeHUe, BKIKYHTENHO GU3NOTEpanius 1
OpTOMNeAHYHa KOPEKLIHA.

Crea BLTPECTaBHO KOPTHKOCTEPOUHO Nevenne TpadBa /1a ce B3eMaT MepKHU 3a H30ArBaHe Ha
NpEKaICHO HATOBAPBAHE HA CTABUTE, MPH KOUTO € MOCTUIHATO CHMATOMATUYHO nogodpenne.
[IpenebpersaHeTo Ha TE3U MEPKHU MOXKe Ja J0Bej1e 10 BlolllaBaHe HA ChCTOSHHUETO Ha CTABATA,
3JHAYMTENHO HAAXBBLPNALLO ONaronpUATHUTE eeKTH HA CTEPOUIHOTO JIEUSHHE.

HecTtabunHu craBd He TpabBa ga 6baaT MHXkekTHpaHy. [TOBTOpHNTE BBTPECTABHH MHXKEKLUH MOraT B
HAKOM ClIy4dau Ja A0BEAAT A0 HECTAaOUIHOCT Ha cTasara. B Hakou ciyyad e HeOOXOQHMO PEHTIEHOBO
npocneasBaHe ¢ LeN yCTaHOBSIBaHE Ha BJIOLLIABaHeE.

AKO Npelln HHXXEKTUPaHeTO Ha Jlemo-Meapon ce H3non3pa noKajleH aHECTETUK, IMCTOBKATA Ha
aHecTeTHKa TpAOBa fa ce MpoyeTe BHUMATENHO U Aa 6bAaT cna3BaHy BCHUKH NpEANa3HH MEPKH.

2. bypeut o

[ToneTo 0x0/I0 MACTOTO HAa HHXKEKTHPAHE CE CTEPUITM3NPA H ce aHecTe3upa ¢ 1% pasTeop Ha NpoKauH
xuppoxyaopua. B 6ypcata ce BkapBa ChulieHeHa CbC CyXa CIIPHHUOBKA urila ¢ gebenuna ot 20 ao

24 G, cnen KOETO ce NpaBU acnupalus Ha TeHYHOCT. MryaTa ce 0cTaBs Ha MACTO M aCMHUpalyiOHHATa
CIIPUHLOBKA CE CMEHs ¢ MaJika CIIPUHLOBKA, ChAbpKalla Heobxoaumara go3a. Cne MHXEKTHpaHe
MrjiaTa ce U3TENIs U Ha MACTOTO ce 1TOCTaBA JIEKA IPEBPb3KA.

3. JIpyru: ranrnyoH, TEHAWHUT, ENUKOHAUINT

[Tpu neveHHe HA CHCTOAHUA KAaTO TEHAMHUT MM TEHAOCUHOBUT, TpsibOBa j1a ce BHMMAaBa, Clle]
MpUIaraHe Ha NOAXOAALL aHTHCENTHK BbPXY HaaexXallaTa KOXa, CycrneH3naTa /1a O'bjie HHXeKTHpaHa
NO-CKOPO BbB BIaralleTo Ha CyXOKUIUETO, OTKONAKOTO B CaMOTO CyXoxunve. CYXoXKUAHETO MOXE
aa 6bvae najinudpaHo IeCHC B U3NBLHATO Nojoxkerue. [lpn neyenre Ha CbCTOAHUA KATO EMUKOHAMUANUT
30HaTa Ha Hail-n3pa3seHa 00one3HeHOCT TpAOBa Ja Obae MapKupaHa TOUHO M CYCIIEH3UATA J1a ce
UHUNITPHPA B OUEPTAHOTO NoJie. [1pu raHrMHOHH HA CYXOKHUIHBUTE Blaraiuliia CyclneH3uaTa ce
HHXKEKTHpa AUPEKTHO B KUCTHYHOTO O0OpasyBaHue. B MBOro cnyyau e JHOKpaTHOTO MHXKEKTHpaHe
Npeau3BMKBa 3a0eeKMMO0 HaMandaBaHe Ha paiMepa Ha KUCTHUYHUA TYMOD M MOXE 12 JIOBEAE J0
H34YE3BAHETO MY.

Jlo3ata npy neyeHue Ha pasnuyHuTe 3abonsgBaHus Ha CYX0XHUIHUTE U OYPCATHH CTPYKTYPH,
U30pOEHH NO-rope, 3aBUCH OT KOHKPETHOTO CheToAHUE ¥ Bapupa ot 4 a0 30 mg. [1pu peunausupauiy
HNH XPOHUUHHU CBCTOSAHMSA MOXE Zia ca HeoOXO0aWMH NMOBTOPHH MHXKEKINH.

Tpabsa na 6baaT cnazBaHy OOHUYAHHKTE MEPKM 38 CTEPHIIHOCT MPK BCAKA HHXKEKLIMA,




4. MHxexTupane 3a nocTuraie Ha JOKaneH eQexT npy KoxHH 3adonsBanms

Cnen mo4ncTBaHe ¢ MOAXOAALL AHTHCENTHK, HanpuMep 70% ankoxon, 20 10 60 mg ce MHKEKTUPAT B
ne3usTa. [lpu ronemMu ne3nn Moxe Ja € HeobXoAUMO pasMnpe/lenHe Ha J03UTe, Bapupainu ot 20 1o
40 mg, B HAKOJIKO HHXXEKLMM Ha pa3niMuHy MecTa. Tpabsa na ce n3bsrea MHXKEKTUPAHETO HA TBhPIE
roasMo KOJIHYECTBO, KOETO NpeAU3BUKBA MOOEIsBAHEe Ha KOXATa, NocneABaHO oT o0pa3yBaHe Ha
Manka kpycra. ObuyaiHo ce npunarar oT eaHa 40 YeTUPU MHXKEKLMH NTPe3 HHTEPBAJH, 3aBHCEILH OT
BUAA HA NMOJAJENKALATA HA IEYEHHUE JIE3Us U MPOABIKUTENHOCTTA Ha NOACOPEHUETO, IPEAU3BUKAHO OT
NbPBATA UHXKEKIINA.

HEHJIO}KEHHE 34 NNOCTHI'AHE HA CHCTEMCH EQEI{T

Ho3aTa 3a MHTPaAMyCKYJIHO NPUIOKEHHE BApHpa B 3aBUCUMOCT OT JIEKYBAHOTO ¢beTosHUe. Korato ce
ThPCH NPOAB/DKHTENEH eDEKT, CeIMUYHATA A03a C€ U34YHUC/LBA Ype3 YMHOXKaBaHe HA JHEBHATA
nepopanHa a03a no 7 W ce npuiara noa gopMara Ha eJHOKpaTHa MHTPAMYCKYJTHA HHXXEKLIUA.

Ho3suposkara Tpabsa na 6bae MHAMBUAYANM3MPAHA B 3aBUCUMOCT OT TEXECTTa Ha 3a601ABaHETO U
TEPanesTUYHNA OTTGBOP NPH KOHKPETHUA nauuenT. [1py kbpMaueTa W Jeua NpenopbukTeNHaTa
JIO3UpOBKa TpaOBa Aa ObJe CHOTBETHO HaMaNeHa, HO Ce Ofipeaens Mo-CKOpo OT TEXECTTa Ha
ChCTOAHMETO, OTKOJIKOTO OT CTPUKTHOTO ChOOpa3sBaHe ¢ Bb3pacTTa HIH TENECHOTO TEro.

XOpMOHAITHOTO NIeYeHKHe NpeACTaB/IABa JOMbIHEHHE, A HE 3AMECTUTEN HA KOHBEHIMOHAIHATA
Tepanus. JiosupoBkara TpabBa Aa ce HaMangBa UIH CnHpa NOCTeleHHO, KOraTo JIEKapCTBOTO e
[punara noseye OT HAKONKO JAHH. TeXEeCTTa, NPOrHo3ara M 0UaKBaHaTa NMPOAbIKUTETHOCT Ha
3200/ABAHETO, KAKTO U PEAKUMATA HA [TALUUEHTA KbM MPUIOKEHOTO Je4YeHHE, Ca OCHOBHNTE (aKTOpPH
Mpy onpenensHe Ha Jo3Mposkara. [Ipd HacThnBaHe Ha NEPHOL Ha CIOHTAHHA PEMUCHA B X0Ja Ha
XPOHHYHO CHCTOSHUE, NeUeHeTO TpadBa aa 6bae cnpano. I1pu npoabxUTENHO Nneyedue ca
HeoOXOAUMH peOBHH PYTHHHH J1abOpAaTOPHM U3cneaABaHUA, KaTo 00110 U3CeABAHE HA YPHUHATA,
KpbBHA 3axap 2 yaca cjlell HaxpaHBaHe, U3MepBaHe Ha KPbBHOTO HAJIATAHE U TENECHOTO TErJio H
pEHTreHorpagus Ha rpbHna Kol JKenaTelHO € peHTTeHORO U3C/ieIBaHE HA FOPHATA YacT Ha
XpaHOCMUNIATENHHA TPAKT NPU NALIMEHTH ¢ aHAMHE3a 3a A3BeHa OONeCT WM 3HAYUMU AHCIENTHYHH
OMNnaxBaHuA.

[lpy nauneHTH ¢ AAPEHOTEHUTAIEH CUHAPOM € NOAXOAALIC e/JHOKPATHO MHTPAMYCKY THO
HHXeKTHpaHe Ha 40 mg Ha BcekH ABe ceaMUlU. KaTo noaabpikalllo neyeHue npu nalueHTH ¢
peBMATOUNIEH ApPTPHT, CEAMUYHATA MHTPAMYCKYJTHA fo3a Bapupa o1 40 o 120 mg. Obuyaiinara
AO3UPOBKA [IPH NaLMEHTH C KOXHU NTe3UK, KOWTO €A NONYHHITH nogobpeHue 0T CHCTEMHO
KOPTHKOCTEPOUAHO jeueHue, € 40 1o 120 mg MeTUIMPEAHU3ONOHOB alleTar, MPUIOKEH
HHTPaMyCKYJTHO BeAHDBXK CeJIMHYHO B NPOLbIDKEHNE HA e1HA JO YeTHPH ceMuIn. [IpH TexbK 0CThp
AEPMaTHT, NIPUYHHEH OT OTPOBEH GpbLUnaH, 06lekueHHeTO OOMKHOBEHO HACTbIIBA B PAMKHTE Ha 8 [0
12 yaca ciieJ] HHTPAMYCKYJIHO NPUIOKEHHE Ha eIHOKpaTHa 103a oT 80 10 120 mg. IIpu XpoHHueH
KOHTaKTeH JepPMaTUT MOraT Aa Ce HaloXaT NOBTOPHU UHXKEKTHPAHUS HA UHTEpBany oT 5 00 10 gHwu.
[Tpu cebopeeH nepMaTHT NOAXOAALLATA CEAMUYHA 1032 32 KOHTPON Ha CbCTOAHHETO ¢ 80 mg.

[1py nauKerTH ¢ acT™MAa Cleji MHTpaMyCcKyJTHO npuiaoxenne Ha 80 mo 120 mg obnexkueHueTo MoXkKe Aa
HacTbIIH B paMKHUTE Ha 6 40 48 yaca 1 Npo/AbIKaABa OT HAKOAKO AHMW JI0 ABE CEAMULMU.

AKO CBHCTOSHHETO, 32 KOETO C€ NPOBEXKAA IEYEHHe, € ChbIIPOBOACHO OT [POABH Ha CTpec, J03MPOBKATA
Ha cycrieH3usTa Tpsbea ga 6bae nosuiueHa. [Ipy HeoOXoaAUMOCT OT BBp3 XOpMOHaneH edeKT ¢
MAaKCUMMalHa HHTEH3UBHOCT € [I0Ka3aHO UHTPABEHO3HO NPUI0XKEHHWE HAa BUCOKOPA3TBOPHM
MeTUNIIPEAHN30NOH HAaTPUER CYKIIMHAT.

HHTpapexKTAJHO NIPHIQKEHHE

Heno-Meapon B go3u ot 40 go 120 mg, npunoxeHu noa popmara Ha peTeHUHOHHH
HHOY3UA OT TPH JO CEAEM {TBTH CEAMUYHO 3a NNEPUOA OT ABE UM NOBeYe CeAMULIH, €
HOITBJIHEHUE KbM JICUEHHETO NPY HAKOH MALMEHTH ¢ yilepo3eH KoauT. [1pu MHOrO

noctura koHTpon ¢ 40 mg Heno-Meapon, pasteopen 8 30 g0 300 m! Boaa, B 3aBUCH
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Ha 3aCArane Ha Bb3naneHata Myko3a Ha aebenoto 4epso. Heobxoaumo e, pa3bupa ce, cbueTaBahe c
Apyr# OOLIONIPUETH MEPKH.

[Teouampuyna nonyrayun

3a kbpMayeTa K ¢Ua J031pOBKaTa MoXe Aa 6bae Hamanexa, HO TpsbBa fa ce cboBpa3n NO-CKOPO ¢
TEXKECTTA HA CbCTOARMETO M OTIOBOpA Ha NalMEHTa, OTKOIKOTO ¢ BB3PACTTa UIH TErNOTO.

4.3 IIpornBOnOKa3zaHHA
Jeno-Meapon € NpoTHBONOKa3aH:

® [IpH NALMEHTH CbC CUCTEMHYU MBOUYHH MHDEKIHH

¢ [pH NMaUUEHTH C U3BECTHA CBPBXUYBCTBHTENHOCT KbM aKTUBHOTO BELIECTBO WM KbM HAKOE OT
NOMOLIHUTE Bel{ecTBa, H3OpoeHn B ToUKA 6.

® 32 ynoTpeba ypes UHTpaTeKanHO IPHIOKEHHE

* 3aynorpeda upes enuaypanHo NPUNOKEHHE

* 3aynoTpeda upe3 MHTPABEHO3HO NPUIOKEHHE.

HPHHO}KEHHETD Ha JKUBHW HITH XHBH aTCHIOHPAHH BAKCHHH € NMPOTHBOMOKA3AHO [pH NaUKUEHTH,
[1oJlyqaBallli HMYHOCYTIDCCHBHH J03M KOPTHKOCTEPOUAH.

4.4 CneunaiaHu npesynpexxeHus M NpeanalHK MEPKH NpPH ynorpeda

To3u npoayKT He € MOAXOIALL 3@ MHOTOKpaTHa ynoTtpeba. Crnien npunoxkenne Ha HeobGxoanMaTa
A03a OCTaHa/laTa 4acT OT Cycrnen3uaTa Tpsabsa ga 6vae U3XBLpieHa,

KopTHKOCTEpOHAHNTE KPUCTANH NOTUCKAT BB3MAAUTEHUTE PEAKLKHU B IepMaTa, HO MPHUCHCTBHETO
HM TaM MOXe /ia npeIn3BHKa Je3HHTErpalls Ha KIETbYHHUTE eNeMeHTH H PUIUKOXHUMHYHH NPOMEHH
B OCHOBHATA CyOCTAHLMA HAa ChbeAMHHTENHATA ThbKaH. PAAKO Bb3HHKBALIUTE B PE3Y/ITAT HA TOBA
KOXKHH W/MITH MOAKOXHH NPOMEHM MOXE 1a J0BelaT 40 oOpazyBaHe Ha BANBOHATHHH M0 KOXATa Ha
MACTOTO Ha KHDKEKTHpaHe. CTelneHTa Ha U3Pa3eHOCT Ha Tasu peaklua Bapupa B 3aBUCUMOCT OT
KOJTHYECTBOTO Ha HHXXEKTHPAHUA KOPTUKOCTEPOUAU. PereHepannaTa 0OMKHOBEHO € MbJIHA U
HACTbIBA B PAMKUTE Ha HAKOIKO MECELa UIIH Cle KaTo BCUYKY KOPTHKOCTEPOUIHH KPHCTAIH Ce
abcopbupar.

3a aa ce HaMaau A0 MUHUMYM PUCKBT OT aTpodus Ha KOXKaTa ¥ NMOJKOXKHATA ThKaH, e HeobXoauMo na
ce B3eMaT MEpKH jla He ObAaT HAAXBBLPAAHU NPENOPBUNTE/IHMUTE HHXEKIIMOHHM A03K. BUHAry xoraro
TOBa € Bb3MOXKHO, TpAOBa Aa ce fnpuiarat MHOMOKpaTHY Maliku 10 o0eM MHXEeKLHUH B 00nacTTa Ha
ne3uaTa. TexHUKaTa Ha BbTPECTaBHO U MHTPAMYCKYJIHO HHXEKTHPaHe TpaOBa Ja BKAKOYBA IPEANa3HH
MEpKH 3a H30ArBaHe Ha MHXKEKTHpaHE UMM NpeMHHABaHe HA NEKapCTBOTO B AepMmara. Tpabea Ja ce
n36Area HHXEKTHPAHETO B JIENTOMAHUS MYCKYJ NTOpaay BUCOKATA HECTOTa HA MOJAKOXHA aTpodus.

Jeno-Meapon He TpabBa aa 6bae npusarad no HUKaKBH APYTH NBTULLA OCBEH TE3H, H3OPOEHH B
Touka 4.1. M3xkniounTenHo BaxcHO € No BpeMe Ha NpUIoXKeHHeTo Ha Jleno-Meapon aa ce u3nonsea
noaxoAsala TeXHUKa U 1a ce NOAX0AH BHMMATENHO, 3a 1a C€ OCUTYPH NPaBHITHO NOCTaBAHE Ha
JIEKapCcTBOTO.

MMa cbobiieHns 3a TexXKu MeIHUMHCKH CHOUTHA BBB Bpb3Ka ¢ HHTPATEKATHUA/SNUAY PANIHUA BT HA
BEBEXAaHe (BXK. Touka 4.8). Tpadsa na ce B3eMar NoAXoAALIH MEPKH 3a H3IOATBaHEe HA BHTPECHAOBO
HHXKEeKTHpaHe.




O6wu npeaynpexaeHus U npeana3in MepKH

CaeanmMTe JONBAHHTENHY NPEANAIHNA MEPKH C€ OTHACAT KBM KOPTHKOCTEPOMINTE 32
napeHTEePaANHO NPHJIOKEHHE:

MHTpacHOBHANHOTO HHXXEKTHPAHE Ha KOPTUKOCTEPOH MOXKE /1a TIPEAN3BIHKA KAKTO CUCTEMHH, TaKa
W MOKAJIHU e(EeKTH.

Heo6xoiMMo € ChOTBETHO M3c/eBate Ha BLTPECTABHATA TEYHOCT, 38 A4 C& M3K/IIOUHN CelITHYEH
npouec. |

3HAYMUTENTHOTO 3acH1BaHe Ha DoskaTa, NPHAPY>XKEHO OT JIOKANHO NOAYBaHe, AOMbAHUTETHO
OrpaHUYaBaHe Ha ABMXKEHMATA Ha cTaBarta, PpeOpunuTeT U 0010 HEPAZMOA0KEHUE HACOUBAT KbM
cenTuyed apTpuT. Ilpy HacThnBaHe Ha TOBa YCNOXKHEHME U MOTRbPKIAABAHE HA JMArHO3ATa CENCHC
TpsbBa 12 0be Ha3HA4YEHO aI€KBATHO AHTUMHKPOOHO JlevueHHe.

TlokanHoTo HHXXEKTHUPaAHE Ha CTEPOMA B CTABH C Npe/llecTBalua HHdekina Tpsdsa na ce n36srea.
Koptukocrepoyaure He Tpsa68a Aa 6bAaT MHXKEKTHPAHU B HECTaOMITHH cTaBy.

Heobxonuma e cTepusiHa TexHHKa 3a H3b4arease Ha HHQEKLUH MW KOHTAMUHALUS.

Tpabsa aa ce uma npeasua No-GaBHOTO HYUBO Ha abcopBLua npH nmpan&ycxynﬂu [TPUNOXKEHHE.
HmyHocynpecHBHH edeKTH/IOBHIIIEHA YYBCTBHTEIHOCT KbM HRGEKIIUN

KopTukocTeposAMTE MOTaT [a yBENH4aT YyBCTBMTETHOCTTA KbM UHQEKLIH, Ja MACKUPAT HAKOH
MpU3Haly Ha nHPeKiua, 1a 060CTPAT ChIUECTBYBAWIM HH(EKLUH, 1A MOBKILAT PUCKA OT PEaKTHBALHS
UK 000CTpsiHE Ha NATEHTHN MHQEKLUY K B X044 HA IPHIOKEHUETO UM € Bb3MOXXHA NTOSBA Ha HOBH
nrekunn. [py ynorpeba Ha KOPTHKOCTEPOUANTE CHLIECTBYBA PUCK OT HAMANABAHE HA
PE3UCTEHTHOCTTA Ha OPraHH3IMa U HERB3MOXKHOCT 3a orpaHivasaHe Ha HHGekuuaTa. Ynotpeba Ha
KOPTHKOCTEPOUAM KAaTO MOHOTEpPANHs UM B KOMOWHALMA € APYTH UMYHOCYNPeCUBHYK CPEACTBa,
KOHTO 3aCATaT KIETHEYHUA UMYHHUTET, XyMOPATHUS UMYHUTET WK (PYHKUMSTA Ha HEeyTpodHauTe,
MO>Ke /Ia € CBbp3aHa C NosABaTa Ha HHMEKLUMH OT BCAKAKBU MAaTOreHH, BIIFOYUTENHO BUPYCHH,
bakTepHanHy, MUKOTHYHH, NPOTO30MHN MIIH XEIMHUHTHH OpraHU3MH, ¢ BCAKAKBa Te/IeCHA
noxanuzauud. Te3u HHPEeKUUHU MOraT fia 6baart nekd, HO MOrat Ja 6bAaT TeXKH U NMOHAKOora (aTanHu.
C yBennM4aBaHe Ha 103aTa Ha KOPTHKOCTEPOUAUTE YECTOTATA Ha HH(EKUHO3HUTE YCIOXKHEHHUS ChILO
HapacTBa.

[Tpy HanMyue Ha ocTpa NHPEeKUHS KOPTUKOCTEPOUONTE He TPAOBa Jla C€ NMPWIAraT BbTPECTABHO,
UHTpabypcanHo UITH BBTPECYXOXKUIIHO 32 MOCTHUIAHE Ha NOKAIEH edeKT.

[IpocneasBaite 3a pa3BuTHE HA UHpeKUUN H OOMHUCRETE CMHPaHe HA KOPTHKOCTEPOUAUTE UAH
HaMaJIsiRaHe Ha J03aTa, KAKTO € HeODX0AUMO.

NHanByUaK, NpUEMALLH NEKapCTBa, KOUTO [TOTUCKAT UMYHHATa CUCTEMA, €A MO-1YBCTBUTENHH KbM
WHQEKLUH OT 34paBuTe HHAMBUAK. Hanprmep Bapuuena ¥ MopOKIM MOraT a UMaT NO-TeXKKH H A0OPH
daTanHu nocaeACTBHA NMpU Aeua 6e3 UMYHHTET UK NTPH Bb3PacTHH HA KOPTHKOCTEPOUIH.

HpHJ’lDH{EHHETD Hd XXUBH UK XKUBH aTEHIOHPAHH BAKCHUHH € NNPOTHBOIIOKA3aHO NpH MAUHEHTH,
rnony4dasalid UMYHOCYIIPECHUBHH JO3H KODTHKOCTEPOUIH. YOouTH uau HUHAKTUBHpAaHHU BaAKCHHH MOI'aT

na ObaatT rMpunaraly npy MayUeHTH, NoNy4aBallld HMYHOCYTTIPECHBHU 03U KOPTHKOCTEPOU 5 \

6baaT HanpaBeHH NMpPH NALMEHTH, NONYYaBAIH KOPTHKOCTEPOUIN B 103H [10-MAIKH O
HMYHOCYTIPECHBHHUTE.




YnorpebaTta Ha KOPTUKOCTEPOUIY NPH aKTHBHA TyOepKyo3a Tpadsa aa Obje orpaHuueHa J10
Clly4auTe Ha QYJIMHUHAHTHE WA JUCEMHHHKpaHa TYOepKya03a, MPH KOUTO KOPTHKOCTEPOUIUTE CE
rpunarar 3a OB/aJsBaHe Ha OONECTHHA MPOLEC CbBMECTHO € MOAXOAALM aHTUTYOEpKYN03HH
cpeacTaa.

[Tpy mokaszauus 3a KOPTHKOCTEPOUIN NPHU MALKMEHTH € JaTeHTHA TyOepKyn03a unu Ty6epKyIMHOBA
PEAKTHBHOCT € He0OXOAMMO BHUMATEIHO NPOCaeiiBaie, Thil KaTo MOXeE /1a HACTHIHU PeaKTHBHpaHE
Ha 3abonsaBaneTo. [1pH NPOABLIKUTENHO KOPTUKOCTEPOHAHO JICUEHUE TE3U NaLuMeHTH TpaOBa 1a
107y4yaBaT XMMHONPO(HIAKTHKA.

[Tpu mauueHTH, NoayvaBaly KOPTUKOCTEPOHIHA TEPANUS ca ChoOIABaHy Cy4YaH Ha CapKOM Ha
Kaposi. CnupaHeTo Ha KOPTHKOCTEPOMANTE MOXE Aa O0BeE A0 KIMHHYHA PEMHUCHS.

Ponsata Ha KOPTHKOCTEPOUAUTE MPYU CENTUYEH LIOK € NPOTHROPEYHBA, KATO paHHHTE MTPOYyYBaHUs
cbobLlUaBaT KakTo 3a 0JaronpusTHH, Taka U 3a HednaronpuaTHH edekTH. [To-CKOpoLIHY JaHHy
npeanonarar, Ye ACMBLABALLATA TEpalUa ¢ KOPTUKOCTEPOMAH e B1aronpusaTHa 3a NaLueHTH ¢
HaCTBMJI CENTUYEH LOK, TIPU KOUTO € HabmoaapaHa Hanbs6peyHa HegocTaThuHOCT. Bhnpekn Tosa
PYTUHHATA UM YNIOTpeda Npy CeNTHYEH LUOK He € npenopbunuTenHa. CUCTEMaTU3UpaH 0030p BLPXY
[IpUnaraHeTo Ha KpaTbK Kype ¢ BUCOKH 103 KOPTHKOCTEPOMIHN HE NOAKpens ynorpedara HM.
Bbnpeku Tosa MeTa-aHann3u M 0030p Ha JaHHUTE Npeanonarar, Yye no-awiaru kypcose (5-11 auu) ¢
KOPTHKOCTEPOUAH B HUCKH 03K MOraT Aa NOHWXAT CMBPTHOCTTA, 0COOEHO MpH MalHEHTH Che
3aBUCHM OT BA30OMPECOpPH CENTHUYEH LIOK.,

EdexTn BEpXY MMYHHATA CHCTEMA

MoraT na HacTeNAT ATepruiHy peakiuu. [lopaay ToBa, Ye ca HadMOOABAHU PEAKH CTY4Yau HA KOXKHH
peakuuy ¥ aHadunakTuuHW/aHaQUNAKTOMAHY peakUny NPY NauHeHTH, NONyYaBaily
KOPTHKOCTEPOUAHO JIeueHune, TpaOBa za ObaaT NpPeanprUeT CbOTBETHUTE NpeANa3sHH MEPKH Npeau
MpUICKeHHUE, 0cODEHO KOraTo MalUEHTHT € ¢ aHaMHe3a 32 aNeprua KbBM HRKOE JJeKapCTBO.

EngoxpuHuy edekTH

[Ipn naupeHTH HA KOPTUKOCTEPOUAHO JieueHue, MOAJIOXKEHHN Ha HeobHuaeH CTpec, € NOKa3aHo
[10BHLIABaHE Ha J03aTa Ha 0BbP30JAeiiCTBALLNTE KOPTHKOCTEPOUAU NPEAH, IO BpeMe U Cliel CTpecoBara
CUTYaUMA.

[TpunaradeTo Ha GpapMaKOJIOTHYHH JO3H KOPTUKOCTEPOUIHN 3a MO-IPOABIIKUATENHH EPUOAN MOXe Aa
N0Bee A0 CYMpPEeCUs Ha XHUIOTanaMO-IIMTYHTapHO-aApeHalHaTa cucTeMa (BTOpHYHa
aJpPeHOKOPTHKATHA HEAOCTATHUYHOCT). CTelteHTa U NPOLLIIKUTENHOCTTA HA MPeAM3BHKAHATA
alpeHOKOPTHKATHA HEZOCTATHYHOCT MOXe Jla Bapypa Nipy OTASAHUTE TAlMEHTH H 3aBHCH OT J103aTa,
YeCTOTATA, BPEMETO Ha MpKUIaraHe U NpoABKUTETHOCTTa Ha FIOKOKOPTUKOUIHATA Tepanus. To3u
edekT MOXKe /1a Oble HaMalleH, ako ce Nnpuiara aTepHHpalLia Tepanus npes AeH.

B ponwnHedue, NpY pa3Ko CUpaHe Ha JEUYEHHETO € MIKOKOKOPTUKOUAY MOXKEe Aa HACTBITH 0CTpa
HanbbOpeuHa HeJOCTATBUHOCT ¢ (aTaneH Kpail.

CnenoBate/lHO TeKapCTBEHO HHAYLUHPAHATA BTOPHUYHA a/1PEHOKOPTHKAIHA HEJOCTATHYHOCT MOKE A2
6BbIe HaMalieHa Ype3 NOCTeNeHHo HaMansaBaHe Ha Jo3ara. TO3H THI OTHOCHTENIHA HeJ0CTATBYHOCT
MOXe Aa MEPCHCTHPA B NPOIBIKEHHE HA MECEUY Clle] CIIMpaHe Ha fieyeHueTo. [1o Taszu npuurHa
XOpMOHaNHaTa Tepanus TpadBa fa 6b4e Bh300HOBEHA NpU MOABATa Ha KAKBATO H /a € CTPecoBa

CHTYaLuA.

Cnen pa3ko npekpaTtaBade Ha MNIOKOKOPTHKOUANTE MOXKE [a Ce MOSABU CTEPOMICH CHH
,,OTHEMAaHKe”, KOUTO U3rnexaa He € CBbP3aH ¢ a1peHOKOPTUKANHATA HEAOCTATBYHOCT
BKJTFOYBA CUMIITOMM KaTO aHOPEKCHUS, rafileHe, NOBpbUlaHe, CbHIUBOCT, raBodonue
CTaBHTE, ACCKBaMallUa, MUaITuA, 3aryba Ha Terno u/unm xunotoHus. [lpeanonara
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CE OIBbJIKAT [TO-CKOPO Ha BHE3aAIllHA MPOMsHA B INMIOKOKOPTUKOWAHATA KOHUEHTpaU U, OTKOJIKOTO Ha
HUCKH KOPTHKOCTCPOUIHW HHBA.

[ TIOKOKOPTUKOCTEPOUIUTE MOraT Aa NPpUUMHAT WK A2 BIOWIAT CHHAPOM Ha KbLUKHI M 110 Ta3u
npuuuHa te TpadBa fa ce u3barear npu nauueHTH ¢ 6onecT Ha KbluuHr.

[Ipn NaLMEHTHTE C XHIIOTUPEOUAHIBM Ce HaDNOAABa NOBULIEH epeKT Ha KOPTHKOCTEPOUUTE.

I1pyM naUMEHTH C XHNDEPTHUPEOUAU3IDBM U C XMNOKAITHEMHSA, HHIYLLMPAHA OT METHANPEAHH3ON0H, MOXe
[la ce NMNOSBH TUPEOTOKCHYHA nepronnyina napanusa (TTIIT).

[Ipy nauMeHTH, TEKYBAHU C METUINPEAHU3IOIOH, U C MPU3HAUKW UKW CHMITTOMH Ha MYCKY.JiHa cnabocr,
0co0€HO NpU TakHBa C XHIepTHpeOoHaU3bM, Tpadaa aa ce noaozupa TIIIT. | |
{1pu ceMueHue 3a TIIIT HezabaBHo TpadBa Aa ce 3an04yHe npocneasBaHe Ha HUBATA HA Kaauii B Kp’I:B:I‘a
W NOAXOJALIO JIEYEHHE, 3a Ja C€ rapaHTHpa Bb3CTAHOBABAHE HA HOPMATHUTE HEBA HA KalUi B KpLBTA.

MeTaboaH3IBM U XpaAHEHE

KOpTHKOCTEPOUINTE, BKITIOYHTETHO METHINPERHH3O0N0H, MOTAT /1a YBE/IHYAT KpbBHATA 3axap, Aa
BJIOILIAT CHILECTBYBALL AHabeT M Aa HANpPaBAT NaLHUEHTUTE, [TOAIOKEHH Ha MO-NPOAbIKHTENHA
KOPTHKOCTEPOMUIHA Tepanus, No-noAaTAMBY KbM 3axapeH guaderT.

IlcHxuunH eekTH

[Tpu ynotpebara Ha KOPTUKOCTEPOUAM MOraT 4a e NOABAT NCUXHUHU HApYLUEHUA, BapUpaLiy OT
eydopus, 6e3CbHHE, IPOMEKH B HACTPOSHUETO, MPOMEHH B IUUYHOCTTA W TEXKA AeNpecus J0 YUCTO
[CUXOTHUHM NpoaBH. CbLUO Taka KOPTHKOCTEPOMAUTE MOraT Aa B/OLLAT ChIIECTBYBALLA
eMOUMNOHATIHA HecTaOUTHOCT MU CKAQOHHOCT KBM IICHX034a.

[Tpn ynorpebaTa Ha CUCTEMHH CTEPOMAN MOTAT A3 HAaCTBMNAT MOTERLHAHO TEXKH NCHXUYHHU
HEXKENTaHH NeKapCcTBEHU peakliud. CHMNTOMHTE ODUKHOBEHO Ce MOABABAT B PAMKHMTE Ha HAKONKO AHH
HJIM CEOMULH C/le] 3aMno4ysaqe Ha e4eHHeTo. [loBe4eTo peakuyn OTINYMABAT WY CIed NOHUKaBaHE
Ha J03aTa HiH CNell MpexpaTABaHe Ha JCUYEHHETO, BBIIPEKH Y€ MOXKE Aa € HEOOX0AUMO ceUNPHUHO
Je4eHue,

[Ipu npexparaBaHe Ha JEYEHHUETC C KOPTUKOCTEPOUAH ce ChobLlaBa 3a NCHUXONOMrKYHu edeKTH;
YecTOTaTa Ha Te3M PeakUuy e Hen3BeCTHa. [launeHTuTe/rprxkeinTe ce 3a TaX TpadBsa aa 6baar
OKYpa)KaBaHK /1a ThPCAT MEOULIMHCKA MOMOLL NPH T0fBa HA MCUXHUHA CUMIITOMaTHKa, ocobeHo npu
[OJA03peHUS 3a AeNIPECHBHU ChCTOSHMUS UMM CYMUMAHN MUCIM. Ha nauMeHTHTe/rprkeuldTe Ce 3a TAX
Tpsa0Ba aa ObAe 00bpHATO BHHMAHHUE 34 Bb3MOXHH MCUXHUYHN HAPYLUIEHHS, KOMTO MOraT 1a ¢ [TOABAT
WIX MO BpeMe, UK BEAKAra ciiejl MOKMWXXaBaHe Ha J03aTa/CnupaHe Ha TepanuaTa CbC CUCTEMHHU
KOPTUKOCTEPONIM.

E¢gexTH BLpXy HEPBHATA CHCTEMA
KopTHKOCTEpOUANTE TPADRA Ja ce U3MON3BAT ¢ MOBHLUCHO BHUMAHHE [IPK NAUUEHTH ¢ I'bPYOBE.

Koprukocreponaure TpsaOBa na ce W3MON3BAT ¢ NOBUILEHO BHUMAHHE MTPH NALUEHTH C MUACTEHUS
rpaBuc (BX. CbILO MHPOPMALKATE 33 MUOTIATHA B pa3/iefa 3a MyCKYIHO-CKe/IeTHH e(heKTH).

MMma choluieHns 3a enpiypanHa TMIIOMATO3a NPH NAaUMEHTH, NPUEMALUN KOPTUKOCTEPOUIHY,
OOHKHOBEHO NMPH NPOALIKUTE/IHA YIIOTpeda BB BUCOKH 03H.

Ounu edexTH

[Tpu cHCTEMHO H NTOKANTHO NMPUAOKEHHE Ha KOPTUKOCTEPOUAH Ca Bb3MOXHH ChOOLIIE
CMYILEHHA. AKO MPY NalUeHT ca HaJTULE CHMITOMHU KaTO 3aMBIJIGHO 3pEHHE MU Ap
CMYLleHHUA, NauUeHThT TpsAbBa ga ObAe HACOUEH 3@ KOHCYNTAUUA ¢ OPTAIMOJIOT 34
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Bb3MOXHUTE NPHYHHK, KOUTO MOraT 12 BKMIOYBAT KATApaKTa, IMlayKoMa KW peJiKH 3a00NaBaHua KaTo
HeHTpalHa ceposHa XopuoperuHonatus (LICX), 3a kouTo ce cHob1IaBa el CUCTEMHO Y NOKATHO
H3MON3BaHE Ha KOPTHKOCTepouan. LieHTpannaTta cepo3Ha XOpHOpeTHHOMATHA MOXE J1a JOBee A0
OT/IEIBAHE HA PETUHATA.

[TpoabmkuTenHata ynorpeba Ha KOPTHKOCTEPOHAN MOXeE 2ia A0Bee 0 3aJHHU cybKkancynapHu
KaTapakTH H AApeHY xaTapakT (ocobeHo npu aeua), ex30(Tanm Uiy NOBHUIEHO BLTPEOUYHO
HandaraHe, KOeTO MOXKe Aa J0Befie A0 M1ayKoMa ¢ Bb3IMOXKHO yBPEKIAHE HA 3PUTEIHUTE HEPBH M MOXeE
Aa yJA€CHY Bb3HUKBAHETO HA BTOPHYHH OYHHW HHPEKUNH, MPUYHHEHHN OT MbOUUYKY UK BHPYCH.

Koptukocteponanre Tpsabsa aa Ob1aT H3NON3BaHH BHUMATENHO MPH NALHEHTH C OYHA HHMEKLIHA ¢
Xepnec CUMIUIEKC Nopaau Bb3MOXHa nepdopalms Ha KOpHeaTa.

Chpaeuns edektn

HexenaHute peakuydy Ha MMIOKOKOPTHKOUWIANTE BbPXY ChpAEUYHO-CHO0OBATA CUCTEMA, KATO
ANCARTTHACMHUR K XUNEPTOHUSA MPH NPUJIaraHe Ha BUCOKHM 103K ¥ MPOABIIKHTENICH KYPC Ha JIEUEHHE
MOTAT J1a Npepa3nonokar NauMeHTUTE CbC ChLUECTBYBALIM CbPAEYHO-CBA0BH PUCKOBH (aKTOPH KbM
JOMB/IHUTE/THY ChPJIEYHO-CHIOBH HEXENaHH peakUHy. CbOTBETHO NPHUIAraHeTO Ha KOPTHKOCTEPOUIH
TpabBa Aa cTaBa BHUMATEIHO IIPH TaKKBa NaUMUEHTH K € HeoOX0aUMO JIa ¢ HACOYH BHUMAHHETO KbM
MOAHPULIKPAHETO HA PUCKA U JOMBIIHUTENHO NPOCNeAABAHE HA Chp/icuHaTa DYHKUKA, aKO e
HeoOxoauMmo.

CHCTEMHHM KOPTHKOCTEPOUAM TpsbBa a ce M3N0M3BaT ¢ MOBUILIEHO BHUMAHHE U CAMO KO TOBA €
abCcoNrOTHO HeOOXOAMMO B CNTyuaH Ha 3acToiHa ChpJcUHA HEAOCTATBYHOCT.

CoraoBu edpexkTH

CpoO11asa ce 32 nosgsa Ha TpoM003a, BKAIOYUTENHO BEHO3EH TPOMO0eMOO/IIBM, TIPH JIeYeHHE ¢
KopTHKOCTEpOMAH. 1o Tazu npHuKHa KOpTUKOCTEpOHAUTE TpAOBa Aa ce U3NOJI3BAT ¢ MOBUILEHO
BHUMAaHHE NPH MalUMeHTH, KOUTO KMAT UK MOXE Ja ca Npeapa3nofiockeHH KbM TpoMOoeMOONIHUYHH
Hapy LEHUA.

Koptukocteponaute Tpabea a ce npuaaraT ¢ BHUMaHUe MPH MALIMEHTH C XUMEPTOHMUA.

CromamiHo-upeBHH epeKTH
BUCOKH A03M KOPTHKOCTEPOHAN MOrat Ja MpeIM3BUKAT OCThP MaHKpeaTHT.

HamMa yHuBepcaneH KOHCRHCYC Jani KOPTHKOCTEPOUANTE CaMH 1o cebe cH NpeAu3BUKBAT
NeNTHYHUTE A3BY, YCTAHOBABAHHY 10 BPEME HA IEYEHUETO; BENPEKH TOBA MKKOKOPTHKOUHATA
TEpanus MOXe Jla Macknpa CUMIITOMUTE Ha MeNTHYHA A38a, Taka ue nepdopailds H1H KPbBOU3IHUB
MOraT Aa HAcThIAT 6e3 3HauuMa 6onka. [ NIOKOKOPTUKOMAHATA Tepanus MOXKe Aa MAaCKHpa MepHTOHUT
WY ApYTH MPU3HALK U CUMITTOMH, CBBP3aHH ChC CTOMAILHO-YPEBHHY HapyLUEHUA, KaTo nepdopatius,
obcTpykuua unu naHkpeatuT. [Ipu komOuHupane ¢ HCIIBC pucksT oT pasBuTHE Ha cTOMAILIHO-
YpEBHU H3BH Ce YBE/1UYaBa.

Koptukoctepouaute Tpabsa Aa 6b4aT U3NON3BaHA ¢ NORHLIEHO BHUMAHHUE TIPH HecneuuduUeH
yLUEpO3eH KOMKUT, aKO ChLIECTBYBa BEPOATHOCT 3a 3acTpaluaBaita nepdopauus, abcuec Hiad Apyr BUA
nuoreHHa undexkuns. [lopuileHo BHUManKe € HeoOX0AHUMO NPY IUBEPTUKYIUT, CKOPOLUHU YPEBHU
AHACTOMO3M, AKTHBHA UNM NTATEHTHA MNEeNTH4YHAa A3B8a, KOraTo CTEPONH C€ U3I0I3BAT KATO OCHOBHO
WU JOMBJIHHUTENHO JIEYEHHE.

XenaroOuauapuy edekTH

Fima cpo0LIeHNA 33 XeNaTOONITHAPHHY HAPYIUEHHA, KOUTO MOraT aa 0baat obpaTuMu
NpeyCcTaHoOBABaHe Ha TepanusTa. [10 Ta3u nprunHa € HEOOXOAUMO CHOTBETHO MPOCIT
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Cabp3aHo ¢ JIEKapCTBOTO YEpHOAPODHO YBpexaHe, BKIIOUMTETHO OCTED XEMATHT M MOBHILABAHE
HA YePHOAPOOHHUTE €H3UMH, MOXKE Aa Bb3HUKHE B PE3YNTAT Ha LMKJIMYHA NYJICOBA TEPAHs C
METHJINPEAHHM3ONOH 32 HHTPABEHO3HO NpUNIoKeH e (0OMKHOBEHO Npy HavalHa 1o3a >1 g/nen).
Crobasar ce peaky cily4ad Ha XenaTOTOKCHYHOCT, BpeMeTo A0 nossa Moxe Aa 6ble HAKCIKO
CeAMHLH WM NMO-ABIro. B MHO3HHCTBOTO OT choBLaBaHHTE clyyau ce HabmogaBa OTIIYMRBAHE Ha
HeXenaHuTe CbOUTHA cnel cCrnupaHe Ha AeueHHeTo. Ilo Tasu npuyurHa ¢ HeoOXOAUMO CHOTBETHO
npocaeaspaye,

MycKyAHO-CKeJeTHH edeKTH

ChobLuaBa ce 3a OCTpa MUONATHSA NIPH YNoTpe6a Ha BUCOKH 1031 KOPTHKOCTEPOUIH, HACTHIRALLA
HaH-4eCTO MPH MALUMEHTH C Pa3CTPOiCTBA HA HEBPOMYCKY/THATA TPAHCMHUCHS (HAIIP. MHACTEH U
rPaBUC) UNK MPH NALKEHTH, NONyHaBally €JHOBPEMEHHO JIEHEHHE ¢ AHTUXONHHEPTHYHU CPEeACTBa,
K&TOo HEBPOMYCKYJIHU OJIOKepH (Hanp. MaHKYpoHUYM). Ta3u ocTpa MHONATHS € reHepalH3nupasa,
MOJXKe Jia BKJIIOUH 04HaTa ¥ AUXaTeJqHa MyCKyJaTypa ¥ Ja JoBeAe A0 KBajpumnapesa. Moxe na
HACTBNY MOBUILIEHHE HA KpeaTHHKWHA3aTa. KNUHHWYHOTO nojobpeHne UM BL3CTAHORABAHE Clel
CIIMpaHE Ha KOPTUKOCTEPOUAUTE MOMKE 14 U3UCKBA CeAMMLMN UNH TOAHHM. |

Ocreonopo3ara € 4ecTa, HO pAAKO pa3lI03HaBaHa HEXKENaHa peakius, CBbp3aHa ¢ JBArocpoyHaTa
ynoTpeba Ha BUCOKH 1034 IMIOKOKOPTHKOCTEPOUIHN,

Hapyuienns Ha 6n0penuTe H NHKOYHHTE MbTHINA

HeobxoauMo € NOBHIIEHO BHUMaHUE [PU NALUEHTHTE CbC CUCTEMHA CKIIepo3a, Thit KaTo ce
Habo/1aBa NOBULIEHA YECTOTA Ha cKaepoiepMuyHa 6pOpeyna kpu3a npu feyeHue ¢
KOPTUKOCTEPOUIH, BKINIOYHTENIHO METHINPEAHH3OMOH.

Koprukocteponante Tpabpa na ce npunarat ¢ BHUMaHHe NMpH nauueHT! ¢ 60peuHa HeROCTaThYHOCT.

Hicieasauns

CpelHH M BUCOKH JI03H XHAPOKOPTU30H MM KOPTH3OH MOTaT 1a PHUMHAT MOBHILABAHE Ha KPHBHOTO
HanArave, 3aipbXxka Ha cosl M BOAA U MOBHLIEHA EKCKPELUHA Ha Kanuii. Te3u edexTy e no-Manko
BEPOATHO Ja HACTBLIAT NPU CUHTETHYHHUTE NPOUIBOAHH, OCBEH B CllyyauTe, B KOUTO CE NTPUIArar
BUCOKH A034. MOxe 1a ce HalloxK orpaHHYaBaHe Ha MpUEMa Ha COJ U 3aMECTUTENIEH [IpUEM Ha,
Kanuid. BCHUKK KOPTUKOCTEPOU M NOBULIABAT EKCKpeLraTa Ha KaJlui.

Hapausisasus, OTPaBAHUA K YCJI0KHEHHS, Bb3HHKHAIH B PE3Y/ITaT HA MHTEPBEHLUY

CHCTEMHUTE KOPTUKOCTEPOUAHU HE CA NOKA3aHN U CNEA0BATENHO He TpAOBa Aa ce n3non3sar 3a
Jie4eHHe Ha TPaBMaTHYHO MO3BYHO HapaHABaHE. EHO MHOTOLIEHTPOBO TIPOYYBAHE € YCTAHOBUIIO
MOBHIIEHA CMBPTHOCT Ha 2paTa ceAMKLA M 6TUA MeCell Clle] HapaHABaHE NPH NMalUeHTH, Ha KOUTO €
NPUI0KEH METHANPEIHU30NO0H RaTpHeB CYKIHHAT, B cpaBHeHHe ¢ niauedo. He e ycraHoBeHa
NPUYHHHO-CNIEACTBEHA BPb3KA C JICYEHHUETO ¢ METHINPEAHHU30I0H HATPUEB CYKIIKHAT.

Apyru

['bit KaTo YCIOKHCHUATA OT NEYEHUETO € NMKKOKOPTUKOWAH Ca 3aBUCHUMH OT roneMHHarta Ha Jo3aTta U
MPOABIAKHTCITHOCTTA Ha JICHECHHCTO, 3d BCCKH OTAC/ICH Cﬂyqﬂﬁ Bb3 OCHCBA HAd OTHOIUUCHHETO
l'lﬂ]'[l]ﬂ/pHCl{ T‘pﬂﬁﬂﬂ Ad C€ B3EME PEIUEHHC 34 1034aTa H ITPOAB/IXKHTEITHOCTTA Ha TepaluaATa, KAKTO K
AdallM Ja €€ U3nonipa OKCIHCBHA UK allTEPHHUpaLlla TEpAnnA.

EarospeMeHHoTO punoxeHue ¢ CYP3A MHXUOUTOPH, BKIOYUTEIHO KOOHIHCTAT-C .f X
NMPOAYKTH, C€ OYAKBA Ja ITOBULUM PUCKA OT CUCTEMHU HEXENaHU peakiuH. Takaea Ko
TpAOBA 4a ce U304Area, OC8eH aKo Noj3ara HaAXBbpJid NOBHILEHHUA PUCK OT CUCTEMH
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KOPTHKOCTEPOHIHHM HEXENAHU PeakLuH, NIPH KOETO NnauneHTuTe Tpsbsa aa 6b4aT npocneaspaHy 3a
CHCTEMHH KOPTHKOCTEPOUAHH HEXETAHU peakl MU (BXK. Touka 4.5).

ACNUPHH ¥ HECTEPOMAHU NPOTHBOBBL3NATMTETHU CPEICTBA TPAOBA Aa Ce NPUAAraT BHUMATENHO B
CbueTaHHe C KOPTUKOCTEPOUAM. ‘

CunwTcTBalLlaTa ynotpeba Ha nepopaiHy aHTUKOAry/IaHTH U METHANIPEAHH3OIO0H MOXE 1A TIOBULLH
pHcKa oT kbpBeHe. Cpo0luaBa ce CblU0 38 HAMAIECHH e(EeKTH Ha NepopaHUTE RHTHKOArynanTH. [Ipu
NalKeHTHTE, TEKYBAHN C AHTArOHMCTH Ha BUTaMHH K, ce npenopbyBa no-4ecTo npocieisBaHe Ha
npotpoMOUHOBOTO BpeMme (INR), ocobeHo npH 3anoyraHe Ha neyeHUeTO, WM KOPEKLIMM Ha j103aTa
METHIINIPEAHH30IO0H {BX. Touka 4.5).

CrpobLasa ce 3a PEOXpOMOLMTOMHA KpH3a clle] NPUNOKEHNE HA CUCTEMHU KOPTHKOCTEPOUAH, KOATO
Moxe aa opae partanya. Koprukocteponan TpsOBa aa ce mpuaarart Ha NalUeHTH ¢ NOAO3MPaN UM
YCTaHOBEH QPEOXPOMOLIMTOM CaMO ¢ile]] ChOTRETHA OLIEHKA HA ChOTHOWIEHUETO PHUCK/TION3A.

Ilo BpeMe Ha MOCTMAPKETHHIOBUA ONTHT MMa CHOOIIIEHHA 33 CHHAPOM Ha TyMopeH nu3uc (TLS) npu
MaUMEeHTH CBC 3NI0KAYeCTBREHH 3aD0sIABaHNA, BKNIOMUTENHO XeMaTONOIHYHH 3/0KaYeCTBEHH
3a00N1ABaHKA U COTUAHHU TYMOPH, cltel yroTpedaTa Ha CHCTEMHHU KOPTUKOCTEPOUIH CAMOCTOATENTHO
MY B KOMOMHALUR ¢ APYTH XUMHOTEpaneBTUYHHY cpeacTBa. [lalueHTH ¢ BUCOK pHcK oT TLS, xaro
MALHEHTH C TYMOPH, KOUTO HMAT BHCOKA CTENEH HA IPOSHQEpPaUHA, C BUCOK TYMOPEH TOBAD M BHCOKA
YYBCTBUTEJHOCT KbBM LMUTOTOKCHYHH CpelCTRa, TpsiOBa na ce HabntonaBaT BHUMATETHO U TpabBa fa ce
B3eMaT NOAXOAALLH NpeAnasHU MEePKH.

[leauaTprHuna NoNyaanus

PacTexXbT ¥ pa3BHTHETO HA KbpMaueTa ¥ J€ua, NOLM0KEHH Ha MPOABKUTETHA KOPTHKOCTEPOKIHA
Tepanus Tpabsa Ja ce npocneasBat BHUMaTeNlHo. ChlUeCTBYBa ONAacHOCT OT NOTHCKAHE Ha pacTexka
NpU Jena, NoyyaBalliy NPOIbIKUTEIHO TIIOKOKOPTHKOHIHO JICYEHNE B IHEBHA 1033, pa3/le/ieHa B
HsKOAKO rnpuema. [Ipunaranero Ha TakaBa cxema Tpsabsa na 6bae orpaHM4eHo 10 CnydauTe ¢ Hai-
TEXKHU NOKa3aHuA.

KbpmaueTa 1 geua Ha MpoIbIDKHUTENHA KOPTUKOCTEPOHIHA Tepanus ca ¢ 0cobeHO BUCOK PHCK OT
[MOBULLIEHO BBTPEUEPENHO HANATAHE.

BUcokn JO3M KOPTHKOCTEPOUAN MOratT Ja AOBEJAT A0 NTaHKPEAaTHT NpH AeLla.

Heno-Menpon ceabspxa no-manko ot | mmol Hatpuit (23 mg) Ha pnakoH, T.e. MOXe J1a ce Kaxe, 4e
NMPAKTHYECKH HE ChALPXKAE HATPHH.

4.5 BiaumopgeiicTBHe ¢ ApYyru JeKapeTBeHH NPOAYKTH U Apyru ¢popMu Ha B3IanMOAeHCTBHSA

MeTtunnpeaHn30iioH € cyocTpat Ha uutoxpom P450 enzumuara cucrema (CYP) 1 ocHOBHO ce
meTabonusupa upes CYP3A ensumute. CYP3A4 e JOMHUHHpAWMAT €H3UM 0T Hal-MHorobpoiiHarTa
CYP noarpyna B uepHus Apob Ha BBL3pacTHHU Xopa. ToH kaTtanuiupa OB-XMapOKCHIHPAHETO Ha
CTepoOMANTEe, OCHOBHUAT MeTaboinTeH etan 8eB ¢asa 1, KakTo 3a eHJAOreHHHUTe, TaKa H 3a
CHHTETHYHUTE KOPTHKOCTEpOMAK. MHoro apyru cyb¢taHuxu ¢bUo ca cyocrparn Ha CYP3 A4, kato
33 HAKOH OT TAX (KaKTO U APYrU JEKAPCTBA) € YCTAHOBEHO, Y€ MPOMEHAT IMIOKOKOPTHKONIHUSA
MeTaboau3BM upe3 UHAYKUUA UM uHxubuparne Ha CYP3 A4 enaumMa (tabauua 2).

CYP3A4 nuxubutopn — nexapcreara, kOuTo nHXuOKpatr CYP3A4 akTHBHOCTTA, OOMKHOBEHO
TOHIXKAaBAT YePHOAPOOHUA KIKUPBHC ¥ MOBHMLIABAT MJa3MEHaTa KOHUEHTpaUUA Ha NeKapeT
cybctpatr Ha CYP3 A4, kato HanpuMep MeTunnpeasu3onod. B npucscteveto Ha CY
UHXUOHUTOP, MOXe 1A € HEODXO0UMO THTpHUpaHe Ha JO3MPOBKAaTa HA METHIINPEAHN30
uizberne cTeponaHa TOKCHUHOCT (Tabnuua 2).
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CYP3A4 unayktopun — nekapcTparta, HHAYUHpaun aktuBHocTTa Ha CYP3A4 06ukHOBEHO noBHIIABAT
YepHOAPOOHMA KIIMPBHC, KOETO MMa KaTo Pe3yNITaT NOHHKEHW NNa3MeHH KOHLEHTPaLMHU Ha
nexapcteaTta cyocrpati Ha CYP3A4, CpBMECTHOTO NpHiaraHe MoXe Ja M3MCKBa NOBHLIABAHE HA
AO3UPOBKATa Ha METUNTPEIHH30IO0H, 38 Ja C€ MOCTHIHE XKeNaHWs pe3yaTar (Tabnuua 2).

CYP3A4 cybeTpati — B npuchCTBHETO Ha ApyT cybeTpar Ha CYP3 A4, yepHoapoGHUs KIMPBHC Ha
METHIINPEAHN30JI0H MOXe a Ob/1e NOBAKSH, KAaTO TOBa Harnara Heo6X0ANMUTE KOPEKLHH B
J03UpOBKaTa. Bb3MOXKHO € HexXenaHuTe cbOUTHS, CBBP3aHH CbC CAMOCTOATEIHATA ynoTpeba Ha BeTe
NIeKapCTBa, A2 € NO0-BepOsATHO 1A HACTBMAT MNPU ChBMECTHOTO UM NpuioxeHue (Tabauua 2).

E¢gextu, kouTo He ca meauupanu otr CYP3A4 — 1pyru B3auMoaeicTBIA 1 e(EKTH, KOUTO HACTBIIBAT ¢
METHINPEAHHU3O0NIOH Ca OlKMcaHy B Tabnuua 2 rno-aony.

Ta6anua 2: BaxHH JleKapCTBEHU B3aNMOAEHCTBHA WM ¢EKTH ¢ METHINPEXHU3O0/I0H

JlekapcTBeH KAAC HIH THII B3aumMoaeicTBHe HIH edeKT
- JlexapceTBo nian Cyberanuun
AnTHbaKTEpHANTHHU IPOAYKTH CYP3A4 unxuburop. B nonbiaHeHne METHANPEIHUZ0NOH MOXe
- M3oHuasua A4 yBEIMYHU CTENEHTAa HA aleTUIKPaHEe U KIMPBHC HA H30HHA3H,
AHTHOHOTHLIN, CYP3A4 unaykrop
NIPOTHBOTYOEPKYNO3HU NPOJYKTH
- PuaMnuuuH
[lepopanuy avTUKOAryaaHTH EdexTsT Ha cbNBbTCTRALUA yOTpeba HA METHIITIPEAHH30/I0H ¢
(BuTaMMH K aHTaroHUCTH U He- epopajiiyd aHTHKOAryaaHTH MOXe Aa Bapupa. Mma crobluenns
BUTAMUH K aHTarOHUCTH) 3a 3aCHNEHH, KAKTO U 332 OTCnabeHu ePEKTH Ha Te3Hn

AHTHKOAryNaHTH (PN €AHOBPEMEHHOTO NPUIaraxe C
KOpTUKOCTEpOKHAM. [1o Tasu npHYMHA KoarynayMOHHHUTE
nmoxkasarenu TpsdBa ga 6baaT npocieaaBaHu, 3a a ce
NOTBPKAT XKENAHUTE AHTUKOATYIAHTHH eheKTH,

AHTHKOHBYJICAHTH CYP3A4 vuayktop (4 cybeTpar)
- Kapbamazenux
AHTHKOHBYJICAKTH CYP3A4 unayxtop
- PbenobapbuTtan
- DEHUTONH
AHTUXONMHUHEPTUYHU TTPOLYKTH KOpTHKOCTEpOHAMTE MOTaT Aa NOBIAHAAT €PEeKTUTE Ha
- HeBpomyckynxau Broxkepu AHTHXONUHEPrUYHUTE NPOAYKTM.

) Ilpu eZHOBPEMEHHOTO NpUNaraHe Ha BUCOKH J03H
KOPTHKOCTEPONAH U aHTUXOIUHEPTHUHY TPOAYKTH, KATO
HanpyUMep HEBPOMYCKYHHU DNoKepH, ce cpoblyaBa 3a cnyyay Ha
0CTpa MHOMAaTHA. (3a AONMBAHKTENHA HHPOPMAUHA BXK. To4Ka 4.4
CrneunanHy NpeAynpexaesia U NpeanasHyd MepKu pH
ynortpeba, MycKynHo-ckeneTHU edekTH).

2) I1pu nauueHTH, NMpUeMalld KOPTUKOCTEPOUAH, ce HabntoaBa
aHTaroHM3bM Ha HEBPOMYCKYNHO OJIOKMpaLLUTe eeKTH Ha
MaHKYPOHHH U BEKYPOHUH. ToBa B3aUMOAEHCTBHE MOXeE Ja Ce
O4YaKBa [IPX BCHYKH KOMNETUTHBHU HEBPOMYCKYJIHH BrokepHy.

AHTUXOJIUHECTEPA3IHHN NPOAYKTH CrepouanTte MoXe aa oTcnabaT edekTUTe Ha
AHTHXOIIMHECTEPAZHUTE CPeACTBAa IPU MUACTEHHUS 'PABHC.
AHRTUAKA0ETHH NPOAYKTH KOpPTHKOCTEPOMAUTE MOTAT A3 [OBULLIAT KPBBHATA 3axap H Mo

Ta3y NPHYHHA MOXKE Ja Ce HAJIOXKHU KOpeKUMs B 103aTa Ha
aHTHaAuabeTHUTE JIEKapCTBa. |
AHTHEMETHLH CYP3A4 uuxubutop (1 cyberpar)
- ANpenuTaHT
- MocanpenuTalT
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JlekapcTBEeH Kaac¢ WM THII
- JlekapcTeo wau CybcTanuus

BzaumopeiicTeue niau edpekr

[IpoTHBOrLOHUHK CYP3A4 unxuburtop (n cyberpart)
- MUrpakonason
- KetoxoHazon
[TpoTHBOBHpPYCHU CYP3A4 unxudutopu (n cyberpath)

- HIV-nporeasnu uuxuburtopu

1) TIporeasun MHXMOUTOPH, KATO MHAMHABUP K PHTOHABUP,
MOTaT Ja NOBHLUIAT MTAa3MEHUTE KOHLEHTpAUHHU Ha
KOPTUKOCTEPOUTINTE.

2) KopTHkocTeponanTe MOXe 1a HHAyUUpaT MeTaboiM3Ma Ha
HIV-npoTteasHure HERXUOUTOPH, KOETO Aa AOBe/E A0 NOHUKEHU
Na3MeHH KOHLIEHTPalHH. L

DapMakOKUHETHYHH €HXaHCepH

CYP3A4 unxuburtopu

- Kobuuucrar
ApoMarasHid HHXHOUTOPH AMHHOTNY TeTUMHA-HHAYHpaHaTa HanOsOpeuHa cynpecus
- AMUHOTNIYTETUMHU MOXKE Jla YTEXKHH €HAOKPUHHUTE [IPOMEHH, NPEAU3BUKAHHN OT

NPOABLJAKHUTCIIHO JCUCHHE C TNHKOKOPTHKOKAH,

brnokepu Ha KallUEBUTE KAHAIIH

CYP3A4 unxuburop (u cyberpar)

- Jluntuazem
KoxTpauenTtusy (NnepopanHu) CYP3A4 unxubutop (u cyberpar)
- ETuHunectpaguon/
HOPETHHAPOH
- Cox ot rpeingpyT CYP3A4 nuxuburop
HUmyHocynpecopu CYP3A4 uuxubutop (u cydcTpar)
- Lluxnocnopun 1) B3aumHo nHxubKpaHe Ha MeTabonu3Ma HacTbNRa pH
€AHOBpPEMEHHO MpHiaraHe Ha UMKIOCHOPHH U
METUNINPETHU30I0H, KaTO TOBA MOKE a MOBUILIY NJa3MEHHTE
KOHLIEHTPALUHWH Ha BCAKO €ZHO NOOTACITHO MIIK Ha JBETE
nekapcTBa 3aeaHo. [10 Tasn npuYMHA € Bb3MOXHO HEXETaHUTE
CbOUTHA, CBBP3aHH C MIPUIAaraHeTo Ha BCAKO OT JIekapcTBara I1o
OTIENHO, A4 € NO-BEPOATHO Aa HACTHMAT NPHU €AHOBPEMEHHOTO
MM [IPUIOKEHUE,
2) [Ipy enHOBPEMEHHOTO MpUAaraHe Ha METUNPEAHU3ONOH H
LIMKJIOCTIOPHH UMa ChODIIEHHSA 3a MbpHOBE.
Nmyuocynpecopu CYP3A4 cyOcTpar
- LHuknodochamnn
- TakponuMyc
Makponuau CYP3A4 nuxudurop (1 cybcrpar)
- KnapuTpoOMHIUMH
- EpuTpoMULIUH
Maxponuan CYP3A4 unxuburop
- TponeanAOMHUMH
HCIIBC (HecTepouaHu 1) Moe ga ce NOBULIH PUCKBT OT CTOMALITHO-UPEBHO KBPBEHE H
[MPOTUBOBBINAIHUTENHHU IEKAPCTBEHH | yiUepaldyd NpH €IHOBPEMEHHO NMpUnaraHe Ha KOPTHKOCTEPOUIH
CpeaAcTBa) n HCIIBC.

- BUCOKH 034 acnUpPHH
(aLeTHICANHLHIOBA KUCEIHHA)

2) MeTtunnpegHH30N10H MOKE A2 MOBULIM KIUPbHCA HA BUCOKH
J03H aCMMUPHH, KOETO MOXE Ja BOBEAE A0 MOHUXKEHH CEPYMHH
HWBA Ha cannuunarure. CliMpaHeTo Ha JIEUEHHUETO C
METUNINPEAHU3O0N0H MOXE [a NPear3BUKA [TOBULIEHH CEPYMHH
HMBa Ha CATMUMNIATUTE, KOETO DM MO0 Ja A0BeAe A0 MOBULLEH
PHUCK OT CaJIMIIMIATHA TOKCUYHOCT.
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JlekapCTBEH KJaa¢ HAH THII BiantmoneiicTBue Han edexT
- JlekapeTBo Hau CybcTaHuus

[IpoaykTu, HaMansBaluy [Ip1 eAHOBPEMEHHO NTpUNAraHe Ha KOPTUKOCTEPOUIH C
KONUYECTBOTO HA Kajlus MPOAYKTH, HamManaBalluy KOJIMHECTBOTO Ha Kafiud (Hanp.
AMYpETHLHM), € He0OXOAUMO NALMEHTHTE Aa Ce NPOCeasBAT
BHUMATESTHO 32 Pa3BUTHE HA XUITOKaATHEMHNS. PUCKDLT OT
XUITOKATMEMHSA € TIOBULLEH ChLIO TAKA U NP ENHOBPEMEHHO
TpUiaraHe Ha KOPTHUKOCTEPOHAHU ¢ aMOTEPULIMH B, KcaHTaHu
uny 0etTa2-aroHHCTH.

4.6 DepTnanteT, GPEMEHHOCT H KbPMEHe

bpeMeHHOCT

Hakou npoy4BaHHA NpH XHBOTHU Ca NI0KA3a/4, Y€ MPUIOKEHH BBPXY MAHYUHUS OPraHU3bM
KOPTHKOCTEPOHANTE MOTaT Ha NpegH3BUKaT ManGopMaLHK Ha nno4a. Bunpeku ToBa, KOraTo ca
JaBaHH Ha OpeMEHHH KEHH KOPTHKOCTEPOMINTE M3rAeX/1a He NPeau3IBUKBAT BPOJEHH aHOManuu. Toit
KaTo He Ca NMPOBEXIaHH CHOTBETHH PENPOAYKTHBHH NPOYHBAHUA C METHIINPE/IHU3ONOHOB ALeTaT NpH
X0pa, TO3H NEKaApCTBEH NPOAYKT TpAOBa Aa ce W3noJi3ea o BpeMe Ha OpeMeHHOCT CaMo clen
BHHUMaTENTHa OlieHKa HA ChOTHOLUEHUETO NON3a/pUCK 32 MalKaTa ¥ 3a NAo/A.

KOpTHKOCTEPOUAMTE NPEMUHABAT NIECHO 1pe3 nuaueHTara. EAHO peTpocnekTHBHO NpoyyBaHe
OTKpHBA MOBHLLUEHA 4E€CTOTA HA C/ly4an Ha HOBOPOJAEHH C HUCKO 3a reCTalluOHHATA Bb3PAcT Terno,
POAEHHU OT MallkH, IPHEMANTH KOPTUKOCTEPOUAHU. [Ipu XOpa PUCKBT OT HHCKO POANIIHO TETA0
M3rnexaa e 10303aBUCHM 1 MOXe A2 6bae cBeeH A0 MUHHUMYM upe3 NpUiarade Ha no-HuckKu 034
KOPTHKOCTEPOUIH.

Hela, poieHH OT MaiKH, KOMTO Ca NPUEMANTH F'oJIeMH 103K KOPTHKOCTEPOUIU 10 BPEeMe Ha
OpemeHHOCTTa, TPAOBA Na ObaaT BHUMaTENHO HabMoaBaHU U W3cnenBaHy 3a Hele3u Ha HaaOBLOpeyHa
HEAOCTATBYHOCT, BBIIPEKM Ye HeoHaTalHaTa HandbOpeuHa HeJOCTATHLUHOCT C€ Cpela PAAKO NPH
HOBOPOAEHH, KOUTO ¢a OUNH H3NI0XEHY Ha KOPTUKOCTEPOUIH in utero.

HabilonaBany ca xatapakTd [pH KbpMaueTa, pOAEHH OT Maikn, KOUTO ca OMNIH NeKyBaHu
[IPOABIKUTENHO BPEME C KOPTHKOCTEPOUIH MO BpeMe Ha OpeMEHHOCTTA.

HsamMa u3BeCTHH e(PeKTH HAa KOPTUKOCTEPOHANTE BbPXY POAOBATA AEHHOCT UM U3TOHBAHETO Ha MNOAA.

Knpmene
KOpTHKOCTEPOHANTE Ce& eKCKpETUPAT B MAaHUUHOTO MILAKO.

KoptuxocTeponauTe, NPOHUKHAIY B KbpMaTa, MOraT ga NOTHUCHAT PacTeXa W a Hapy WaT
EHAOreHHaTa NPOAYKLHA HA MMOKOKOPTHKOKWAN MPU KbpMadeTa. TO3H JIeKkapCTBEH NpoAYKT Tpsbra na
Ce M3MOJ3BA 110 BpEME HA KbpMEHE CaMo CJI€]l BHMMATENHA OLEHKA Ha CHOTHOLLEHUETO N0N3a/pUCK 3a
MaHKaTa ¢ 3a KbpMaueTo.

@epTHAUTET
Mma nauHM OT NpoyuBaHHUS NPH KUBOTHH, [TOKA3BAIUK, Y€ KOPTUKOCTEPOH/IUTE YBDPEXIAT

depTunuTeTa (BX. TOMKa 5.3).

4.7 EdexTu BLpxy cnocobHoCcTTA 33 IohupaHe n pabora ¢ Maluuu

E¢exTsT HA KOPTHKOCTEPOHANTE BBPXY CIIOCOOHOCTTA 3a wodHpare uiy padota ¢ MallKHU
CUCTEMATHYHO NpoyueH. Chea TeyeHre ¢ KOPTUKOCTEPOUAY Ca Bh3IMOKHN HEXKeNaH! pe
3aMaAHOCT, CBETOBBLPTEX, 3PHTENHM HAPYLUEHHA H yMOpa. AKO Ca 3acerHaTH, MamHeHy s
na wodupart Uau Aa padoOTAT ¢ MALWHH,
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4.8 Hexenanu JeKapCTBEHH PeaKIHK

CreiHHTE HEXENAHH peaKUuy ca ¢bob1IaBaHU NPU ACAYNIOCOYEHUTE NTPOTHROMOKA3aHH NBTHLLA HA
BbBEXAAHE . HHTPATEKATHO/CIIM LY PAIHO: apaXHOMANT, PYHKLUOHAIHO CTOMALIHO-YPEBHO
HapylueHne/HapyleHa (pyHKiMA Ha NHKOYHHUA MeXyp, rnaBobosine, MEHUHIHUT,
rmapanapesa/mapariierus, FrbpuoBe, CETHBHU HapylueHKA. YecToTaTa Ha Te3u HEXEeNaHU peaKlni He e

H3IBCCTHA.

il

CucremMo-opraHes kJjac

C HeM3BeCTHA HeCTOTA

Hudexuuu n nHHpecTaun

(OT HAJTHYHHUTE TAHHH He MoXKe 13 6bae HanpaBeHa OLICHKA)

OnopTioHUCTHYHA UHDEKUMA, HH(EKLUA, NTepUTOHUT", HHDEKLMA Ha
MSCTOTO HA MHXEKTHpaHe

HapyuleHHs HA KPLBT2 H
AuMGHATA CHCTEMa

JHeBpkoiuTo3a

HapyumieHHuss Ha HMYHHATA
CHCTEMA

JlekapcTBeHa CBPBXUYBCTBUTENHOCT, aHAPUIAKTHYHA PeaKLIM,

aHEgZHH&KTOHHHa pPCaKLiiA

Hapyuienns Ha

KblunHroua, xunotanaMo-xunoguina-naaduépeuna cynpecus,
CTEPOUAEH CHHAPOM Ha OTHEMaHe

| eHAOKPHHHATA CHCTEMA
HapymeHus Ha
MeTa00aM3Ma U XPaHEHETO

MeTtabonuTHa auuao3a, enuaypajiHa sIKIOMATo3a, 3a0phXKKa Ha
HaTpHH, 3a4pbXKa HA TEYHOCTH, XUIIOKANTHEMHAYHA alKanosa,
OTUCITHMTHAEMHUA, HapYLLUEeH INTIOKO3€EH TOIepaHe, NMOBUIIEHA HYKAa OT
HHCYJIHH (MJTH NMEpOopaHU XUITOINIMKEMUYHH CPEACTRA Npu gHabeTHUn),
JIMNOMATO34a, NOBULLEH aneTUT (KOATO MOXKeE J1a JoBene N0 HajgaaBaHe

Hda TEI"J'ID!

1 -
llenxHuHH HapyLUeHUA

AdexTUBHO pa3cTpOHCTBO (BKIIIOUUTENIHO JenpecHi, eydopus,
apexTHBHA 1aDUITHOCT, JieKapCcTBEHA 3aBHCUMOCT, CYHLIMAHHM MHCITH),
MCUXOTHYHO pa3CTPOHCTBO { BKIKOUUTETHO MAHUA,; JENH03UH,
XanoUHHaL UK U LH3OPPEHHA), MEHTATHO Pa3CTPONCTBO, TUUHOCTHH
IPOMEHH, 0OBbpKBaHE, TPEBOXKHOCT, NPOMEHH B HACTPOSHUETO,
a0HOpMHO NoBeaeHHUE, De3chHUE, pa3ApasHUTENHOCT

Hapymenus na HepBHATA
CHCTEMA

Hapymenusn Ha ouuTe

Hapyumenus Ha yxoTo H
AabupyvHTA

|_3aMBITIEHO 3PEHHE (BX. CbLUIO TOYKA 4.4)

[ToBHIIEHO BLTPEUEPENHO HANATAHE {C OTOK Ha Nanuiara
[nobpokauecTBeHA MHTPAKpaHHATHA XHIIEPTOHKA ), IbPUOBE, AMHE3H,
KOFHUTHBHO HapylleHHe, 3aMasHOCT, rnaBobonue

, KaTapakra, I'iaykomMa, eK3ogTanm,

X OpHOpeTHHONATHS, cnenoTa’

- L,

Bepturo

[ -

Chpieynu HApYLIEHHS

3acToliHa ChbPACYHA HELOCTATHLUHOCT (MPHY NMPEApa3NoNoKeHH
NaLMEeHTH)

ChaoBH HApYILIEHHS

PecniupaTopHy, rpbIHHA U
MeAHaCTHHAIHH

HapYLICHHH

TpoMOOTHYHH HHUUIEHTH, XUIIEPTOHMSA, XMIIOTOHHS, 3a4epBABAHE

benoapoben emMO0NU3LM, XbiLAHE

CromMamHo-ypeBHH
HApYIIEHHS

[TenTUyHa 5382 {C BE3MOXKHA nepopalmsa Ha MENTHYHA A3Ba H
KPBbBOMU3JIMB OT NENTUYHA 23Ba), UpeBHA nepdopaurs, CTOMAaLLEH
KpbBOU3NHUB, TAHKPEATHT, YILEPO3eH e30darut, ezodarur, noaysaHe
| Ha KOpema, KopemHa Oosika, nuapus, JUCTIENCHSA, rafieHe

XenatobuanapHu
HapYIIeHHS

XeraTuT, MOBHILIABAHE HA YEPHOAPOOHHTE eH3UMH (ATaHWH

aMHHOTpaHcdepasa, acnapraT aMMHOTpaHcepasa)

!

HapyiieHusa Ha KOXaTa u
NOAKOMXKHATA ThKaH

AHrHoeaeM, XUp3yTH3IbM, METEXHH, EKXUMO3a, KOXKHA aTpOdus

YPTHUKaApHA, aKkHe, KOXXHa XUIIePIIUrMeHTallHA, KOXKH
XHIMONUTMEHTALIHA, HaHHKyHHT"
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1 C HeM3BeCTHA YHeCTOTAa

| __ | (oT HATHYHHTE AAHHH He MoXe 1a 61/1e HanpaBeHa OUEHKA)
Hapyuienust Ha MycKynHO- _1 MyckynHa cnabocTt, MAQNIrHa, MUOMATHS, MYCKYJTHA anEicbuﬂ,
CKeJeTHATA CHCTeMa H OCTEONop03a, OCTEOHEKPO3a, MATONOTMYHA QpakTypa, HEBPOIIATHA
CheJHHMTEJIHATA ThKAH apTponarus, apTpanrus, 3adaesiHe Ha pacTexa, 000CTpaAHe Ha Honka
CNen MHXKEKTHPaHe (CJe]l MHTpaapTHKY /lapHH, TepUaPTHKYIAPHU H
_ | MHXXEKUMH B CYXOXKHIHUTE OGBHBKU)*
Hapyiienus Ha Hepenoera MeHcTpyauus
Bb3MPOU3IBOANTENHATA

CHCTEMA H rbE' 1aTa

CHCTEMD-OP FAHCH KJac

O0mn HapyuieHus CtepuneH abcuec, HapyLIeHO 3a3apaBsBaHe HA PaHy, NepudepeH 0ToK,
epeKTH HA MACTOTO HA yMOpa, Hepa3sro/IoKeHHE, peakli Ha MACTOTO Ha HHXKEeKTHDAHE
NPHJI0KEHHE

Hicnreapanus [loBHLIEHO BLTPEOUHO HAIAraHE, NOHHXKEH BbIMIEXUAPATEH TOEPAHC,

MOHHXKEH KAJIHK B KPbLBTA, NOBUILEH KATLUMA B ypHHATA, TOBMLIEHH
CTOMHOCTH Ha afkanHa ocdaraia B KpbBTa, MOBUILIEHA Ypesd. B KPbBTA
TOTUCKAHE HA peaKlUATA KbM KOXHHU TecToBe™

Hapausianuusn, orpasauuna | CriMHagHa KOMIIpecHOHHA BpaKkTypa, pynTypa Ha CYXOKUNHe
H YCJIOKHEHUS,
BbLIHHKHAJH B PE3YyJITAT Ha
MHTEPBEHUNH

' Penku ClytaH Ha CJAEoTa, CRbpP3aHU C HHTpﬂHEEHﬁHﬂ TCPaAlTHA OKOJIO JTHUCTO H rNaeaTa.

* He e npeanountan MedDRA Tepmun. |

** CorobLieHH ca HAKONIKO CNy4Yad Ha MaHUKY/UT Clel HAMANABAHE Ha N03aTa WITH NPEKPATABAHE HA TEPANHUATA,
0coBeHo cned ALArOCpOUHO NeHerHe ¢ BUCOKH f03M. [TaHUKYMTET € No-yecT npy NeAMATPHYHK HALHEHTH,
OTKONKOTO [PH BL3PACTHH, U NOBEYETO CITYy9an OTIIYMABAT CIIOHTAHHO.

H
ITepUTOHNTST MOXe Aa ObAe MLPBY NPH3HAK UM CUMIITOM Ha CTOMAUIHO-YPEBHO HAPYLIEHHE, KaTo
nepdopaums, 06CTPYKLNA UK NaHKpeaTHT (BX. Touka 4.4).

3

kil

CbobulaBane Ha NOAO3MPAHN HeXKeNaHW pPeaKIKu

CholLIaBaHeTO Ha NOJO3HUPAHU HEXENIAHHU peaKLMH Cied pa3pellaBaHe 3a ynoTpeba Ha neKkapcTBeHUS
MPOAYKT € BakHO. ToBa 1mo3BosifBa Ja NpoAbL/IKH HabNOACHHETO Ha ChbOTHOLIEHHETO NOA3a/PUCK 32
NIEKapCTBEHUA NPOAYKT. OT MEAHUMHCKUTE CELIMATUMCTH Ce H3HCKBA Aa ChoDIlaBaT BCAKA

MoJIo3upaHa HexeNaHa peakuns upes M3nbnHUTENHA areHUMA 10 iekapcTrara, yi. ,Jamad I'pyes”
Ne 8, 1303 Codus, ten. +359 2 8903 417, yebcaiiT: www.bda.bg.

4.9 IIpeao3upaHe

HsMa KNHHHYER CUHAPOM, CLOTBETCTBAL Ha OCTPO NPe03UpaHe ¢ METUNMPEAHN30NOHOB aALETAT.
Fima peaxu cpo0LIeHHs 3a OCTpa TOKCUYHOCT W/NIIH CMBPT Criel IpeAo3UpaHe ¢ KOPTUKOCTEPOHIM.
Hsma cnennduued aHTHAOT B cny4ai Ha NpeRo3upaHe; NeyeHreTo € MoAAbpXallo H

CUMIITOMATHHHO.

METHHHPEI[HHBDJ’IOH NNogJIexXK Ha XEMOoaUanuia.

5. OAPMAKOJIOTHYHH CBOHCTBA
51 @apMakogHHAMHYHH CBOHCTBA

GapmakoTepaneBTduHa rpyna; KOpTUHKOCTEPOHAH 32 CUCTEMHO TIPUITOXKEHHUE,
["mokoxkoprukocreponaun, ATC kon: HO2AB(O4

MeTunnpegHU30JOHOBUAT aleTaT € MOIEH NMPOTHBORB3NANUTENEH cTepoua. Tofl u
RedCTBHE OT NpeAHU30NOHA U N0-c1aba TeHaeHUUs B CPaBHEHHE C NTPEAHH30N0Ha

33/pbXKKa Ha HATPUH K BOJA.
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5.2. PapMAKOKHHETH“HH CBOICTBA

AbGcopbuus

Enxo BbTpewHodupMeHo npoyysaHe npy oceM A06poBoaLM onpenens GapMakOKHHETHKaTa Ha
€IHOKPAaTHA HHTPAMYCKYAHa 1032 METHUNNpeAHU30NM0HOB aueTar oT 40 mg. CpeaHarta CTOMHOCT Ha
WHANBH/YaNTHUTE TMKOBU KOHUeHTpauuu ¢ 14,8 £ 8,6 ng/ml, cpegHara cTOHHOCT HA HHOUBHOY ANTHUTE
NMUKOBY BpeMeHa € 7,25 £ 1,04 yaca, a cpeanara nnow, noa kpupara (AUC) e

1354,2 + 424,1 ng/m] x yaca (Jlen 1-21).

PasnpegeneHue

MeTunnpeaHH30I0H Ce paznpefens WIHPOKO B TbKaHUTE, IPEMUHABA KPbBHO-MO3bUHATa Bapuepa U
ce eKckpeTHpa B kKbpMara. [IpuBuaHuaT obem Ha pasnpenenedue e okono 1,4 I/kg. Ceup3sanero ¢
niasMeHUTE POTENHU Ha METHIMIPEAHUIONOH PH Xopa e npubausurento 77%.

buorpanchopMaung

[Tpu xopa METHANPEAHUIONOHEBT ce MeTabonu3upa B HepHHA AP /10 HEAKTHBHH MeTaboJIMTH, KaTo
rnaBHUTE ca 200-XMAPOKCUMETHANPEAHN3010H U 20B-XuApokcuMeTUNNpeAHN3010H. HepHoApoOHUAT
MeTabonu3bM ce u3Bbplusa 0cHOBHO OT CYP3A4. (3a cnuchka ¢ ekapcTBeHU B3auMoaeicTRHA,
ocHoBaHn Ha CYP3A4 meanupanns metabonnsbMm, BWKTe Touka 4.5 B3aumopneitcTsye ¢ Apyru
JTeKApCTBEHH NMPOAYKTH U APYTH HOpMK Ha B3aMMOJIEiCTBUE).

MeTuanpenun3onoH, kakro Muoro cybetparu Ha CYP3A4, moxe na 6bae u cybeTpar na
ATP-cebp3pauivg ydacTek (ABC) Ha TpaHCNOPTHHA NPOTEUH P-rAMKONPOTEHH, TOBIHABALL
pasnpeaeeHNETO B ThKAaHUTE M B3aWMOAeACTBUATA C APYTH JIeKapCTBa.

EauMuHHpaHe |
CpeaHUAT e1MMHHAUNOHEH NOMYXKHUBOT 3a 00LUNS METUANPEIHU30NI0H € B paMKUTe Ha 1,8 10

5.2 yaca.
ObuuaT kKnMpBHC € npubnusurento 5 no 6 ml/min‘kg.

5.3 IlpeaxkauHuyHH AaHHM 33 Oe30nacHOCT

B3 0CHOBA Ha KOHBEHUMOHANHHTE (papMaKONIOrHYHH NPOy4YBaHHA 3a 6e30MaCHOCT U TOKCHHHOCT TTPH
MHOIOKpPaTHO NPUIOKEHHE He ca YCTaHOBEHU HeO4YaKBaHU PUCKOBE. TOKCUUHMTE peaKkLuu,
Habno1aBaHK B MPOYYBAHUATA C MHOTOKPATHO NPUIOKEHUE Ca TE3U, KOUTO Ce OUAKBA J1a Ce NPOABAT
Cnen MPOABLILKUTEIHA EKCITO3UUMA HA eK30M€HHH AiPEHOKOPTHKATHHU CTEPOUIH.

KapuUMHOreHHOCT

DopMallHO METUNINMPEAHHUIOIOH HE € H3CNeABAH B ﬂp{)}"—lHaHHH 332 KAPLUUHOTEHHOCT MpPH rpnsaqu
Pesynratute, KOUTO ca MONy4YeHH € APYTH IMIOKOKOPTUKOMIHU, H3NUTBAHH 32 KAPLIMHOTEHHOCT NPH
MUIIIKH U 1bX0BE, Ca BapHaduiHH. Bolipekn ToBa NyOIMKYBaHHTE AaHHU MOKA3BaT, Ye HAKONKO
CBBbP3aHK INIFOKOKOPTHKOUAK , BKIIOYUTENHO OyAe30HKA, NPeaHHU30N0H H TPHAMIHMHONOHOB |
aLeTOHUI, MOTaT Jla ITOBHLLAT YECTOTaTa HAa NOABA HA XeNnaToUeNyNapHy all€HOMH U KapLUHHOMH ciie
[IepOpajHO NPUIICKEHHE B NUTEHHATA BOAA Ha MBXXKH [UTbX0BE. Te3d TYMOPOreHHH e(eKTH ce

[TpOABABAT NMPpH A03H, KOUTO Ca IMO-HUCKH OT TUITHYHHTE KIHWHHUYHI JO3H HA baza mg/mz

MyTareHHOCT
®opmManHo METHNNPEAHU30N0H HE € M3CNeABaH 3a F’eHOTOKCUYHOCT. Bbnpeku ToBa

METHIINPERHH3ONOHOBHUAT Cy1(HOHAT, KOWTO € CTPYKTYPHO noAo0eH Ha METHIINPENHN3ONOH, HE € OHN
MyTareHeH ¢n¢ Unu 6es MetabonuTHa akTUBauKs B Salmonella typhimurium npn 250 10
2 000 pg/metpy U Npyu U3NUTBAHE 3a FeHHA MYTALIUA B KileTKa Ha D03aliHHUK C M3MOMA3E
KJIETKH OT AWYHUK HA KuTaNncku xaMmctep npu 2 000 go 10 000 pg/ml. MetunnpeaHys6
CYJNENnTAaHAT He HHAYUUpa HepenapatHBed JJHK cvHTe3 B NBPpBUYHU XeNMATOUMTH H / ngb
1 000 pg/mi. OceeH TOBa NperaeAbT Ha NyOIUKyBaHKMTE JaHHH MOKA3Ba, Y& NMpeAHHAR
dapHesunar (PNF), KOHTO € cTpyKTYpHO noao0eH Ha METUNNPeIHU30JI0H, He e §
uian Oe3 metabonKUTHA aKTUBALMA B LWaMOBe Ha Salmonella typhimurium u Escher
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a0 5 000 pg/netpu. B nuuus ot ¢ubpobnactHu knetku Ha kuTaiicku xamctep PNF npeanssrkaa
¢1abo MOBUIIABAHE HA YECTOTATA HA MOABA HA CTPYKTYPHH XPOMO3OMHH abepaumu ¢ MetabonuTHa
aKTHBaLKA MPH HaH-BHCOKaTa H3clieABaHa KOHUeHTpauusa ot | 500 ug/ml.

PenpoiyKTUBHA TOKCHYHOCT
Jloka3aHo €, 4e KOPTHKOCTEPOUANTE HaMaANABAT )ePTHINTETA, KOTATO C& NPHUIIATAT NPH MALXOBE.

MBXKKH NABXOBE, HA KOUTO € OUJt NPHI0XKEH KOPTUKOCTEPOH B A03HM oT O, 10 u 25 mg/kg/nen
NOCPEACTBOM NOAKOKHO HHAEKTHPaHE BEAHDBK AHEBHO B NNPOABIDKEHHE HA 6 ceaMMLY, ca YHDTOCAH
C HETPETHPaHH XXEHCKYU TIbX0Be. BHcokaTa no3a e O6una Hamanena Ha 20 mg/kg/nen cnen
neTHaneceTys AeH. HabnwogasaHo € HaMalisBaHe Ha KOMYIaLBUTE, KOETO MOJKE 14 € CIIeICTBHE OT
MOHHUKEHOTO TErJIO Ha aKLECOpeH opraH. bposaT Ha 3a4eBaHUATA U XKHUBHUTe deTycH e OUN MOHMXKEH,

3a KOPTHKOCTEPOUAUTE € J0Ka3aHO, Y€ Ca TepaTOreHHW NpU MHOro GUONOrMUYHM BUAOBE B 103M,
€KBUBAJIEHTHH Ha YoBellKaTa. [1pu penpoayKTMBHUTE NPOYYBAHUA NPH KUBOTHHU € IEMOHCTPHPAHO,
Ye FIIOKOKOPTHKOHIMTE, KATO METHNNPEAHKH30/IOH, MOBUILIABAT YECTOTATa Ha 10ABa Ha MadopMaLH

(pasueneHo Hebug, ckeneTHU Manpopmaunm), eMOpHO-deTaNTHA CMBPTHOCT (HaNp. NOBUILABAHE Ha
pe3opbuuuTe) U 3abaBsgHE HA BBTPEYTPOOHHUA PACTEXK.

6. ®APMALEBTHYHH JAHHH

6.1 ChnHenbk Ha TOMONHHTE BEILleCTBA
[Tonuetunenrnukos 3350
MupucTHn-raMma-nmuKoOJIHHOB XNOpUA

HarpueB xnopun

Boaa 3a MHXeKUHUY

Hatpues xuapokcun (3a kopurupane Ha pH)
XOpOBOAOPOAHA KUCENHHA (3a kopurdpaHe Ha pH)
6.2 HecbBMeCTHMOCTH

[Topanu Bb3MOXHA PU3IKYECKA HECHBMECTHMOCT TO3HM JIEKAPCTBEH NPOAYKT He TpAOBa aa Obae
paspexaaH UIx CMECBaH C APYTrY pa3TBOPH,

6.3 Cpok Ha rogHocT

3 FrOANHH

6.4 Chneunainy ycJ10BHA HA ChbXpaHeHHe
Hla ce cbxpanaBa npu TeMmneparypa non 25°C.
6.5 Buan chpabpkaHHue HA ONAKOBKATA

Heno-Meapon ce npeanara B CTbKIeHH ¢nakoHM, cpabpxkatiy | ml nam 2 ml vHXkeKIHOHHA
CYCMEH3MA.

6.6 Cnenxuanny npeanasHu MepKH NpH U3XBLPAAHE 1 pafoTa

[Tpeau npunaraHeTo UM NapeHTePaTHUTE JEKAPCTBEHH TIPOAYKTH 3a0bJXKUTENHO ce MPOBEPABAT

BU3YalHO 32 HantM4YWe Ha YaCcTULM UK TPOMAHA B uBeTa. HeoOX0aUMa € CTPHKTHA CTEPHTHA-FORNINKS
3a 1a ce u3berHar ATporeHHu MHPeKUMH. T031 1EKAPCTBEH MPOAYKT He e NOAXOAALL Y1 b L3 '
M UHTPATEKATHO NMPUIIOKEHNE U PRaKkoOHBT He clie/iBa Aa Ob/1e M3N0a3BaH MHOTOKPATH -
NpUNoXKEeHKEe Ha HeoDXoAMMaTa A03a OCTaHalIaTa HacT OT CYCNeH3uaTa TpaOBa na fybe
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Heu3non3BaHUAT NEKApCTBEH NPOAYKT WM OTNAagbYHUTE MaTepualli OT HEro TpAOBa Aa ce U3XBbPIAT
B ChOTBETCTBHE C MECTHHTE W3IHCKBaHHS.

7. IIPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA
Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles
benrus

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

20040391

9. HJATA HA ITbPBO PAZPEIINIABAHE/TIOJHOBSABAHE HA PABPELLIEHHETO 3A
YIIOTPEBA

JaTta Ha NLpBO pa3pellarane: 28 depyapu 1994 r,
Hara Ha nocnegHo noagHoBABaxe: 15 centemBpu 2010 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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