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KBM WICH €INHCTBEH

dapmMako-TepaneBTUYHO PHKOBO/JCTBO 32 JIeYeHHEe HA rAaCTPOEHTEePOJOrHYHHUTE
3200JIIBaHUSA

I. TF'ACTPOE30O®AT'EAJIHA PE®JIYKCHA BOJIECT (I'EPB)

1. OBIIIA XAPAKTEPUCTHUKA

Crnopen nepunumnusata or Moupean, 2005 r. 'EPb e cbhcTosiHue, KOETO HACTBIIBA MPU
pediykc Ha CTOMAIIHO CBABPKUMO U MPUYMHSIBA MPOOJIEMHU CHUMIITOMM, W/HIU
ycnoxxkHeHns. CTOMaIIHUAT COK I0Ia/la HE caMO B XPAaHOIPOBOJA, HO M B YCTHAaTa KyXHHa
(BKJI. TapuHKca) U Oenute JpodoBe.

OcHoBHuAT maroreHeTndeH mexann3bpm nipu ['EPB e u3naranero Ha xpanomnpoBoiHaTa
JIMTaBHIIA HAa BB3JIEHCTBUETO HA CTOMAIIHO ChAbpXKUMO. KucennHnara v NerncuHbT 0TciiadBaT
MEXIYKIEThbYHUTE BPB3KHU, Pa3lIMPsABAT MEXKAYKIETHUHUTE MPOCTPAHCTBA U MPOHUKBAT B
nbyi0ounHa. KOHTakThT MM C HEpPBHUTE OKOHYAHHUS MpeIu3BHKBa OoJKa (Heepo3UBHA
pedykcHa 6onect - HEPB) . 3nauenne nMa v MOBUIICHATA YYBCTBUTEIIHOCT HA JIUTABHIIATA
Ha XpaHOIPOBOJAA. YBPEXKAAHETO HA JIMTaBULAaTa Bb3HUKBA KOraTO 3alIUTHUTE M MEXaHU3MU
ca yBpeneHu uiau npeogosienn. Ocobeno mscto B matorene3ata Ha ['EPb 3aema xumartychHara
XEepHUs. Bb3HUKHaNWTE yBpeXJaHHS MOKE Ja ca caMO Ha MHKPOCKOIICKO HHMBO, WM A
JIOBEJIAT 0 €PUTEM, OTOK, €PO3UM WM S13BH, €BEHTYAJIHO Ha CTPUKTYPU OT pa3pacTBaHE Ha
¢ubpo3Ha THKAaH, MeTalyazus M AWCIUIA3Msd Ha JIMraBulaTa ¢ IOcCielBalla IosiBa Ha
azieHoKapiMHOM Ha xpanonpoBoga. HEPB u nexute cremenu Ha peduiykc-e3o¢arura He
IIporpecupar CbhILECTBEHO IMpH HaOJIOJEeHWE B MpojabbkeHWe Ha 10 roauHu, KOETo
npeanonara pasnuuus B eBomronuara. Ot apyra crtpana PEI'B ce cBvp3Ba ¢ baperoBus
XPaHOMPOBOJI M PHUCK OT MOsIBAa HA aJlEHOKAPIIMHOM Ha XpaHOoMpoBoja. CUMITOMUTE PSI3KO
BJIOIIABAT CEPHO3HO KayecTBOTO Ha »xuBoTa, I'EPB e mpusnara 3a counmanHo 3Ha4yuMmo
3abonsBane. Ts e Hali-uectaTa Oosect Ha xpaHompoBonaa - 15% mo 60% OT BB3PACTHOTO
HacelleHHe MO cBeTa choOlNaBa 3a THUMIMYHU PEeQIyKCHU CUMOTOMHU. YecToraTta Ha Te3U
CUMIITOMHU B Pa3BUTUTE CTPAHM HEMPEKbCHATO HapacTBa. JIMIICBAT TOUHU €NUIEMUOIOTUYHU
JaHHU TIopaau ¢akTa, 4e rojsiMa 4acT oT Xopara crpajgamu ot cumnromu Ha [EPB He Thpesr
JIeKapcKa IOMOII. 3acsira €IHAKBO YEeCTO MBXKE U JKEHU, HO MPHU MBXKETe € MO-TrojiaMa
gyectoTata Ha pasButue Ha e3odarut (2-3:1) u bapetoB xpanomposox (10:1). Uectorata Ha
I'EPB y Hac e Hen3BecTHA, HO KIIMHUYHUTE HA0JII0/IEHUsI HacO4BarT, ye € BUcoka. [1o nanHu Ha
HIIO3A 6post Ha xocnutanuzupanute ciydau ¢ I'EPbB /ezodarut ca 5311 3a 2012 r. u 5615
ciydas 3a 2013 r., u crorBeTHO 73.3 M 77.3 cnydas Ha Bb3pacT 18 u moBede roguau/ 100000
HaceleHne. XOCIUTAIN3NpAaHUTE AlMEeHTH Ha BB3pacT 10 65 1. ca 60.6/100000 nacenenue 3a
2012 1. 1 65.7/100000 macenenue 3a 2013 r., crorBeTHO 2.6/100000 Hacexenue u 2.4 /100000
HaceJIeHHe TIPU BB3pacT HaJ 65 T.

Knacudurkauus
Momnpeaickara kiaacupuxkanuss Ha ['EPB ot 2005 1. moapasgens 3aboisBaHEeTO Ha
ciegaute 2 rpynu: I'EPB ¢ e3odareannu cunapoMu u ¢ ekcTpaezodareaHd CUHHAPOMHU

1.1.T'EPB c e30¢areannu cuHAPOMH
L1.1. Cunopomu cvc cumnmomu 6e3 1ueasuyHu
npomenu pu eHAO0CKOIICKO U3CIIe/IBaHe



- Tunmuen peduykcern cuuapoM (Heepo3uBHa peduiykcHa Gosiect - HEPB) u cunapom Ha
pedurykcHa rpbaHa O0IKa

1.1.2. Cunopomu c yspexrcoane na Xxpanonpoeooa
- Pedaykc-esoparutr (PE) unmm eposuBHa pednykcHa Oosect (EPB) - komOunamus ot
CUMIITOMM Ha peQIIyKC M €pO3UBHH/SI3BEHH MPOMEHHU Ha JIMTaBHULATa HA XPaHONPOBOAA;
CTpUKTYpa, bapeToB XpaHOMPOBO 1 aIECHOKAPIIMHOM Ha XPaHOIIPOBOA

1.2. 'EPB c ekcTpae3odareajsHu CHHAPOMH
1.2.1. C ooka3zana épv3xa

- Pednykcna xamnmna, pedrykc TapuHTuT, peiyKcHa acTMa U peduIyKCHH HapyIIeHUs Ha
3pOHUS eMaiii
1.2.2. C npeononazaema épv3xa
- ®apuHrUT, CUHY3HT, HAKMONAaTHYHA OenoapoOHa Grubpo3a U peluaANBHUPAIIO Bh3IATIEHUE Ha
CPEHOTO yXO

2. IMATHO3A
2.1. JImar”osa, 6azMpaHa HAa THIIUYHUTE CUMIITOMH
I'EPD e cBbp3aHa ¢ IIHUPOK CHEKTHP OT CUMIITOMHU.

- Tunnynure cumnromu 3a ['EPB: mapema Ooinka 3ax rpbaHata KOCT, 3amoyBamia OT
emuracTpuyma M ortuBama g0 Tepiaoro (heartburn) u  KucenuTe WM TOPYMBHU
perypruranuu. OIUIaKBaHMUATA Ca HAl-4€CTU CKOPO CJI€J HaXpaHBAHE MJIM Ha TIAJHO, HO
MoraT Jla Bb3HUKHAT U HouieM. BoasT 1o HapyuieHus B cbHs. YecToTaTa M TeKecTTa Ha
CUMIITOMHUTE HE KOPEJIUpa C JIMIABUYHUTE IIPOMEHU IO JIMTaBUIATa Ha XPaHOIPOBOJAA, HO
aHaMHe3aTa 3a JbJITOTOJMIIHY OIIAKBAaHUS € CBbP3aHa C I0-T0JIsIMa BEPOSTHOCT 3a baperos
XPaHOIPOBO/I..

- Pednykcnata wunm HekapauanmHa TpbAHA OOJKa MOXE Ja OBbAEC BOJEH] CHMIITOM.
3aIbIKUTEHO N3UCKBA U3KIIIOYBAHE HA ChPEUHO WIK JIPYro 3a00JsBaHe, 3a /1a ce IpHUeMe
KaTo CBbp3aHa C XpaHoIpoBoa. pyrvn HeTHIIMYHU CHMIITOMH Ca TaJIeHE U OPUTBAHE.

- Haii-uecTuTte HeTHMNHMYHH eKcTpae3ogareajHd CHMITOMHM Ca XPOHMYHATa KallIula,
Jpe3raB IJ1ac ¥ XpOHUUYHUAT JApUHTUT, HO BKIIIOYBAT OLIE acTMa, 0enoapoOHa acnupanus,
peuuauBHpaIiy O0enoapoOHN BB3MAJIEHUS, allHes; HapyLIeH 3bOeH eMailyl, IPOMEHU II0
€3UKa; XpOHWYEH (papuHIUT; BHE3aITHA ChP/AECYHA CMBPT (IJIABHO B PaHHA JETCKAa BB3PACT)
u apyru. Ilpuemar ce karo cbp3anu ¢ ['EPb cien uskimroyBaHe Ha JpyrH BB3MOXKHHU
MIPUYUHU OT CHbOTBETHUTE OPraHU U CUCTEMH.

- Hucdarus, onuHodarus, moBpbllaHe, KbpBeHe (Kens30AeDUIUTHA aHEMHUs, XeMaTeMmesa
W/WIM MeJeHa), HeoOsCHMMa 3aryba Ha Terjio WM cuiiHa Oolika B TOpHaTa KOpeMHa
[I0JIOBUHA C€ IpUeMaT 3a ,,aJapMHpalld CUMITOMHU” — MPEJCKa3BaT TEXKKO MPOTUYAHE,
YCIIO’)KHEHA O0JIECT I paK.

JAunarno3zara I'EPB ce npuema npu Hajauyve HA TUNMYHH CHUMITOMH, KOUTO
BB3HUKBAT /IBa WM INOBe4Ye IbTH CEAMHMYHO, MOBTAPSAIIM Ce MJIH MEPCUCTHPALIM B
Npoab/LKeHNe Haii-Majko Ha 3 Mecena. MHiuaeHTHUTE peIyKCHH CHUMITOMH HE ca
noctarbyHu 3a nuarHozata ['EPB. Ilpm BBb3pact Hag 45 r., ajapmupamm HJId
NPOABbJKUTETHH CUMITOMHU HAJA 5 T (MO-ToJsiMa BEPOATHOCT 3a bapeToB xpaHONpoBOI) €
He00X0IMMO U3BbpIIBaHE Ha (UOPOracTpo1yoeHOCKOUSI.

2.2. Engockoncka quarHoza I'EPb ¢ wam 0e3 Owmomcust H
XHCTOJOTHYHO HM3CJIeIBaHe
l'opnata racTpoMHTECTMHANIHA €HIOCKONUS (e30(haroracTpoayoeHOCKONuUsi) ¢€
OCHOBHHST METOJI 3a TuarHo3ara (,,3matHust ctanaapt ) Ha [EPB.



- JlokasBa wium  OoTXBbpis e3odaruT (epo3uu, SA3BH), ONpeAeNs TeXecTra W
paspOCTPAHEHUETO Ha JIMTABUYHUTE IPOMEHU M YCTAHOBSABA HAJIWYUETO HA YCIOXKHEHHS
u/unn nuadparmanHa xepHus. V3kimo4yBa Jpyru NaToJIOTHYHU IPOLIECH.

Engockoncka 0uoncus ¢ XMCTOJOTMYHO M3CJIeIBaHe OT e30(areanHa JUraBuia

- Hama cwmectBeHo 3HaueHue npu pyruHHara guarHoza Ha HEPB u HeycnoxneHus
pedaykc-e3odarut. B3umanero Ha OMONCUM B Cilydau C TUIIMYHU CUMITOMM Ha pediaykc U
HOpPMAaJIHa €HJOCKOIICKA HAaX0/Ka HE CE IPENopbYBa.

- Enpockonus ¢ MHOXXECTBO LUPKYIAPHU OMOIICUM NPE3 HIAKOJIKO CM Ha Pa3IMYHMU HUBA U
IOCJEABAIl0 XMUCTOJIOTUYHO H3CIEABaHE € II0Ka3aHO NpU cbMHeHUE 3a baperos
XPaHONPOBOJ, AUCILIA3Us U paK Ha XpaHONPOBO/IA.

- XHCTOJIOTUYHO H3CI€ABAaHE Ha EHJOCKOINCKM IOJIyueH OMOINCHYEeH MaTepuail oT
XpaHOMNpPOBO/a TPsIOBA OIlIE J1a C€ U3BBPILIBA U IPU CllydyauTe Ha pedpakTEepHUTE HA Tepanus
¢ uHXuOUTOpH Ha mporoHHaTa nomma (MIIII) ciaydam 3a u3KIOYBaHE Ha €O3MHO(HIICH
e3o(aruT uIM epo3MBEH €30(aruT C BEpOSATHA Jpyra eTHONOIHs — WH(QEKINO3Ha,
rpaHyJioMaTo3Ha, aBTOUMYHHa.

Han 50% oT mauueHTHTe C THIMYHU CUMOTOMH Ha pediyke HIMaT cnenndruyHa HaXo/1Ka mpu
€HJIOCKOIICKOTO M3Clie/IBane, U ce knacuduuupar kato HEPB.

Ounenka Ha TexkecTTa HA pedaykc-e3oparura

Cnopen mexayHapoaHo oOmornpuerata Los Angeles engockoncka kiaacupuKamus oOT
1999 r. ce onpenensaT YETHPU CTEIICHU Ha TEXECT Ha pedyKc-e30darura:

EnHo wiu moBede HapylleHHs™ Ha JMraBUYHATA IBUIOCT C pasMep A0 SMM BBPXY €HA
JIOHTUTYAWHAJIHA JIMTaBUYHA I'bHKA, 0e3 Ja o0XBallaT BbPXOBETE HAa CHCEIHH JIMTAaBUYHU
I'bHKH

Eano unu noBede HapylieHus™ Ha JUraBUYHATa IUIOCT C pa3Mep HajJ SMM BBPXY €AHa
JOHTUTYJUHAJHA JIMTaBUYHA I'bHKA, 0e3 Ja oOXBallaT BbPXOBETE HAa CHCEIHM JIUTABUYHU
I'bHKU

EnHo unu noBeue HapylleHHUs™ Ha JIUraBUYHATA IUIOCT, PA3NPOCTHPAIIN CE MEXIY JBE
WIK T0BEYE JIOHTUTYAWHAIHU JIMTaBUYHU TI'bHKHM, HO 3aeMald Mo-Majiko oT 75% ot
HUPKyM(epeHIHsITa Ha XpaHOIIPOBOIa

Hapymenne/s* Ha nuraBuyHaTa IsU10CT, 00XBamamo/u Hag 75% ot mupkyMmdepeHuusara

Ha XpaHOIIPOBOJa

*Hapymenuara uiau AeeKkTu Ha JIMraBU4YHATa LSJIOCT BKIIIOYBAT €po3ud U s3BH Los
Angeles knacudukanuara He BKIIOYBA HAJIWYMETO Ha CTPUKTypa win bapetos
XPaHOMNPOBOJ. Y CTAaHOBSIBAHETO UM CE OIUCBA OTIEIHO.

Ilo-cTapa, HO Bce omle u3noa3BaHa B bwarapus e momudunupanara kiacudukanus Ha
Savary-Miller ot 1981 r., npu K0sTO ce pa3rpaHUYaBaT MET CTENEHU Ha TEKECT:
I. EAMHUYHYN UM W30JIMpaHu HEKOHQIIyHpaIlly epo3un

II. MHO)ecTBO KOH(DIYUpAIIH, HO HEUPKYM(PEPEHTHN €PO3UN

III. HupxymdepeHTHH epo3un

IV.XpoHn4yau Je3uu: S3BHM W/WIM CTPUKTYPH W/WIH KbC XpaHonpoBonx (Gpubpo3Hu
IIPOMEHHM), CAMOCTOSATEIHO UJIM B ChbUETaHUE C TPOMEHH OT 1 10 3 cTanuit

V. llwnHapudeH enuren Hal Z-TUHUATA - bapeToB XpaHOIPOOBOJ, CAMOCTOATEIIHO UIIU
B ChUETAHUE C TPOMEHHU OT 1 10 4 cTaauid.
[Ipu enpockoncko cbMHeHHE 32 BapeToB XpaHompoBoja ce omnpenens HUpKyMQepeHTHaTa
(C) u makcumanna (M) apmkuHa Ha baperoBusi cermMeHT B cm CHOpsIMO TacTpo-
e3odareanHara Bpb3ka crnopen llpaxkara kiacupukanus WIM ce€ ONMCBAa KaTro IbIbr
(>3cm) 1 kbe (<3cM) cerMeHT. XUCTOJIOTMYHOTO U3CIIeIBaHE OTXBBPIIS WM MOTBBPXKIaBa
TOBa CbMHEHHME M ONpejAeis BUIa Ha MeTaa3uATa - OT CTOMAIleH THI WU
CHeNMAIN3MPAHA MHTECTHHAJIHA MeTaIJIa3usl.



3a monoOpsiBaHE Ha JMarHo3aTa Ha €HJOCKOIICKM HEBUJUMM Y4acThbIM Ha MeTalja3us,
JUCIUIa3Us WM PAHEH aJE€HOKAPLUHOM C€ IPEnoOpbuYBaAT JONBIHUTEIHU €HIOCKOIICKH
TEXHHUKH, KaTO YBEJIMYUTEIIHA XPOMOCHIOCKOIHS C P-p HA OLIETHA KUCEJIMHA, EJIEKTPOHHA
xpomoenockonus ¢ NBl u apyru Metoau ¢ rieneHacoueHu OMOTICHH.

2.3. Ipyru 10NbJIHUTEJIHH AUATHOCTHYHH METOAU
2.3.1. KonrpactHa peHTreHorpadusi ¢ OapueBa Kaila WM BOJHOPA3TBOPHM
KOHTpacT
- Mmnoro Hucka yyBcTtBUTENHOCT M crnenudpuanoct 3a 'EPB - He Tps6Ba na ce m3monspa
KaTO OCHOBEH JUArHOCTUYEH METOJ
- JlaBa pombiHuTenHa WHGOpMAaLMg NPU XHATadHA XEPHHUS U CTPUKTYPU, TOHSAKOTa
1oJie3Ha 3a JudepeHraiHaTa Juarnos3a

2.3.2. DyHKUMOHAJIHM U3CJIeBAHUSA

- 24-yacoBa pH-merpusi ompeznens decroraTta U TEXeCTTa Ha PepIYKCHUTE EMHU30/IH,
cpennoto pH B XpaHOINpoBo/ia W BpB3KAaTa ChC CUMIITOMHUTE; MPOIEHT OT BpeMe, Mpe3
koero pH B xpanompoBoja € noxa 4, € Hall-BaXXHUAT KPUTEPHUH 3a pasrpaHUYaBaHe Ha
MaToJoru4eH oT (usnonoruueH peduykc. [lokaszana e mpu aTUNUYHA UM PE3UCTEHTHH
Ha JICUEHHWE CHUMIITOMU; HEACHM CHUMITOMHM IPU HETaTHBHA E€HJIOCKOIHUS; MPEAu U CIel
anTupedIIyKCHa orepalus 1 NepCUCTUPAHe Ha OTUIAaKBAHUSITA.

- HWmnenancuo pH monnTopupane (MHOTOKaHAJIEH UHTPATIYMEHEH UMIIEIAHC) — CPEIICTBO
3a JI0OKa3BaHEe KaKTO Ha KHCEIWHEH, Taka M Ha ajJKaJieH pedIyKc - MoJie3eH 3a MpeoleHKa
HAa JICYCHUE

- E3odareasnara manomerpusi — HsiMa camocrtosatenHo 3HaueHue npu ['EPb; B
KoMOuHanus ¢ 24-qacoBa pH MeTpus - pa3kpuBa Bpb3KaTa MEXKIy MOTUIUTETA HA JOTHUS
e3odareareH COUHKTEpD Ha XpaHOMPOBOAA U pedIyKCHUTE eNMU30/M, H3MOJ3Ba Ce
MPEAUMHO MPEI- U CIEIONEPATUBHO.

3. JEYEHHME
IMeaute Ha neyeHuero Ha I'EPB BkIroYBarT:
- OBnajsBaHe Ha CUMOTOMHUTE (CUMITOMATHYHA PEMUCHUS) WM IIOHE JIO0 CTENEH Te Ja He
HapylaBaT KayeCTBOTO Ha KHUBOT HA OOIHUSA
- OzpapaBsBaHe Ha JIMTABUYHUTE IIPOMEHU HAa XPAaHOIPOBOAA (€HIOCKOIICKA PEMUCHS)
- IlpenmazBane OT yCIIOKHEHUSA
- Ioanwpkane Ha pemucus (Iperna3BaHe OT PELUIUBH)
- HopmanusupaHe kauecTBOTO Ha JKUBOTA
Jleuennero Ha ['EPB BritouBa oOmm Mepku, GpapMakoJIOTHYHO, €HIOCKOICKO U XUPYPTHYHO
nedeHne papMaKoJIOTHYHO JIEYEHHE OCTaBa OCHOBHO.

3.1. OO0wmm mepku

ITpenopwuBa ce oTcnabBaHe Ha TETJIO NPH HAJHOPMEHO TETJI0/3aTIBCTSABAHE; YECTO,
0aBHO M CIIOKOMHO XpaHEHE Ha MAapKH MOPLUH XpaHa, IPHEM Ha XpaHa MOHE J1Ba Yaca Ipeau
JsiraHe; TOBJWraHe Ha TOpHATa YacT Ha TSUIOTO MPH ChH; M30ATBaHEe Ha CTATamio Kopema
00JIEKJIO M IPOIBIDKUTETHO HABECHO TOJIOKEHNE Ha TSUIOTO; OTPaHNYaBaHe Ha Jpa3HEIINTe
XPpaHOIPOBOJIAa XPaHU U CUJIHH HOJIPABKU, HANpP. Ta3UPAHN HAIUTKH, LIUTPYCOBH IJIOJ0BE H
COKOBE, TypIINs, IIOKOJA, Kade, CHITHU MTOIPABKH U JIP.
Hsmar curypHo goka3aH TeparneBTUYeH eeKT

3.2. @®apMakoJOrH4HAa Tepanus
Bxirousa TpU C€Talla: IMbPBOHAYAJIHO — MHAYLUpAIIO OBJIAAsABAHC HAa CHUMIITOMHUTC H
03/lpaBsiBaHEe Ha JIMTaBUIATA; MPU THOCTHUTaHE HA TE3W LENMM - MOAXBPIKALIO JIEUCHUE; U
JICYEHUE Ha pEeLUAUBUTE.



3.2.1. Huxubutopure Ha mnporoHnara mnommna (MIIII) - omeprazole,
esomeprazole, lansoprazole, pantoprazole u rabeprazole, npueru nepopanHo ca
OCHOBHOTO CpeACTBO 3a JieueHue Ha ['EPb.

- Ilo-no0bp edekT mo OTHOIIEHHME Ha KOHTPOJAa HAa CHMOTOMHTE, O3/PaBSBAHETO Ha
nuraBuyHuTe HapymeHus (80-85%), ckopocTTa Ha O37paBsiBaHE Ha JIMTAaBUYHHUTE
HapylICHUs, 4YeCTOoTaTa Ha peJalCUTe U IMOALBbPKAHETO Ha IO-BUCOKO cpenHo pH B
XpaHoNpoBoia B cpaBHeHUE ¢ H2-0110kepuTe 1 NPOKUHETULUTE.

- Ilo-3Haunmmo oOnex4yaBaHe HAa CHMIITOMUTE INpH Haludue Ha pedurykc-e3odarut — 70-
80%, otkonkoto npu HEPB — 50-60%.

- Edexr npu ekcrpaezodareanHuTe mMposiBy.

- Hamanen puck ot passutue Ha AucIuiazus npu npoabipkurencH npuem Ha MIII npn
bapeToB XpaHONpOBO/I.

EdextuBHocTTa Ha omeprazole, esomeprazole, lansoprazole, pantoprazole u rabeprazole

[0 OTHOILIEHHE Ha O3/paBSBAHETO Ha JIMTaBUIATa M KOHTPOJIA HA CUMITOMUTE € CXOJHO,

IOpaJy KOETO JIEYEHUETO MOKE J]a CE IIPOBEJIE C BCEKHU €IUH OT THX.

UIIIT ce mpuemat opasniHo cyTpuH, 30-60 MUH TIpeu XpaHEHE NpH eAHOKpaTeH npuem u 30

MHUH TpEeaM 3aKyCcKa M Beueps - MpH JBYKPAaTHO J03MpaHe. AHTHCEKPETOPHHUAT UM e(]eKT

HaMaJIsiBa IpH MpUEeM Ipeu JIAraHe Wil clie] XpaHeHe (HEaKTUBUPAHU POTOHHUTE IOMIIH).

TepaneBTHYEH AJATOPUTHM

Ilpu mneenoockonupanu 6oanu (Ouacnoza Oazupana ua cumnmomume), HEPB,
peghrykc-ezogpacum I u Il cmenen — NHPBOHAYAJIHOTO JieYeHHE BKIIOYBA IThJIHA
(crangaptHa) no3a UIIII npuera nepopanHo eqHokpaTHo cyTpuH (20 mg 3a omeprazole,
20-40 mg 3a esomeprazole, 40 mg pantoprazole; 30 mg 3a lansoprazole; 20 mg 3a
rabeprazole) 3a 4-8 ceqmuny.

[Ipu I'EPB, ouaznocmuyupana Ha 0a3a Ha cumMnmomume W HE'BIHO MOBIIMSIBAHE
HA CHMIITOMHUTE B Kpas Ha 4 ceAMHIIa C€ MPEnopbyuHa EHIOCKONCKO wu3scienBane. l[lo-
HATaTHILIHOTO JIEYEHHUE € B 3aBUCUMOCT OT €HJJOCKOIICKAaTa HaXO/Ka.

HEPB — lIbpBonauanno gedyenue - UIIII crangapTaa no3a 3a 4-8

1.Jlunca na cumnmomu - | 1.Ilepcucmupane na onraxkeanuama —
tepanusta Moxe Aa ce | jgedeHue ¢ UIII mo 12 cenmuum
IIPEKpPaTH

2.Ilepcucmupane na onniaxkéanus 6 kpas Ha 3 mecey — IPEOLICHKA
Ha IMarHo3ara " Tepanusara

Kopekuus Ha aHTHCEKpETOpHATa Tepanus - CTAHAApPTHA 1032
HUIIII cyTpuH u Beuyep

MopabpxamoTo JieyeHue - ¢ MOJOBMHATA OT HavyajaHaTa mxo3a UIII cyrpun wim camo
»ITPH HYIKIA“, a aK0 Ta3H MO-HUCKA J103a HEe ce MoHacs 100pe — ¢ mbJaHa ao3a UIII

Jleuennero ,,ipu Hyxna“ (on demand therapy) e mokaszano rnaBHo mpu HEPB wu
031paBsi1 manueHT. [Ipu To3m THM JleyeHHe MAlMEeHTUTE MOraT Ja CIUpaT JICYCHHETO 10
BpEMC Ha PpPCMUCUUTEC W JOa MOpUEMaT JICKAPCTBCHUTC MNPOAYKTH, KOIrato CHMIITOMHUTC
peuuauBupat. [logxoast ,,ipu HykAa“ MOKa3Ba €PEKTUBHOCT 1O OTHOIICHHE KOHTpPOJIA Ha
CUMIITOMUTC M YCCTOTATa Ha PCJIAlCUTC KATO HNpHU MNPOABILDKUTCIICH WM HHTCPMUTCHTCH
npueM, TPy Mo-100bp KOMIUIABHC OT CTpaHa Ha MAIUEHTHTE.

Pegpnyxc-ezopacum (LA A-B, SM I-II) - IIbpBonayanno Jjedyenue - UIIII cranpaprha
1032 3a 8 cexMHUIIH

Enpockoncku KOHTPOJI B Kpasi Ha Ieproja (Ha 2-TH Mecel) - 10 MOKa3aHUs




Hobvp kommpon na xnunuynama | Jlunca Ha 006vp KOHMpoON HA cumnmomume WIN JUnca
cumMnmomamuxa - NpoabIKaBa C | HA  3a00801umenen  egekm  Om  KOHMPOIHAMA
MOAIBPIKAILIO JICUCHHUE €HOOCKONUS.

— tepanesruuHuAT Kypc ¢ MIIII ce mpoam/rkaBa, a
Jl03aTa c€ ONTHMM3HMPA, KaTO MOXE Ja CE yBEIUYH J0
Makcumym 160 mg/24.

IMoaabpxkamoTo JeyeHue - C MoJI0BHHATA OT HavYaaHaTa g03a UIIII, exnokpaTen npuem
HMIIII; psinko e Bb3MOKHO caMo ,,IIPH Hy KAa“. AKO Ta3u MO-HUCKA 7032 HE ce MoHacs 100pe

— ¢ mbpJHa no3a UIIII

Texcvk pegpaykc-ezogpacum (LA C-D, SM I11-V) IIbpBOHAYATHO JIeYeHHUE - IBOIHA 1032
WIIII, pa3aesieHa HAa cyTpellleH U BedepeH npueM 3a 8-12 cexMunnm

Enpockoncku KOHTPOJI- B Kpasi Ha 3 mMecenn

Jlobwvp KOHMpOI Ha KiuHuunama | Jlunca na 000vp Kowmpon Ha cumnmomume
CUMNIMOMAMUKA u 030passeane Ha | UM JIUNca Ha 3a00801umeneH egekm om
JUeABUYHUMeE Hapyuwlenuss - TPOABIDKaBA C | KOHMPOIHAMA eHOOCKONUsL -
MO IBPIKALLIO JIEYCHUE TepaneBTuyHuAT Kypc ¢ HIII  ce
NMPOABJAKABA, a 03aTa CE ONTUMM3UPA,BKIL
BpbIIaHE KbM JBYKpaTHa j103a UIIII;

Hozara WIIII moxe na ce yBeauyu g0
Makcumym 160mr/24

OOcwxaa ce U anTepHaTHBHA TEPAITUS

Hopabpxamoro JedyeHue - ¢ moJioBuHara ot japo3ara MIIIL, nosena no nuraBU4HO
03/IpaBsiIBaHEe, KaTO MPOAbJKUTEIEH UM HHTEPMHUTEHTEH MPUeM.

Axo nonmxkenara no3za UIIIl He e gocrarpbyHa 3a aJeKBAaT€H KOHTPOJ HA CHUMIITOMUTE,
MOCTENEHHO CE TUTPUpPA 0 JOCTUTAaHE HA MMHUMAJIHO epekTuBHA n03a UIIII

I'EPB e permmnuBupanio 3abomnsBane. Cres mpekparsiBaHe HA TEpanusaTa, mpu okojo 2/3 ot
naruenTute ¢ HEPB ce HaOmogaBaT pesiancu B paMKuTe Ha 6 Mecera, JOKaTO MPH MalueHTUTE
¢ pepaykc-ezodarut LA B-C to3u mpouent e noutu 100%. PuckoBu ¢dakropu ¢ mpeackaspaiia
CTOMHOCT 3a Bb3HUKBAHE HA KJIIMHUYEH peJiarc ca:

- Texxku MOTOpHM HapylIeHUs U AuapparMalHaTa XepHUs

- Texxu MraBUYHU MPOMEHH MPHU €HOCTIONICKO U3CIICIBAHE

- OcTaThUHU KIMHUYHU OTUIAKBaHMS U 0aBHO O37paBsiBaHE CIIe/ aleKBaTEeH KAaTo J03UPOBKA

Ha UIIII 1 mpoabIKUTEIHOCT KypC HA JICYEHUE

Yact or nmaumentutre He pearupar Ha Tepanus c¢ UIII, u ce xmacuduumpar karo
pedbpakrepun Ha Tepanmsi ¢ UII wnm HOH-pecnioHmepu. JIbara MNpOIBIKUATEIHOCT Ha
3a00JIIBAHETO M 3aTIBCTSIBAHETO Ca JIOMBJIHUTEIHU PUCKOBU (DAaKTOpHU 3a HEE(PEKTHUBHOCT Ha
tepamusita ¢ UIII. Hsama obmonpuer koHCeHCyc mpu KakBu ao3u usnomsBanu UIII, kaksa
IIPOJBKUTEIIHOCT HA JIEUEHUETO, IIPU KaKBa CTEIEH HAa HENOBJIMSABAHE HAa CHMIITOMHUTE
(uacTMYHa WM BJIHA) JAZieH TalMeHT cliefjBa ga ce mnpueme 3a pedpakxrepen Ha UIIIL
[ToBeneHneTo BKIOYBA:

- Ounenka Ha Haif-yecTuTe (PaKTOpPH, CBHP3aHU C HEII'BJICH TEpaleBTUYEH OTrOBOD: JIHMIICA Ha
CHTPYIHUYECTBO/HEMIPUAbPKaHE KbM JICUEHUETO, HEMpPaBUJIEH MpPUEM WM HEI0CTaThb4HA
J103a

- 3aIbKUTENIEH €HJOCKOICKM KOHTPOJI - 3a OIIEHKAa Ha JAMHAMUKAaTa Ha MPOMEHUTE Ha
JUraBuIaTa Ha XPaHOIPOBO/I.

[IpeorieHka Ha CUMOTOMUTE - Bb3MOKHU €KCTpae3o(dareasHy NpUUMHU, 3 OIMJIAKBAHUATA;
HEKHCeINHEeH peduIyKe; HOIIEeH MpoOuB - 3aryba Ha aHtucekpetopHus epekt Ha WIII Homem
(“nocturnal gastric acid breakthrough” wu “acid rebound” ¢enomen) - cnamane Ha pH B



cTtomaxa nmoj 4 3a nmoseue ot 1 yac Ha (pona Ha UIIII nBa mbTH THEBHO)

[Tpu pedpaxrepaure Ha UIIII nanueHTH Bb3MOKHOCTUTE 32 TEPANIEBTUYHO ITOBE/ICHUE Ca:

- HWHcTpykTHpaHe Ha NAaMEHTUTE 3a IPABUJICH IIPUEM Ha JIeKapcTBarTa

- TloBumaBaHe Ha J103aTa WU NMPOIBIDKUTEIIHOCTTA HA TPUEMAHUTE JIEKapCcTBa

- CwmsaHa Ha nekapcTBeHus mpoaykT c¢ apyr MWIIIT (marpynmBaT ce jmokasaTencTBa 3a
WH/IMBUYaJIHU pa3inyus B €(EeKTUBHOCTTA Ha J1aJICHO JIEKapCTBO)

- JloGaBsine Ha H2-010kep, MPOKUHETHK, aJlTUHATH KbM CXeMaTa Ha JIeUeHHe

- OcpxaaHe Ha aITEepHATUBHO JIEUEHUE — €HJIOCKOIICKOO WU XUPYPIHUYHO.

PenatuBHata e(pEeKTUBHOCT Ha AHTHUCEKPETOPHUTE CXEMU Ha JICUEHHE €: BUCOKa J03a
UIIIT (160 mg) -2 x naeBHOo 1o 80 mg + H2-6mokep npenu nsrane > UIIIT 2 x nuesro > UIIII
cyrpun + H2-6mokep npeau narane > UIIII ennokpaTHo nHEBHO > Bucoka no3a H2 6mokep >
H2 6mokep > anTnanuau, alruHaTy > Tepanus ,,ipu Hyxa1a”

IHpoawixkurtennoro jgedenne ¢ UIIII n3ucksa:

- WMscnensane 3a Helicobacter pylori u jieueHre mpu MO3UTHBEH PE3yITaT

Crpanununute edexTu oT mposexaanero Ha Tepanus ¢ UIII, ocobeHo MpOABIKUTEIHOTO
M3HMCKBA KOHTPOJI 32 MOSIBA HA CTPaHUYHU €(DEeKTH M CHbOTBETHO Ha TOBA MOBEJCHHUE, U JIEUECHUE
cnopen KXII (namp. rimaBoGonue, auapusi, JUCIENCHs, MOBUIIEH pUCK oT uHpekuus ¢ Cl.
difficile, ocTeonopo3a, MOBUILIEH PUCK OT NMPUA0OHUTA B OOLIECTBOTO THEBMOHUS U APYTH).

3.2.2. H2-6,10kepu
Ranitidine — 150 mg cytpun u Beuep miu 300 mg Bedep (cieq MOCIeIHOTO XpaHEHE WIN

IIpEJU JIsiraHe) JTHEBHO 3a nepuon ot 8-12 ceamunu. Jlo3ara Moxxe 1a ObJe yBeauMueHa Ha

150 mg 4 npTH AHEBHO 3a mepuon A0 12 cenmuim. OOuyaitHaTa moaabpkamia go3a € 150

mg CyTpUH U Beuep.

- Fametidine — 20 mg cytpuH u Beuep npeau cbH Wik 40 mg eJHOKPATHO B YACOBETE MPEAU
CBH, B poabibkeHue Ha 10 -12 ceqmuim

- Wmar orpannueno npuioxenue npu jeueHuero Ha ['EPbB, camo B xomOunamus c¢ UIIILL
JloGaBsnero Ha H2-06mokep kKbM cxemaTa KaTo €IHOKpAaTeH IpueM (Beuep Mpeau JiAraHe)
BOJIU /10 MO-100BpP KOHTPOJI HA HOIIHUTE CUMITOMH.

- Morar na 6baaT npuIaraHyu U KaTo Tepamnus ,,lipx Hyxkaa”

- Hsamar 3HadyeHue 3a mojpoOpeHue Ha YecToTaTa MM CTENEHHA Ha JUTaBUYHO O3/paBsiBaHe
WIM 4YecToTaTa Ha peuuausute. [Ipu 3HauWTENneH NPOLEHT OT MALMEHTHUTE CE pa3BUBa
taxupunakcuss kbM H2-O1okepa 3a mepuon ot 4-6 ceaMUIM ClIeJ] HA4YajloTO Ha
IIPUIIOKEHUETO.

3.2.3. AJrvHaTu M aHTHALAIHA
3.2.3.1. AJITMHATH:
e Hatpues anrunatr/HarpueB xupaporeHn kapoonat/KammueB kapbonat - 250 mg/133,5
mg/80 mg TalbieTKu 3a IbBUEHE - MPU MOSIBA HA CUMITOMU 2-4 TabJIETKHU ClIe] XpaHEeHE
U MIPEe/Y ChH (J10 YETUPH IIBTU JHEBHO) WM IPU HYK/a;
e Harpues anrunat/Harpues xuaporen kapoonar/Kanuues xap6onat - 500 mg/10 ml +
267 mg/10 ml + 160 mg/10 ml mepopaiina cycrensus - 10-20 ml ciex xpaHeHe u npean
CbH WJIM IIPU HYX]a;
e Harpues amrunar/HarpueB xumporen kap6Oonat/Kammmer kapOonar - Camera 500
mg/10 ml + 267 mg/10 ml + 160 mg/10 ml nepopasina cycrneHsus - €IHO 10 JIBE caleTa
CJIeJl XpaHEeHEe U IPeAN CbH WIN IPU HYXJa.
Anrunatute oOpa3dyBaT MexaHW4YHA Oapuepa cpemry ractpoesodareannus pediayke -
anTupedaykcHa “3amymanka’ oT anruHatoB ¢uiMm. [lommspxar pH > 4 B nuraBumara Ha
XpaHONpoBOJa. MUHUMAaNHATa HEYTpaau3alys Ha CTOMAIIHAaTa KUCEITMHHOCT € 0e3 pUCK OT
“rebound” u He HapymaBa mpoleca Ha XpaHocMuiaHe. MIMat OoCHOBHA poJisi B MOBIUSIBAHETO HA
T.H. TOCTHpPAHAMANEH KHUCEIMHEH “JK00”, KOoWTo He ce mpomeHs oT npueM Ha HIIIL
PasmonokeH € B MpoKcHMManHaTa 4acT Ha CTOMaxa, KbJIETO ce HarpymnBa HeOydepupaHa



cTomaiiHa kucenuHa. OOpa3yBa ce B paMKHUTE Ha 15 MUH. U Tpae 0 2 yaca cjea XpaHeHe —
pe3epBoap 3a TOCTIpaHIWANeH KucenuHeH pediaykc. KoMOMHHMpaHUST mnpueM Ha
aJITMHATHaHTHALA CKbCIBA JUCTAJIHO MO3WUIMATA HA KUCEIMHHHUA KO0’ U CHOTBETHO
HUBOTO, Ha KOoeTo ce nmpoMeHs pH. Anrunatu ca nokasanu npu jeka a0 ymepeHa I'EPB kato
MoHoTteparnus win korato UIIII ca mpoTuBonokaszanu (Hamp. mpu OpeMeHHOCT). Te ca TOMOITHO
cpenctBo mnpu nedenue ¢ WIIIT 6e3 nma oka3BaT BIMSHUE BBbPXY OMOHAIMYHOCTTA UM TPH
neyenne Ha pedpaxrepHa ['EPb. Ilokazanu ca omie mpu nepcucTUpaiiuTe CUMITOMH U B
cinydaii Ha “rebound” cnen mpexkbcBane Ha Tepanusta ¢ UIII, kakTo W kato moambpsKaiia
Tepamnus mpu npexpatsBane Ha neuenueto ¢ UIII unm Huzxosama tepanus (“step-down”).

3.2.3.2. Antnanuau: Ilpunarar ce MHUMAEHTHO NpPU CUMITOMHU Ha
I'EPB

3.2.4. IlpoxuHeTunu
Domperidone — ot 10 mg 1o 30 mg (1 go 3 Tabnerku) AHEBHO mpeau xpaHeHe win Itopride
hydrochloride ot 50 mg 1o 150 mg (1 no 3 TabneTku) AHEBHO WM 3 0 Y2 Tabnetka (25 mg - 75
mg) AHEBHO mnpenu sjeHe. B komOounanus ¢ UIIIT moxe na njoBenar 1o mo-100bp KOHTPOJI Ha
CHUMIITOMHTE TIPH YaCT OT HMarueHTUTe. [10M0KUTETHUAT UM e(eKT ce u3pa3sBa B MOBHUILIABAHE
Ha Hanara"ero Ha JIEC, ycuiiBaHe Ha XpaHOINPOBO/IHATA MEPUCTANTHKA U YCKOPEHO CTOMAIIHO
U3Ipa3BaHE.

3.2.5. GABA(B) aronucr
Baclofen B no3a 5 mg 1o 20 mg 3 netu aueBHo PO e mokazan edextuBHoct npu ['EPB,
ocobeno HEPB nopanu HamansiBane Ha Tpan3uTopHara penekcaius Ha JIEC u pedykcHute
eNU30/1d; HaMaJsiBaHE Ha IMOCTIPAaHAWJIAHUTE KHUCEIIMHHU W HEKHUCEIMHHU pedIyKCHU
eMU30/1 U HOIIHUTE PeIIyKCHU €MHU30/IH.
- Ilpunara ce npu nauuentu ¢ I'EPB, pedpakropuu na neuenue ¢ WIIIl B makcumanHu
JI03W M ONTHMAJIHA MPOABIDKUTENHOCT. Bee olle HsiMa Haau4HU JaHHU OT IPOyYBaHUS 3a
OBITOTpaiHUS e(EeKT OT MpHIokeHneTo Ha baclofen.

3.2.6. Sucralfate
[lokazan e eIMHCTBEHO MpH OpeMEHHH KEHU ChC CUMITOMHU Ha pediuykc. He e mokazan
e(eKTUBHOCT (CaMOCTOSITETHO UM B KOMOWHAIIKS) TIPH JIeueHHe Ha pedurykc-e30¢harur.

3.3. AJTepHATHMBHH Ha ()apMAKOJOTHYHOTO JeYeHHEe MeTOAU
3.3.1. XupypruyHo jeyeHue

- @yHJomIMKanus - KIacu4ecka ,,0TBOpPEeHa™ WM J1arapoCKOICcKa

- IlokazaHus: npM MalKMEHTH, NpU KOWUTO AbdArorpaiiHara teparnus c¢ HWIIT e Ouna
HeeeKTHBHA, 0COOCHO TpH TuadparmMaita XepHus win bapeToB XpaHOIPOBO/

- Cnen BHUMATeNHO OOCHXKJAHE Ha MOJ3aTa M PHCKOBETE OT EBEHTYyaJlHa XHUPYpruuHa
MHTEPBEHLINSA, U J1a CE CHIIOCTABAT € TEXKECTTA HA KIMHUYHATA CUMIITOMATHKA.

- Ilpu BcHUYKM MalMEHTH OOCHKIaHM 332 XUPYPIHUHO JIEYeHHE TPsAOBa 3aJbJDKUTENHO Jia ca
M3KIIOYEHN axala3us W CKIEPOAEepPMa-NMoJ00HU TPOMEHH Ha XPaHONPOBOIA, NpHU
BB3MOXKHOCT ¢ MaHoMeTpus. [IpeonepatuBHo pH-MOHHMTOpHpaHE € 3aAbDKUTEIHO IIPU
nanuentu ¢ HEPB, npenienenn kaTo nokazaHu 3a XUPYPrU4HO JICYEHUE.

- Haii-nobpute pezynratu ot xupypruanoro jeyenne Ha ['EPB crnex 5 ronqunm ca paBHu Ha
Te3u oT nedenuero ¢ UIIII

- He nHamasnsBa pucka 3a nosia Ha bapeToB XpaHONPOBO WIIH aJ€HOKAPLIUHOM

3.3.2.EH10CKONICKO AHTHPE(IYKCHO JICYCHHEe
- BxrouBar cpaBHHTETHO HOBM METOAM B 00JacTTa Ha JONHHA e30¢areaneH CHUHKTEp
(cxiiepo3mupane, eHJA0CKOIICKa CyTypa, BKJI. CyTypuUpaHe Ha e3odareainHa XepHus, Stretta



MpoIie1ypa, TacTpOIUIUKaus, paarnodpekBeHTHA abalus), KOUTO 00ade He ca MoKa3aan
1o-100pH pe3yiTatu OT (GapMaKOJIOTHYHOTO MM XUPYPrUUHO JICUEHUE MPU IBJITOCPOUHO
npocieAsBaHe, ocoOeHO mpu OonHM 0Oe3 XHuaraiHa XepHHA. BblIpeku, de HamalsBa
npuema Ha UIIII, He ce moctura TpaHO IPOJBIDKUTENIHO NPEKpATsABAHE HA IpUEMa Ha
WIIT 3a kynupaHe Ha pediaycHHUTE CHUMIOTMHU. 3a II0-HOBUTE TEXHHUKA (Harp.
TpaHcopainHaTa 6e3uHm3Ha pyHnomukamnus, LINX peduykceHn npbCcTeH), Bce ollie HsMa
JIOCTaThYHO MPOABIKUTEHN JAaHHU 3a OLIEHKA Ha €(DEKTUBHOCTTA UM.

- EHJOCKOICKOTO JIeYeHHEe € MOKa3aHO MPHU CTPOro CENEKIMOHUPAHU MAallMEeHTH MOKa3aHU
32 UHBa3UBHO JIEYEHUE, HO C IPOTUBOIIOKA3aHUA 32 XUPYPIUUHO TaKOBA.

3.4. Excrpae3ogareaiHu U3sBH

- Excrpaesodareannute cumntomu ca cpaBuutenno yectu npu 'EPB. Tepanusara usucksa
MO-BUCOKHU JI03U W/WIIK MO-TIPOBIDKUTENEH Kype Ha npuiioxkenue Ha UITII 3a noBnusiBane
Ha cuMmnToMatukara (¢ur. 1), xkaTo npoueHTHT Ha pedpakrepHocT KkbM HUIIIT e
OTHOCHUTEJIHO BUCOK.

- Ilpuema ce myntudakropna eruonorus, kato ['EPb ce pasrnexna mo-ckopo kKaro Ko-
(dakTop, OTKOJIKOTO KaTo MPUYMHA 32 pa3BUTHETO UM. [lanuenTuTe ¢ act™ma, JapUHTUT U
XpOHMYHA KalllJIUIA CJIEABa LEJIEHACOUEHO a ce u3ciuensar 3a Hanuuue Ha ['EPDB, u camo
IIpY KJIMHUYHU CBMHEHUS 3a Chby4aCTHETO M B IaTOTE€HE3aTa Ha TE3U CHCTOSHME, N1a Ce
nposexaa tepanus ¢ UIIIL.

®urypa 1. [losenenue npu HetunuyHu cumntomu Ha 'EPB

ChwBtetsee 3a atmive 5P

W x gresuc - 2-3 Hecaua
Y- irmmm-bﬁ?ﬁﬂm 3=

Mg U ek Na GEITPOSLITE S s 1o TS W
Fagevgzi kg Hanaee0ee M2 ACIETE
MTECAFDAP 2PN TARAS
Tupomes HA Sp7la NpTaaa

3.5.CTpukTypHn

- OTHOCHTENHO PSJIKO YCIOXKHEHHUE Ha pedykc-e3odarura

- Enpockonckara OajoHHa AuiaTanus WM Oy)KMpaHEe ca OCHOBEH METOJ 3a JIEUEHHE,
CaMOCTOSITEJIHO WJIM B KOMOMHAIIMS C €HJOCKOIICKO MPOTE3UPaHE - BPEMEHHO IOCTABSIHE
Ha CTEHT JI0 JOCTUraHe Ha JKeJIaHaTa AUJIaTalus Ha CTECHEHATa 4acT Ha XPaHOIIPOBOIA

- Ilpu HenonatiaMBUTE HA AMJIATALUS CTPUKTYPH B JOIBIHEHHE MOXE J1a Ce MHXKEKTHpa
koptuxkocrepous (40 mg B yeTUpH pa3IMyHU KBajJpaHTa) Ha (oHA Ha MPOABIKUTEITHA
tepanus ¢ WUIIIIL.



4. IOBEJAEHUE ITPU BAPETOB XPAHOITPOBO/]
baperoBuAT XpaHONpOBOX € €AMHCTBEHOTO YycioxHeHue Ha ['EPb ¢ Mamurnen
noteHnuan. PuckoBute (akTopu 3a pa3BUTHETO HA MHTECTUHAIHA METaIljia3us BKIIOYBAT
3aTI'LCTSABAHE, MBKKU TI0JI, TABHOCT Ha 3abomnsBanero > 10 r., BB3pact > 50 r., XMaranHa
xepHus. MHTecTHHaNHAaTa MeTaruia3us ce CUMTa 332 MEXJMHEH eTal BbB Bb3HMKBAHETO Ha
aJICHOKApIIMHOM Ha XpaHompoBoja. KpailbrbjieH KaMbK B TO3M TPOIEC € TMosBaTa Ha
IUCIUIa3usl, KOSATO € obnuratHa mpekarepo3a. Crnopen Buenckara kmacuduxamnus Ha
HEOIUTa3MHUTE Ha XPaHOMPOBOJIA XMUCTOJOTUYHATA JUArHO3a BKIIIOYBA:
- Herarusna 3a aucruiasus (JIMTICBA)
- Cycnekuust (Heompenenena) 3a aucruiazus ()] ¢ peakTHBHU NPOMEHU/pEaKkTUBHA
Kapausi)
- IlosutuBna: Jlexko-crenenna gucraszust (JICI) wimm texkocrenenHa aucruiazus (TCJI)
JuarHo3ata Ha JuCIUIa3usATa, BKJI. ‘‘HeompezesieHa”, TpsOBa 1a ce MOTBBPAM OT JBaMa
€KCIIEPTH B TaCTPOMHTECTUHATHATA TTATOJIOTHS.
NMyHOXMCTOXMMHYHOTO U3CJEIBaHEe Ha eKCOpecuara Ha p5S3 Moxke Aa momodpu
JIMarHo3aTa Ha JHMCIUIa3usaTa U Ce MPErnopbyuBa 3a pyTHHHATA PAKTUKA
Enpockorncku ckpuHuHr 3a bapetoB xpanonpoBoJ
- Enpockoricku ckpuHUHT 32 bapeToB XxpaHOMpOBOA Ha BCHUYKU CIydad ChC CHMIITOMH Ha
racTpo-e3odareayieH pedykc He € ONpaB/IaH.

- Ilokazan e mpu naruenT ¢ xpoanyHu cumntomu Ha ['EPB 1 MHOXecTBO pucKoBH  (akTopH -
BB3pacT > 50 r., MBXKKH I0JI, 3aTIbCTIBaHe (Hali-Maliko 3) u/uiu uia ¢ paMuIHa aHaMHe3a 32
baperoB XxpaHONpOBOJ WM aI€HOKAPLUUHOM Ha XPAaHOIPOBOJA IPH IMOHE €IWH POJHUHA OT
II'bPBA JIMHUS

Iloseoenuemo sxnousa:

- Jleuenne Ha 'EPB

- XeMompeBeHIs 32 HaMaJIsIBaHE PUCKA 32 MaJTUTHEHA TpaHCcPopMaIus
- Enpockoricko npocnensBane 3a nosisa Ha aucriiasus/EAK

- Jleuenue Ha qUCIUTA3Us WM HHTPAMYKO3EH aJICHOKAPIIMHOM

IIpy BcHukM mnamueHTM ¢ bapeToB XpaHONPOBOJ € TOKa3aHO IIPOBEXKJIAHETO Ha
aHTHCEKPETOPHO JICYCHHE 3a 00JIeKUaBaHe HAa CUMIITOMUTE U JIEKyBaHe Ha pediaykc- e3odarura.
HMIIII ca Hali-IOAXOMSAIIMTE JIEKAPCTBEHU MPOIYKTH 38 KOHTPOJI Ha peIyKCHUTE CUMITOMH, B
034 U TipoabipkuTenHocT karo npu ['EPB 6e3 BaperoB xpanonpoBosa. M3non3BaneTo Ha 1o-
Bucoku no3u UIIII He Boau 10 peayurpaHe Ha YECTOTaTa HAa Bb3HUKBAHE HA JUCIUIA3HS U Pak,
1 HE ce MpernopbuBa. XUpyprus TpsOBa ga ce o0CHkaa mpu Jiom win yactuueH edexrt na UIII
Bbpxy cumnromure. MIII ca 3agpkuTenHu 3a BB3CTAHOBSIBAHE HA JIMTABULIATA CIIEN
eHjgockorncka abnamus. CKBaMO3HUTE OCTPOBU NpU bapeToB XpaHONpPOBOJ ca CHHOHMM Ha
HEM'BJIHO O3][paBsiBaHe cliief] mpoabmkuTenHo yedenne ¢ WIII wnmu engockorickara abmarus.
W3uckBaT cnenuaiHo BHUMaHUE U mpociensBane. JIumncsar gokas3areiacTsa, 4e MOTUCKAHETO Ha
KHCETTMHHA CEeKpelus € XeMompeBeHUIHsl. AHTUpe]IyKCHaTa XHUPYpPrusi HE MPEBBH3XOXKIA
(dapmakoJornyHaTa KHUCEIMHHA CYINpEecHsl 3a NPEBEHIUS Ha HEOIUIaCTUYHATa IpOrpecusi Ha
baperos xpanonpoBoa. Hsma nocratbuHo gokasarenctBa 3a edextuBHOocT Ha ACK/HCIIBC
WIN APYTH MPOGUITAKTUIHH CPECTBA.

IIpu Beue ycraHoBeH baperoB XpaHONpPOBOJA, €HAOCKOINCKOTO TMPOCJeIsiBaHe ¢€
33JIBJIKUTEIIHO, KATO MHTEPBAIMTE 3aBUCST OT HATMUUETO HA JTUCIUIA3HSL.

[Tpu manmentu ¢ bX ¢ gbmxuHa 10 3 cM, 6e3 UM wim nucruia3usi, TOBTOPHA €HIOCKOIHUS C
OMOIICUM OT YeTUPH KBAJApPaHTa ce MPETopbhyBa 3a Ja ce MOTBBPAM JUaruno3ara. AKo MOBTOpHATA
€HJOCKONMS MOTBBbpKAaBa juncara Ha UM, nmo-HatareliHO MpOCIEAsSBAaHE MO TO3M MPOTOKOI
HE ce IpenopbyBa (PUCKOBETE OT €HJIO0CKOIHUATA BEPOSATHO HAIXBBPIIAT MOIZHUTE).

[Ipn manmenture ¢ bapeToB CerMeHT ¢ IbKMHA 10 3 CM, C MHTECTHHAJIHA METaIla3us,
€HJOCKOIICKO MPOCIJEIIBaHE CE€ MPENnopbyYBa HA BCEKH 3-5 TOJMHM, & IPU TE3U C IBJKUHA HaJ
3cM MM MO-IBJIBI - Ha Bceku 2-3 roauHu (¢ur. 2). Hanuumeto Ha M3SBEHU KIMHUYHU
CUMITOMHU OOMKHOBEHO Hajara Mo-KbCH MHTEPBAJIHM HA MPOCIeIsIBaHE.



@urypa 2. [ToBenenue npu bapetos xpanornpoBoa 6e3 AUCIUIA3US
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=HAOCKON YO-XMCTOMOrM4YHa Kopenauua

I (-) koHTpON

[Ipu moka3zaHa HHCKOCTENEHHA JMCIUIA3MS, CHIOCKOIICKUTE KOHTPOJIHM CE MPOBEXKIAT
Ha Bceku 6 mecena (¢ur. 3). Ilpu mokazaHa BHCOKOCTENEHHA IUCIUIA3MS MAIUEHTHT CE
HACOYBa 3a TepaneBTHYHA WHTEPBEHIM. [IpU €HIOCKONICKOTO MPOCIesiBaHEe OCBEH ,,0rIen
Ha JmraBuniara c€ B3uMa 3aJAbJIZKUTCIIHO U GI/IOHCI/I‘-IGH MarcpuraJl. HaCTOﬁH_[I/DIT KOHCCHCYC
BKJIIOYBA B3MMaHe Ha 4 Ouoricuu (0T 4 pa3nYHM KBaJpaHTa) HA BCEKH 2 CM MPH MAIlHEHTH
663 JUCIIIa3us, 1 Ha BCCKU lem IIpr J0Ka3aHa W CYCIICKTHA JUCILIIA3Usl.



@urypa 3. [loBenenue npu bapeToB XpaHONPOBOA € AUCILIA3ZHS

MoTBLpAESHa aucnnasus
0T 2 -Ma natonora
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AMCnna3na

Ennockonckoro neyenue Ha bapeToBus XpaHONPOBOJ KbM MOMEHTA € OCHOBEH METO/T
Ha wu30op. Ilpumara ce mnpu HamMyWe HAa JUCIUIA3Hs, KaTO TMPH YCTAaHOBSIBAaHE Ha
BHCOKOCTEIIEHHA JUCIUIa3usl TOBA C€ MPaBU BbB Bb3MOKHO HAM-KpaThbK CpoK. M3mon3sar ce
HSIKOJIKO TEXHUKHU:

Pamnodpexsentnara abnamusi (PDA) e epexTtuBeH MeToi, Ype3 KOHTO MoraT Jia ce
TPETUpPAT TOJIEMU Y4YACThUM METAIUIACTUYHA JIMIaBULlA Ha eauH ceaHc. [loHactosmem ce
mpernopbyBa KaTo IBPBH METOA HAa u300p MpPU HHUCKOCTENEHHA MWCIUIa3usi, a MpHu
BHCOKOCTCIICHHA KaTO aJiTepHaTHMBa Ha EHJOCKOTcKara MyKo3Ha pesekuus (EMP) u
enjockonckata cyomykosna nucekuus (ECJl), ako Te He mMorar ga ObJar M3MOJ3BAaHU IO
TeXHUYeCKH npuuynHU. M3non3eanero Ha POA npu HuckoctenenHa nucruiasus B >90% Boau
JI0 YHMILOXKABaHE Ha MeTalja3usiTa W pa3BUTHE Ha HOPMAJEH CKBaMO3€H EMHTEll.
[Ipunaranero Ha PMA ce npenopbuBa OT HSIKOM W IIPU CTPOrO CEJIIEKTUPAHU MALUEHTH C
HeAucIiacTiueH bapeToB XpaHOMPOBO, MPU HAIMYME HAa MHOXECTBO PUCKOBHU (hakTopH 3a
pa3BuUTHE Ha pak. AKo abianus He MOXe Ja ObJe MpoBeIeHa, OOTHUAT ce MpociesBa Ha 6
Mmecena (¢ur. 4). [Ipunoxennero Ha POA mpu nokazaHa BUCOKOCTENEHHA JUCIIA3HS BOJU
110 3a0aBsiHE HA TPOTPECHATA JI0 pakK, a MPHU TOJIIMa YacT OT MAIUESHTHTE JO epajuKaius Ha
MeTarua3usTa.

doronrHaMUYHATA Tepanus € ¢ MHIUKAIMU MOoJ00HM Ha Te3u 3a PDA, m Omuska
epextuBHOCT. [IpriiokeHrneTo u € MHOTO MO-OrpPaHUYEHO.

N3non3BaneTo Ha aproH-mjia3MeHa KoaryJjauus 3a JeCTPYKIHUs Ha MeTarjlacTuYHaTa
ThKaH MpPU HUCKOCTENEHHA JMCMa3usl ce Mpuijiara B MOCJIEAHUTE ToAuHHU. Bce omie Hsama
nyONMKyBaHW JaHHHU OT TOJIEMH MpOoydBaHUs 3a eekTHuBHOCTTA B cpaBHeHHE ¢ POA. Kvm
MOMEHTA HE € YTOUHEHO MPHUJIOKEHHUETO U MPU BUCOKOCTEIIEHHA JUCILIA3HSL.

Enpockonckara myko3na pesekuus (EMP) moxxke na Obae wu3mon3BaHa KaTo
JIMArHOCTHYHA M KaTO TepaneBTHUYHA Ipoleaypa npu baperos xpanonposon. [Tokazana e npu
MAlUMEeHTH C JAWCIIIa3us, MPU KOUTO MOraT BHM3yajdHO Ja ce oTaudepeHIupaT MYKO3HH



NaToNIOTMYHU IpoMeHH. CBbp3aHa € ¢ IO0-BHCOK IPOLIEHT YCIOXKHEHUS (OCHOBHO
nepdoparysi, KbpBeHE, Pa3BUTHE HA CTPUKTYpU cien Bpeme) oT PDA, m TperupaHero Ha
rOJIEMH METAIUIACTUYHU Y4acTbLHU € MPOOJEeMAaTUYHO, TOPaJAH KOETO ITOHACTOALIEM BCE OIlEe
ce MpenopbuBa KaTo BTOPH U300p.

Enpnockonckara cyomykosna aucekius (ECJ]) e TexnHuka, Hackopo BB3NpHETa B
EBpomna 3a Tpetupane Ha bapetoB xpanonposo. [lokazaHa e npu HUCKO- U BUCOKOCTEIIEHHA
JIUCIUIa3usl U carcinoma in situ. Bee olle He € yTOYHEHO NMPUIIOKEHHETO W IMPH JIUICAa Ha
muciasus. [103BossiBa MBJIHOTO OTCTpaHsBAHE HA TOJIEMHU Y4aCTbLM METAIUIACTUYHA ThKaH.
Manumnynanusara € TeXHHYeCKM MHOTO TPY/IHA, CBbp3aHa C MOTSHIIUAIHO TEXKU YCIOKHEHHUS
(mepdopauus, KbpBeHE, MEIUACTUHUT, IMHEBMOMEAMACTHHYM, NEPUTOHMT), U C€ Ipujara
CaMoO BbB BHCOKOCHEIMAIM3UPAHU LIEHTPOBE OT €KUM C MHOTO rojisiM onuT. Bee ome Hima
HaTpPYIIaH roJisiM 00eM TPETUPaHU MAlUEeHTH, 3a MOAPOOHA OIIEHKA Ha €()eKTHBHOCTTA.
XUpYypruyHOTO JICYEHUE OCTaBa 3a MajKa Ipyla HNalMeHTH C BUCOKOCTENECHHA JAMCIUIA3Us U
HEYCIeX 3a epajuKalusaTa W C CHIOCKOINCKM TEXHHWKH, M 32 TaKMBa C BeYe BBH3HUKHAI
KapLUHOM.

@ur. 4. TepaneBTHYeH NOAXO0 ¥ HAOIIOCHUE TPH OOJIHM C XpaHOIPOBO Ha Barrett
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II. A3BBEHA BOJIECT

1.0BIA XAPAKTEPUCTHUKA

SI3BeHara OoisiecT (YacT OT CHEKThpa Ha MENTUYHUTE $A3BH) MpEACTaBisABa Ae(PeKT Ha
CTOMAIlIHATa WU JyOJCHAJHATa JIMTaBWIla, KOWTO B JBJIOOYMHA MpeMuHaBa muscularis
mucosae M € ¢ AMaMeThp > 5 mm. 3HaYUTEeNHO MO-PSAKO MEeNTUYHa 53Ba Ce pa3BUBa B
JUCTallHATa 4YacT Ha XPaHONPOBOJAA, B THHKOTO YEPBO CJEJl T'ACTPOCHTEPOCTOMUSI U B
MexkesoB TUBEPTHKYI ChABPKAIL (YHKIIMOHUPAIIA CTOMAIIHU kJe3u. [1o-moBbpXHOCTHHUTE
Je3UH ce KJIACU(PHUIUPAT KaTo epo3uu. 3a00iIBaHETO BB3HMKBA B PE3yNTAaT HA MENTHYHOTO
JEHCTBUE HA COJIHATA KHUCEJIWHA MpPU HaMajeHa PE3UCTEHTHOCT Ha TracTpOayoJieHalHaTa
JUTaBUIIA.

OcHOBHMTE IPUYMHM 32 Bb3HUKBAHE Ha MIENTHYHA sI3Ba ca:

- Wndexuus ¢ Helicobacter pylori (Hp)- no 80% npu cromamna si3a (CH) u 1o 95% npu
nyozneHanHa si3Ba ([51)

- Ilpuem na nexapctBa —HCIIBC, ACK, aHTUTpOMOOLIUTHH CPEACTBAa M aHTUKOAryJaHTH

CaMOCTOSITEJIHO MM B KOMOMHALIMS TOMEXKIY UM WM ¢ KOPTUKOCTEPOUAM, IIUTOCTATHIIH

U IpYyTH.

JonbaaurenHu (akTopu 3a BB3HMKBAaHE Ha IMENTHYHA $3Ba Ca: HACIEACTBEHOCT,
MOTHJIUTETHH HAPYLICHUS, BPeIHU (HAKTOpU — TIOTIOHOMYIIEHE, aTKOXOJ, IMCUXOCOIHAIHU
ctpecoBu ¢akropu, npyru 3abonsBanus — XOBb, 6emonpodHa HETOCTATHYHOCT, 3aCTOWHA
ChpJCYHAa HEIOCTaTHhYHOCT, YepHOApOOHAa 1LUpo3a, OBOpeyHa HEAOCTATHYHOCT WIU
TPaHCIUIAHTALUS U IPYTH.

Penku nmpuuunu 3a Hp (-) CS ca neHerpupammm TyMopHu (CTOMAIIICH aJeHOKAPIIMHOM HIIN
auM@omMm), pak Ha MaHKpeaca, EKTONMMYHA IaHKpeacHa TbhKaH, Oosect Ha Crohn, HIV
uHpekuus, a 3a Hp (-) AA - cunapom Ha Zollinger-Ellison, riyreHoBa enTeponartus,
CHCTEMHA MacTOLUTO3a, aMUJION103a THII v, MOJTUIUTEMUS Bepa,
XUIMEPKAILUEMUS/ XUNIepIapaTUPEOAU3bM,  CKIEPOAECPMHUSI, KapLUMHOM Ha JIYyOJIEHyMa,
capkonnosza. IS u CS umar MHOro oOIIM XapaKTEPUCTUKU IO OTHOLIEHHWE Ha MaTOreHesa,
JIMarHo3a U JIeYeHHe, HO Ce CUUTAT 3a JIB€ OTAeIHM 3a0oisBanHusd. [lentuynure s13BU Morar sia
ObJaT eNMHUYHM WM MHOkecTBeHHU. Haili-uecto CSl e pasnomnoskeHa Mo MankaTta KpUBHMHA, a
IyoJeHaTHUTa - B OynOyca. 3abonsBaHETO WMa XPOHUYHO-PEIMIUBHPAI] XapakKTep.
AKTHBHATa f3Ba BOJM JO HApyIIEHO KAaueCTBO Ha JKMBOTA, HaMaleHa pabOTOCMOCOOHOCT U
MOsIBa Ha PEUIa CEPHO3HU YCIIOKHEHHsI, KOUTO BB3HUKBAT B OK0JIO 1/5 oT ciaydaute. Hskon
OT TAX, KaTO KPHbBOU3IIMB WK nepdoparnus, ca KUBoTo-3acTpamasaiu. CS e npexanueposa 3a
MosiBa Ha aJCHOKAPIIMHOM Ha CTOMaxa. Eto 3amo panHara auarfosa, JICYEHUETO U
npoduIakTUKaTa Ha pPEUUIUBUTE ca OT HU3KIIOUMTENHA BaXXHOCT. SI3BeHaTa Oosect e
IpU3HATA 3a COLMATHO-3HAYUMO 3a00JIsIBaHE B Pa3BUTUTE CTPAHU I10 CBETA.

IIpe3s 90-te roguHM dYecToTaTra Ha MeNTUYHara s3Ba B bbarapus Oe 6.4/1000 nymun
HaceneHnue. [loHacTosiieM HsSMa TOYHU JaHHU 3a peanHara 3aboneBaemocT. Ilo manHu Ha
HIIO3A 6posit Ha xocuranu3upanute ciaydan cbe CH u 151 6e3 kppBene ca 8658 3a 2012 r.
n 8419 cioyuas 3a 2013 1., u cvorBetHO 140.7 m 137.7 cnydass Ha BB3pacT 18 u moseue
roquan/100000 nHacenenuwe. XOCHUTAIM3MpPAHUTE TAIMCHTH HAa BB3pACT 10 65 T. ca
103.4/100000 nacemenue 3a 2012 r. m 100.1/100000 nHacemenue 3a 2013 ., CHOTBETHO
267.9/100000 nacenenue u 262.7 /100000 Hacenenue mpu Bb3pact Hajg 65 r. CS e enHakBo
yecTa MpH JiBaTa IoJja, cpenia ce riaBHo cien 40-roauiinHa Be3pacT ¢ nmuk 60-64 r. J151 3acara
JIBa ITHU MOBEYE MBKE, OOMKHOBEHO Cc€ OTKpUBa BHB Bh3pactTa 30-50r u e 4 mbTH mo-4yecta
OT CTOMAIlIHATa sI3Ba.

2. IMATHO3A
2.1. Kiimanunu 0ese3n
Haii-xapakTepHUAT KIMHMYEH CHMIOTOM € OoJIka B emuracTpuyma — CIOHTaHHA |



nannatopHa. [Ipu CS OGonkaTta ce mosiBsBa Mo Bpeme WM CKopo cien xpanene. [Ipu [
OoJKaTa HacTHIIBA HA IIaJHO, OOMKHOBEHO HSIKOJIKO Yaca Clie]] HAXpaHBaHE WJIH MPe3 HOIITA.

HamansiBa cien npueM Ha XpaHa (MJISIKO) U aHTHAIMAA. BB3MOXKHO € 6€300JIKOBO MPOTHYaHE
U I’bPBOHAYAIIHO KIMHUYHO MPEJCTaBsSHE C HAKOE OT YCIOKHEHUSATA Ha s3BaTa KaTo KbPBEHE
ot ropuust 'UT w/nnm nepdopauus (ocodbeno npu ynorpeda na HCIIBC, ACK).

[IpunpyxaBamy CUMOTOMH MoraT na OBbAaT KUCENHHH (THPO3UC), MOBPBIIAHE MPH
M30CTpeHa s3Ba ¢ o0JieKkyaBaHe Ha OOJIKaTa, JPYTrd TUCTICITUYHU CHMITOMH, HO HE PaHHO
3acHIIaHe.

»AJapMUpalM CUMIOTOMH”, KOUTO MPEICKA3BaT TEKKO MPOTHYAHE, YCIOKHEHa OosecT
WINA paK ca KbpBeHe (KensA30/eUIMTHA aHEMHs, XeMaTeMe3a W/WIM MeJeHa), HeOOsCHUMa
3ary0a Ha TErJIo, HEMOBIUIBAIO CE MOBPBIIAHE WM CHWIHA OOJKa B ropHaTa KOpeMHa
TIOJIOBUHA.

2.2.E3o0¢aroracrpoanyogeHockoonuss uWiaM T.H. ¢Quoporacrpockonussi (PI'C) ¢

OMOINCHM M XHCTOJOTHYHO H3CJIeIBaHe

3naTeH cTaHmapTt 3a nocraBsHe Ha auarHoszata e DI'C. Jlokas3Ba si3BeH aedekT - BuUj,
ObI00YMHA, JIOKAIW3alus; KbpBEHE M Herorara cremeH. He Moke cbC CHTypHOCT Ja
pasrpaHMYM MMENTHYHA s3Ba OT s3BeHa (hopMa Ha CTOMalleH pak. B komOmHaims ¢ ouorncun
JIOKa3Ba MJIM OTXBBPJIA 513Ba IIPU 3JI0KAaYECTBEHO 3a0oiisiBaHe, quarHo3a Ha Hp u oueHka Ha
JUraBUIlaTa Ha CTOMaxa H JyoJe€HyMa — TacTpUT, JPyro TMOAJexKaIo 3a0osaBaHe.
ITpoTuBONOKa3aHa e npu nepdopanus. buorncuu ¢ nociaeaBaIlo XUCTOIOIMYHO U3CIIEABAHE Ca
3aJJbJDKUTEIIHU TIPH CTOMAINHA s3Ba (IbpBa AMArHo3a M KOHTPOJ). buoncuuen marepuan e
HEOOXOaMM W 3a auarHo3ata Ha Hp wHbeknus — Obp3 ypea3eH TeCT, XHCTOJOTHYHO WITH
MHUKpPOOHMOJIOTUYHO u3cieaBaHe. EHpockomusaTa € HEOTIOXKHAa MPH PEUUAMBUPALIN WIN
pedpakTepHH CUMITOMH, Bb3pacT >45 T., (haMWIHA aHAMHE3a 32 CTOMAIleH KapIHHOM |
JPYTy PUCKOBU (haKTOPH, ajJlapMUpAIM CUMIITOMU M aHAMHE3a 3a CTOMAIIIHA 53Ba, a CIelIHa
—(24-48 4.) npu 6ene3u Ha ocTpo KbpBeHe oT ropHust ['UT.

3. JEYEHUE
Jleuenne Ha HeyC/105KHEHA si3BeHa 0oJiecT
Lenute Ha neyeHneTro ca oOJiekyaBaHe Ha Oonkara W JAPYTMTE€ CUMIITOMH,
eNUTEeIN3aLUs Ha A3BaTa, IPEeJOTBPATIBAHE HA PELIUIUBH U YCIOKHEHUS.
IIpenopbuBa ce M30ArBaHe Ha MPEANU3BUKBALIUTE CUMITOMHU XpaHU U YEPBEHO BUHO — MpU
dKTHBHA s3Ba.

P®apMaKoJOrH4HOTO JieYeHHe BKII0UBa

- AnTHcekperopu. Unxubutopure Ha nporonnara nomna(MIIII) B crannaprhHa no3a - 20
mg omeprazole, 20-40 mg esomeprazole, 40 mg pantoprazole, 30 mg lansoprazole u 20
mg rabeprazole nmpuetu 1-2 TbTH THEBHO MEPOPATHO Ca OCHOBHOTO CPEJICTBO 3a JICYCHUE
Ha s3BeHara Oosect. H-2 Omnokepure M aHTHALMOUTE C€ M3MOJI3BAT 3a KOPEKIMsS Ha
CUMITOMHUTE CaMo TpH ,,HY»kKJa .

- Paznuunu cxemu 3a epaaukauus Ha H. pylori uagexnusra

ITpu Heycnex OT (apMakOJIOTMYHOTO JIEYEHHWE M IPU YECTH PELUIMBU U YCIOKHEHMs ce

00CBHXK/1a ONepaTHBO JeYeHne

3.1. Jleuenne npu Hp (+) nenTu4Ha si3Ba
- 3amoyBa ¢ epaJMKallMOHEH Kypc U Moxe Ja npoabiku ¢ UIIII B cranmaptha no3a PO 1-2
IIBTH JHEBHO.
- Tlogawspkamioro nedeHue Moxke na BkItouBa aHtucekperopu (UIII, H2-6mokepu) mnm
AHTUALUAN - THTEPMUTEHTHO WJIU MPU NMOUCKBAHE.
- IloBTopHo uscneaBaune 3a H. pylori ce mpoBexia 6 10 8 ceaMuUIIM Ce/ MPUKIIOYBAaHE Ha



JICYCHUETO, CTIOPE]] pa3Mepa Ha JIe3UsITa.

3.2. JleueHnue Ha 1yoeHAJIHA A3BA
- Ilpu Hp (+) A — epanukauust Ha uHGEKIUATA
- Cnen noka3BaHe Ha ycIlelIHA epaJiuKalysi, KOHTPOJIHA EHJOCKOINUS HE € 3abJDKUTENHA.
- Ipoawsmxurenno neuenue ¢ UIIII (1-2 mptu mHEBHO 3a 1 - 2 Mecena) ce U3BbPIIBA MPH:
Hp (-) nyoneHanHa s3Ba, IEPCUCTHPAHE Ha OIUIAKBAHUATA CJIe]l epaJuKalus, rojsma s3Ba
(> 10 mm), mymauu, aegopmanusi Ha TyoJe€HYMa, YCIIOKHEHHs/aHaAMHE3a 32 KPHBOM3JIHB
u/unu nepdopanus
- Ilpu HenoBnusiBaHE Ha OIUIAKBaHMSATA 10 3-Ms MECELl C€ Hajara MOBTOpPHA €HJIOCKOIUS C
ouorcuu u n3ciensaHe 3a Hp.
o [Ilpu Hanmmuue Ha s3Ba ce OLIEHsABA CHTPYAHUUYECTBOTO HA MALUEHTA, IPEKBCBAHE
HAa JICYCHUETO
o Jleuenuero e ¢ UIIII 3a npoabmkuTeNeH NEpUoa U €paiuKalvs, ako TaKaBa Olle
HE € [MOCTUrHaTa
o Ilpu Heycnex TpsOBa Aa ce 00CHAN XUPYPTrUUHO JIECUCHUE

3.3. JleyeHne HA CTOMAIIIHA A3BA

- IloBenenuero npu Hp (+) CS BkmouBa epaaukauuoHeH Kypc nocienasaH ot UIIIL B

cranaaptHa no3a PO 1-2 nbTu aAHEBHO 3a 4 — 8 ceaMuIu

Jleuenneto nipu Hp (-) C5 ce mposexaa ¢ UIIII 3a 4- 8 ceamuiim.

- W B nBarta cnydas e HeoOXoauma 3aJbJDKUTEIIHA MOBTOPHA €HIOCKOMHUS C OWOTCHUS WU
XUCTOJIOTMYHO M3CJIe/IBaHe ciaea 6 10 8 ceaAMUIIM OT HA4aJIOTO Ha JieueHueTo. TpsiOoBa na
ce M3KJII0YM MaJUTHEHO 3a00IsBaHE.

- Ilpu o3mpassuta CS u ycnenina epagukaius € He0OX0AUMO caMo MPOCTEIsBaHE.

- Ilpm ozmpaBsna CS wu mnepcuctupama Hp wuHbekuus ce TpaBH  OIEHKAa Ha
CBTPYJHUYECTBOTO Ha TIAllMEHTa, B3eMa Ce€ OWONCHS M KICThUYHM KYyIATypHU 3a
aHTHOMOTrpama, mpoBexaa ce nosmopra epaouxayus u UIII 3a 4 ceqmunn.

- Ilpu Heo3npapsma CSH u mepcuctupama Hp undexknus e HeoOXoauMa HOSMOpHA
epaouxayusa n U111 3a 4 cenmuny, xkakto u kouTpoiaHa ®I'C ¢ 6uoncuu ciex noseye ot 4
CEJIMUIIH.

AKO s3BaTa Mak MEepCUCTHpa WIM ACPEKThT HApacTBa C€ MPUCTHIIBA KbM XUPYPTUYHO
JICUCHHE.

[Ipu Bcsika Heo3apaBsijia fi3Ba TPsSOBa J1a M3KIIOYUTE JIOMI KOMIUIAWBHC, MAJIUTHEHO
3a0onsBaHe, HeycmnenHa auarHo3a Ha H. pylori uadexums, ymorpedba Ha HCIIBC, mpyru

YALEPOTreHHH JIeKapCTBa U PEIKU MPUYMHU KaTo cuHApoM Ha Zollinger-Ellison u Gonect Ha

Crohn.

AKO CMMNIITOMHUTE peluauBHpAaT ciel HadyanHoTo jeuenue, UIIII ce HazHauaBar B Haii-

HHCKaTa BB3MOXKHA 7032 32 KOHTPOJ Ha cumnromute. Jla ce oOChaAM W BBH3MOXKHOCTTA 3a

JICYEeHHE ,,lIPU HYKAa".

3.4. JlekapcTBeHO HHAYLHMPAaHA SI3BA

- Ilpu naumentu c¢ nentuyHa s3Ba npuemaimu HCIIBC, ACK, antutpomM003HU cpeacTBa
WIA aHTUKOATYJaHTH, CAMOCTOSITEIHO WJIM B KOMOWHAIIUH, BKJI. C KOPTHKOCTEPOHIU CE
MpernopbyBa CIHUpaHe Ha JIEKAPCTBEHUTE MPOAYKTH, HaMalsBaHE Ha Jo03aTa CMsSHA Ha
JIEKapCTBOTO aKO € Bb3MOXKHO.

- Jleuenuero BkirouBa crangaptHa ao3a MIIII exHokpaTHO AHEBHO, MO uM3KiIo4YeHue -H2-
Omokep craHmapTHa 103a 2 mbTH AHeBHO PO - 3a 8 cenqmuny, a npu Hanuuue Ha H. pylori
MH(pEKIU - epaJiuKaliOHHa Tepamnus

- Ilpm manmentn, kouto npoasipkasar Aa npuemar HCIIBC cien o3apassBaHe Ha s3BaTa,
na ce oOcpaar mnoreHmuanHute puckoBe ot mpuema Ha HCIIBC. Jla ce oOmucnu
U3MOJI3BAHETO MM caMO TIpHU HYXKJa, HamansBaHe Ha no3ata, cmsHa Ha HCIIBC c
paracetamol, u3non3BaHe Ha alTepHATUBHU aHAITETUIIM WM HUCKA Jo03a ibuprofen. IIpu
NAlUMEHTH C BUCOK PHUCK (TpeauiuHa ynuepauus), npu kouto jedenuero ¢ HCIIBC e



HE0OX0oaMMO, 1a ce oO0ChAM HM3Moia3BaHeTo Ha cellekTuBeH COX-2 MHXUOUTOP BMECHO
cranaaptan HCIIBC, cbo0pa3Ho cbpaeuHo-cha0BUs puck. 1 B ABaTa ciayyas npueMbT Ha
UIIIT nmponbixkasa.

- IIpodunakTuunuTe MEpKH 32 HaMaIsIBAaHE Ha €PO3UBHO-SI3BEHUTE JIE3UU U KBPBEHETO OT
['UT Bxmrousat npuem Ha UIIIT u3cnenBane u nedenne Ha HanmuHa Hp uadexnus (¢wur.

5),

Qurypa 5. AnroputbM 3a HamansBane Ha 'l puck mpu manueHTH, HY)KJIaelld ce OT
nedyenne ¢ ACK, anturpomboTnunu cpenctba, antukoarynantu uiu HCIIBC

| OueHka Ha FacTpo-IHTECTIIHAAHIA PlICK |

!

| AHamHesa3aA3Ba, KepBeHe o1 THUT |

WscnepeaHe 3a
H. pylorin, ako ce
AoKaxe - epagukalyna

EaHoepemener nprem c: HCMNBC/ACK,
AHTUTPOMDOTUUHKM CPEACTBE, KOPTHKOCTEPOMAM,
aHTUKOarynaHTy, aHTmar]:1eraHTm

He Aa l

Bwapacr ~60r
ChnunToln Ha ancnencua nan FrEPB
Bucoki gosn HCMNBC /npogs/kiiTenHo

JieyeHue
CepllosHIl NpHARYKaBaW I sabonaBaHIA — | MM
Apyri plickesn gakTopi
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15%

4. YCJIOKKHEHMUS HA SI3BBEHATA BOJIECT
4.1. KbvpBene ot ropuus I'MT

- Octpusat kpbBousnuB oT ropHus ['NUT ce abmku Ha €po3us HA CTEHATa Ha KPbBOHOCEH
CchA OT si3Bata. Moke N1a € (aTaJieH W U3MCKBA CIICUIHA C€HJOCKOIHMS 3a JIharHo3a u
MIPOBEXIaHE HA €HJOCKOIICKa XemocTa3a. KbpBeHeTo ce onmucBa mo KiacudukamnmsTa Ha
Forrest.
KpbpBOoM3MmMBBRT MOXKE J1a ce H35BH C MeEJCHa, XEeMaTOXe3Ws, XeMareMme3a M ¢ OO
CUMITOMU — KOJANC JO0 XEMOpPAaru4eH IIOK; TaxXWkapnaus, Ojena Koka ¢ HU3IMOTSIBaHE,
CTYJICHH KPalHUIM, CHHKOII, CHHJIMBOCT, 0ObpKBaHe. KpbBOM3IUBBT UecTo mMpoTuya 6e3
Oomka.
OKyITHO KBpPBEHE — JKEISI30JCPUIMTHA aHEMHUS € allapMupall CHUMITOM W Hajara
eHgockorcko uscienane (PI'C)
- Jleuenumero mpu ocCTpo KbpBEHE € (PApMaKOJIOTHMUHO, E€HIOCKOIICKO WM XUPYPTHYHO,

KaKTO ¥ KOMOMHHUPAHO, a PU OKYJITHO KbPBEHE — JICKAPCTBEHO.

4.2.lleppopanms
XapakTepu3upa ce ¢ BHE3alHa CHJIHA MpoOokaama Ooyika B €NUracTpuyma WIH JSICHO
nonpedpue. BrocnenctBue ce paszBuBa Oudy3eH MEPUTOHUT U MApPATUTUYEH HIIEYC.
YepHoapoOHOTO MpUTHILICHUE ce 3aryoBa. HacThmBa koarnc u moxk.
[Tepdoparus ce nuarHocTUIpa Ype3 0030pHa peHTreHorpadus Ha KopeMa, P KOsATO ce
BIDKA CBOOOJICH ra3 moj auadparmara.
- JleyeHueTo e XUpPypPruvHo.

4.3. Ilenerpauus
- Bwb3MokHa e meHeTpanys Ha s3Ba B MAHKPEAc, OMEHTYM, KOJIOH, YEPEH ApOo0 U HITbYHU
IIBTHIIA



ITpotnua ¢ nocTosiHHA cuiIHA 0OJIKa Mpaguupalla KbM I'bp0da, KOSITO HE ce YCIIOKOsIBa OT
MTOBPBIIAHE

Huarnoctunupa ce uype3 PI'C wmnm KOHTpacTHa peHTreHorpadus, Npu KOUTO ce
YCTaHOBSIBA JbJIO0KA HUIIIA

JlexyBa ce ¢apMaKOJIOTHYHO KAaKTO HEYCJIOXKHEHa si3BeHa 00JIecT, a MpH JIUIca Ha e(eKT
XUPYPrUYHO

4.4. O6cTpyKIMSs/CTEHO3a

OOcTpyknusTa OuBa BB3MAIUTENHA (OOpaTMMa ciex JieKapcTBEHa Tepamnus) Wi B
pe3ynTaT Ha CTeHO3a (Hajara eHJI0CKOICKO WJIM XMPYpPrudHo jedeHue). CteHo3ata MOXe
Jla € MuJIopHa, OyndapHa U mocToyndapHa.

XapakTepuzupa ce C TEXecT CleJ] HaxpaHBaHe, NpPOABJDKABAIlO0 IOBeYe OT 2 4aca;
MOBpBIAaHE HA 00EMUCTH MaTEPUH, ChIbPIKAIIN HECMIISTHA XpaHa 0e3 MpuMec Ha KIIbUeH
COK; 3ary0a Ha Terjo, CTOMAIIHO IUIMCKaHe /10 MOJ| IbIIHATa XOPU30HTAIa YacoBe Cle]
HaXpaHBaHe, MOHSIKOra BUJMMA MEPUCTAITHKA
Crenozara ce auarHoctuimpa upe3 OI'C unm koHTpacTHa penrtreHorpadus: DIC -
BUAMMO CTECHEHHE, CTeHO3a M JePOPMAIUS; KOHMPACMHA peHmeeHoepaghus -pa3miipeH
U OTIIyCHAT CTOMax, 3a0aBEHO M3Mpa3BaHe, TEXKa Aeopmarus
JleueHueTo e papMaKoJOTUYHO, €HIOCKOIICKO, XUPYPTUYHO WIH KOMOMHHUPAHO.



I1I. JTMATHOCTUKA U JIEYEHUE HA UHOEKIUATA
C HELICOBACTER PYLORI

Helicobacter pylori e naii-uectata MH(pEKIUs MPU YOBeKa. PasmpocTpaneHa € B menus
cBAT, Karo 3acsara Hax 50% ot HaceneHuero. B crpanute ot 3ananHa Espomna e 25-38%. ¥V
Hac e nokaszana B 82.6% ot micneaanute 351 kpbBHEH AoHOpU. KiIMHWYHO 3a00isBaHe ce
muarHoctunmpa B 10-20% ot uHdexTupanute. 3abonsBaHUATA NPEIU3BUKAHU OT
Helicobacter pylori ca mpuunHa 3a BUCOKa 3a00JI€BA€MOCT M CMBPTHOCT U JICUEHUETO UM €
CBBp3aHO ¢ rojeMu (uHAHCOBH paszxonu. [lopanu ToBa B penuia cTpaHu HHQPEKIUATA C
Helicobacter pylori e o0sBeHa 3a comualieH 3apaBeH mpobiem. HaBpemeHHOTO
MUAarHOCTUIIMpaHE M epajuKalus ca OT oco0eHa BaXHOCT, BKIIOYUTEIHO M TOpaau
MOTEHIIMaTHAaTa Bb3MOKHOCT 32 HaMaJlsiBaHE YeCTOTaTa Ha CTOMAIIHUS paK

1. AMATHO3A
JlmarHocTHyHU TECTOBE 3a JOKa3BaHe Ha nHpekuusTa ¢ Hp

- Heunsasuenu memoou: 13C Ypeen ouxamenen mecm, aHmueeneH mecm 6 U3NPAXCHEHUS,
CepoNOCULHO U3CTE0B8aHe

- luBa3uBHU MeToaM (C B3eMaHe Ha OMOIICHMYEH MaTepHuall 3a U3CJE/IBaHE IO BpPEME Ha
racTpocKOIlMs — 3a JMarHo3a W TpocieqsBaHe): Obp3 ypea3eH TecT, XHCTOJIOTHUYHO
u3cieiBaHe, MUKpOOHOJIIOTUYHO U3CTIEIBAHE

VpelHuar nuxaTeneH TecT € Hal-700pusi, Hali-4yBCTBUTEIHUS, HO CKbII METOJ 3a
JTUArHOCTHKa Ha UH(peKuusTa ¢ Hp npeau u cieq JIeYeHHe.

Bamugupanust naGopatopHo-0azupan MoHokioHaneH ELISA anturenen tect B
U3MPaXKHEHUATA € BUCOKO YYBCTBUTEJIEH U crienndUyeH 3a JuarHoctukara Ha Hp-undekuus
npeaud W cien JedeHue. bbp3uar ceposjorudeH uMyHoxpomaTorpadcku (ekaneH aHTIeHEeH
TECT € ¢ mno-Hucka uyBcTBUTENHOCT. ELISA ceposnornunuTte TecToBEeTE NO3BOJISBAT
KOJIMYECTBEHO OMpelessiHe Ha HMHQEKIusiTa ¢ TUTbp Ha aHTUTena oT kinac IgG, mokato
KPBBHUTE TECTOBE, JOKAa3BaT MH(EKIUATA CAMO KaueCTBEHO (TIOJIOKUTEJIEH U OTPULIATENIEH).
[Ipu u3nos3BaHe Ha BAIMAUPAHU KUTOBE JUArHOCTUYHATA TOYHOCT € >90%. CeposorudHoTo
M3CJIE/IBAHE €AMHCTBEHO HE CE IMOBIUSABA OT JOKAIHUTE IIPOMEHHU B CTOMaxa, KOUTO MOXKE Ja
JIoBesaT 0 HamalieH OakTepuaseH ToBap (clea aHTUOAKTepUaIHO JICYeHHE, aHTUCEKPETOPH,
KbpPBEHE OT $3Ba, HAJUYME HAa MPEMAIUTHEHU U MAJIUTHEHU CTOMAIIHU JIE3UH) U ChOTBETHO
(banmmBo-HETaTUBHU PE3YNTATH, KaKTO € IMpU Ipyru TecToBe. ToBa ce ABKU Ha (akra, ye
anTHTenata cpemy Hp, u ocobeno Te3u cpenry Hail-cnenuduunus My anturen CagA, ocraBar
MOBUIIIEHU B CEpyMa HE3aBUCHMO OT NMPEXOJHUTE HaMaJeHUsl Ha OaKTepHaJIHUs TOBap U JOpU
3a ABATU mepuoau (Mecelu, TOAUHM) ciel enuMuHupanero Ha Hp B cromaxa. ToBa mpaBu
TECTHT HETMOJXOJAII 32 KOHTPOJ Ha epanukainusara (moHe 3 A0 6 mecemna ciel CIUpaHe Ha
JICYEHUETO aKO MOHM)KEHMETO Ha TUThpa HAa aHTUTEJAaTa CE IMPOCIEIsiBa KOJIUYECTBEHO C
ELISA).

bbp3usT ypeazeH TecT € €BTUH U pe3yiTaThT C€ OTYUTA HE MO-KbCHO OT 24 yaca.
@anmuBo MO3UTHBHM PE3YATATH MOTAT JIa Ce TOIydaT IpU 3aMbpcsiBaHe ¢ uiopa OT yCTHaTa
KyxuHa. YyBCTBUTEIHOCTTA HAa T€CTA € 3HAUUTEITHO MO-HUCKA MTPHU OOJIHU C KPHBOU3IUBH.

3a XUCTOJOrMYHaTa auarHo3a Ha Hp ce u3mon3BaT pa3auyHU OLBETSBaHUS - C
Haematoxillin-eosin, Giemsa, Warthin-Starry. UyBcTBUTETHOCTTa Ha TeCTa 3aBUCH OT BUJA
Ha OIBETSIBAHETO W omuTa Ha Mopdosnora. OOMKHOBEHO CE€ M3BBPIIBA M MOTYKOJIMYECTBEHA
OIlCHKAa Ha TexecTra Ha wHpeknusaTa ¢ HP. XucrojornyHata OILICHKAa Ha TPOMEHUTE Ha
CTOMAIIIHATA JIUTABULA € 33 IbJDKUTEITHA.

MukpoOHOIOrHYHOTO U3CIEABAHE € BUCOKO YyBCTBUTEIHO, HO 3aBUCH OT YCIIOBHUSTA
Ha M30JIUpaHe, TPAHCIOPTHpPaHE U KyITUBUpaHe Ha Oaktepuute. M3cnenBaHero e Bce-mO
aKTyaJJHO C BB3MOXKHOCTTA 3a aHTHOMOrpama, MMallKu IpEIBUJ HapacTBALIUTE HMBA Ha
PE3UCTEHTHOCT KbM CTaHAAPTHUTE JICKAPCTBEHU NMPOAYKTHU 3a epagukaius — clarithromycin u



metronidazole. Cnex HeycneneH MbPBU €pauKaIIMOHEH KypC, aKO C€ MPOBEXkIa CHIOCKOIIHSI,
MUKpPOOHOJIIOTUYHO H3CIIEeBaHE C aHTHOMOrpama TpsOBa /a ce MMa MPEIBUJ BHB BCHYKHU
peruonu. Ilpum BTOpM HeycmemieH Kypc Ha epagukanus, TO € 3aabbkurenHo. llpu
HEBB3MOXKHOCT 3a KYJITYpPEJIHO M3CIIe/IBaHE, B CBETOBEH Mallad Beue ce mpuiara 1 MOJIEKyJIeH
a”Hanu3 (BkimouutenHo fluorescence in situ hybridization — FISH) 3a otkpuBane Ha Hp u
clarithromycin- n/unu fluoroquinolone-pe3ucTEHTHOCT AUPEKTHO BBPXY CTOMAILIHM OMOICHU
Ha KOMEPCHAITHU KUTOBE.

[Ipy BcUYKM AMATHOCTUYHU TECTOBE, C M3KIIOYCHHE Ha CEPOJIOTHYHHUSA, aKO €
BB3MOXHO, mpuemMbT Ha WIIII, H2-Onmokepu, aHTHOMOTHIM WU OHCMYTOBH IIpemapaTh
TpsiOBa Ja ce MPEeyCTaHOBU 2 CEIMUIM MpEeau HM3CIEABAHETO, 3a Ja ce u30erHar QaiiimBo-
HETaTUBHH PE3yJITaTH.

2. JEYEHUE HA ACOUMUPAHUTE C Hp 3ABOJISIBAHUSA
2.1. Maaukanuu 3a JiedeHue
Crparerus ,u3ciaenBaid u JjekyBal” (7Test-and-treat) u “eHgockonupai u mocJe
JekyBaii” (endoscope-and-treat)

[Ipu mMiagy manWeHTy ¢ HEeW3CJelBaHa MPUYMHA 332 TUCHENTHYHU OIUIAaKBaHUA U 0e3
dbamuiHa oOpemeHeHocT 3a Heorasmu Ha [UT, Moxke na ce mpoBeie HEHMHBA3HBHO
n3cieaBane 3a Hp v npu no3uTUBEH pe3ynTar - a ce 3al04He JICYCHHE.

[Ipn mo-BB3pacTHH MAIMEHTH, TakKWBa C (QamuiiHa aHAMHE3a WIH ajJapMHUpaIld
CUMIITOMHU (3aryba Ha Teryio, aucdarus, adJoMUHAIHA Maca, aHEMHWYEH CHHAPOM H Ap.),
TpsiOBa Ja ce U3KJIF0UM HEeOIUIa3Ma MPe/I 3all0UBaHe Ha epauKaIliOHHA CXeMa.

2.1.1. sA3Bena GoJrect

H. pylori e kito4oB (hakTop B pa3BUTHETO HA MENTHUYHATA SI3BEHA U €paguKaIsiTa €
3apbipkuTensa npu J5 u CS. Yenemnara epagukanus noctura epeKTUBHA eNUTENU3alus B
Haza 90%. IlpenoTBparsBa nosBara Ha PeLUIUB Ha sI3BaTa M YCJIOXKHEHMATA 1. 3allOYBAHETO
Ha EMIIMpUYHAa €paJuKallMOHHATA Tepalvs BeJHara IpU Bb3CTAHOBABAHE Ha MEPOPATHHS
npueM ciel KpbBOM3IMB, € (DMHAHCOBO Hail-eeKTHBHaTa cTparTerus 3a MPEBEHLUs Ha
penuauB, 0COOCHO B CTPAHUTE C BHCOKA CTENEH Ha WH(EKTHPAHOCT, Cpel KOWTO € H
bwarapust.

2.1.2. CromauueH pak

Helicobacter pylori e curypHo goka3aH puckoB (GakTop 3a pa3BUTHE HA CTOMAIIEH PaK.
Enumunupanero My e ofelaBamia cTpaTerus 3a peylupaHe 4YecToTaTa Ha OoecTTa.
Epaagukanusara vHa H. pylori mpemaxBa Bb3NaJIMTETHUSI OTTOBOP M 3a0aBsi/criupa mporpecusita
kbM aTpodus. [Ipunmaranero i mpeaw pa3BUTHETO HA NMPEHEOIUIACTUYHH CHCTOSHUS € T10-
e(eKTUBHO B PEIyKLUsATa Ha PUCKAa OT pak. B cTpaHuTe ¢ BHCOKa 4ecToTa Ha CTOMAIlEH
KapuuHOM, epanukanusta Ha H. pylori e ¢uHaHCOBO eeKkTHBHA CTpaTerus — CKPUHUHIOBH
IporpaMy, BKIIIOYBAIM BaJIMIUpPAaHU ceposiorMuyHu TectoBe 3a H. pylori u mapkepu 3a
aTpodus (HarmpuMmep NENCHUHOIeHHM) ca Hal-7o0pUTe HAJIMYHU HEUHBA3UBHU TECTOBE 3a
OTKpUBaHE HAa BUCOKOPUCKOBU MAIMEHTH.

2.1.3. DyHKUMOHATHA TUCHETICUS

MHOro OT HalMeHTUTE C JAWCHENTUYHHM orulakBaHus u H. pylori mmar mo-ckopo
(GYHKLIMOHATHA TUCHENCUsl OTKOJIKOTO MENTUYHA A3Ba, U M0J13aTa OT epajuKalus MpH TIX He
€ Taka sicHa. Bbpnpeku, ue moszara oT JIEUEHUETO € TPYAHO MPEABUINMA [IPU UHINBU Ty aTHUS
MAIUEHT, ce puema, ye epaaukanusata Ha H. pylori Boau 10 npoabmkuTenHo oOaeKyeHne Ha
CUMIITOMUTE Ha (DYHKI[MOHAJIHA AMUCIENCUS MPU €IUH Ha BCeKU 12 OOJHU U € 1o-100po OT
BCUYKHU JIpyru Bujose jeueHue. B EBpona epanukauuara va H. pylori npu maumeHntu c
(GyHKLIMOHATIHA TUCTIETICUS Ce CUUTa 3a (PMHAHCOBO-U3I0JIHO, B CPABHEHUE C HEIIPEJIaraHeTo
Ha JieueHue. YCrenrHoTo jedenne Ha HP-uHdexmusaTa Moxe na MOBUIIM, HAMAIH WIH Ja



HSMa BIHMSHHE BBPXY KHCEIMHHATA CEKpenuss — TOBa 3aBHCH OT IIbPBOHAYAIHATA
Pa3sHOBUIHOCT HAa HanuyHHus racTput. Jleuenwero nHa H. pylori mupexkuusta momodpsisa
racTPUTHUTE IPOMEHH U BOJIU J10, IOHE YaCTHYHO, PETYJINpPaHe Ha KHCEINHHOCTTA.

2.1.4. I'acTpo-e3o¢areanna peduaykcua 6osect ('EPB) u UIIII
Hp He oka3Ba edekT BbpXy TEKeCTTa Ha CHUMITOMUTE, TEXHMSI PELMUJIUB WIN
TepaneBTHyHaTa edextuBHOCT mpu manueHTuTe ¢ ['EPB. Epamukanumsara He Biomasa
HanuyHata ['EPb u He moBnusBa TepaneBTHuHUA edekT. Epaaukanusra e rnokasaHa € mnpu
npogbipkurenes npuem Ha MIIII. HAxom enmaeMuonaoruyHM mpoydyBaHUS IOKa3BaT
HEraTMBHA acoLMalus MeXay pasnpoctpaHenuero Ha Hp, rexxecrra Ha 'EPD u wectorara nHa
e3o(areasHust aleHOKapPLIUHOM.

[Mpoawsmwxutennoro neyenue ¢ WUIII mpu H. pylori- mo3uTuBHM mamueHTH BOAM 110
pa3BUTHE HA KOPITYCEH racTpUT (aKTUBHOTO BB3IAJICHUE CE yBEeIMYaBa B KOpPITyca U HaMalsiBa
B aHTpyMma). ToBa yckopsBa mpolieca Ha 3ary0a Ha CHEIMaIM3UpaHH KJIE3W U IMOsBa Ha
atpoduueH ractput. Epanukanusara va H. pylori npu npoaskutento neuenue ¢ U Boau
JI0 OBJIaJIBaHE HA BB3MAJICHUETO U MPEBEHLUs Ha Iporpeca KbM atpodus. Hama nanuu toa
Jla HaMaJIsiBa PUCKa OT CTOMAILIEH KapLIUHOM.

2.1.5. Aaturpombo3na tepanus u HCIIBC

Nndexuusara ¢ H. pylori e acouuupana c TOBHIIEH PHUCK OT HEYCIOXHEHA H
YCIIO)KHEHA TacTpOayoJIeHAIHA si3Ba Tipu manueHTy, npuemaru HCIIBC w/wnm Hucku 103U
ACK wunu apyru aHTUTpoMOO3HU cpencTBa. Epanukanusara HamansBa TO3U PUCK U € OT ToJ3a
W Ipeau 3alouyBaHe Ha JeyeHuero. llpu manmeHTM C aHaMHe3a 3a YCIIOXKHEHAa WIIHU
HEyCJIO)KHEHa s3BeHa OojecT, T4 € aOCOMIOTHO 3aAb/DKUTENHA. Bbhopeku BCHUKO,
epagukanusaTa Ha Hp camocTosTenHO He HamalsiBa YeCTOTaTa Ha racTpPOAYOJIECHAIHUTE S3BU
IpHU TalKeHTH, Kouto Bede abjro Bpeme noiydaBaT HCIIBC. Te3u OonHu u3uCcKBaT U
JOIBIIHUTENHO MpoabJKUTENHO JeueHue ¢ UIIII cnen epanukanusra.

2.1.6. Cromamien MALT numdom
Huckoctenennust MALT numdom e cebp3an ¢ H. Pylori u moxe na ce usiexysa c
Hp epamuxamms B 60-80% ot cimywamte. [Ipu nanmmyna tpancmokamust t (11,18) obaue,
epaauKanuaTa OOMKHOBEHO HE € e(pEeKTHBHA M Te3U OOJHM MMAaT HYXJa OT JOI'BJIHUTEITHO
WINA aJlTepPHATHBHO JieueHHe. BCHUuky manmeHTH TpsiOBa 3abJDKUTEIHO Ja CE€ MPOCIeasBaT
cllesl epaguKanys U Aa UM ObJe NPEeUIOKEHO APYro JIeYeHHe (XUMHOTEepanus/IbueTepanus)
aKo HsAMa TepareBTHYEH OTTOBOP WM JUM(OMBT Iporpecupa.

2.1.7. H. pylori u ekcTparacrpajnu 3a00/11BaHUs
Hamune ca mokaszarenctsa, cBbp3Bamy H. pylori ¢ eTtnosnorusra Ha HEsSCHa KeEJsI30-
neduIuTHA aHEeMUs, UIMOTaTUYHa TPOMOOIIMTONCHHYHA Mypiypa U aeduuut Ha BUT. B12
KaKTO TIpY BB3PACTHHU, Taka U npu nena. [Ipu te3u cherosuust, H. pylori TpsiOBa akTHBHO 12
ce Tbhpcu W epamukupa. Epammkanumara npu H. pylori /4/ manmeHnTH momoOpsiBa
ouonanuyHocTTa Ha thyroxine u I-dopa.

Nunukanuu 3a epagukanus:

3a0oasaBane Nnaukanuu 3a JieyeHue

Axtusna CA u 15 AOCOIIOTHO 3aIBJIKUTEITHO

Cren KpbBOM3IMB OT sA3Ba — BegHara ciesl | AGCOIIOTHO 33AbIDKUTEIHO
BB3CTAHOBSIBAHE HA MEPOPATHUS IPUEM

MAJIT-numdom I craanit AOGCOTIOTHO 33bJKUTEIIHO

CJ'ICI[ CToOMalllHa Ppe3CKOHA 3a PdK Ha 38.,[[I>J'I)I(I/IT€J'IHO
cToMaxa, CJacJ CHIOCKOIICKO JICHCHUC




Ponnuuu oT mbpBa JAMHUS HA MALUMEHTU C | 3aIBJDKUTEIIHO
pak Ha cromaxa
ATpodudeH ractpur [IpenopbunTento
XpoHnueH  aKkTMBEH  aHTpasieH  wm | [IpenoppunrenHo
TIAHTACTPUT
OyHKIMOHAIHA JUCTIETICHS [IpenopbunTenHo
I'EPb - npu Oomuum  m3uckBanm | IIpemopsuntenHo
abparorpaino gedenue ¢ U
HCIIBC, anTutpoM003Ha Tepanus 3aIbIKUTEITHO
- gamau 33/ wm CHA - npemm
3all0YBAHE HA JICYCHUETO 3aIbIKUTEITHO
- mnosBa Ha [ umu CA B xoma Ha
JIEYEHUETO
- IIpenu 3amouBane Ha JyiedeHUEeTO NpH | [IpenopbUNTEITHO
OOJIHU C IUCHENCHS
Kenszo-nedunutHa anemus, uaeonaruuna | [IpemopbpuutenHo
Tpombonuronenus, VitB 12 nedunur c
W3KJIIOUEH JPYT IPOU3XOJ

2.2. TepaneBTUYHU CXEMH
Hanuunu cxemu 3a neuenue Ha Hp
- Cranpaptaa UllII-clarithromycin 6a3upana TpoiiHa Tepanus, 7 THH WIK TIOBEUE

o MUIII-Clarithromycin-Amoxicillin umu UIIII- Clarithromycin -Metronidazole
- TlocnenoBarenna tepamus (5+5)

o MUIII- Amoxicillin 5 nuu, UIIII- Clarithromycin - Metronidazole, 5 nau
- Bismuth -6a3upana yerBopHa Tepanus

o MUIIII-Bismuth subsalicylate/ subcitrate -Tetracycline - Metronidazole , 7-10 nau
- Hecwabpxama Bismuth, ueTBopHa Tepanus

o MUIIII- Amoxicillin - Clarithromycin - Metronidazole, 10 nau
- UIllII-levofloxacin-chabpikalia Tepamnms

o MHIIII-Levofloxacin- Amoxicillin, 10 nan
Metronidazole moxe na 0b1e 3amerneH ¢ Tinidazole.

Janaute, chOpaHW mMpe3 MOCIECTHUTE TOJWHU TOKAa3BaT, Y€ CTaHAapTHATa TPOMHA
koMmOunammst UIIII - clarithromycin u amoxicillin uam metronidazole e u3rybuna vact ot
e(eKTUBHOCTTa CH W 4YECTO OCUTYypsiBa yCIelIHa epafukanus npu Makcumym 70% ot
MAlUEeHTUTE, KOETO € Jlajied Mo OYaKkBaHHUATa 32 HH(EKIIMO3Ha 00JIeCT.

YcTaHOBEHH ca pa3jMyHU MPUYMHU 32 HaMajeHata e(eKTHMBHOCT Ha CTaHAapTHATa
TpOWiHa KOMOWHAIMS: CHTPYAHHUYECTBO M MPHUIABPKAHE KbM JICYCHHETO, BUCOKA CTOMAIITHA
KHCETTMHHOCT, BUCOK OakTepHaseH ToBap, OaKkTepuaseH IaM U Jp., HO 0e3CMOpHO Hail-BaxkeH
¢dakTop e yBenuuaBamara ce pesucteHTHOcT Ha H. pylori xbm clarithromycin. O6mara
clarithromycin-pe3ucrentnoct B EBpomna ce e yBenuumna ot 9% npe3 1998r. na 17.6% mpe3
2008r. Pe3nucreHTHOCTTA CEe € yBeJIMYMIJIa B MIOBEUETO yacTH Ha EBporma, karo cera gocrura
yectora >20% B ctpanute or Llentpanna, 3ananna m lOxna EBpoma, koero ce cmsrta 3a
BHCOKa cteneH. Enuncteeno B ctpanute ot CeBepHa EBpomna 15 e <10% u ce cmsiTa 3a HUCKA.
bwarapus cnana KbM CTpaHHMTE C BUCOKM HMBA Ha pe3UCTEHTHOCT: >15% 3a clarithromyecin,
24% 3a metronidazole u karo TakaBa, CTaHIapTHATA TPOWHA KOMOMHAIIMS Beue HE € METO]] Ha
n300p 3a epajMKalMs B CTpaHaTa, ako He € MpoBe/ieHa aHTHOuorpama. AKo Bce nak ce uzoepe
tasu cxema (UIIII+Clarithromycin+Amoxicillin/Metronidazole), e ymecTHO JeueHHEeTO naa
npoabku 10-14 gau npu Bucoka go3a Ha UIIII (2 x 40 mg) u eBeHTyaiHO 100aBsiHE HA TIPO-
win npedbuotuk. [Ipuema ce, ye ¢ Te3u MEpPKH YyCIEBaeMOCTTa Ha TpoilHaTa KOMOWHAIUs
MoOke J1a ce yBenuuu cpeaHo ¢ 10%.

Cnopen npeniopbkute Ha Maastricht 4 ot 2014 1, n300pBHT Ha TepaleBTUYHA CXEeMa 3a



epanukaus Ha H. pylori ce 6a3upa Ha siokanHara pesucteHTHocTTa KbM Clarithromycin (¢wur.
6).

@urypa 6. Cxemu 3a JieueHue Crope JIoKainHaTa pe3sucTeHTHOCT KbM Clarithromycin

Maastricht 4 -2010 npenopskn 3a
epappkanns #a Helicobacter pylori

S N

e
7 N
PernoHA ¢ HACKA PE3HCTEHTHOCT PernoHH ¢ BHCOKA PE3HCTEHTHOCT
k6M Clarithromycin k6™ Clarithromycin
1ea maawrs-HIIT1 - Clarithromycin ITspea nanag: BACMYT Je€TBOpHA
Amoxicillin / Metronidazole {(axo He ¢ BLIMOKHA
ANTEPHATABL IOCHE/IOBATEIHA HIIH HoCHeoBaTeHA HIH HeCH/hpkana
BrcMyT OazHpana IeTROpPHA SHcMyT JeTBOPHA)
maang-b €TBOP!

. m:;i%r_q i Bmopa nunua: AIII-

Lenollaescinl Amaiiall Levofloxacin/ Amoxicillin

l l

Tpema nunuz: Basvpana caMo 0a TecT 34 IyBCTBHTENNOCT /pesHcTenTHOCT

Jleyenue npu Bucoka Clarithromycin pesucrenTHocT

UIII- Clarithromycin 6a3upana TpoilHa Tepamusi 0e3 IpeaecTBaIlo
U3CIIe/IBaHEe Ha YyBCTBUTEIHOCTTA He TPsOBa Jla ce mpuiiara B 00JIACTH C PEe3UCTEHTHOCT 15-
20%

2.2.1. IIbpBa TUHUA HA JIeYeHHE
e Bismuth-6a3upana  4yerBopHa KoMOMHamusi (eMOMpUYHA  epaaukanus,  0Oe3
aHTHOHMOTpama)
[Ipoabmxurennoct 7-10 qau

HIIIT CrangaptHa 103a 2 X 1HEBHO /2 X 20 mg
Bismuth subcitrate (subsalicylate) 4x 120 mg
Tetracyclin 4 x 500 mg
Metronidazole (Tinidazole) 3 x 500 mg

Bismuth-cpabpxaiiata yeTBOpHa KOMOMHAIMS € JICUEHHUETO Ha M300p B CTPAaHUTE C
BHCOKa PE3UCTEHTHOCT. HsiMa ommcana pe3rcTeHTHOCT KbM bismuth, pe3suCTEeHTHOCTTa KbM
tetracycline e psinkoct B EBpora, a yectata in vitro pe3ucTeHTHOCT KbM metronidazole mosxke
Ja ce mpeojojiee UYpe3 YAbDKaBaHE Iepuoja Ha JIeYeHHeTo. Bbmpeku ronemus Opoi
Ta0JICTKH, KBMIUIAWBHCHT € 3aJOBOJUTEIICH W HE Ca OIHMCAHW CTPAaHWYHU e(EeKTH,
MPEBUILIABAIIY TE€3H MPHU CTaHJApTHATA TPOMHA KOMOMHAIIHS.

[Ipy HEBB3MOXHOCT 3a MPUIOKEHUETO  (HEMOHOCHMOCT, aJeprusi u Ap.), ce
mpernopbyBa TocienoBaTenHa Tepanus (5+5) wim  Hechabpkamia Bismuth-uetBopha
tepanus. [locnenoBarenHara cxema Ha JIeYeHHUE € a/IeKBaTHA alITepPHATHBA, IOPU B CTPAHUTE C
BHCOKa PE3MCTEHTHOCT KbM clarithromycin u B HAKOM MpOy4YBaHUS epaguKanusra JOCTHUTA



90%. YBenuyaBaHETO MPOABIKUTEIHOCTTA Ha JICUEHUETO HE BIIMAE BHPXY e€(EeKTHBHOCTTA
My.

e [IlocnenoBaresna Tepanus (Sequential Treatment) — obmo 10 gHM
MOCJIEA0BATEIHO
[IspBUTE 5 THU
NIIII 2 X cTaHjapTHa J03a
Amoxicillin 2 x 1000 mg
_l’_
3a omie 5 1HU
200001 2 X cTaHAapTHa J03a
Clarithromycin 2 x 500 mg
Metronidazole (Tinidazole) 3 x 500 mg
e Hecbhabpxkama bismuth, 4derBopHa Tepanusi MM eIHOBPEMEHHA Tepamusi
(Concomitant Treatment) — 5 no 10 nuu
NI 2 x crarmaptHa go03a /2 x 20 mg
Amoxicillin 2 x 1000 mg
Clarithromycin 2 x 500 mg
Metronidazole 3 x 500 mg

[Ipu Ta3u cxema NepHOABT Ha JICUCHHE MOXKE J1a C€ ChKpaTH HAa 5 nHU. B pasznuunu
poy4BaHUs, €PEKTUBHOCTTA i € CXO/IHA ChC CEKBEHTHUS PEXUM.

2.2.2. Bropa JuHUSA HA Jie4eHHe
[Tpu HeycnenieH TbpBU epauKaIlMOHEH Kypc, ce mpenopbuBa Levofloxacin- 6a3upan
PEXKUM KaTo BTOpA JIUHUS HA JICUCHUE:

e Levofloxacin- 6a3upana Tpoiina komOuHaus (anTepHaTrBa 1)

[Ipoasmxurennoct 10 qau

UIIIT 2x20mg
Amoxicillin 2 x 1000 mg
Levofloxacin 2 x 500 mg

Epanukanus ce noctura B > 80% 0T ciiyuaute, KaTo e(peKTUBHOCTTA OCTaBa cTaOuIHA
BbB Bpemero. Ilpu 3amsna c¢ Moxifloxacin (HO He ® JApyr NpEACTaBUTEN Ha
(ITyOPOXHUHOIOHUTE), PE3yJTaTUTE CBIIO ca 3aa0BoiuTeHH. OCHOBEH NpoOJIeM ocTaBa
pa3BUBAILaTa CE€ PE3UCTEHTHOCT KbM XWHOJIOHUTE, KaTO HE € MPEMOPBhUUTEITHO Ta3H CXeMa Ja
ce MpuJiara py MalueHTH ¢ 00OCTPYKTUBHU O€I0IpOOHH 3200 IsIBaHHUS, JICKYBAHH C THX.

¢ Levofloxacin- 6asupana nocJjieoBaTe/1Ha Tepanus (a1TepHaTUBA 2)
[Tpunara ce xakTo craHmapTHaTa cekBeHTHa Teparmms 3a 10 mgam, karo Clarithromycin ce
3amens ¢ Levofloxacin. Epaaukanus e nmocturnara B >95% ot cirydaunte npu jgo3a ot 2x500



mg JTHEBHO:

[IepBUTE 5 THU

HIIIT 2x 20 mg
Amoxicillin 2 x 1000 mg
+

3a ouie 5 nHu

UIIIT 2x20mg
Levofloxacin 2 x 500 mg
Metronidazole (Tinidazole) 3 x 500 mg

Axo e mpunoxkena crangaptaa UIIII-clarithromycin 6a3upana tpoiina tepanus,, U T4
e HeyCIelllHa, Ha BTopa JIMHUA ce mpuiara Bismuth-chabpikalia yeTBopHa KOMOUHAIMS WIIN
Levofloxacin- 06a3upan pexum.

IIpu nanuentu ¢ ageprus xkbm Penicillin, Amoxicillin moxe n1a 0bae 3ameHeH ¢
Clarithromycin B cbOTBeTHHTE CXEMH.
Hanp. UIIIT + Clarithromycin(2 x 50 mg) + Metronidazole (2 x 400 mg) wim HWIII +
Clarithromycin (2 x 500 mg) + Levofloxacin (2 x 500 mg)
[Tpu npenumna ekcrio3unms Ha Clarithromycin, ce npenoppuBa 7-gHeBeH Kype ¢ MIIT +
Bismuth subcitrate + Metronidazole + Tetracycline

2.2.3. Tpera inHNS HA JIeYeHHE
Crnen aBa HEyCIICUTHU OMUTA 3a e€paauKallvs, MAUEHTUTE ce/lBa Aa ObJaT HACOUEHU
3a MUKpPOOWOJIOTHYHO H3Clie[BaHe (cien Ouormcusi) W aHTHOMOrpaMa, 3a Jla C€ OMpEeIeiH
yyBcTBUTENHOCTTa Ha H. pylori kbM paznuunurte antubakTepuannu cpenctsa. Kem nedenue
ce MPHCTBIIBA CJIE]] TOBA, KATO HEYCIIEIIHA epaJIMKallMOHHA CXeMa HUKOTa HE Ce IMOBTapsl.

2.3. KoHTpOJI HA JIeYeHneTo

Onenkata Ha epaguKalnuaTa cjel JieueHue TpsiOBa Ja ce M3BbpILIBAa Hal-paHo 4
CEeIMUIIU CJIE]] CIUpaHe Ha JICYEHUETO, a Hall-100pe Ha 2-pus Mecell.

JuxarenHusaT TeCT ¥ (eKaNmHMs aHTUTeHEeH TecT (JaboparopHo-0a3upaH, C
MOHOKJIOHAJIHU aHTUTENA) ca HEWHBA3UBHUTE METOMU, NPEMOPBHUYAHU 33 OIEHKA e(eKTa OT
JIEUEHUETO.

[Ipu cnyuyaute cbc cromamHa s3Ba 1 MALT-numdom, kakto v mo mnpereHka Ha
JIEKyBaIllUs JIEKap, KOHTPOJIBT MOXKE J1a C€ OCBUIECTBH M C E€HJOCKOIICKO IPOCIEISBAHE C
ouorcum.



IV. OCTPU KPbBOU3JIMBHU
OTI'OPHUA TACTPOUHTECTUHAJIEH TPAKT

1. OBl JTAHHH

KpbBouzmusu ot ropuus ['UT ce mpuemaT mpu KbpBeHE, MPOKCUMANIHO OT ligamentum
Treitzi. Pa3menst ce Ha HEBapUKO3HO U BapuKO3HO KbpBeHe. CheraBnsiBaT 70% OT BCHUKH
racCTPOMHTECTHHAIHU KpbBousnuBU. llentuunute s3Bu (66%) u eposum (15%) ocrtaBat
OCHOBHA IpuuMHa B Hax 2/3 3a kbpBeHe oT ropuus ['UT. OcHoBHUTE pUCKOBU (hAaKTOPH 3a
BB3HHUKBAHETO UM ca:
— Ilpuem na nekapctBa kato HCIIBC u anTUTpOMOO3HU JieKapcTBa
— H. pylori undexuus

Borpeku Hampenbka B TepanusiTa U MpoduiakTUKaTa Ha KPbBOU3IMBUTE, YECTOTaTa Ha
CEpUO3HUTE YCIIOKHEHUSATA U CMBPT OCTABAaT BUCOKU HABCSKBJAE MO CBETA, BKIOYUTEIHO U Y
Hac. CMbpTHOCTTA OT KpbBoU3nuBH oT ropuust I'UT ce 3ama3Ba nmocrosinHa - okosno 10% 3a
nocneauure 50 roauHu. [Ipu BB3pacTHUTE M MBXKETE, KAaKTO U OOJHUTE ChC CEPUO3HU
pUIpYXaBaliy 3a005aBaHusl TA ce ABIKU Mexy 40-50 %.

2. IUATHO3A
2.1. IIbpBOHAYAJHATA OllEHKA HA MAIMEHTUTE ¢ KbpPBeHE OT TOPHUSI OTJeJ Ha

I'MT Bxirousa:

- OmeHka Ha XEMOAMHAMUYHOTO CBCTOSHHE W PEAHUMAIMOHHU  MEPOIPHUSATHUS
(pecycruranus), ako ToBa € HeoOxomumo (mync nHam 100 ymapa/min, apTtepuaiHO
Hansrane (AH) mox 100 mmHg

- Ou3MKaJIHU CUMIITOMHU

- JlabGopaTtopHu mokazaTenu

- MakcumaiiHo O0BP30 U3BBPIIIBAHE HA TOPHA €HIOCKOIHUS C IMATHOCTUYHA M TePareBTUYHA
(axo € Bb3MOIKHO)

2.1.1. AnamHe3a u (QU3HKAIHO H3CJIEABAHE, BKIKYUTETHO 3aTbJIKUTETHO
PEKTAJIHO TylIMpaHe

- IlpuyuHa 32 KPBBOU3JIUBA - MpPEICHKA 3a MPUYMHATA HA KPHBOM3JIMBA (aHAMHE3a 3a
si3BeHa OoJsiecT, 4yepHOJApPOOHO WM Apyro cepuo3Ho 3adossiBane, mpuem Ha HCIIBC,
aHTUTPOMOO3HU JIEKAPCTBEHU MPOJTYKTH )

- Jlokaau3anus U TexKecT HA KPHBOU3JIUBA
O XeMmareMme3a — BEpOsiTHA JIOKaJU3alusi XPaHOMPOBOJ, CTOMAaX, AYOJCHYM (IO-TEXKKO

KbPBEHE)
O MeJIieHa — BepOsITHA JIOKAJIM3AIHs JYOICHYM, TTUJIOP, MEKEJIOB TUBEPTUKYII
o xemartoxe3usi (OTIENsHE Ha sICHA KPbB WIM ChCHUpEIM Ipe3 aHyca) — BEpOATHA
JIOKaIIM3anus 1yoA€HyM, ThHKO 4epBO (MACUBEH KPHBOU3IIUB)

Texxka KpbBO3aryda v OBHIIICH PHUCK 32 )KUBOTA HA MAIMEHTA CE Mperoiara npu:

- HSIKOJIKOKpATHO MOBPBIIaHE Ha CBEXKA KPbB , HIKOJIKOKPATHU MEJICHH, XeMaTOXE3Ms

- (U3MKATHU CHUMIITOMH Ha TMPEANIOKOBO H IIIOKOBO CBCTOSHHE: YCKOpSIBAaHE Ha
chpleuHaTa yectoTa ¢ moBedye oT 20 ymapa/min u cragane Ha cuctoaHoto AH ¢ 10-20
mmHg npu npomsHa OT J€rHaNo0 B CEJHAIO WIM M3IPABEHO NOJoKeHue; myiac Hag 100
ymapa/min, AH mox 100 mmHg 3a cucronnoro u mox 70 mmHg 3a aracTomHOTO

- (¢usukamHu Oene3u 3a XUIMOBOJIEMHUS/IIOK, aHEMUS

TexecTTa Ha KPHBOU3INBA, Bh3 OCHOBA HA OTKJIOHCHMSITA B X€MATOJOTMYHUTE TIOKA3aTENN U

XeMOJMHAMHYHUTE OTKJIOHEHHUS CE OLIEHSBA KATO:

- Jlex



o Eputporutu >3,5 T/I; xemornobun >100 g/l; xemarokpur 0,40 — 0,35 L/,
o P>100 ya/min; cucronno AH >110-100 mm Hg
[Ipeanonaraema kpbBo3aryba g0 300 ml

- CpeaHo TexXbK

o Epwurponutu 3,5-2,5 T/1; xemorno6un 100-80 g/l; xemarokput 0,34-0,25 L/1
o Cucromno AH 100 — 80 mm Hg
[Tpenmonaraema kpwsBo3aryoa 300 go 800 ml

- Texbk
o Eputrporutun <2,5 T/l; xemorno6un <80 g/l; xematokpur 0,25 — 0,15 L/1
o Cucronno AH 80 — 60 mm Hg

[Tpeanonaraema kpbBo3aryda Hax 800 ml.
IIpu Texko CBHCTOSAHHME € 3aAb/DKUTENHO mpociensBane Ha [IBH u wacoBa muypesa, u
nokasarenuTe Ha ObOpeuHaTa QyHKIuS.

2.1.2. CnemiHa eHI0CKONUSA (OCHOBEH JHATHOCTHYEH METO/)

Omnpenens ce Karo CHEIIHA, aKO €€ U3BbPIIM 10 24 Yac OT MPEeaIoaraéMoTO Hayauao Ha

KPBHBOM3JIMBA

- I/IBB'pr_IBa CC B YCJIOBUsSTA HAa AKTHBHO Ha6JIIO,£[eHI/IC U pC€aHuMalusl Ha MaluCHTa B
OOJHUYHO 3aBe/ICHUE

- Ilpu KxpbBOU3IUBHU, IPELICHEHHN KATO JIEKH U CPEJIHO TEXKKHU, CE U3BBPIIBA YCIIOPEIHO C
peaHMAaIMOHHUTE MPOLETypPH U (PapMaKOIOTHYHO JIeUeHHE

- Ilpu kpbBOM3IMBY, NPELEHEHN KAaTO TEKKHU M HIOKOBU CHCTOSHUS CE€ M3BBPILIBA ClE]
cTabunm3upaHe Ha XeMOJAMHAMUKATA U OBIAJsBAHE HA IIIOKA

OCHOBHM LeJIN:

— YCTaHOBSIBAHE HAa U3TOYHUKA HA KbPBEHE

- OIICHKA HAa aKTUBHOCTTA U TEKECTTA Ha KbpBEHE (MMPOTHOCTUYHH KPUTEPHUHU 3a PELIUINUB Ha

KbPBEHETO U MPEKUBSIEMOCT)
—  €HJIOCKOIICKO JICUeHUE

Knacupurkamusita Ha FORREST 3a akTuBHOCTTAa HAa KbpBeHeTO OT 1994 . (mpuutara ce
3aJIBJIKUTEIIHO 32 OLIEHKA Ha TEXKECTTA MIPU SI3BEHO KbPBEHE)

AKTHUBHO KbpPBEHE:
la - apTepuanto kppBeHE (CTPYHHO)
Ib - xanwIApHO KbpBEHE (CTUYAHE, ChII3EHE)

benesu 3a kbpBeHe (IIpeaecTBalo KbpPBEHE)

Ila — cp10OB yyKaH - BUIUM KPBBOHOCEH Cb/Jl
IIb — koarymym (BBpXyY IpeanojgaraeM W3TOUYHUK, TOKPHUBAII S3BA)
Ilc — xemaTuHOB Hanen (BbPXY NpeANoiaraeéMusi U3TOYHUK, ITOKPHUBALL] s3Ba)
II1. be3 nanuu 3a KbpBeHe (HaIUIE ca MOP(OIOrMYHU IPOMEHH, ITPENAIIOJIaraeéM N3TOYHHUK Ha
KbPBEHE — 513BH, €PO3UH)

2.2. OneHKa HA PUCKA 32 MO-JI0IIA MPOrHO3a U PelNJIUB HA KbPBEHETO
- Kiuanuan:  XemoauHamMMuHa ~— HECTaOMJIHOCT, aKTUBHO  KbpBEHE  (XeMaTeMesa,
XEeMaToXe3usl, HAKOJIKOKpPAaTHA MEJIEHa, €THOBPEMEHHO MeJIeHa U XeMaTeMe3a)
- Enpockoricku: pa3Mep U JIoKajau3alus Ha A3BaTa U aKTUBHOCT Ha KbPBEHETO-
BHUCOKO pUCKOBHU 3a peuuauB Ha kbpBeHero ca F I, F Ila, F IIb. Ilpu Tax pexwvpBeHe ce
HabmonaBa ot 43% no 55% cpemry 5% npu F III, a cmbpTHOCTTA € choTBETHO 7% - 11 %
cpemy 2%.
— Jpyru: Bw3pact > 60 1, chnobrcTBalM  3a00isABaHUS  (CEPHO3HH, MHOXECTBO;
YepHOIPOOHA HEIOCTATHYHOCT, OBOPEYHA HEAOCTATHYHOCT), ATKOXOIU3BM



— KomOunupanu 6agoBu cucreMu
[Ipu BUCOK pHUCK ce Hamara (apMakoJOTHYHO, CHEIIHO EHIOCKOICKO JICUeHUE W
WHTCH3MBHU TPIJKH, a IPY HUCHK PUCK CE 3aII04Ba JICKAPCTBEHA TEPAITHS.
Glasgow-Blatchford Risk Score ot 2000 r. (tabn. 1) e Haii-nobpe Banuaupan u ce
NpernopbuBa OT MEXKIYHAPOJAHHUTE EHIOCKOIICKHM AacOIMallié 3a OIleHKa Ha TEeXeCcTTa Ha
KbPBEHETO Mpeau eHaockonus. Hyxknara oT creniHa XocnuTanu3anys 1 JeUeHue ce Haiara
IIPH CKOp > 6, TIOPaJIA PUCK OT TEKKO MPOTHYAHE U HEOOXOAUMOCT OT JICUCHHE.

Tabmuna 1. Glasgow-Blatchford Risk Score 3a onenka Ha TexecTTa Ha KbPBEHETO OT TOPEH
['UT.

PuckoBu MapKepH IIpH XOCIIUTAIIN3ALUS ban

Ypes

>6-.5 <8.0

>8.0 <10.0

>10.0 <25.0

D[ PB|WIN

>25

XemorJ100mH (g/L) —Mbixe

>12.0<13.0

—

>10.0<12.0 3

<10.0

Xemorn00mH (g/L) —xenun

>10.0 <12.0

<10.0 6

Cucrosino AH (mm Hg)

100-109

90-99

<90 3

JApyru nokasarenu

[Tync =100 / min

Meinena

CHHKOTI

YepHoapoOHO 3a00s1BaHe

NN ==

CppreyHa HE1OCTaTbYHOCT

3. JEYEHUE

Jleyennero OuBa apMaKOIOTrHYHO, €HIOCKOICKO W omepatuBHO (pur. 7). OOmmuTe
TEpPANeBTHYHU W PEAHUMALMOHHW MEPOIPHATHS 3alo4yBaT TMPEAd TOCTHIIBAHETO B
OOJHUYHOTO 3aBEJICHUE U MPOBIIKABAT CJIE/ XOCIUTAIU3ALUATA.

- Cnopen mnocnennure mnpenopbku oT 2015 r. Ha EBpomeiickaTa acouuanusi 1o
racTPOMHTECTHHAHA €H/IOCKOIMS TOCTaBsIHETO Ha Ha3oracTpaliHa COHNIA M MPOMHUBKA HE ce
npenopbuBaT. KpbBomnpenuBane ce o06chxkaa npu xemornooun non 70 g/L, mpu oneHka Ha
pPHUCKa OT ChPJICYHO-CHJIOB HHIIUJCHT U JPYTH PHCKOBH (DaKTOpH.

3.1. ®apmMaKkoJIOrHYHO JieYeHHe ¢ AHTUCEKPETOPH U Ba30aKTHBHU JIEKAPCTBA.



[IpoBexkaa ce MO BCSIKO BpeME — CaMOCTOSTEIHO WJIM B KOMOHMHAIMS C €HIOCKOIICKa
xemocTa3sa (mpeau, Mo BpeMe U CJie/l €HIOCKOIHUATA)

3.1.1. AHTHCEKpeTOpHA Tepanust

HNIIII — OCHOBHO CPEICTBO 3a JICUEHUE
- mo- edpextuBHM OoT H2 Onokepute 3a mpenoTBpaTsBaHe Ha PELUIUB Ha KbpPBEHE
HaMaJisiBa HY’KJaTa OT IIOBTOPHA CHAOCKOIICKA X€MOCTa3a U CIICIIHA XUPYPIrus

- TPWIOKEHHU 1.V B JHEBHA 7o03a 10 3 mo 80 mg bolus, mocieaBanu OT MpOIBIDKATETHA
uHOy3us OT 8§ mg/ yac 5 AHM Ciie]] OBIaIBaHEe HA KbPBEHETO.

- camo Bucokara fgo3za MIIII mHTpaBeHO3HO HaMaysiBa XUPYPrUYHUTE WHTEPBEHIMH, Oe3

IIpOMsIHA B CMBPTHOCTTA

H2 6nokepu
— morart ja Opaar nose3nu npu C51, Ho He npu J{5
— famotidine - 1o 40 mg/4 waca wm ranitidine 1o 600 mg/nHEBHO

3.1.2. JleyeHue ¢ Ba30aKTHBHU JIeKAPCTBEHU MPOAYKTH

- Terlipressin - B no3a 1- 2 mg/Ha 4 gaca i.v. bolus 3a 24-48 uaca, cienq ToBa 1 mg Ha 4
yaca oOu1o 3a 5 1HU

- Octreotide -50 [lgi.v. bolus ¢ mocnenBama uHpy3us Ha chinara no3a 3a lgac (50 g/l
gac) ot 12 yaca 1o 5 aau. [IpenapaTbT MOXKe 1a c€ IPUIIOKHU U TIOJIKOXKHO.

- Somatostatin — uH)pY3uUs or 6 mg Somatostatin (2 ¢uakona or 3 mg) B 500 m 1
¢dusnonornueH cepym 3a 24 yaca. EXHOBpEMEHHO ¢ Ha4aloTO Ha TPOABDKHTETHATA
nH(py3us ce mpuitara 6oayc - 1 ¢umakon ot 0.25 mg (3a manueHt ¢ tersio 75 kg e paBHO Ha
3.5 mcg/kg/ygac). IloBropHa Oomyc no03a Moke na Obae HampaBeHa | min mpeau
€H/IOCKOIICKOTO Hu3cienBaHe. bomyc no3ure ce BbBexaT 0OaBHO MHTpaBeHO3HO (>1 min).
[TpoabKUTETHOCT Ha JiedeHHeTo ¢ MHpy3un e muHumanHo 48 u no 120 gaca (5 guM).
Jonyctumu ca 4 6omyc 103u npe3 nbpsute 12 yaca u ome 4 - 3a ocraBauure 108 yaca

3.2. En1ockoncko jevyenne (€eHI0CKONCKA XeM0CcTa3a)

— CpenctBo Ha TBPBYU 300D MPU AKTHBHO KbPBEHE MU O€JIe3U 3a KbPBEHE U PEKhPBEHE

— MHWma mpeaumcTBa mpen BCHUYKH JIPYTH METOIU - €HJAOCKOIICKaTa Tepamus € BHCOKO
e(dheKTUBHA ITPH BUCOKOPUCKOBH MAIMEHTH (ITbpBOHAYaIHA XeMocTa3a B 70%)

— HamansBa mo-HaTaThITHOTO KbPBEHE, PEIIUIANBUTE OT KbPBEHE, TPAaHCHY3UUTE U HYXKATa
ot xupyprus o6mro ¢ 60%. [TonoGpsBa nporuoszara

— Enpockorcka Tepamnusi MOXe J1a HE ¢ U3BBPIIH MIPH JIUTICA HA SICHU OeNe3n 3a KbpPBEHE U
HUCBHK PUCK — IIPH sI3Ba ChC ChCUPEK - Moke camocTositenHo UIIIT.

CpuiecTByBaT MHOYKECTBO €HJJOCKOIICKM METOJU. JIuncBa siCHO MpeIuMCTBO Ha €IUH METO]
npeJ ApYr: enekTpo- /TepMmokoarynanus, jasep/AllK, MHKeKIMOHHA Tepanusi ¢ pa3iIuyHU
CKJIEPO3HpAILU BELECTBA, IIOCTABSIHE HAa KJIUIICOBE, IMTUPAHE U JIp.

[TpenopbuBaT ce KOMOMHALMK MEXIY pa3IMYHUTE EHAOCKOICKH METOJM (MHXKEKIIMOHHA
Tepamnus + TepMasaHa + IOCTaBsiHE Ha KJIUIICOBE)

3.2.1. Ilpu HeBapUKO3HO KbpBeHe
— Ilpu ycnmeniHa eHI0CKOIICKA XeMO0cTa3a

o imHn4HO npocnensasane, UIIII - PO B no3a cnopen npuunHata, epajinkanus Ha
Hp npu mo3utuBeH TecT (Mpu HETaTUBEH TECT — MMOBTOPHO M3CJIEIBAHE), KOPEKITUS
Ha JIeueOHUW CXEMH C JIEKApCTBEHH TMperapaTd, CBbP3aHU C TOBUIICH PUCK 3a
KbpPBEHE

o Huckara no3za ACK (nmog 81 mg) 3a BropuyHa ChpAEYHO-CHAOBA MPO(HUIAKTUKA
TpsiOBa 1a ce BBh3ctaHoBU BeaHara npu F Ilc u III, nHait-pano ciex 3 mHM — npH



BUCOK PHCK OT PEKbpPBEHE

[Ipu Heycnex: nepcucTUpallo WIN PELUIUBUPALIO KbPBEHE

- Aprepuanto kbpBeHe (Forrest Ia) — onepaTuBHO neueHue

- IloBTOpHa €HIOCKOIICKAa XeMOcCTa3za: MpU yclex — HaOJroJeHHe M KOHCEpBATHBHO
JIeYeHue, pU HEYCIeX — ONepaTUBHO JeUeHUE

IIpy ocTpu €po3UBHM XEMOpPAarMyHUW TacTPUTH, YCTAHOBEHM EHJIOCKONCKH U U

HEOBJIa/IIBaHE Ha KBPBEHETO Clie/l pPeaHHMMAlMOHHUTE MPOLEIYPH, C€ MpEeMHUHaBa KbM

XUPYPrUYHO JICUECHHUE.

Cnen oBragsiBaHe Ha KbPBEHETO CE IPOBEXk/1a BTOPHYHA NPOPHIAKTHKA:

o Epanukamus va H. pylori
o [Ilporekuus ¢ UIIIl (equnuuna noza) npu npuem Ha HCIIBC, anturpomOo3Ha
Tepanusl.

JlekapcrBe
Kbpeene or ropen I'MT HHU
NPOAYKTH
\L G WIIIT
__ -Bazooakrusuu JIIT
XocruTanu3anus =T
<«

XeMoaMHAMHUIHA KOPEKITHS

(____

Benesu 3a neaxtusHo kbpeee— EHJJOCKOIIM ST benesn Ha akTHBHO KbpBEHE

v v

Jleyenue na s3Bara ¢ PexbpBeHe
WIIII, Ba30aKTHBHUTE

JICKapCTBa CE Criupar

IToBTOpHA i
€H/I0TepaIs Yerex

Xupyprust |(— ¢

Heycniex



®durypa 7. TepaneBTUUEH aITOPUTHM MIPU HEBAPUKO3HO KbpBEeHE OT ropuus [ UT

3.2.2. Ilpu BapuKO3HO KbpBeHe
— Enpmockorncka xemocTaza — OCHOBHO E€HIOCKOIICKO BPB3KOBO JIMTHpaHe Ha (oHa Ha
HenpekbcHata nHPy3us ¢ Terlipressin unu Somatostatine
— Awntnbuotnim (uHdeknus), Lactulose (ennedanonatusi), xopekuus Ha ObOpeuHaTa

byHKIUSA

— Ilpu ycnex — HaOIr0ieHKE € TIOCIIE/1BAIla BTOPUYHA NMPO(HIaKTHKA

— AKO KbpPBEHETO IPOIBJDKABA WM PELUIMBUPA CE MPENOPbUBa BTOPH €HIOCKOTICKH OTHUT
B pamKuTe Ha 24-484 Ha (poHa Ha JIEKapCTBEHA TEparus

- Ilpu Heycnex - aITEPHATHBHO JieYeHUe

- banmonna TamroHaza - caMO NMPU MACHMBHO KBPBEHE KAaTO “MOCT’ KbM JIe()PUHUTHBHOTO
JIeYeHue

- XwuBoTrocmacsiBamia Tepamnus B 3aBUCUMOCT OT ONHTa B CTpaHaTa M CHCTOSHUETO Ha
6onnus: TIPS, xupypeuuno neuenue uiu mpaHcnianmayus
XUpYypruyHo JeueHue ce 00Chkaa Ipu o4akBaHa 1o0pa MporHo3a Ha MalnyeHTa

3.2.3. llpu kbpBeHe HA OoHA HA AHTUKOATYJIAHTA Tepanus
. [Ipy  BCHMYKM  TAMEHTH C JIAHHK 32  XEMOJAMHAMHUYHO  3HAYMMO,

KMBOTO3aCTPAIIaBall0 TACTPOMHTECTHHAIHO KBbpPBEHE, CBBbpP3aHO ¢ MHXHOMTOp Ha FXa,
TpsiOBa J1a ce OOMUCITN peBEPCUBHA TEepaIusl.

Pesepcusita na wunxuOuroputre Ha FXa T1psOBa ma ce oOMHCIM BeaHara cieq
I'bPBOHAYAJIHATA OLIEHKA B CIEIIHOTO OTAEJNeHHE, aKO MalUeHThT HMa OYEeBUIHA
XHUITOBOJIEMHS M XEMOAMHAMUYHA HECTAOMITHOCT, MACHBHO OTKPHUTO KbPBEHE U € U3BECTHO
BpPEMETO OT IIpHeMa Ha MocjenHaTa 103a nuaxuoutop Ha FXa.

Pemenuero 3a peBepcus Ha mHxuOupanero Ha FXa TpsOBa na Obie MHAMBUAYAIHO 32
BCEKU MAlLlUEHT, KaTo CE MPELEHAT PUCKOBETE U MOJI3UTE OT PeBEPCHTA.

o [lpy mammMeHTH ¢ OCThP KPHBOM3IHMB OT TOPHHUS TacCTPOMHTECTHUHAJICH TPAKT,
IpUeMally JUPEeKTHU opaiHu aHTukoaryiaaHTH (JJOAK), anTukoarynanTsT TpsiOBa ga ce
CIpe U €HJIOCKOMUsATA Ja He ce oTyara. [Ipu manueHTu ¢ TeXKO MpOoab/DKaBaIlo KbpBEHE
TpsaOBa 1a ce oOmucaM ynoTrpebaTa Ha PEBEPCHBEH areHT Ha JUPEKTHUTE OpalHU
aHTUKOATyJIaHTHU WM UHTPABEHO3€H KOHLEHTPAT Ha MPOTPOMOMHOB KOMIUIEKC.

o [Ipu mnamuyeHTH, mpueMamy TUPEKTHH OpaHM aHTHKOAryJIaHTH, C€ Mpeisiara
peBepcust 3a  MajKaTa [OATpYyNa TAlHMeHTH, TpH KOUTO ce  HalromaBa
YKHBOTO3aCTpaIIaBalio KbPBEHE OT JOJHATA YaCT HAa TaCTPOMHTECTUHAIHUS TPAKT, KOETO
HE Cce MOBIHSIBA OT ITbPBOHAYAIHATA PEAHUMAIlHS W CIIMPAHETO Ha aHTHUKoarynaHrta. [lpu
MAIMEeHTH, ITPH KOUTO Ce Hajara peBepcusi, TpsOBa Ja ce M3IMON3BaT IEJICBH PEBEPCUBHU
areHTH (idarucizumab 3a dabigatran u Andexanet alfa 3a apixaban u rivaroxaban), korato
ca HaJIMYHU, aKO JUPEKTHUAT OpaJIeH aHTMKOAryJaHT € OMJl mpUeT mpe3 mocieaHute 24
Jaca.

o [Ipu xuBOTO3acTpaIIaBamo KbpBEHE OT JOJHATA YacT Ha TacTPOMHTECTUHAITHUS
TPakT Ha ()OHA Ha Tepanus ¢ JUPEKTHU OPAJIHM aHTUKOAryJaHTH Ce MpPEernopbuBa Ja ce
obOmuciu nedenue ¢ idarucizumab mnu Andexanet alfa.

J Andexanet alfa e JsekapcTBO, KOETO Cce U3MOJA3Ba 3a CIHpPaHe Ha
KMBOTO3ACTPAIIaBall0 WM HEKOHTPOJIUPAHO KBPBEHE IIPH BB3PACTHH, MpPHUEMAIIN
aHTHKOAryJaHTUTE JeKapcTBa apixaban wiu rivaroxaban. Andexanet alfa e mokasan 3a
BB3pPACTHH TAIMCHTH, JICKYBaHH C JUpPEKTeH mHXuOuTop Ha daktop Xa (FXa) (apixaban



WM rivaroxaban), KoraTo € HEOOXOAMMa peBepCHsl Ha AaHTHKOATyJIaIusaTa TOpaau
KHMBOTO3ACTPALIABAIIO WIX HEKOHTPOJINPAHO KbPBEHE.

Andexanet alfa e pekomOunantHa ¢opma Ha uyoBemku ¢(aktop FXa, koiito e
MoauduIMpaH Taka, 4ye na HiMa FXa ensumna aktuBHOCT. Andexanet alfa e cnenuduuen
peBepcuBeH areHT 3a uHxuouroputre Ha FXa. OCHOBHUSAT MeXaHU3bM Ha JIEHCTBUE €
CBBP3BAHETO U OT/EISIHETO Ha nHXuOUTOpa Ha FXa.

Knuanynarta epukacHOCT ce OCHOBaBa Ha peBepcusATa Ha aHTHU-FXa akTUBHOCTTA MpHU
3apaBU JTOOPOBOJIM M NAllMEHTH C KbpPBEHE, Ha KOMTO € IpUJIOXkKEeH apixaban wuiaum
rivaroxaban.

Andexanet alfa He e moaxonsml 3a NpeMeOUKAIMs TPU CIEIIHA XHPYPTUYHA
onepauusi. Ilopanum numca Ha AaHHU HE ce NpENMOpbUBa ymoTpeda 3a peBepcHs INpHU
edoxaban umu enoxaparin. Andexanet alfa He Boam 10 peBepcust Ha e(pekTUTe Ha
aHTHUKOATyJIaHTH, pa3nudHu oT FXa uaxuburopu.



V. XPOHUYHU BB3MNAJIUTEJIHH 3ABOJIAABAHUS HA HEPBOTO (XB34)

1. KPATKA OBIIIA XAPAKTEPUCTUKA HA XB34

XB3Y BxmouBar rpyna ot 3a0ossiBaHHs, Hali-4eCTUTE OT KOUTO Ca YILEPO3HUS
komut (YK) u 6onecrra Ha Kpon (BK). CpaBuutenno psako (10-15%) Bp3mamuTenHusT
nporec mpotuda ¢ Oene3n Ha 1BeTe 3aboisaBaHus. ETnonorusTa HE € M3BECTHA, NOpaIu
KOETO BCE OIIIE JIMIICBA €THOJOTUYHO JieueHue. Te ce pa3BUBAT B pe3ysiTaT HA T€HETUYHA
MPEIUCIIO3UIHSI KbM MATOJIOTUYHO B3aWMOJICHCTBHE MEXKAY UIMYHHATa cUcTeMa ¢ (pakTopure
OT OKOJIHATa CpeJa, BKIIOUMUTEIHO HOPMAJTHUTE JIYMEHHU 4YpeBHU OakTepuu (OakTepuaIHH
aHTureHu). @axkTOpuTe OT BBHIIHATA CpelJa WUIPasT poyiATa Ha IYCKOB MEXaHU3bM
(BB3IEHCTBHE BBPXY UMyHHATa cucTema). Jlucperynanusara Ha umyHHata cuctema Ha CUT
BOJM /10 aKTUBHO XPOHUYHO Bb3NalieHue U Aectpykuus Ha ['UT.

XB3U ca comuanHo 3HaYUMHU 3a00JsBaHMs. 3aMo4yBaT MPEIUMHO B JIETCKAa M MIIazia
aKTHBHA BB3PACT W MPOIBIDKABAT Ipe3 LeENus JKUBOT. 3aboiiBaHUATA ca XPOHUYHU C
nporpecuBHO yBpexzaaHe Ha [T, cucTeMHM M M3BBHUPEBHU NPOSBU U WHBAIWIU3HPAHE.
[IpoTHyar ¢ pa3nIu4HU MO MPOABIDKUTETHOCT M TEXECT a3y Ha aKTUBHOCT, JIOKAJTHU U
CUCTEMHHU YCJIOKHEHUS, HAKOU OT KOMTO ca >KMBOTO3acTpallaBaiid. PUCKBT OT pa3BuTHE Ha
KOJIOPEKTAJIEH KaplMHOM TpU JIBeTe 3a00JIIBaHMs U KapIUHOM Ha KIBUHUTE MBTHUILIA MPH
VYK (B xomOunaumsa c¢ IICX) HapacTBa MNpOrpecHMBHO € MPOJBIDKUTEIHOCTTa Ha
3a0omnsBaneTo. OnepaTUBHUTE HHTEPBEHIMH ca YecTU. BcHyko TOBa OTKBCBA OOJIEAYBAIIHAT
OT HeroBara cpejna, 3aTpyJHsBa €XEJHEBHATa U COLMaJHaTa My AaKTUBHOCT H
TpynocrnocodHocT (B okoio 70%), Hamara 4ecTd XOCHUTAIM3AIUH U MPOIBIIKUTEIHO
nedeHue. KauecTBOTO Ha )KMBOTA € PSA3KO HaMaJleHO. BBb3HUKBAT TEXKU ICUXOJIOTMYECKU U
couuaiHu rnpodnemu. HeoOxoaumu ca 3HaunTeNIHN (PMHAHCOBU Pa3XxO/Iu.

XB3Y ce cpemar npeiuMHO B pa3BUTHTE cTpaHM. YecroTara MM HENPEKbCHATO
HapacTBa, npeaumHo 3a cmetka Ha BK. Yectorata Ha BK e 50/100 000 nymum Hacenenue, a
Ha YK - oxono 160/100 000 nymu nHacenenue. [lo-roisiMa e uectorara B CTpaHHMTE Ha
Ceepozananna Espoma. Ilo nannm Ha EBpormelickoTo kojgabopaTHBHO MpOy4YBaHE
HoBopeructpupanute ciydau ¢ bK B FOxxna Espona ca 3.9/100000 nymu cpeury 7.0/100 000
nynm Hacenenue B CeepHa EBpoma, cvorBetHO 32 YK - 8.7 mo 10.7/100000 B FOxHa
EBpomna u 11.8/100 000 mymm Hacenenwue - B CeBepHa EBpona. 3a bearapus numncBaT TouHHA
eMUIEMHUOIOTUYHU JaHHU 32 JIBETe 3a00JIIBaHUSL.

[To manuu Ha H3OK 3a romummaus Opoil OomHM mO 3a00JIsIBAaHUS, BKJIIOYEHH B
Hapen6a 38 3a 2014 r, ca oruerernn 1101 330JI ¢ BK u 2515 — ¢ YK. B xnuanunata
IpakTHKa ce HalrojaBa TEHACHLMs 3a HapacTBaHe uyectorata Ha BK B mutana BB3pacT mpu
OTHOCHTEJIHO 3arma3eHa yectora Ha YK.

BK ce xapaktepusupa cbC CErMEHTHO BB3NAJICHHWE M JECTPYKIHUS Ha LsjaTa CTEHa
(TpaHCMypallHO) Ha 3acerHarus/Te ydacThIlu. Moxe da 3acerHe Bcsika yact Ha [UT- ot
YCTHAaTa KyXMHA J0 aHyca, HO HAl-4eCTO aHra)knpa TEpMHUHAJIHUS WieyM U Hekyma. YK
BKJIIOYBA XPOHMYHO BB3MAJCHUE M SI3BM Ha JIMraBUIaTa Ha 1e0enoTo uepBO. 3amodBa OT
pEeKTyMa M C€ pa3npoCcTpaHsBa IOCIENIOBAaTENIHO 1O TBHKOTO 4epBo. IloHskora
pasrpaHuYaBaHEeTO MEXAY JIBETe 3a00JIABaHMS € TPYAHO U MOXKE Ja ObJe M3BBPIICHO IMPH
npociensBaHe B Xxoaa Ha 6osnectra (cMmsiHa Ha Buja bK ninmn YK BbB Bpemeto).

Hexmacudunupano Bw3mamuTenaHo 3adoisBane Ha vepBoro (B3UH) e Tepmmn 3a
0003HaueHHE Ha MaJIka 4acT OT CIIydauTe, NMPH KOUTO OKOHYATEIHOTO pPa3rpaHUYaBaHe
Mexnay YK, BK um npyrure konutu He Moke 1a ObJie HalmpaBeHO CBhC CTaHAAPTHUTE
U3CIIEIBAHMSL.

Henerepmunupan xonut (HK) e TepMuH, U3noa3BaH OT MaTOJO3UTE 3a OMMCAHHUE HA
MaTEpUaI OT KOJIEKTOMUS, B KOUTO MMa XUCTOJIOIMYHU JaHHHU KakTo 3a YK, Taka u 3a BK.

M3BwHupeBnuTe u3siu Ha XB3Y ce nabmonasar B okosio 60% ot manuentute. Haii-
YecTH ca TE3W Ha OIOPHO-JBUTATEIIHATA CHUCTEMa, KOXKara M OYUTe, a Hal-pellKu



— TMaHKpPEeaTUT, BACKYJIHT, MEPUKAPIAUT U MUOKAPIUT, aBTOUMYHHA XEMOJIUTUYHA aHEMUS U
TpoMOO3HTE.

XB3Y Hnaif-uecto ce mposiBsBa B Kpas Ha IOHOLIECTBOTO M HAYaJOTO Ha 3psulaTa
BB3pACT, C €IHAKBA YeCTOTa B JBara noja. CUMITOMUTE BapupaT CHOpeE] JOKaIU3aLHUAITa,
MPOTUYAHETO M TEXKECTTa Ha 3a00JSBAHETO, HAJTMYHUETO HA CKCTPAWHTECTHHAIHU MPOSIBU U
IIPOBEXKIAHOTO JICYEHUE.

JluncBa 3nmaTeH cTaHnapt 3a nuarnoszara Ha XB3UY. Ts e komriekcHa u ce 6a3upa Ha
KIMHUYHUTE CHUMITOMM U Oene3u, KakTo W Ha pe3yaTaTuTe OT EeHAOCKOIICKHUTE,
XHCTOJIOTHYHY, PEHTTCHOJIOTUYHN/N300pa3UTeIHA U J1TaOOpaTOpHHU M3cienBaHus. Brirousa
yTouHsiBaHe Ha Bujaa Ha XB3Y, 3acerHatus OpraH M pa3npoCTpaHEHUE, AKTHUBHOCT H
aHTKHUpaHEe Ha APYTU OpPraHu.

CoBpemenHoTo sieueHrne Ha XB3U ce 6a3upa Ha pa3npocTpaHEHOCTTa, AKTUBHOCTTA U
€CTeCTBeHUs XOJ Ha OonectTa. MHIUBHIyaTHAaTa OIlEHKAa Ha HEOJIAroNpUsSTHUTE PUCKOBH
dakTopu mojanomara oOnNTUMU3UPAHETO My. TepaneBTUYHHUTE LeNH ca:

1. Jleyenune mo meaHA (IBJIOOKA) PEMHUCHS C C TIBJIHO O3/paBsiBaHE Ha JTUTABUIATA, a HE
CaMO MOBJIIMABAHC HA CUMIITOMUTEC BKIIFOYBAIIIO:

- Knunuuna pemucus (<3 nedexaunn/qHeBHO 0€3 KbpBEHE) - HOpMalM3MpaHe Ha
MH/IeKCa Ha KIIMHIYHA aKTUBHOCT

- Enoocrxoncku 30pasa nueasuya
- Xucmonozuuna pemucus (JTUICa HA OCTPO BH3MAJICHUE)

- JlobIHUTENHN IOKA3aTeNny 3a OLIEHKAa Ha O3/paBsila JIMraBuLA (II'bJIHA PEMUCHS)
Hopmannu dexannu mapkepu - KaJIpOoTEeKTUH U JaKTOQEpUH.

2. [Mogmepxkane Ha crabuiaHa pemMucusi 0e3 KOPTHUKOCTEpOMaM — 3a Ja ce
n30erHaT/HaMaisT YECTHTE XOCIUTAIM3AINK, yclokHeHusTa Ha YK unu Ha nedeHuero,
XUPYPrUYHUTE WHTEPBEHUMH (ONpEleNsiHE Ha ONTUMAIHOTO BpEME 3a XUpPYprus),
JUCILIA3UATa U He(PYHKIIHOHUPAIIIOTO YEPBO.

3. [TonobOpsiBaHe Ha KAYECTBOTO HA )KUBOTA

CepuiecTByBaT J10Ka3aTeicTBa, 4€ PaHHOTO HHTEH3MBHO JiedeHne npu XB3Y c
MMYHOMOJIyJIaTOPU W/WJIM OMOJIOTMYHU CPEACTBA € CBBP3aHO C MOBHINIEHA BH3MOXKHOCT 3a
MYKO3HO O3/paBsiBaHE W PAHHO MOCTUTAHE HA TpailHa peMucHs 0e3 KOPTUKOCTEPOuAH. 3a
paHHa MHTEH3WBHA TEPAIHs ca MOKa3aH! He CaMO CIYJYanTe C YMEPEHOTEKKa U TexKa Gopma
Ha 00JIeCTTa, HO M TE€3H C OYaKBaHa TpaifHa MHBAJIMIU3ALMS H/UIH TeXKKa O0JIECT CKOPO Cliex
MOCTaBsTHE HA IMArHO3aTa.

Jleuenueto Ha YycnoxHenusata Ha XB3U - crpukrypu, creHosu (puOpos3Hm),
BB3MAIUTENEH TyMOp, abcrecu, (GUCTYNIH, MAIIMTHEHA JereHepanus, nepdopaius, MacuBHa
XeMoparus, TOKCHYHa AWUIaTalus, € ONepaTuBHO.

OOmu KaTteropu M OMNpEIENICHUs Ce M3IMO0JI3BAaT WU MpH JIBeTe 3a00JIsBaHUSA 3a
npoclieAsiBaHe Ha TEPaNeBTHUHUS e(eKT:
1) Penarc ce mpuema npu mosiBa Ha CUMIITOMH IPH MAlMEHT B KJIMHUYHA PEMUCHS —
CIIOHTaHHa MM ciel (apMakolornyHo jeudeHue. [loTBbp)kaaBa ce dpe3 pe3yiaTaTd OT
nabopaTopHH, OOpa3HM W EHJOCKOTICKA U3CIe[ABaHusA. 1ol OWBa paHEH TpH IOsBA
HAKIIMHUYHA CHUMITOMH 10 3 Mecela cleJ IOCTUraHe Ha pemucus Ha (oHa Ha
¢dapmakonornyHo jedenue. Penancute ca Heyectu (<1/roauniHo), yectu (>2/TOJUIIHO) WIN
MOCTOSIHHU (TMepcucThpaHe Ha cumnrTomMute Ha aktuBHa BK wmnmm YK Ge3 mepuon Ha
pemucusi).
2) Pedpaxrepro na koprukocreponan XB3Y (BK wnmm YK) ce nmpuema npu akTHBHOCT



Ha 3a00JsiBaHETO, He3aBHUCHMMO OT JedeHuero ¢ Prednisolone mo 0.75 mg/kg/nueBHO 3a
nepuoj Haa 4 ceAMUIIH.

3) 3aBucumo ot koptukocrepounu XB3Y (BK umn YK) BK Bruroua: 1. HeBb3MOKHO
penyuupane Ha KC monm nosa, exBuBasieHTHa Ha Prednisolone 10 mg/mueBHO (Mam
Budesonide mox 9 m g/mueBHo 3a BbK) mpe3 mbpBuTe 3 Mecema OT HayajoTO Ha
KOPTUKOCTEpOUHATa Tepanus 0e3 akTUBUpaHe Ha 3a0oisiBaHeTo wiu 2. Penanc, HacThmua
no 3 mecena ot cnupane Ha KC. Onenkara 3a KOPTUKOCTEpOUHATA pePpPaKTEPHOCT WU
3aBUCUMOCT TpsOBa Ja Ce HAmpaBH ClieJ M3KIIOYBAHE Ha CIEHU(PUYHU 32 3a00JIIBaHETO
YCIIO)KHEHUS.

Pannara nuarnosa, JieueHUETO, MPOCIEISIBAHETO U TPIKUTE 3a manuenture ¢ XB3U
ca TPYAHHU M M3UCKBAT MYJITUIMCUUIUIMHAPEH noaxo. [1o Ta3u npuumnHa, o Lenus cBIT Te
ce U3BBPLIBAT B CHELMATU3UPAHU LIEHTPOBE, IPUTEKABAILM IBJIHUS HA0OP OT HEOOXoauMaTa
amaparypa, pa3HOOOpa3HM MEAWLUMHCKH (OCHOBHO TacTPOEHTEPOJIO3M M XHUPYp3U) H
HEMEJMIIMHCKH CHELMATUCTH C ONUT U Hali-BUCOKO HUBO Ha KOMIIETEHTHOCT 3a W3BbpIIBaHE
Ha I[UIOCTHATA AUAarHOCTUYHO-TEPANeBTUYHA JEHHOCT U MBJIHUA 00eM HE00OXOIUMH TPUXKU
3a nanuenture ¢ XB3Y.

2. BOJIECT HA KPOH (BK)
2.1. KIACHOUKALUA

3a xnacudunupane Ha BK ce m3mon3a Monpeanckata kiacupuKamus OT
2005r., KOsATO BKJIFOYBA CJIEIHUTE KATETOPUHU:

Bb3pacT Ipu nocraBsiHe HA 1MAarHO3ara A1 <16

(ronuHM) A2:17-40
A3 > 40

Jlokam3anyst L1 Nneym
L2 Konon

L3 Uneym u Konon

L4 Nzomupan ropen ' UT (monudukatop)

[ToBenenue B1 HectpykTypupaliiio, HeeHeTpupanio
B2 ctpykTypupamo
B3 Ilenerpupanio

Moaudukatop P: [lepnananHo 3acarane

A. Bp3pact npu nmepBara quartos3a: Al nouw na 16 ., A2 ot 17 1. 10 40 r., A3 Hag 40 r. BsB
BpEMETO ce TMOBUIIaBa Oposi Ha cioy4yauTe, MPOTpPecHpani oOT HeleHeTpupaia/
HECTPUKTYpHpaIia 00JeCT KbM CTPUKTYpHUpalLla U eHeTpUpalia 00JecT.

2.2. OHIPEJIEJIEHUSA

2.2.1 Kanuunyna axktuBHocT. AxtuBHata BK OuBa neka, ymepena u
Texka (Tabm. 2). 3a oumenkara i ce umsnmom3Ba Crohn's Disease Activity Index
(CDAI). AxruBHa 6onect HabK ce npuema npu croitHoct Ha CDAI>150, a
KJIMHUYHA pemucus - npu CDAI <150.

Tabmnuia 2. Crenrenn Ha akTuBHOCT Ha BK.



Jlexa YMepeHa Texka

Exsnsanert na CDAI 150 [Exsusanent na CDAIL 220 | <PHBaeHT Ha CDAI

220 450 > 450

3ary0a Ha TenecHa maca nox [MlHTepmutenTHo nospbiiane |Kaxexcus (MTM > 18

10% WM 3ary0a Ha TeJlecHa Maca |kg/m2) wuiaum JaHHU 3a
Hanl0% 00CTpyKLIUA, Win abcriec

be3 manHM 3a 00CTpyKITHUS,

HeedextuBHa Tepamus 3a
MOBUILIECHA t, TeXUApaTaLHus,

JICKO 3a00JIsIBAaHE WIIN [lepcuctupane
abnomunaHa HaJIM4KMe Ha PE3UCTCHTHA/ Ha
pe3ucTeEHTHOCT/ Maca niu _ CHMIITOMHTE Ha (oHa

OoJie3HeHa Maca; 0e3 sIBHa
0o0JIe3HEHOCT WHTCH3UBHO JICUCHHUEC

00CTpYKIHSI
dekaneH KaampOTeKTHH Ddekanen KannpoTekTuH (DekajgeH  KalpOTEeKTHUH

n/unu CRP—o0ukHoBeHO, HO [n/unu CRP—uan I'PT

HE 3abIDKUTEITHO
nan ['PT°

/v CRP-noBuiies/n

3abenexkka. CumnroMuTe Ha OOCTPYKIMS HE BHUHArd ca CBBP3aHU C BB3MATUTEIHA
aAKTUBHOCT; HEOOXOAMMO € M3CIIEABAHE C JOIIBJIHUTENCH BU3YyaJIN3HpaI METO

OTroBopsT Ha nedeHueTo ce onpeaens npu HamaneHne Ha CDAI >100 Touku, a penamnc -
npu nosumienue Ha CDAI ¢ nag 100 Touky OT W3X0/1HaTa CTOHHOCT.

2.2.2. Periuaus.

PCI_[I/IIII/IBLT HpeHCTaBHHBa IIosIBAa Ha HOBHU CHAOCKOIICKH JIE3UHU CJICH XI/IpypI‘I/I‘-IHa
pe3eKIus.

MopdonoruuHusT peruauB BKIOYBA HOBH, XapakTepHu 3a BK nesum cien mbina
pe3eK1Msl Ha €HJO0CKOICKH MPOMEHEHOTO YepBO, OOMKHOBEHO B HEO- TEPMHUHAIIHUS WIEYM
W/WIM Ha MACTOTO Ha aHacTomo3ara. Te3u Je3uM ce YCTaHOBSBAT E€H/IOCKOIICKH,
PEHTI€HOJIOTHYHO WA XUPYPTHYHO.

Enoockonckusm peuuauB ce OleHsIBa M CTENEHYBa Criopel] Kputepuute Ha Rutgeerts
U CBTP. OT cTeneH 0- HiAMa JIe3Un JI0 CTeNeH 4 - Tu(y3HO Bh3MaJICHUE HA WIIEyMa C TIO-TOJIEMH
S3BM, HOAYIM WU CTECHEHHWE Ha JIyMEeHa. BCHYKM TOCTONEpaTUBHU MPOMEHH,
Bm3yanm3upanu dpe3 exorpadus wmm KT/MPT, chmo He ce mpuemar 3a croeruuveH
WHAMKATOP 32 PELUIUB Ha 3a00JIIBaHETO.

Knunuuen penuauB e mosiBa Ha cumntomMu Ha BK crmen mbiHa pesekuus Ha
MaKpoOCKoIicka 6osecT. 3a U3KII0YBaHEe Ha MOCTONEPATUBHU MOTWUIIMTETHU HAPYIICHUS WU
MaabcopOIMs HAa MITBYHH KHCEIMHU € HeOOXOIMMO MOTBBpPIKIAABAHE HA BBH3MAIUTEIHUTE,
neHeTpupamu u GUOPOTHUYHHU JIC3UH.

2.2.3. Jlokanu3upana 6oJjiecT ce mpuema IpH 3acsiraie Ha 4epBOTO MMO-MaJIKO
oT 30 cm. OGMKHOBEHO ce OTHACA 3a Wieo-IleKanHaTta jJokanuzanus (10 30 cm uineym* aecex
KOJIOH), HO M 3a M30JMpaHaTa Je0eIoupeBHa, €BEHTYATHO W MPOKCUMAalIHaTa ThHKOYpPEBHA
0omecr.



2.2.4. Pasnpocrpanena BK. Pasnpoctpanenara bK BkitouBa 3acaraHe Ha u
nmoBeye oT 100 cm oT 4epBOTO, HE3AaBUCUMO OT JIOKaimu3amnusaTa. T.H ,,cuBa 30Ha” € 0e3 sICHO

pasrpaHu4aBaHe Ha HOpPMaJiHAa OT 3acerHaraTa JIMraBulla Ha pasnpocTpaHenue mexay 30 u
100 cm.

2.3. JIUATHO3A
Kanununu oene3un. Kinnununnre Oene3n Hal-4eCcTO BKIIIOUBAT:

- XponnyHa auapus (Hag 6 CEIMHIN) W/WINM KOpEeMHa OO0JIKa, TTOCIeIBAaH OT PeIyKIUs
Ha TeJlECHa Maca, PEKTAaJHO KbpBEHE, IMEpUaHAIHU WIM aHalHU (uctynn/ducypu wim
abcrecu; adTu (S3BM) B yCTaTa;

- [TanmaTopHa KopeMHa O0JIKa WK MOBUIIIEHA YyBCTBUTEIIHOCT, NMANINKpAIla Ce Maca;

- CHucTeMHHM OIUIaKBaHHS - OTHHaJHaJIOCT, AHOPCKCHA, TaxXuKapAusd HJIW ITOBHUIICHA
TEMIICpaTypa; aHCMHUA;

- W3zsiBu u3BwpH ['UT - 60ku 110 cTaBUTE, KOKHUA U OYHU ITPOMEHHU.
2.3.1. HavajHu J1alOpaTOPHH U3CJIeIBAHHUS

TepcaT ce THposiBU Ha OCTHP W/WIM XPOHUYEH BB3MAIUTENCH TPOLEC, aHEeMUs,
JeXUpaTalus, MATHYTPUIIMS W MajaOCcopOIMs; YBPEXKIAaHE HA JPYTd OPraHW M CHCTEMH.
BxirouBatr mbiiHa KpBbBHA KapTHHA, OMOXMMHYHHU H3CielBaHUs, (eKajieH KalmpoTekTHH, C-
peaktuBeH nporenH /CYE; MskmouBa ce wuHbekmus (OakTepuu, Mapa3vTH, BUPYCH) -
mukpobunonornyay, BKJI. Clostridium difficile TOkcMH, UMYHOJOTMYHU U CEPOJOTHYHH
W3CIIe/IBaHMs, TYOCPKYyJINHOBA ITpo0Oa/ramMa- MHTEPPEPOHOB TECT.

[oBumenuar CRP e mokasaren 3a akTuBHa OoJjiecT WM OAKTEPHATIHO YCIOKHEHHE.
CroitHoctute Ha CRP Moxe na ObIaT M3MON3BAHU IPU ONpPEIENISIHE Ha JICUEHUETO U IMPHU
IIpOCIIeIIBAaHETO Ha nanueHTuTe. [lone3Hu ca 3a oLeHka Ha pUcKa OT penaric.

2.3.2. ®ekaseH kaanpoTeKTHH. [loBuiieHnTe pexamHu HUBA HA KAINPOTEKTHH

0Tpas3saBaT MHTCCTHHAIIHOTO BB3IMAJICHHUC W IIPpU BK umat 90% npeackKa3Baiia CTOMHOCT 3a
CHJIOCKOIICKH aKTHBHa 0oJrect.

2.3.3. OCHOBHHY JMATHOCTUYHHU H3CJIeIBAHUSA
2.3.3.1. [IbpBa nMUHUS W3ClenBaHE 3a JOKa3BaHE Ha JWAarHo3ara U OIEHKa Ha
TCXKECTTAa € HIICOKOJIOHOCKOIIUA C 6I/IOHCI/II/I oT TepMI/IHaHHI/ISI I/IJIGYM U OT BCJKa 4YaCT Ha
JIe0eI0TO YepBO 3a ThPCEHE Ha MUKPOCKOIICKHU MTpoMeHH 3a bK ¢ mocniensaiio XucToaoruaHo
H3CIICBaHE.

2.3.3.2. 3cnenBanus 3a OLEHKA Ha JIOKAJIU3aUuUsATa U pa3lpOCTPAaHEHOCTTa Ha
bK B ropHus raCTpOMHTECTUHAJIEH TPAKT U TBHKOTO Y€PBO BKJIFOYBAT:

- q)I/I6pFaCTpOI[y0I[eHOCKOHI/I}I ¢ Ouorncuu u nocjacaBalio XUuCTOJIOTUYHO U3CJICABAHC,

- O6pazun wmscnensanus: KT/MP - enteporpaduss winm eHTepokinza; aOaoMUHAIHA
exorpadusi, KOHTPACTHO - ycujieHa abjoMuHaimHa exorpadus u Doppler exorpadus;

- Kancynna engockonus;

- Enno u nBy-6amonnata enrtepockonust (/IBE) nmm moTtopHa cimpanHa €eHTEPOCKOIHS
npu HGO6XO,Z[I/IMOCT oT 6I/IOHCI/I‘-IGH MaTcpurall 3a XUCTOJIOTMYIHO U3CJICABAHC,

- Jlnarsosza Ha yCIIO)HEHUsATa — 0030pHA peHTreHorpadwus, abgoMuHaAIIHA exorpadusi,
KT unu MPT nHa kopem/mManbk Ta3; puctynorpadus.



IIpornocTuunm paxkropu

PuckoBute (akrtopu 3a ompenensiHe Ha TEXKKO MPOTHUYAHE Mpe3 MbpBaTa roAHHA OT
JAUArHOCTUIIUPAHC Ha 336OHHB3HCTO ca. TpaI>'IHI/I HHBaJIMJU3Upalii CUMIITOMH W HAPYHICHO
KaueCcTBO Ha >KMBOT, YECTH €K3alepOanuu, pa3BUTHE Ha HEOOpaTHMU TICHETPUPAITU W/UIU
CTPUKTYpPHUpAIIX JIE3UM U HEOOXOIMMOCT OT TOBTOPHH KYPCOBE C KOPTUKOCTEPOUIM WM
OTIEPATHUBHO JICUCHHE.

Hsxou ot Tte3m mnpenukTuBHM (HAKTOpU KbM MOMEHTA Ha JUArHOCTHIIMpaHE Ha
3a0osnsiBaHeTo Karo Miazaa Bw3pacT (mox 40 r.), Hyxkna ot KC mpu nuarHocTuiupaHe Ha
Oornectra, NEpUaHATHO 3acsraHe, TIOTIOHOMYIIEHE M  Pa3NpOCTPAHEHO THHKOYPEBHO
3a00JIsIBaHE ca aCOIMUPAHU C BHCOK PUCK OT MHBAIMAM3ALUS (HY)KIa OT XOCTUTATN3AIHH, J1BA
win noseue kypca KC, uMyHOMOIyIaTOpU WM OMEPATHUBHO JICYEHHE) B MIBPBUTE 5 TOJAUHU
CJIeJ] TOCTaBsSHE Ha quarHo3ara. [Ipu Hamuuue Ha JBa WK MOBEYEe PUCKOBH (PAKTOPU MPU eIUH
MalUeHT TPpsOBa /1a ce OOCHAM PAaHHO BKIIOYBAHE HA MMYHOMOJYJIATOPH W/UIU OHUOJIOTHYHH
CpeICTBa.

2.4.IEYEHHUE
2.4.1. M310/13BaHH JIEKAPCTBEHHU
NPOAYKTH

2.4.1.1. Koprukocrepouau (KC)
Prednisolone — no 100 mg/mueHo wmm 0.75 - Img/kg/naeBHo nmm npyr KC B ekBuUBaJIeHTHA
n03a
Budesonide - cToMamHO-yCTOWYMBU KaICyIU: NbPEOHAYAIHA (UHOVKYUOHHA) 003a — 9
mg/naeBHo PO (Jieka 10 ymepeHa aKTUBHOCT, NPH 3aciraHe Ha WICYM H/WIM BB3XOJISII
KOJIOH)
Budesonide - cTroMmamHO-yCTOWYUBU TpaHYIU: HBPEOHAUAIHA (UHOYKYUOHHA) 003a — 9
mg/nueBHo PO (nexa 10 ymepeHa akTUBHOCT, IIPU 3acsAraHe Ha WIEYM H/WIIM BB3XOAI] KOJIOH)
Methylprednisolone fl. 32 BeHO3HO IpUIOKEHHE.

2.4.1.2. Mesalazine craomammno ycroiiuyuBu Tadiaerkm 500 mg — noza o 4
g/ THEBHO.
2.4.1.3. Nmynomonaysaaropu (MMyHOCYNIPeCOPH)

Tuonypunu - Azathioprine — 2-2.5 mg/kg/ nueBno PO wmmm - Mercaptopurine - 1-1.5
mg/kg/mueBro PO unmu no3upane cropea MeTaboJIMTHUTE HUBA.

Methotrexate - mppBoHauanHa (MHIYKIIMOHHA) 1032 25 mg IM unu SC/cenMu9HO; moaabpsKania
no3a— 15 mg IM wiu SC/ceamuaHo

2.4.1.4 AHTHOMOTHIIT
Metronidazole tabl. 250 mg; Ciprofloxacin tabl. 500 mg.

2.4.1.5. BHOJIOTHYHH cpelcTBa
-uaxuouropu Ha TNF anda
Infliximab - /Tvpsonauanrna (unoykyuonna) oosa: S mg/kg untpaBenozna uHdysus Ha 0, 2 u 6
cenmunn; [1000vpoicawa 0oza: S mg/kg MHTpaBeHO3HA MH(Y3HsI HA BCEKH § CEIMUIIH.
[Tpunara ce B go3a 5 mg/kg kaTo nHTpaBeHO3HAa HH(DY3US, TIOCIICABAHA OT JOTBIHUTEIHA HHY3HSI
B 103a 5 mg/kg 2 cenmunm cnen nbpsara nHy3us. [Ipu nmunca Ha nmoBnusBaHe Clie] BIMBaHE HA 2
no3u, jedenretro ¢ Infliximab He TpsOBa nma ce mpoabkaBa. HanuuHWTe NaHHM HE TOJIKPETISIT
npoabKaBaHeTo Ha JeueHnero ¢ Infliximab npu manuenTH, KOUTO HE ce MOBIUABAT B PAMKHTE Ha
6 CeIMUIIM OT IIbpBaTa HHY3HSL.
[Ipn manmMeHTuTe, KOUTO OTTOBOPST HA JICYEHUETO, aITEPHATUBHUTE CTPATETUH 3a MPOIbIKABAHE
Ha JICYCHHUETO ca:
. [Mogabpxaino JeyeHue: AOMBIHUTETHN WHPY3uM B mo3a 5 mg/kg Ha 6 Ta ceamuma cien
bpBaTa HHQPY3HS, CIIe] KOETO — HA BCEKH 8 CEJIMHUIIN HITH
o [ToBropen kypc: uHby3us Ha 5 mg/kg, ako NpU3HAILKMTE W CUMITOMHUTE Ha OOJIeCTTa



peluIuBHpaT.

Makap na nuncBaT CpaBHUTEIHHW JaHHH, OTPAHMYCHUTE TAaHHU TPH MAUEHTH, ITbPBOHAYAITHO
MIOBJIUSJIU C€ OT JIeYeHHE B 1032 5 mg/kg, HO MPU KOUTO BIOCIEICTBUE KIMHUYHUIT OTTOBOP CE€ €
3aryow1, ToKa3BaT, 4€ MPH HAKOW MAIMEHTH OTTOBOPBHT MOXKE JIa C€ Bh3CTAHOBH C IMOBHINIABaHE Ha
no3ata. [IpoabinkaBaHeTo Ha TepanuaTa TpsiOBa 1a ce 0OMHUCIM MHOTO BHUMATETHO MIPH MAI[UeHTH,
IIPY KOUTO HE ce HaOJIr0aBa TeparneBTHUCH eeKT Clie]] KOpUTHpPaHe Ha J103aTa.

Infliximab e moka3an 3a seyeHue Ha Texka 6onect Ha Crohn B aKTHBEH CTaHil MpH Aela U FOHOIIH
Ha BB3pacT oT 6 10 17 roaWHM, KOUTO HE ca OTTOBOPHJIM HAa CTaHJApTHA TEparws, BKIFOYBAIIA
KOPTUKOCTEPOU, UMYHOMOJYJIATOp M MbPBUYHA XpaHHUTENIHA Tepamus WM KOUTO MPOSBSIBAT
HEMIOHOCUMOCT, WJIM TIpU KOMTO MMa IMPOTHBOIOKA3aHWs 3a TakaBa Tepamus. [IpoydBaHusTa C
u3non3adeTo Ha Infliximab ca mpaBeHn caMo Mpu CHBMECTHOTO MY MPHUJIOKEHHE ChC CTaHAApTHA
UMYHOCYIIpECHpAaIa Teparwsl.

[Ipunara ce B 103a 5 mg/kg kaTo MHTpaBeHO3HA UH(DY3HSI, ClIe]T KOETO — JOMBJIHUTEITHU HHY3UHN B
no3a 5 mg/kg Ha 2 Ta u 6 Ta cenMuIa cien bpBaTa HH(Y3uUs, MOCIEABAaHU OT UH(Y3UH HA BCEKU 8§
ceamuid. HanmnyauTe 1aHHW HE MOIKPEIAT MpoAb/KaBaHeTo Ha JiedeHueTo ¢ Infliximab npu nema
Y IOHOIIIM, HEOTTOBOPUJIM B paMKuTe Ha 10 ceqMuIu ot 3arouBaHe Ha JICYCHUETO.

[Tpu HAKOW TAIMEHTH 3a MOJIbP)KaHE Ha KIMHUYIHHUS e(PEeKT MOXKe Ja ca HEOOXOIMMH IO KbCH
MHTEPBAIU MKy HH(DY3UUTE, TOKATO MIPH IPYTH MOXKE J]a ca JOCTAThYHU U TO-TBJITH HHTEPBAIIH.
[TarmenTH, MPU KOUTO ca OMITM CKBCEHH JJO30BUTE MHTEPBAIU 0 MTO-MAJIKO OT 8 CEIMHUITU, MOXKE J1a
ca C TOBWILIEH PHCK OT HEXelTaHW peakuuu. [Ipu Te3u mamueHTd, MpH KOWTO HE C€ OTYUTa
JNOMBIHUTENTHA TEpaleBTUYHA II0JI3a CJeJ CMsHAaTa Ha JIO30BUTE HWHTEPBAIM, TaKaBa
MPOIBIDKUTENTHA TEPAMHS C IO KbCH JI030BU MHTEPBAIN TPssiOBa BHUMATETHO JIa C€ OOMUCIIH.
bezonacnoctra n epukacHocrra Ha Infliximab He ca mpoy4yenu npu Aena noj 6 TOAUIIHA Bb3pacT €
6osect Ha Crohn.

Adalimumab - mnpu HenmekyBaHM WIM HeEyclemHo JekyBaHu ¢ infliximab; [Ispeonauanna
(unoykyuonna) oosa: 1. 80 mg npe3 cenmuria 0, mocieaBanu ot 40 mg npe3 ceamuia 2 win 2. 160
mg npe3 ceaqmuia 0 (mox Gopmara Ha YETHUPU WHXKEKIMU B PAMKUTE Ha €IHO JICHOHOIINE MU KaTo
JIB€ WHXXEKIIMW JHEBHO B JIBa IMOCJIENOBATEeNHU AHH), cien koero 80 mg mpe3 ceamuna 2;
Ilooovporcawa 0oza: 40 mg npe3 ceqMulla WIK BCAKa

-aHTHU — HHTETPUHOBU

Vedolizumab - /Ivpsonauanna (unoyxyuonna) oosa: 300 mg untpaBeHo3Ha uHby3us Ha 0, 2, 6
(n 10) cenmury;

Tlooovporcawa ooza: 300 mg nHTpaBeHO3HA HH(DY3HSI HA BCEKU 4 WU 8 CEAMUIIH

Vedolizumab 108 mg WHXEKITMOHEH pa3TBOp B MPEABAPUTEIIHO HAINlbJIHEHA TMHCAJIKa 3a S.C.
npuioxeHue. Beska nmpenBapuTenHo HabJIHEHA nucanka cbabpxa 108 mg vedolizumab B 0,68 ml.
[IpenopbunTenHaTa cxema Ha npuioxeHue Ha vedolizumab MoAKOKHO KaTO MOIbPKAILIO JICUCHHE
cief moHe 2 uHTpaBeHO3HHW HHPY3um vedolizumab e 108 mg, npunaraHu upe3 IOAKOXKHA
WH)KEKIUS BEIHBK Ha BCeKH 2 ceamuiu. [IppBara moakoHa J03a TpsOBa J1a ce mpujiara BMECTO
clle/iBaIaTa IUlaHMpaHa MHTPABEHO3HA 71032 M Ha BCEKH 2 CEJIMUIIM CIIE/T TOBA.

- nHxubuTopu Ha [L12/23
Ustekinumab - ITvpsonauanna (unoykyuonna) 0oza: efuHUYHA MHTPABEHO3HA 71032, OCHOBABAIlla
CE Ha TEJIECHOTO TErJIO:

TenecHo Terio [Ipenops bpoit
Ha MalyeHTa YHUTEIHA bnaxo
KBbM MOMEHTA mo3a? HU
Ha MpuJIaraHe Usteki

numa
b 130
mg
<55kg 260 mg 2
> 55 kg no <85 390 mg




kg
> 85 kg 520 mg 4

Mpubnuzurenno 6 mg/kg.

Hlooovpocawa 0oza: 90 mg Ustekinumab, npuIokKEeHH MOJKOXKHO & CEIMHUIM Clel
WHTPABEHO3HATA J1033, CJIe/] KOETO e MPernophuBa MPUIIOKEHHE mpe3 12 ceMHUIIn.

[TanimeHTH, KOUTO HE CE MOBJIMUABAT JOCTATHYHO JI0 8 CEAMMITH CJIE] IIbpBaTa MOJIKOKHA /1033, MOXKE
Jla TIOJTy9aT BTOPa MOJIKOXKHA /1032 B TO3H MOMEHT.

[TaniueHTH, MPU KOUTO MMa 3aryda Ha OTrOBOpP IPH IpHIaraHe npe3 12 ceaMuiuy, MoXke Ja uMaT
0J13a OT MOBUIIICHUE HA YECTOTaTa Ha MPWIOKECHHE TIPE3 8 CEIMMUIIH.

Brnocnenctsue nozata Moke Aa ce mpuiiara Ha MaldeHTUTe mpe3 8§ ceAMUIM WK npe3 12 ceqMuim
BB3 OCHOBA Ha KJIMHHYHA MPEIEHKA.

TpsiOBa na ce MOMUCIH 3a TPEYCTAHOBSBAHE HA JICYCHUETO IMPH IMAlMEHTH, KOUTO HE IOKa3BaT
JaHHM 3a TepaneBTUYHA Tofii3a 16 ceaAMUIM Ciel 1.v. MHAYKIMOHHA 032 Wik 16 cenMuiu cien
pPEeMHHABaHEe KbM IMpWIIAraHe Ha MOJIbpXKamia Jo3a mnpe3 8 ceamunu. [IpuIoKeHHETo Ha
UMYHOMOJIYIATOPH H/WIIM KOPTUKOCTEPOHIN MOXKE Ja MPOIBIDKU IO BpEME Ha JIEYCHHETO C
Ustekinumab. Ilpu mnmamuenTuTe, KouTo ca ce moBmwsuim oT JedeHuero ¢ Ustekinumab,
MPUIIOKEHUETO Ha KOPTUKOCTEPOUIN MOXKE J1a Ce Hamalld WU JIa Ce MPEyCTaHOBU B CHOTBETCTBUE
ChC CTAaHAAPTHUTE TPIIKU.

- nuaxuburopu Ha 1L.23

Risankisumab e mokasan 3a jedyeHre Ha yMepeHa J0 TeXKa akTuBHaA (popma Ha O6oaect Ha Kpon npu
BB3PACTHH MAIMEHTH, KOUTO UMAT HEIOCTaThYeH OTTOBOP, JIUIICA HA OTTOBOP WJIM HETIOHOCUMOCT
KbM KOHBEHI[MOHAJIHA UM OMOJIOrMYHA Tepamusl.

Hozuposka: Ilpenopbuutennara no3a e 600 mg, mpuiIoKeHU ype3 MHTPaBeHO3HA HMHQY3Hs Ha
cenmuna 0, cenmuna 4 u cegmuua 8, mocnenBaHd oT 360 mg, MPWIOKEHW 4Ype3 MOJIKOYKHA
MHXKEKLUs Ha cenMuua 12 u Ha Bceku 8 ceamuuu ciej ToBa. Heobxonumo e na ce oOMHcaH
NpeyCTaHOBSBAaHE Ha JICYCHUETO MPH MAIMEHTH, KOUTO HAMAT JaHHH 33 TePareBTUYHA I10J13a CIIE]T
JeYeHHE B IPOIBbIDKEHHUE Ha 24 CeIMUIIH.

Guselkumab e noxazaH 3a jedyeHue Ha Bb3pPACTHHU MALMEHTH C YMEPEHa J0 TeXKa aKTHUBHA 00JIeCT
Ha Crohn, KOMTO He ca ce HOBIMSUIM JOCTaThbYHO, BEUe HE C€ NOBIMIBAT WIM Ca HPOSBUIN
HENIOHOCUMOCT KbM CTaHJIapTHATa Tepalus Wik KbM OMOJIOTMYHO JIEYEHHUE.

Hosuposka: IlpenopbuBa ce HAKOS OT CIETHUTE ABE MHAYKIIMOHHU JIO3H:

- 200 mg, npunoxeHu 4pe3 uHTpaBeHo3Ha nHpysus Ha Cenmuna 0, Cenmuna 4 u Cenmuria
8.

- 400 mg, NMpUIOKEHHN Ype3 MOJKOKHA MHXKEKLHMs (MPUIOKEHU KaTo JABE MOCIIEA0BATETHU
nmxekun oT 200 mg Besaka) Ha Ceamuna 0, Ceamuna 4 u Ceamuna 8.

Crnen npuKIIIOUBaHE HAa CX€MaTa ¢ MHAYKIMOHHATA J103a € Bb3MOXKEH M300p MEXKIy CIEIHHUTE ABa
HOJIBPIKAILH T030BH PEKUMAa:

- Ot cenqmuna 16 na ce 3anoune 100 mg, npusarany 4pe3 MOAKOKHA MHKEKIIHMS Ha BCEKH 8
ceamuiy (q8w).

- Ot ceamuna 12 na ce 3anouyne 200 mg, npuiaraHy 4pe3 MoAKOKHA MHXKEKIUS U CJe]l TOBa
Ha BcekH 4 ceaqmun (q4w).

Bropust TepaneBtuyen pexum (200 mg gq4w) mMoxke aa ce u3depe NpU MAMUCHTH, KOUTO HE
IIOKa3BaT JlOCTaThUHA TEpaleBTHYHA I0J13a OT MHAYKIMOHHOTO JIEUYEHHE CIOpe] KIMHMYHATa
MIpeLeHKa Ha JIEKYBAIUs JIeKap.

HMimyHOMOyTaTOPUTE W/WIIM KOPTUKOCTEPOUANUTE MOXKE J1a Ce MPOIBJDKAT 110 BpeMe Ha JICYEHUETO
¢ Guselkumab. Ilpu mnamueHntd, KouTO ca ce moBmmsuM OT JedeHueTo ¢ Guselkumab,
KOPTUKOCTEPOUIUTE MOXKE Ja C€ HaMalsAT WIM Ja C€ CIpaT B CbOTBETCTBUE CHC CTAHJAPTHOTO
JIeUeHue.

TpsiOBa na ce oOMHUCIM MPEYCTAaHOBSIBAHE HA JICYEHWETO MPH MAIMEHTH, KOUTO HE ca MOKa3ajlu
JTAaHHU 3a TepareBTUYHA 0J3a ciell 24-ceJMUYHO JIeYeHHUE.



2.4.1.6 CenexkTuBHM UMYHoOcynpecopu/JlekapcTBa Manku moJjiekyan (Small
Molecules drugs)

- JAK knHa3Hu HHXHONTOPH

Upadacitinib e noka3aH 3a JieueHHe Ha yMepeHa 10 TeKKa akTuBHa (opma Ha Oonect Ha Crohn
Ipyd BB3PACTHH MAIMEHTH, KOUTO HMMAaT HEJOCTaThYeH OTroBOp, 3aryba Ha OTrOBOp WIIH
HETMOHOCUMOCT KbM KOHBEHILIMOHAIHA Tepamusi WiIK KbM OMOJOTHYEH JICKApCTBEH MPOAYKT.
Upadacitinib e cenextuBeH u oOpatum uHXHOUTOp Ha Janus kuHazara (JAK). Ilpu m3cnensanus
BBPXY YOBEHIKK KJIETKH upadacitinib maxubupa npedepeHmaiHo curnaauzupanero upe3 JAKI
wim JAK1/3 ¢ ¢yHKIMOHATHA CEJIEKTUBHOCT CHPSMO ITUTOKMHOBUTE PELENTOPH, KOUTO
CUTHaJM3upart upe3 ABoMku JAK?2.

Nupyknus

[Ipenoppuntennara nuaykponHa j1o3a Upadacitinib e 45 mg BeAHBX JTHEBHO B MPOIBIDKEHNUE HA
12 cenmunm. IIpu manpeHTH, KOMTO HE Ca MOCTUTHAIM aJ€KBaTHA TEpaleBTUYHA I10J3a CIIEN
IbPBOHAYATHOTO 12-C€IMUYHO MHIYKIMOHHO JIEYEHHE, MOXKE Ja Ce€ OOMHUCIH YIBIKEHO
MHIYKIIMOHHO JIEYeHHE 3a JOMBJIHUTENHH 12 cemmunum ¢ no3a 30 mg BenHbxk aHeBHO. [lpu Te3n
naimenT npuembT Ha Upadacitinib TpsiOBa na ce mpeycTaHOBH, aKO HsIMa JaHHU 3a
TepaneBTUYHA 10132 clie]] 24 ceaMUIH JISUEHHE.

[Tonnbpxane
[Ipenoppuntennara nmogabpkama go3a Upadacitinib e 15 mg unu 30 mg BeAHBXK THEBHO B
3aBHCUMOCT OT UHWBHIyaJTHUTE OCOOEHOCTH Ha MallUeHTa:

* Jloza 15 mg e npenoppuutenHa 3a nauveHtu ¢ nosumeH puck or BTE, MACE u
3JI0Ka4E€CTBEHO 3a00JIsIBaHE.

* Jloza 30 mg BeAHBXK AHEBHO MOXKE Jla € MOAXOJAINa MPU MAUEHTH C TOJiIMa TEXeCT Ha
3a0osaBaHeTo, kouto He ca ¢ nosuileH puck or BTE, MACE u 3nokauectBeHo 3a0ousiBaHe (BK.
Touka 4.4) WM KOUTO HE MOKa3BaT aJIeKBaTHA TEpareBTUYHA 1Moi3a ¢ 15 mg BeHBK JHEBHO.

* TpsOBa na ce n3Mon3Ba Hail-HUCKaTa e()eKTUBHA /1032 3a MOIbpKaHe Ha OTTOBOPA.

[Ipu manueHnTy Ha BB3pacT Ha U HaJ 65 TOAWHU MpEnopbUUTETHATA MOAIbPIKAIIA A03a € 15 mg
BEJIHBK JTHCBHO.

[Tpu manmeHTH, KOUTO ca OTrOBOopwIIM Ha jJeueHueTo ¢ Upadacitinib, kopTukocTtepouantre Morat
na ObJIaT HaMaJIeH! W/WIK CIPEHHU B ChOTBETCTBHE ChC CTAHAAPTA 32 JICUCHHE.

2.4.1.JIeuyenne cnopea pa3snpoCcTPAHEHOCTTAa H AKTHBHOCTTA Ha 00J1eCcTTa

2.4.1.1 BK ¢ uieonexajHa JOKATH3AUMUS

24.1.1.1 C jieka aKTHBHOCT
- Ilpennountanoro neyeHue - Budesonide 9 mg/nuesno. [lomsara ot Mesalazine e orpannyena.
EdektuBeH e B 1031 He IO-Masku OT 4 g/nHeBHO. AHTHOMOTHUIIMTE HE CE MPENOPbUBAT MOPAAH YECTH
CTpPaHUYHU €(PEKTH.

2.4.1.1.2. C ymepeHo u3pa3zeHa aKTUBHOCT

- Budesonide 9 mg/mueBHo unu cucremuum KC (emHakBa e(eKTUBHOCT). AHTHOMOTHIM - TIpHU
CbMHEHHE 3a CeNTHYHHM YyciaoxHeHus. llpu nunca Ha edexT e Bb3MOkHO koMmOmHMpane Ha KC ¢
THonypunu uim ¢ Methotrexate. AHTH-TNF Tepanusi MM AHTH-UHTETPHMHOBH, WM aHTH
1L12/23, nanm antn IL23, mam JAK kuHa3HM MHXMOMTOPHM - anTepHAaTHMBA IIPU aKTUBHOCT U
CTEpOMIHA 3aBUCUMOCT, PePpaKTEPHOCT UIH HETOHOCUMOCT.

[TonGopbT Ha JeueHue 3aBUCH OT KIMHUYHUTE OCOOEHOCTH, MPETUIIHHS OTTOBOP KbM
TepanusTa, peHoTurna Ha 0osiecTTa U ChII'bTCTBALLIUTE 3a001s1BaHus. OcOOEHO BHUMaHUE TpsOBa J1a
ce 00bpHE Ha cTpeMeka KbM MUHUMaHO npuwioxeHue Ha KC (Hemoaxosiy 3a moaabpp:kaHe Ha
pemucusi), BBIPEKH Y€ Te OCTaBaT KiIo4oBHM 3a jeueHnero Ha BK. EdexruBen meron 3a



muHnMu3upane Ha KC Tepamusi € paHHOTO BKJIIOYBaHe Ha aHTU-TNF/aHTHMHTErpMHOBH, aHTH
IL12/23, awtu 1L23 wmn JAK xkuHazHuu wunxuoutopu. KoMOWHHMpaHOTO Je4eHHE C
MMYHOMOJ1yJIaTOp ¥ OHOJOTMYHA Tepamus 3a MOCTUraHe W MOJJbp)KaHe Ha peMucus B U30paHU
cllyyau 110Ka3Ba Mo-100pH pe3yaTaTH OT MOHOTEpausaTa ¢ OMOJIOTMYHA Teparnus.

2.4.1.1.3. Texka akruBHa BK IIspBonavanno neuenne: cucremuun KC

[Ipu penamc u axkTMBHOCT Ha 3abosisiBaHeTo - aHTH-TNF/aHTH-MHTerpMHOBH/aHTH
1L12/23, nam antn IL23, nexapcTBeHN NPOAYKTH ¢ WM 0e3 uMyHomoay./1aTop, JAK knHazHu
unxudurTopu. Ilpu peaxu penancu - nosrapsHe Ha KC kypc ¢ n1o0aBsHe Ha MMYHOMOAYJATOP.
[Ipy HamMuMeTo Ha CENTUYHM YCJIOXKHEHMSI WM JIOKAJHU BB3MNAIUTEIHM NPOMEHHU € YAA4YHO
nobaBsiHe HA aHTHOMOTUIM - cTangapTHa no3a Ciprofloxacin umn Metronidazole kpm KC.

IIpe3 mocneqHUTE TOAMHU YpE3 ONPEAEISHETO HA KIMHUYHU KPUTEPHUH 34 JIOLIA ITPOrHO3a
(KbM MOMEHTA Ha JMarHo3ara Ha 0oJiecTTa) ce MPOMEHH Ipara 3a BKIIOYBaHE HAa OMOJIOTUYHA U
UMYHOMOJIyJIaTOpHA Tepanus. Mmaiku nmpeasua, ue MpOoabJKUTEIHOTO JIeueHHe ¢ OMOIOTHYHU
CpEICTBa c€ CBbP3Ba ChC 3HAUMTEIHA PEAYKIUS HAa XUPYPTUUHUTE HAMECH M XOCIUTAINU3AIUUTE,
BEPOATHO € TO3M IIpar J1a Ce peaylupa oIe IoBeYe.

2.4.2.2. BK cJokaau3anusi B KOJOHA

AxtuBHa BK — nepBa nunus - cucremuu KC

Penanc wnu pemmnuB - Tepanus Ha u300p € aHTH-TNF/aHTH-HHTErpMHOBH/aHTH
1L12/23, nam antu IL23, npenapatu ¢b¢ win 60€3 HMYHOMOAYJIATOP, MPU YMEPEHA WU TEKKO
u3paszeHa akTUBHOCT Ha 3abonsBaneTo. [Ipu penku penamncu — Moxke J1a ce 00ChIU MOBTAPSHETO Ha
KC xypc ¢ no6aBsHe HA HMYHOMO/YJIaTOP.

[Ipu mpombmxaBanu cumntomu BbOpekn KC (cbe mnam 06e3 UMyHOMOIYNAaTop), M
aktuBHOCT-aHTH -TNF/anTtu- murerpunoBa/antu 1L.12/23 Ttepanus, wim antum 1L23, JAK
KHHA3HU MHXUOUTOPH.

AnTepHaTHBa € XUPYPrUYHOTO JICUCHHE. AKO TAIMEHTUTE HE OTTOBOPSAT WJIM 3aryosT
OTTOBOpP KbM OHMOJIOTHUYHATA TEparus - XUPYpPruyHO JedeHue. B Hiakou ciydan 3a00/sIBaHETO €
TOJIKOBA TE€XKKO U arpeCUBHO, YECTO B KOMOMHAIUS C MEpPUAHAJIEH CEICUC), Y€ MPEKhCBAHETO Ha
racaka € HeoO0X0JIMMO 3a KOHTPOJI Ha OIJIAKBAHUATA, CJIe]] KOETO OMOJIOTHYHATA TepaIns MOXe Ja
Obae 0e30MmacHO U3MOI3BaHA.

Hsama nokaszatencrtsa, ye Mesalazine e edexktuBen npu akTuBHa bK B Koll0Ha, HO Bce o1ie
€ CIIOPHO MHEHHETO 3a J00aBsHeTO Ha TomuKajieH Mesalazine kbM OCHOBHaTa Tepanus Ha BK,
3acsraiia JeBUs I AUCTATHUS KOJIOH.

2.4.2.3. BK ¢ paznpocTpaHeHO0 TbHKOYPEBHO 3acAAraHe
-Cucreman KC c paHHO BKIIOYBAaHE Ha CHIBTCTBAL] HMYHOMOAYJIATOP (TUOIYPUHU WIIU
Methotrexate) wnun antm I1L23. AHTuUTNF/antu-unterpumunosu/antn 1L12/23 ¢ wunam  0e3
Azathioprine, JAK kuHa3HM MHXHMOMTOPHM IIpU pEJANC, YMEPEHAa WIH TEXKKa AKTUBHOCT Ha
3a0ossiBaHeTO. PaHHOTO BKIIIOYBAHE HAa OMOJOTMYHA TEpalusl WIM CEJEKTUBHU UMYHOCYIPECOPU €
NPENOPBUUTENTHO NMPH HAMEHTH C JIOMIM MPOTHOCTHYHHM (AKTOPH M € 0COOEHO e(PEeKTHBHO NpHU
MalMeHTu ¢ nocronepatusHa bK.
- AJITepHATUBHO JIEYEHUE — XUPYPTHUSL.
JIOTTbIHUTENTHO JIEUEHUE - EHTEPATHO XPaHEHE
Bp3nanuTenHusaT ToBap € no-rojsM npu pasnpoctpaHeHo (>100 cm), OTKOJIKOTO IpH JIOKATU3UPAHO
3abomnsBaHe. ONepaTUBHOTO JIEYEHUE KpUE PUCKOBE OT CHHIPOM Ha KbcoTo uepBo. Ilogxoasmia
ITEpHATHBA € M3IMOJI3BAHETO Ha EHTepaJHO XpaHeHe ¢ wiu Oe3 aHtu- TNF Tepanus mpenu
U3BBPIIBAHE HA MHOXXECTBEHHM CTPUKTYPOIIACTHKU. TO3M XHUPYpruyeH MOJXOJ] € Hal-IPUI0KUM
OpU CTapu, M30JMpPaHd U (UKCUpPAHH CTPUKTYpH. CleJonepaTUBHOTO JIEYEHHE € KIIIOYOBO 3a
nperoTBpaTsBaHe Ha penarnc. MoraT na Obaat usnon3BaHu aHTU-TNF u mMyHoMoaymartopu B
3aBUCHUMOCT OT MHTEpBaja OT NpEeAMIIHATa ONEpalys WIN OT MEepUoJa Ha JUAarHOCTULMPAHE Ha
OosecTTa O MOMEHTA Ha OTIEPAIHATA, ThH KaTO Te3W (GaKTOPH MOTaT J1a MPEACKaKaT arpeCUBHOCTTA
Ha BK, kosiTo mocroneparuBHaTa Tepanus e MoIupHIupa.



2.4.2.4.BK, 3acarama XxpaHompoBoJa, CTOMaxa M JyoJdeHyMa
- Cucremau KC u umyHomonyaaropu (tuonypuHu win Methotrexate), 3aeqHO ¢ HHXMOUTOpP Ha
nporoHHara nomna. AHTH TNF/antu-unrerpmnosu/antu 1L12/23 npenapatn wim antu 1123,
JAK xuHa3HH MHXHOMTOPH - 32 Texku win pedpakrepuu caydan. B KXIT ma Upadacitinib mama
TEKCT 3a Te3U JoKanu3anuu Ha BK, KakTo ¥ KIMHUYHY U3MUTBAHKUS HA TO3U €Tall.
- AntepHatuBHa Tepanus. [lunaTanus WM XUpyprusi ca METOIU Ha U300p MPH 0OCTPYKITHSL.
Jluncear JaHHM OT KOHTPOJHMPAHU MPOYYBAaHUA 32 €(DEKTHMBHOCTTA HA Pa3IMYHUTE TEparieBTUYHU
peXuMH, BBIPEKN 4e JoKanu3anusaTra B ropaus I'UT ce acoumnupa ¢ noma nporxHosa. Eto 3amo npu
Te3U MAIMEHTH MparsT 3a BKIIOYBaHe Ha aHTH- T NF Tepanus e HUCHK.

2.4.3. JleueHue crope/ ecCTeCTBEHUS X0/

Hoga nen npen neyenuero Ha BK e ctpemMexxbT 1a ce MpOMEHH €CTeCTBEHHS X0/] Ha O0JIecTTa.
[TanenTHuTE € Mpeanogaraema joua Mporuo3a (CUrypHU pUCKOBH (PAKTOPU) UMAT Hal-roJIsIMa 1oJ13a
OT PAHHOTO BKJIFOYBAHC Ha HWMYHOMOAYJATOpPH, OMOJIOrHYHA TCpanud Wi CCICKTUBHU
UMyHOCyTpecopy. Bcuuku OuonornyHu mnpemnapaTd W CEJIEKTUBHH MMYHOCYIpEcCopu ca Io-
e(eKTHUBHHM, KOTaTO ca BbBE/ICHH MO-PAaHO B X0/1a Ha OojecTTa.

Nupukanun 3a cTapTHpaHe Ha Omoslorm4Ha Tepanus " CeJIeKTUBHH
HMYHOCYIIPeCOpPH/JIeKapCcTBA MAJIKU MOJIEKYJIN

[Ipn manmenTu ¢ ymepeHo Texka u Texka gopma Ha BK (CDAI >220), npu kouTo mbpBa
auHus Ha nedyenue (KC u umyHomoaynaropu) e Ouia HeyclellHa, TpsoBa J1a cTapTUpar JeUeHHue C
HAKOS OT CJICAHHUTE BB3MOXKHOCTH - aHTU-TNF mpenaparu, aHTU-UHTETprHOBH, aHTu 1L12/23, anTH
1L.23, JAK kuHa3HU HHXUOUTOPH.

Ilpn Heycnex, KOHTpauMHIUKalMM WM HetojepaHTHOcT kbM KC u mMyHOMonynartopu ce
npoBexxaa "Omonormuno" neuenwe c anti-TNF mpemapar, aHTH-WUHTETPUHOBM TpenapaTH, aHTH
1L12/23, anti IL23, JAK kuna3zuu naxuOutopu. M300pbT Ha OMOJIOTMYHOTO JIEUYEHUE C€ U3BBPIIBA OT
eKCIepTHa JieKapcKa KOMHUCHUS B 3aBUCMOCT OT MHMBHIyaTHUS PO Ha MALMEHTa - JIOKAIU3aLus,
pasnpoCTpaHEHOCT Ha OO0JecTTa, EeKCTPaWHTECTHMHAJIHU NPOSBU, MNpUApPYKaBalyd OoJecTH WiIn
CBCTOSIHUS CBBP3aHH ChC ChP/IEYHO-CHI0B, OHKOJOTHUEH PUCK, PUCK OT aKTUBHUpaHE Ha TyOepKyso3a
WIN Jpyra UHPEKIH03Ha 00JecT, BKII. ONOPTIOHUCTYHA TaKaBa, Bb3PacT, OPEMEHHOCT WM IJIaHUPaHa
TaKaBa, JaKTallks, OTKJIOHEHHs B KPbBHU IIOKA3aTEIH.

[IpoTrBOMOKa3aHMs 3a CTapTUPAHE HA JICUECHHE ca:
aKTHBHA WIM JATEHTHA TyOepKylio3a, CENCHC WIM Jpyra TeXKa MH(EKIHS, OCTbP WJIN XPOHUYEH
BUpYyCeH xenaTut, nHekus ¢ HIV, OHKOIOrMYHN M XeMaTOJOIrMYHH 3200 sIBaHNsI, aBTOUMYHHH U
JIEMUETMHU3HUPALIY TTPoLiecH, 3acToiHa chpaeuHa HegoctarbuHocT (NYHA II-IV). [IpocnenssaneTo
Ha MAlMEeHTUTE € C KJIIMHUYEH Mperjesa 1 J1adopaTopeH KOHTPOJ Ha BCEKH 6 Mecela U eHJIO0CKOMHUs/
o0Opa3Ho wu3cnenBaHe Ha Bceku 12 mecema. Kpurepuum 3a mnpoabkaBaHe Ha JICUEHHETO ca
MOBJIMSIBAHE HAa KJIMHUYHATa CUMITOMAaTHKa, OnoxumuyHa (HopmanusupaHe Ha CRP u ¢examnure
MapKepH), eHJOCKOIICKa pEMHCHS U IMTaBUYHO 037paBsBaHe, BKJI. crag Ha CDA<I 150.

[IpoTuBonoKa3aHus 3a NpPOABHKABAHE HA JICUCHUETO Ca aJepPruuyHy U MHPY3MOHHU peakluy,
3HaYMMU OTKJIOHEHHMS B JaOOpaTOpPHHUTE T[OKa3aTelld, TEXKH HWH(EKIHH, I0sSBa Ha KOXHH,
HEBPOJIOTUYHU WJIM aBTOMMYHHHM 3a00JI5IBaHMsI, OHKOJIOTMYHH 3200 IsIBAaHMUS.

TepaneBTnuHM NpenopbKu npu n3nouassane Ha aHTH-TNF, anTu 1L12/23, antu 1L23, JAK
KUHA3HU HHXUOUTOPH

- Bcnuku antu-TNF/antu 1L12/23 wim aatu 1123 npemapatu uMart cxoaHa epUKacHOCT U MPOQHIT
Ha HeXelaHW e(eKTH, eTo 3amo U300pbT ce Ompeaess OT JAOCTBIIHOCTTA, HAUMHA HA MPUIIOKEHHUE,
NPEINOYUTAHHITA Ha MTAI[CHTA.
- CxbcsiBaHE Ha MHTEpBaJla Ha NMPHIIOKEHUE WM YBEJIMYaBaHETO Ha jgo3arta npu aktuBHa BK ca
MOJXOJISIIN MTPEAN MPEBKI0YBAHE Ha APYT Ipenapar oT chliaTa rpyma.
- Ilpn HEmoHOCHMOCT/HETOIepaHTHOCT KbM ompeneneH antu-TNF/antu 1L12/23, antu 1L23, JAK
KWHA3HU WHXUOUTOPU OCOOEHO TEKKO M3pa3eHa, CMsIHATa ¢ ApYT € moaxozsm nu3bop. Ilpu numca Ha
OTrOBOp Clie/l CMsiHAaTa TpsiOBa Ja Ob1aT 0OCHACHN XUPYPIrMUHU METOIU Ha JIEYEHUE.



- IIpu mamueHTH, mpu KOUTO MMa CyOONTHMAJIEH OTIOBOpP KbM TEpamusTa, UMa JI0Ka3aHa I10Ji3a OT
yBEJIMYaBaHE Ha J103aTa Ype3 MOBUIIABAHE YECTOTATA HA AIUIMIIMPAHE UM yBEIMYaBaHE Ha J03aTa 3a
IepHoJ OT BPEME IO MpELEHKAa Ha JIEKyBallus raCTPOCHTEPOJIOr W WHIMBUIYyaJIHHMs OTTOBOp Ha
nanueHTa. ChIIOTO ce OTHAcs M B CIydyauTe Ha CyOONTHUMAJleH OTTOBOP KbM Tepamnusl C aHTH-
uHTerpuHoBure/anTu 1L12/23 nexkapcTBeHU MPOIYKTH.

- I[TbpBHyHa nunica Ha OTroBOp (cien 12-cenMUYEH KypC Ha JIeUeHUE) U HAIMYUe Ha aKTUBHA OOJIECT -
na ObJle M3MON3BaH anTepHaTuBEH BapuaHT - aHTU-TNF, antu 1L12/23, antu 1L23, JAK xunazuu
WHXUOUTOPH.

- Bropuunata 3aryba Ha OTroBop € IIOKa3aHME 3@ TEPANEBTUYHO JIEKAPCTBEHO
MOHUTOpHpAHe/U3CcIeIBaHe HAa AHTHU-JIEKapCTBEHM aHTUTENAa M IOCIE/Balla MpeLeHKa 3a J1030Ba
ONTUMU3AIMA, J0OaBsSIHE HA UMYHOMOMYJIATOp, peBKIt0YBaHe KbM aHTH 1L12/23, anTH-MHTErpHHOB
npenapar, antu 1123, JAK kuHa3Hr HHXUOUTOPH.

- Jleuenuero ¢ antu-TNF, antu 1L12/23, antu 1L23, JAK xuHa3HM MHXHOUTOPH IpenapaTH e
e(eKTUBHO NpHU aKTHBHA Bh3nanuTesnHa ¢popma Ha BK, HO TpsOBa na Oble nmpusaraHo BHUMATEIHO
IPY TNAlUEHTH CbC CUMIITOMH Ha OOCTPYKLIUS.

- HeoOxoaumo € MOHUTOpHpaHe, paHHA [uarHo3a M JIEYEeHHE Ha ONOPTIOHUCTHUYHUTE
unpexuu npu aHtu-TNF, antu 1L12/23, antu IL23, JAK kuHa3HH MHXUOUTOpPH TepamusTa C
AHTUOUOTHILIH, TyOEPKYJIOCTaTULU, TIPOTUBOIbOMYKOBH U IPOTUBOBUPYCHU CPECTBA.

TepaneBTHYHYU NPENOPBHKHU NPH U3I0JI3BaHe HA OUONOK00HHU JIEKAPCTBEHU MPOAYKTH

EduxacHoctra Ha OMOMOJ00OHUTE JIEKAPCTBEHU MPOAYKTH € €HAKBa C T€3U Ha pe(epeHTHUs
JeKapCTBeH MPOAYKT, npu u3non3BaHe cbriaacHo KXII. Crpanmunute edexTw wiam 3arydoara Ha
edekT Ha 6a3a IMyHOI'€HHOCT KbM OIpezeeH ONOJOTHYEH MPOAYKT HE MOXKE Ja ce O4akBa J1a ObJe
npeojofisiHa upe3 OuomnomoOHust mponaykT. [IpuemMianBo € TpeBKIOYBaHE OT pedepeHTeH KbM
O6uonogo0eH TpoayKT. JIMmcBaT AOCTAaTHYHO JIOKA3aTEICTBO 3a OOpPaTHOTO MPEBKIIOYBAHE, 3a
MPEBKIIIOYBAHE MEXy OMOMOJ0OHM MPOAYKTH WM PA3IMYHH MHOTOKpPAaTHH IpeBKIouBaHus. OT
MMYHOJIOTHYHA IJIe/IHa TOYKa MPEBKII0YBAHE M0 HE- MEIUIIMHCKY MPUYNHHA B paMKHUTE Ha 6 Mecela
OT CTpaHa Ha OMNpeJeleH OMONOTUYeH MPOAYKT He € xkenaTeaHo. [IpeBkitouBaHeTo OT pedepeHTeH
OPOAYKT KbM OMOI0100€H TpsiOBa a Obje MpeAlecTBAaHO OT 00CHXk/IaHe C MallMeHTa.

2.4.4. JleueHue Ha peJamnca
[IspBOHAYAIHOTO JIeUeHUE € ChOOPA3HO C MPEIUIIHATA YCIeIIHO U3Moa3Bana Tepanus. [Ipu
paHeH pejanc — MMYHOMOIYJIATOP, aKO TOW € yMEpeH WK TeXbK - aHTH-TNF, aHTH- HHTerpuH,
antu 1L12/23, antn 1L23, JAK kMHa3HU MHXUOUTOPH.

2.4.5. Pegpakrepna na KC BK
ITpu aktuBHa BK, pedpakrepna nHa KC ce craptupa ¢ - antu-TNF, aHTH-HHTerpuHOBH,
anTu 1L12/23, ann I1L23 ¢ unu 6e3 umyHoMmoaysaropu (Tuonypunu win Methotrexate), KakTo U ¢
JAK KHMHa3HUM WHXHOMTOPH CaMOCTOSATENHO. BcHuYkM OHONOrMYHM TpenapaTtd U CEeNEKTUBHU
MMYHOCYNIPECOpH/ JIeKapcTBa MalM MOJIEKYIM MMaT CXOAHAa €(EeKTUBHOCT 3a JIEYCHHE Ha
pedpakrepnata Ha KC BK camocTosTenHo n B KOMOMHALUS ¢ UMYHOMOAYJIATOp. ANTepHATUBA -
XUPYPIHUsl.

2.4.6. Ilonabpikane HA (papMAKOJIOTHYHO HHAYHHPaHa pemucus npu BK
M300pbT 3aBUCH OT CIEHUTE OCHOBHHU (paKkTOpa: X0/a Ha OonecTTa (HavyaiaHa U35Ba, YeCTOTa U
TEXKECT Ha MPUCTBINUTE), PA3NPOCTPAHEHUETO  (JOKAJIM3MpaHAa WM  PA3IPOCTPaHEHA),
e(eKTUBHOCTTa W TOJEepaHCa KbM MpeAlIeCTBAIlaTa Tepanus - 3a MHIYKIUS Ha PEMHUCHS WU
nmoaabpIKaila, HaAJIUYHUCTO Ha 6I/IOJIOFI/I‘-IHI/I WM CHAOCKOIICKU MPHU3HAIM Ha BB3MNAJIICHUC, PUCK OT
BB3HHUKBAHE HA YCIOKHEHHUS.

2.4.6.1. Pemucus gocturiara ¢ KC npu nbpBu Ti1acbk Ha BK
2.4.6.1.1. IIbpBHU H300p
Hsma pocraTtbuHO [0Ka3arencTBa 3a eduKacHOCTTa Ha Mesalazine kaTo mojrbpikaria
pemMucusiTa Tepamnus.



2.4.6.1.2. Ilpu penamnc

NuTtensudpunupane Ha noaabpkamara tepanus. KC He TpsiOBa 1a Ob1aT M3MOI3BaHU 32
NOAIBbPKAHE HAa peMHUCHs. ANTEPHATUBHO JIEYEHHWE — XUPYpPrus IpH JIOKAIU3UPAHO
3a00JIsBaHe.
- IIpu pasnpocrpaneHo 3a00JisiBaHe - pAaHHOTO NIpUJIokeHUE Ha Azathioprine

-IIlpu 3aBucumoct or KC - ce craptupa c¢ aHtu-TNF, aHTH-UHTErpHHOBH, aHTH
1L12/23, antu 1L23, c unmu 6e3 umyHomoaynaropu (Tuonypunu uinn Methotrexate), KakTo u ¢
JAK kuHa3HU HHXUOUTOPU CaMOCTOSITEIHO.

- AnrtepHaTuBa - XUPYprus

- Pemanic npu neuenue ¢ Azathioprine nin Mercaptopurine — mo3arta 1a 0b/1¢ ONTUMH3UPAHA
70 TOsiBa Ha JIEBKOIGHUWs, CHOTBEeTHO > 2,5mg/kg 3a Azathioprine um >1.5mg/kg 3a
Mercaptopurine unm cmsHa Ha Tepanuara ¢ Methotrexate wuam  aHTH-TNF,
aHTUMHTerpuHOBH, aHTH IL12/23 Tepanus, antu IL23 ¢ niau 0e3 MMYHOMOXYJIATOPH
(tuonypunu unu Methotrexate), kakto u ¢ JAK KHHa3HM MHXUOUTOPH CaMOCTOSTEITHO.
AJepHaTUBHO JICYEHUE —XUPYPrUsi

- Penanc npu neuenue ¢ antu-TNF — npoabmxaBane Ha aHTH-TNF camMocTosiTe/JJHO MM B
komMOnHanusi ¢ Azathioprine, nmpeBk/IlOuYBaHe Ha aHTH-MHTerpuH, antum IL12/23, antn
1L23, JAK KuHa3HM HHXUOUTOPHU

2.4.6.2. IIpoABb/ZKMTEHOCT HA NOAAbPIKAIIATA Tepanus

ITpy namueHTH B peMHCcHs Ha HoJbpkailo JedeHue c Azathioprine, mpekbcBaHe Ha
JEYCHHETO MOXXKe Ja Obae o0chleHo cnex 4 TOAUHM ClleJ] HACTBIIBAHE HAa PEMHCHUSTA.
Ilon3zata m puckoBere OT MpoabibkaBaHeTo Ha Azathioprine TpsiOBa na ObAaT Aa ce OLEHAT
UHIMBUAYAIHO U OOCBJCHM C MauueHTa. PUCKBT 0T pa3BuTHE Ha JIUM(OM € MHUHUMAJIEH U
TpsOBa na Obae cboOpaseH ¢ (akra, 4ye TOBeYe OT IOJOBMHATA MAIMEHTH Oe3 Tepamus
penancupar B paMKHUTE Ha 3 TOJUHH.

He morar ma Opaar gajeHu TpPENoOpPBKH 32 MPOMBIDKUTETHOCTTa HAa JICYCHHETO C
Methotrexate niau OMOJOTMYHHUTE MpemapaTH, BBIPEKU Y€ C€ MPEABIKIA MNPOABIDKUTETHA
ynotpeba, ako e HeoOxoaumo. ITon3ata u puckoBere OT ToBa TpsiOBa na ObAAaT OOCHIACHU 3a
BCEKH IMalUEHT.

2.4.6.3. TepaneBTHYHH HACOKHM 32 M3IMOJI3BAHETO HA JIeKAPCTBa 32 MOJIbpiKaHe Ha
pemucusi npu BK

Mesalazine He ce mnpenoppuBa mnopaau Junca Ha edektuBHocT. KC He ca
edextuBHU. Budesonide Moke na OTIOXKHM HACTBIIBAHETO HA peEJNanc Clel HWHAyIUpaHa
pemucusi, HO caMO B KpaTrkocpoueH IuiaH. He e edekruBeH B momabpikaHeTo H B
npoabskeHne Ha 12 mecena. Toii moxe na 3amectu Prednisolone B ciayuanTte Ha 3aBUCHUMHU OT
CTEpOUIH MAIEHTH | J1a T0100pH TOJIEPAaHTHOCTTA.

Azathioprine B no3u 2-2.5 m g/kg e edexkTuBeH 3a MOJABPKAHE HA pPEMHUCHATA.
Jlokazan e crepoua-crectsBamusg My egpekT. PaHHOTO My BKJIIOYBaHE MOXE Ja Hoao0pu
u3xoja or JjedyeHuero. Mercaptopurine B jo3a 1-1.5 mg/kg e ¢ ennakBa Ha a3zaTuonpuHa
epexTuBHOCT. Methotrexate, mpuiaraH MyCKyJlHO, € e(QEeKTHBEH 3a MOAIbpXKaHE Ha
pemMucusi TIOHE MPH MAIMEeHTH, MPH KOUTO PEMHUCHSTA € TIOCTHTHATa ¢ Hero. J[bIrocpoyHoTo
npocieasBaHe Ha TE3W MAlMeHTH HE TI0Ka3Ba IOBHIIEH PUCK OT TEXKO YepHOIPOOHO
yBpexaHe. [IpekbcBaHETO Ha JIEUEHUETO € MOCIIEABAHO OT BUCOK IPOLIEHT Ha PEJIaICH.

AnTu-TNF (infliximab, adalimumab), anTu-unTerpunoBm (vedolizumab), anTH
IL12/23 (ustekinumab), anTu IL23 (risankizumab) u JAK knna3zuu uaxudéutopu (upadacitinib)
ca e(heKTUBHU 3a TMOJIbpKaHE HAa PEMHUCHSTA PU TAWEHTH, OTTOBOPHIIM HA MHIYKIIMOHHATA
tepanus.  CroiiHOCTTa Ha  KOMOMHMpaHaTa  Tepamus Ha  MMYHOMOJYJaTopu ¢
anTu TNF/antunnterpunosu/antu 1L12/23 npenapatu Bce ole ce 00ChxKIA.

[Ton BHMMaHUE TPsIOBA Ja ce B3eMe MOBHCOKHS PUCK OT IOSBA HAa OTIOPTIOHUCTUYHH WHPEKIIUHN U
auM@omu B pe3yiTaT OT KOMOMHUPAHETO M.



BwrnpockT 3a n360p Ha MOMEHTa Ha 6€30IaCHO CIMPaHe Ha OMOJIOTUYHOTO JICYCHHE CIIE]T
NepHO/ Ha TMPOABIDKHTENIHA peMucHs € cropeH. JlaHHute couar penarnc Ha mone 50% ot
NAIMEeHTHTE CJIeJ EJHOTOJMWIIHO MpPEeKbCBaHE Ha JedeHuero. ONTHMaleH TOaX0oa €
uACHTU(UIMPAHE HA MOArPYyIaTa NAlMeHTH ¢ Hail- HUCBK PUCK OT peJarc Ha 0a3a OMOJIOTHYHU
Y €H/IOCKOIICKH MapKepH, KOMTO J]a OCTaHAT Ha MOJIbPKALIO JICYUSHHE C UMYHOCYIIPECOD.

[Tpu mareHTy ¢ pernarnc, MOBTOPHUAT Kype ¢ OMOJIOTHYHO JieueHHEe OOUKHOBEHO MOCTUTA
peMucusi.

2.4.7.XupypruvHo je4eHue
B cnydante Ha ycnoxkHeHa Oonect Ha KpoH XUpypruyHOTO J€yeHHE Ha paHEH
eTan € aJTepHaTHBa Ha JIEKapCTBEHaTa Tepamnus. MyITHANCHUILNIMHAPHY CPeIld 3a 00ChXkK1aHe
Ha

TEpaneBTUYHU CTPATeTMH 33 OTACIHHUTE MAIMeHTH ca MPENOPhUYUTEIIHU OCOOCHO IMpH
KOMIUTMLIIMpaHuTe ciy4yau Ha bK.

BbnpockT 3a mo-Bucokara 4ecToTa Ha MEPUONEPATUBHU YCIOKHEHUS MO BpEMe M Ciel
neuenne ¢ antu TNF nekapctBa ocraBa cnopeH. HTepBanbT Ha O€30macHOCT ocTaBa aa Obje
ompeneneH. Prednisolone B 103a 20 Mr AHEBHO MM E€KBUBAJIEHT 3a MOBEYEe OT 6 CEAMHIM €
puckoB ¢aktop 3a xupypruunu ycinoxsHenus. Eto 3amo KC tpsbBa na Obaar cupeHu, ako €
BB3MOKHO. Azathioprine Moke a ObJie M3MOJI3BaH 0€30MacHO B MEpHONEepaTUBHUS MEPHOI U
ClJIe]] TOBA.

TIOTIOHONYIIIEHETO € IJ1aBeH PHUCKOB (PAKTOp 3a IOCTONEPATHBEH peNanc M BCHUYKU
NalMeHTH TPsOBa 1a ObJaT HAChPYABAHU AKTUBHO J1a CIpaT MYIICHETO Mpenu onepanusra. [lpu
NAllMEHTH CbC 3HAYMTENHA 3aryba Ha Terjao Moxke Ja ObJe OOMHCICHO NpeaonepaTUBHO
EHTepaJTHO WJIM TapeHTepaiHo XpaHeHe. Huckure HUBa Ha cepyMHMS anOyMHH OOMKHOBEHO ca
pe3yaTaT Ha HEKOHTPOJMPAH CEICUC ¢ WM 0e3 mpuipysKaBalla MaJHyTpulus. B te3u ciaydau e
YMECTHO JIpEHUpaHe Ha CENTHYHUS (POKYC 3a€HO C EHTEPAIHO XPaHEHE.

2.4.8.Cneunannu rpynu nauuentu ¢ BK
2.4.8.1. IlocT-onepaTUBHY pelUAUBH

[Ipu numnca Ha nedyeHue ciel omepanusi eHJAOCKONCKU peluauB ce HabmogaBa B 65-
90% B cnexgBamute 12 mecema, a ciex 3 rogunu — 80-100%. IlpeaukTopu Ha mOCT-
omepaTHUBEH pPELUMIUB ca: TIOTIOHOMYIIEHE; MpeIxoJHa YpeBHA Omepalus; MeHeTpupala
Oonect; mepuaHanHa OoOJeCT; PE3eKIHs Ha TOJSIM THHKOYPEBEH CETMEHT; JIMICA Ha ITOCT-
OTepaTHUBHO JICUEHUE.

NneokonoHockonusiTa € 3JaTeH CTaHAapT 3a JUarHo3aTta Ha MOCT-ONEePaTUBHUS
permauB. [IpenopruBa ce mga ObAe HampaBeHa B MBpBUTE 6-12 mecena cien omnepamusTa.
EnpockonckusaT penuauB mpenamiecTBa KIMHUYHUS. [IporHosara e jomia mpu Hajduuue Ha
TEXKH EHJIOCKONCKM u3MeHeHus. AOnomuHanHata exorpadus, MP-enreporpadus u
KarcyJiHaTa €HIOCKOMHSI ca alTepHaTHBa B OI[CHKATa HA MOCT-ONEPaTUBHUS PELIUIUB.

[Tpodpunaktukata € 3agb/DKUTENHO (apmakonmornuHa. CpeactBo Ha u3bop ca
THonypunute. Te ca mo-epeKTUBHUM B CpaBHeHHE ¢ Mesalazine (camo mpu H30JIMpaHa
WJIeaiHa PE3EKIUs) U UMUA30JI0BUTE aHTUOMOTHIIH (TTO-TPYAHO ce MoHacAT). JleueHuero ce
3aroyBa 2 CeIMUIIM ClIe]] ONepanuara U npoabbkaBa none 2 roauuu. [Ipu texxkure ciydan
Ce M3I0JI3Ba OMOJIOTUYHA TepaIHsL.

HNma noxazarencTBa, ue CHEAONEPATUBHOTO NPOABIDKABAaHE Ha OHOJOTMYHOTO
JeyeHne, MPOBEXKIAHO MpPEeau OlepalusTa HaMalsBa YecToTara Ha peruauBute. Hsma
JIOKa3aTesICTBa, 4e JedeHueTo ¢ anti-TNF yBennuaBa mocTtonepaTuBHHUTE yCiIoxHeHUs. [Ipu
NAlMEeHTH C BUCOK PUCK OT CIIEIONEpPaTHBEH PEIMIUB MOXE Ja C€ 3alo4yHe OHOJIOTMYHO
JIeYeHHE, aKO HE € TIPOBEKIAHO TAKOBA TPE/IN OTIEPaIUsTA.

2.4.8.2. ®Pucryausupama bBK



Ilepuanannu ¢ucmynu - MPT Ha Mambk Ta3z € CpeACTBO Ha M300p 3a IMOCTaBsSHE

Ha JIMarHo3aTa B KOMOHMHAIUS ChC CUTMOMOCKONHS 3a OIICHKA Ha JIYMCHHATa aKTHBHOCT
Ha OosiecTTa. AHOpekTanHata exorpadus Moxe na Obae anrepHatuBa. Haii-uecto ce
ductynure ce pasfeNisaT Ha npocmu W yceioxcHenu (knacuguxayus ua Parks). Tlpenn
3all0YBaHe Ha JieveHue TPsOBa Ja ce M3KIIOUM HalIM4yUe Ha IepuaHajeH alcrec. AKO
uMa TaKbB, TOH ce npeHupa. [IpocTtute QUCTYyIM ce JeKyBaT caMO TpPHU CHMITOMATHKA.
[IpenopbuBa ce mocraBsHe Ha CETOHOB KaTeThp WMIU (UCTYIOTOMHS B KOMOWHAIUS C
Metronidazole 750- 1500 mg/nu. wunm Ciprofloxacin 1000 mg/nu. Tuonypunute ca
BTOpa JIMHHS, a OMOJOTHMYHATA Teparus — TPeTa JIUHUS.
IIpu ycnoxHeHa nepuaHanHa OosecT ce mnoctaBsi CETOHOB KaTeTbp B KOMOMHAIUS C
AHTHOMOTUK W THONYPHHM - ITbPBA JIMHUS. buonorndHaTta Tepamusi € BTOpa JIMHUS Ha
n300p. AKO MMa aKTMBHA JIyMEeHHa OoJecT, TO TS ce JekyBa. Oyenxama na egexma om
JleyeHuemo e KIMHAYHA - JIMIICa/HaIMYUMe Ha CeKkpemus oT ¢ucrtyirara W c oOpa3Ha
METOAMKa — TnpocieasBaHe Ha 3arBapsHe Ha ¢uctynmnus xox (MPT, KT). 3a
MO/UTHPIKAIIO JICUEHHE C€ HW3IOJI3BAT THONMYPWHM, OuoiormuHa Ttepamus win CeTOHOB
KaTeThp, KAKTO U KOMOMHAIIMS OT JIEKapCTBeHA Tepanus u JpeHax. [lomappxaiioTo geueHue
NpojJbIDKaBa TOHE elHa ToauHa. [Ipu Jmmca Ha OTTOBOP KbM OHMOJOTMYHATA TEpamus ce
npenopbuBa go6aBsiHe Ha Azathioprine wiu Methotrexate B KoOMOMHAIMSI ¢ aHTUOMOTHIIH.

Infliximab e moka3zan 3a nedyenue Ha ¢uctymusupama O6onect Ha Crohn B akTUBEH
CTaJUil TP BH3PACTHU MAIUEHTH C HEJJOCTATHYCH OTTOBOP Ha ISUIOCTEH KypeC Ha CTaHAapTHA
Tepanus (BKIIOYUTEIHO C IPUIOKEHNE HA aHTHOMOTHUIN, APEHUPAHE U UMYHOCYIIpECHpaIna
tepanus). [Ipu manuenTure ¢ puctyausupaiia 6oaect Ha Crohn ¢ octpu rHOVMHM QUCTYIN HE
TpsiOBa na ce 3amousa siedueHue ¢ Infliximab, qokaro He ce M3KIIOYM €BEHTyaleH (OKyC Ha
nHpexus, Haii-Beue abemnec. [Ipunara ce B 103a ot 5 mg/kg xaro uHTpaBeHO3HA UHDY3HUS,
nocjeaBaHa OT JONBIHUTENHM MHOY3uHM B 103a 5 mg/kg Ha 2 Ta U 6 Ta cenMuIa cien
mbpBaTa HHQY3UA. AKO MAaMEHThT HE OTTOBOPHU CleN Te3H 3 103H, JedeHueTo ¢ Infliximab
He TpsIOBa J1a ce MPOIbIKaBA.

[lpy mamueHTH, KOUTO OTTOBapsAT Ha JIEYCHHUETO, AITEPHATUBHUTE CTPATETHH 3a
MpOJbJKaBaHe Ha JICUSHUETO ca:

o Ilogabpkamio jeudeHue: AONBIHUTENHM WH(QY3un B go3a 5 mg/kg Ha Bceku 8

CEIMUITHN WJTH

e [loBropen kxypc: mH}Y3us B no3a 5 mg/kg, ako Npu3HAIMTE W CHUMITOMHUTE Ha

OoJsiecTTa perMIMBUpPAT, TOCcieaBaHu OT uWHOY3uH B 1o3a 5 mg/kg Ha Bceku 8

CEeIMUITH.

Makap na JMIICBaT CpPaBHUTEIHW JIaHHW, OrPAHWYCHUTE JaHHH TIIPH TAI[UCHTH,
I'BPBOHAYAIIHO TOBJIMSIM C€ OT JieueHHe B 1o03a 5 mg/kg, HO mpH KOWUTO BIOCIIEICTBHE
KIMHAYHHASAT OTTOBOP C€ € 3aryOuI, MOKa3BaT, ue MpY HAKOH MAlUEHTH MOBJIUSBAHETO MOKE
Jla ce BB3CTAaHOBU C MOBUIIABaHE Ha no3aTa. [IpoabnkaBaHeTo Ha Tepamuara TpsiOBa na ce
O0OMHUCITI MHOTO BHHUMATEIHO TPH TMAIEeHTH, NMPH KOUTO HE ce Halro/aBa TeparneBTHYCH
e(eKT cieq KOpUrupaHe Ha g03aTa.

OnuThT C MOBTOPHHU KypCOBE NP PELUIANB HAa TPU3HAIIMTE U CUMITOMUTE Ha 0OJieCT Ha
Crohn e orpaHudeH M HSAMa CPaBHUTCIHU JAHHU 3a CHOTHOLICHUETO TIOJI3a/pUCK TIPHU
aNITEpHATHBHUTE CTPATETHH 3a MPOIbIDKABaHE HA JICUYCHHUETO.

Darvadstrocel (5 MUJTHOHA KIeTKn/ml  MH)KEKIMOHHA CYCIECH3Hs)
NpeJCTaBIsiBAa  HAMHOXEHM  (eKCIIaHAMpPAHW)  YOBEUIKM  aJIOTEHHW  ME3CHXUMHHU
BB3PACTHH CTBOJIOBH KJIETKH, H30JUpaHHM OT MacTHa ThkaH (expanded adipose stem
cells, eASC). CprimacHo KpaTkara xapakTepucTHKa Ha MpPOAYKTa, TOM € IOKa3aH 3a
JeUYeHHEe HAa KOMIUISKCHH TIepHAHATHH (QUCTYJIWM TPH  BB3PACTHH TAUEHTH C
HEaKTHBHA/c1a00 axkTHBHAa JyMeHHa Oonect Ha Kpon, koraro ¢uctynure moka3Bat
HeaJleKBaTeH OTrOBOp Ha TIOHE €JHO KOHBEHI[MOHAIHO WJIM OHOJOTHMYHO JIeUYEHHE.
Darvadstrocel TpsioBa na ce u3moi3Ba caMo cjex MOJArOTOBKAa Ha (DUCTYJIMTE U OT JeKap
cnenuanuct. Ennnnunara go3a Darvadstrocel ceabpxka 120 Munuona kieTku, J0cTaBeHH B 4
¢makona. Bceku ¢uakon cwappka 30 mwimona kietku B 6 ml cycmensus. llsutoto
chIbpkaHue Ha 4 ¢uiakoHa TpsSOBaA /1a ce MPHUIIOKH 3a JICUSHHE Ha JI0 JIBa BHTPEIIHH OTBOpA



U JI0 TP BBHILIHU OTBOpa. ToBa 03HauaBa, 4ye ¢ Jo3ata oT 120 MuiInoHa KJIETKH € Bb3MOKHO
Jla ce JIeKyBaT 710 Tpu (UCTYJIHHU KaHaja, KOMTO ce OTBApST B IIEpHaHaIHATa 30Ha.

IIpokTekToMusATa € mocienHa onuus 3a JedeHue. Ilo oTHoueHuWe Ha Apyrure
¢bucTynu HAMa JOCTAaThYHO ONMUT, HUTO KIMHUYHM NpoyuBaHus. [lonxoasT € mHAMBUYyalleH
npu Bcekd manueHT. OOMKHOBEHO JIeKapCTBEHAaTa Tepamnus BbPBU YCHOPEIHO C
olepaTuBHAaTa Hameca.

2.4.8.3. Crpuxrypu
[Ipy manmweHTH ¢ KBbCH CTPUKTYpH <S5 CM WU TIOCTONICPATHBHU CTCHO3H Ha
aHacTOMO3aTa MOJXKe Jia ce 00Ch/IM CHIOCKOIICKA OaJIOHHA JHJIaTallHs.

2.4.84. IlcumxocomMaTH4YHM HapyILIEeHUSI

TpeBokHOCTTa, NENpPecUsTa U MCUXO-COLMAIHUS CTPEC Ca MO-CKOPO TMOCIEACTBHE OT
bK, a He mpuumnHa. CTeneHTa Ha MCUXOJIOTHYCH JTUCTPEC KOopeaupa ¢ TeKeCTTa Ha OoJjiecTTa 1
Mpe/cka3Ba KadecTBOTO Ha JKUBOT. [IpemopbuMTEeNHO € OlleHKaTa Ha Jenpecusra MpH
OonmHUTE B eK3alepOamus M Te3u ¢ KOopeMHa 0oJika 1Mo BpeMe Ha pemucus. JKemaTemHo e
CJIEZICHETO Ha MAlMEHTUTE 32 PA3BUTHE HAa TPEBOKHOCT M JENpecHs U MPOBEKIAHE Ha
CHOTBETHO JIeUeHUE MPH He0OXoauMOocCT. M300pbT Ha MCUXOTEPAIEBTUYHUS METO/T 3aBHCH OT
MICUXOJOTHYHOTO HapyIIeHUe U TPsOBa J1a Ce U3BBPIIBA OT CHOTBETHU CICIIHMATUCTH.

3.  VJLEPO3EH KOJUT (VK)

3.1. KIACU®UKALIUA

3a knacudpunupane Ha bK ce nu3nonsa Monpeanckara knacudukarms ot 2005 r., KOATO
BKJIIOYBA CJIETHUTE KaTETOPUU:
A. Bp3pact npu nepBara quarnosa: Al go 16 r., A2 16r.-40r., A3 Hag 40 1.
E. Pasnpocrpanenoct: E1 — npokTHUT (BB3NAIUTETHUAT MpoLiec 00XBalia caMo pekryma); E2
— JIIBOCTPAHEH KOJIUT, U3BECTEH OIIE M KaTO JAUCTANICH (BB3MATUTEIHHUST MPOIIEC € UCTAITHO
or flexure lienalis); E3 — pasmpoctpanen komut (mpokcumanHo ot flexure lienalis, BKIL
MIAHKOJINT).

ChIecTBYBaT J0Ka3aTeNICTBA, Y€ Bb3pacTTa Ha AMarHocTuuupane Ha YK nma Bpb3ka

c u3xoAa Ha 3abonsBaHeTo. JlMarHocTUuMpaHuTe mHpeau 16-roauinHa BB3pacT UMar IO-
arpecuBeH KJIMHUYEH XOJ, JOKAaTO JUarHo3ara B MO-KbCHA Bb3PAcT € CBbpP3aHa C MO-HUCHK
puck oT KojekTomus. YK, ycTaHOBeH B MHOTO MJjaJia Bb3pacT MMa Pa3InyHa €THOJOTHS U
IPOTHO3A.

3.2. OIPEJAEJIEHUA

3.21 Kinanyna akruBHoct. Kinnauunara aktuBHOCT (TexecT) Ha YK ce
KjacupuIupa KaTo peMucHus, Jieka, yMepeHa MU Texka. ToBa Mojapas/elsHe oTpa3sBa
OMoNIorMYHaTa aKTUBHOCT, @ HE OTTOBOpPa OT MPOBEXKIAHOTO JieUeHHe. TepMUHBT  TEXKbBK
(v ,,0CTBp TEXBK KOJUT) Cce MPEANoYHTa Tpex ,,pyIMHHAHTEH  KOJHT.

Pemucusita BKIIFOUBAa MBIHO H34Ye3BaHE Ha cuMNToMuTe (Opoil Ha medexaruure
<3/mHeBHO, 0€3 pEeKTaHO KbpBEHE W 0€3 HAJIW4YUE HA CICHIHW IO3MBHU 3a jaedexaius) u
BBH3CTAHOBSBaHE Ha Je0elloupeBHaTa JIMTAaBUIA TPH  EHJOCKOICKOTO  H3CJEIBaHE
(EHIOCKOTICKM HOpMaJiHA JiMraBuia). Jlumcata Ha OCTBP BB3NANIMTENICH HWH(HUITpAT B
XMCTOJIOTHYEH MaTepUall € B TIOJKpPENa Ha PEMHICHSITA.

YK ¢ yMmepeHa akTHBHOCT TpsOBa Ja ce pa3rpaHHYd OT TO3M C JIeKa aKTHBHOCT
Mopajy pa3IuvHaTa Tepanus U HelHaTa e)eKTUBHOCT.

[Ipemtarar ce MHOTO WHAEKCH 3a OLIEHKA Ha TEXKECTTa Ha 3a00JIsIBAaHETO, HO HUTO
€IMH OT TAX HE € M3I[UIO0 BaluAupaH. B exxeqHeBHATA MPAaKTHKA € MpUiaraT Moau(uKauu
Ha opurdHanHUTE Kputepuu Ha Truelove m Witts, a HamoclieJbK W W3IOJI3BAHHUS B
KIMHUYHUTE Tpoy4YBaHus Moauduiupan wuHAekc Ha Mayo (tabn. 3). EBpormeiickara



acouuanus 3a Kpon u xomur (ECCO) ot 2012 r. mpejara 3a olleHKa Ha aKTUBHOCTTA
(TexxecTTa) A ce M3MOJI3Ba KOMOWHAIMS OT KIWHWUYHHU TPOSIBH, JaOOpaTOpHU [TaHHU,

06p33HI/I 1 CHAOCKOIICKH IMapaMETpH, BKII. XUCTOJIOT'US.

Tabnuna 3. Manekc Ha Mayo.

Nuanexc

Ha |0

Mayo

Uecrora Ha Hopwmarmna 1-2/mHeBHO 3-4/mHeBHO 5/mHEeBHO

nedexarmu/nH > HOpMAaJIHO > HOpPMAJIHO > HOpMAJTHO

€BHO

PexTamio He Cnabo Bunnmo N3zpazeno

KbpBene

Myxko3a Hopma Jleka Ymepena CrnoHTaHHO
paHuMocCT paHuMocCT KbpBEHE

OO6ma oreHka Hopma Jlex YK Ymepen YK Texwvk YK

Ha JieKaps

Tpaen TepaneBTH4YeH OTrOBOP ce NMpHeMAa NMPH JOCTHUTaHEe HA O3paBsiBaHe Ha
JuraBunara (KJIMHUYHA, OHOXMMHYHA, €HIOCKONCKA M XHMCTOJOTHYHA PpPeMHUCHS).
[TbpBOHAYAMHUAT €QEeKT OT TepamusATa ce NpueMa NpU TOHIKaBaHE Ha HMHIEKCa Ha
akTUBHOCT ¢ noBeyve oT 30%, 3aeIHO ¢ HamMaJIsIBaHE HAa PEKTATHOTO KbPBEHE M €HIOCKOICKHUS
cyounaexc (0 wu 1).

3.2.2. Pedpakrepen Ha Tepanus YK

Ocsen KC-pedpaxrepnoct, YK mMoxe na 0bae pedpakrepeH 1 Ha UMyHOMOAYJIATOPU
- aKTHBHA OOJIECT WJIM peJiarc, He3aBUCHMO OT JICYEHHUETO C THOIYPHUHHU B a/ICKBATHU JI03U
(mamp. Azathioprine 2-2.5 mg/kg/nueBno unu Mercaptopurine 1.5 mg/kg/aneBHo npu nwurnca
Ha JICBKOTICHN ), HAali-MaJIKO B IPOIBJDKCHHE Ha 3 Mecela.

[Ton pedpakTepeHn AucTameH KOJUT ce pa3dbupa MEPCUCTUPAHE HA CHUMIITOMHTE
Mopajy BB3MAICHUE, OTPAaHMYCHO B PEKTyMa (MPOKTUT) WU JIIBOCTPAHEH KOIIUT,
HE3aBUCHUMO OT JIeueHHeTo ¢ epopaiau u JokaaHu KC u ¢ Mesalazine 3a 4-8 ceaqmunu.

3.3. IUATHO3A
3.3.1. Kannnunure 0eJie3n Hali-u4ecTO BKJIIOYBAT:
- KbpBaBa nuapusi, peKTaqHO KbpBEHE /WM CIICUIHU MO3MBU 3a Aedexalus; HOIIHU
nedekanuu.

B cnydaute ¢ nexa uiam 10opu ¢ yMepeHa aKTUBHOCT (PU3MKATHOTO U3CJIEIBAHE MOXKE
na 0bae 0e3 OTKIIOHEHUS.

CucreMHUTEe OIUIAKBaHUS - OTMAJHANIOCT, AHOPEKCHs, MOBHIIECHA TeMIepaTypa,
TaXWKapus, MPOMEHU B aTePUAIHOTO HaJsATaHe, 3aryba Ha TeJIecHa maca ca MpOsSBU Ha
TEXKa aKTUBHOCT.

M3BbHUpPEBHU NIPOSBHU.

[loBeduero OT CMMOTOMHUTE ca B 3aBUCHMOCT OT BB3MAJICHUETO Ha PEKTyMa, KOETO
BUHATHM € aHTAKUPaH, HE3aBUCHMO OT Pa3pOCTPaHEHHETO Ha 3a0oysiBaHeTo. Bb3naneHusr
PEKTYM Ch3/1aBa HEBB3MOXKHOCT 3a 3abP>KaHe Ha ChbPKUMOTO, BKJI. TA30BE U TEUHOCT.

3.3.2.Hayaanu 1a00paTOpHU U3CJIeABAHMS
CVE, nmbenHa KpbBHA KapTHHA, cepyMmHO xemnsizo, KCK, ¢eputnn, C-peakTHBEeH MPOTEHH



(CRP) u OMOXMMHYHM TOKazaTelu U Ap.; Muxpobuonozuynu WM3CIEABAHUA-32 YPEBHU MATOTCHH,
BkJI. Clostridium difficile toxin. Heo6xoauma e orieHKka Ha UMYHU3AIMOHHMS CTaTyC KbM pa3IMuHU
BUPYCHM 3a00JIsIBaHMsI U TYOEpKyJ03a; M3KIIOUBaHe Ha MH(pekuus ¢ nuromeraigosupyc (CMV),
Hapa3uTH.

3.3.3. ®dekasieH KAJMNMPOTEKTHH - HAZSXKIEH MapKep 32 HHTECTUHAIIHO Bb3MaJICHUE U
npu YK

3.3.4.0cHOBHY JHATHOCTHYHH H3CJIeABAHUS

KoJioHOoCKONIMSA ¢ MHOXECTBO OMOINCHM - 3a NPEANOYUTAHE C WIEOCKONUS U CEerMEHTHU
Ouomcuu, BKJI. Ha pEKTyMa € OCHOBEH auarHoctudeH Meton. Ilpu texwvk YK - 0630pHa
peneenozpaghus Ha KOpeMa M NOTBBbPXJAaBaHE Ha aKTUBHOCTTA UpPEe3 CUMOUOOCKONUs ¢ Ui 0e3
OuoricHs KaTo IbpBa JIMHUS H3cleABaHe. [IpH OCThp TE€XKBK KOJIUT mMomaiHd KOJIOHOCKOIHS HE ce
IpernopbuBa IOpagud pUCK oOT nepopanus. XHCTOJOTHYHOTO H3CJaeJBaHe IOTBbPKIaBa
JIMarHo3ara, Oomnpejessl akKTHUBHOCTTAa M OTKpMBA MHTpAeNUTeNuanHa Heoryasus (aucriasus). [lpu
BCSIKa YCTAaHOBEHA CTeHO03a Ha 1e0e10To YepBo TpsadBa 3a ce uzkioun KPK.

[Tpu HEBB3MOXKHOCT 32 €HJJOCKOIICKO M3CJIEJIBAHE Ha J€OEI0TO YePBO MOXKE J1a CE€ MPUIIOKAT
o0pa3HM H3CIe/IBaHUs, KaTO JBOMHO-KOHTPACTHO PEHTIEHOBO u3cienBaHe - upueocpagus, KT
u/wim MP kononorpadusi. AdGagomMuHaaHaTa exorpadusi € Moje3Ha 3a MOHHTOpPUpPAHE Ha
aKTUBHOCTTA Ha 3a00JI1BAaHETO, Pa3lPOCTPAHEHOCTTa U e(eKTa OT JIEYEHUETO.

HeoOxonumo e um3kimouBaHe Ha uH@ekuus. [Ipy cbMHHTENHa Auar€Ho3a € HEOOXOIUMO
IOBTOPHO €H/I0CKOIICKO U XUCTOJOTHYHO U3CIIEIBaHE CJIe] HHTEPBAI OT BpeMe.

IpornocTuynm paxkropu

WnenTudunmpaHero Ha MaMeHTUTE € JIONIA MPOrHO3a (HaBpeMeHHa OIleHKa Ha (hakTopuTe,
CBBpP3aHM C IIPOrpecupal Xo1) € 0T U3KJIIOUUTEIIHA Ba)KHOCT 32 OIPEJEISIHE Ha TIOBEJIEHUETO C LIEl
HaMaJsiBaHe Ha TMporpecusita Ha Oo0JecTTa, KOJEKTOMHUATA W Pa3BUTHETO HA KOJOpPEKTaJeH
KapIMHOM.

dakTopuTe, NMpeCKa3BaIlld HEOJArONPHUATEH XOJ M PUCK OT KOJEKTOMHS ca: Bb3pacT IMOJ
40 r., nyxna or KC npu auarHosaTta, pa3npoCTpaHEH KOJMT, IbJIOOKH $3BH, MEPCUCTUpAHE Ha
XHMCTOJIOTUYHUTE U J1abopaTopHu Oese3H 3a Bb3MaJeHHWE KAaTO MOBHIIEH (heKaJeH KaJIpOTEKTHUH,
CVE nan 30 m m (nosuwieH CRP) u Huchk andymun, [lceBgononuno3ata u aucruiasusiTa, KakTo U
HE(QYHKIIMOHUPALIOTO YepBO (TUN “0JI0BHA TpbOa”) ¢ HapyLICHUs B IepMeaOMIUTETa U XPOHUYHA
BOJIHUCTA AMAPHS Ca MO-KbCHHU, HO CHIIO TaKa BAYKU MPOTHOCTUYHHU (PaKTOPH.

3.4.JIEYEHUE HA YK

Jleuennero Ha axktuBHUS YK € B 3aBUCMMOCT OT TEXECTTa Ha AaKTHBHOCTTA,
pa3npOCTPaHEHUETO, XapaKTepa My (U4eCToTa Ha pellariCUuTe, €BOJIIOLHS Ha 0OJIeCTTa, TeparneBTUUYCH
OTTOBOP, HEXKEJIAHUTE JICKAPCTBEHH PEAKIMH, HAIMYMETO HAa W3BBHUPEBHU IPOSIBH, BB3pPACT Ha
JTUArHOCTHIIMPAHE U MPOABIIKUTETHOCT Ha 3a00JSBAHETO).

Bbp3MoxxkHOCTUTE Ha  CBbBpeMEHHOTO JedyeHne Ha YK  ocurypsBaT  akTHBHO
MMPOTHUBOBB3MAIUTEIHO BB3JACHUCTBHE HA MICTOTO HA BB3MAIUTEIHUTE MPOMEHU (TIPOKTHUT, JISIB
KOJIUT) — ONTUMAJHA JOKaJlHA Tepanus B KOMOMHAIMS ChC CUCTEMHO TpuiokeHue Ha JIC), kakTo u
HaBpeMEHHa  paHHa  uMyHoMmopxyimpama/antu-TNF/aatn  IL12/23/iJAK/S1P  peuentop-
MOAYJIMpala Tepanus OpU yMEPeHO TEeXBbK U TeXbK YK caMOCTOATETHO WM B KOMOHWHAIIMS.
MonepHuTe TepaneBTUYHU aIrOPUTMH, BKIFoUBay aHTU-TNF B KOMOWHAIMS C IMYHOMOTYJIaTOPU
nin JAK xuHa3Hu naxuOuTopu wim S1P pemenTtopeH MoayJaTop CaMOCTOSITEIIHO, ca C BHCOKa
€(eKTUBHOCT MPU PAHHO MPUIOKECHHUE ITPH BUCOKOPUCKOBH MAIlUEHTH.

3.4.1.A3n013BaHN JIeKAPCTBEHHN NPOAYKTH

3.4.1.1. Mesalazine
1. Mesalazine - cToManrHo yCcTOMYMBY TaONeTKH: MbpBOHAYalHa (MHAYKIIMOHHA) A03a - 1.5 g - 3.0
g/maeBHO PO, Makcumanuo — 110 4.0 g/mHeBHO npu Tex bk YK; mopaepkama no3a 1.5 g/naesno PO
2. Mesalazine - cTOMAamIHO YCTOHYMBM TpaHyJdH C YIBIDKEHO JEHCTBHE: IThbpBOHAYAIHA



(mamyKonHa) nosa - 1.5 g -3.0 g/areBHo PO; mopaepikama no3a -1.5 -3g/nueBno PO
3. Mesalazine ¢ JOKanHO JCHCTBHE —CYNY3UTOPHH 3a PEKTAIHO MPWIOKEHHE: ITIbpPBOHAYATHA
(MHIYKIIMOHHA) 1032 - 1.5 g/ nHeBHO; moabpikaia no3a —0.75-1.0 g/AHeBHO peKTalHO
4. Mesalazine ¢ JOKagHO JeHCTBME — peKTalHa cycrneH3us (kau3ma)-4g/60 ml mbpBoHadanHa
(MHIOYKLIMOHHA) 103a - 4 THEBHO peKTalIHO (Hai-uecTo 8-12 ceamulin)

3.4.1.2. Koprukocrepouau (KC)

Prednisone tabl. 5 mg wiu Methylprednisolone tabl. 4 mg 40 mg/aueBno PO, makcumanno 1o 60
mg/nHeBHo PO no cxema ¢ HamansiBaHe 3a 8-10 cenmuiy.

Methylprednisolone 40-60 mg/nueBno IV, makcumanno — 1o 80 mg/auesHo IV

Budesonide ¢ mokamHo nelicTBue (peKTanHa TIsSHA): MbpBOHA4YalHa (MHAYKIIMOHHA) J03a - 2 Mg
(1 BrpbCcKBaHE)/AHEBHO, peKTATHO (aKTHBEH Y K -POKTHUT, JISIB KOJIUT)

3.4.1.3. Hmynomoayiaaropu (umyHocynpecopu) Tuonypunu:
Azathioprine — 2 - 2.5 mg/kg/ maeBuno PO
Mercaptopurine - 1 - 1.5 mg/kg/ nnesno PO
Methotrexate - mbpBoHauasHa (MHIYKIMOHHA) 1o3a 25 mg IM/ cenmMuuHO; mojaabpikaiia Jgo3a
— 15 mg IM/SC cenmuuno

CesiekTuBHM UMYHOCYTIpecopH /JlekapeTrBa Majiku MoJIeKyJIH
JAK KuHa3HU HHXMOUTOPH:
Tofacitinib — [Ipenoppruntennara nHAyKIMOHHA 1032 € 10 mg, nmpunaraHa nepopajHo ABa I'bTH
JTHEBHO 3a WHAYKIUS B NpOABIDKEHHEe Ha 8 cexamuiy. Ilpw manmeHTHTE, KOUTO HE IOCTHTAT
JIoCTaTh4yHA TepaneBTHUYHA 10132 IO CeIMHULa 8, MpUeMbT Ha UHAYKIIMOHHATA fo03a 10 mg aBa mbTH
JTHEBHO MOKe J1a ObJie MPOIBIDKEH 3a ome 8§ ceaqmuIy (o6mo 16 cenMuin), mociaeIBan OT 5 mg aBa
OBTH JIHEBHO KaTo Nojabpkamia Tepanus. [Ipu mammeHTtuTe, NMpu KOUTO HE ce HalIroAaBatr
JI0Ka3aTesICcTBa 3a TepaleBTUYHA 032 10 ceaMuLa 16, mHAyKIMoHHaTa Tepanus ¢ tofacitinib TpsiOBa
na Obae mpekpareHa. I[lpenmoppumTenHarta no3a 3a moaabpkama Tepanus e tofacitinib 5 mg,
npusarad nepopagHo /1Ba IbTU JTHEBHO.
* Tofacitinib 10 mg nBa MbTH AHEBHO 3a MOAIbpIXKAILA TEpANuUs HE CE MPENOpPbUBa MPU MALMEHTHU C
VYK, KOUTO ca ¢ U3BECTHU PUCKOBU (pakTOpH 3a BeHo3Ha TpombOoembomnus (BTE), ronemMu HexenaHu
cepaeuHochoBu cboutus (MACE) u 3m0kadecTBeHO 3a00siBaHE, OCBEH aKO HsAMa HaJIUYHA
MOJXO/AIIa TeparneBTHYHA alITEPHATHBA.
* [Ipn maunentute ¢ YK, kouto Hamar nosuieH puck 3a BTE, MACE u 310kadectBeHo 3a00J1sBaHe,
MOXke ga ce oomuciu tofacitinib 10 mg mepopanHo aBa MBTH JHEBHO, aKO IMPHU IMAIMEHTHTE Ha
tofacitinib 5 mg aBa MHTU MHEBHO ce HAONIOAAaBa HaMaJlIBaHE HA OTrOBOpa M HE C€ TOJydaBa
OTrOBOpP KBbM TEPANEeBTUYHHU AITEPHATHUBH, KATO JICUEHHWE C MHXUOUTOpP Ha TyMOpP-HEKPOTHU3HpAIll
¢daxtop (TNF unxuburop). TpsabBa ga ce m3non3Ba Hali-HMCKaTa epeKTHUBHA 03a, HEOOXOAUMA 32
MOJIbpKaHe Ha OTTOBOPA.
* [loBTopHO neuenue npu YK - Ilpu npexbcBane Ha seueHueTo c tofacitinib, Moxxe ga ce oomucau
MOBTOPHOTO My 3amoyBaHe ¢ tofacitinib. B ciiyuau Ha 3ary6a Ha oTroBOp, MOXe Ja ce OOMHUCIH
nmoBTopHata WHAyKIuMs c tofacitinib 10 mg, nBa mbTHM nHeBHO. [lepwoabT Ha TpeKbCBaHE Ha
JICYSHUETO B KIMHWYHU TPOYYBAaHUS MpoabbkaBa mo | roamna. EdukacHocTra mMoxe ma Obuae
BB3CTaHOBEHA 10 8 ceaqmuiy Tepamnus ¢ 10 mg nBa mbTu qHEBHO. [Ipu manueHTUTe C TepaneBTHYEH
oTroBop KbM tofacitinib, kopTukocTepouauTe MOraT Ja c€ HaMalsIT W/WIM HpPeKbCHAT B
CbOTBETCTBUE ChC CTAHJIAPTUTE 3a JICUCHUE.
Upadacitinib - IIpenopruntennara naayknuonHa no3a Upadacitinib e 45 mg BemHBX THEBHO B
npoabiDkeHne Ha 8 ceqmunu. [Ipu mammeHTH, KOUTO HE ca MOCTUTHANW aJileKBaTHA TEparneBTHUYHA
noJza jio ceamuiia 8, ynorpebara va Upadacitinib 45 mg BeTHBK JHEBHO MOXKE JIa MPOIBIKU OIIIE
8 cemmunn. Upadacitinib TpsiOBa na Ob/e CIpsiH NMPU BCEKH MAITUEHT, KOMTO HE MOKa3Ba JaHHU 3a
TepaneBTHYHA Noj3a 10 ceamuna 16. [lpenoppunrennara noxabpikamia go3a Upadacitinib e 15 mg
i 30 mg BEAHBX JTHEBHO B 3aBUCUMOCT OT MHIMBHIyaTHUTE OCOOCHOCTH Ha TTAI[ECHTA:

e Jloza 15 mg e mpenoppumrenHa 3a mauueHTd ¢ nosumeH puck or BTE, MACE u

3JI0KQ4E€CTBEHO 3a001sIBaHE
e Jlo3a 30 mg BeqHBK JTHEBHO MOXKE J1a € MOIXOIIa 3a MAlMEeHTH, KaTO HapUMep Te3u C
MO-TOJISIMA TEXKECT Ha 3a00JIIBAHETO MM M3UCKBAIIU 16-CeIMUYHO MHIYKIIMOHHO JICUCHHE,



kouto He ca ¢ noBuiieH puck oT BTE, MACE wu 31okadecTBeHo 3a00siBAaHE WM KOUTO HE
NOKa3BaT aJieKBaTHA TepalleBTUYHA M10J13a OT 15 mg BeAHBXK JTHEBHO.
e Jlo3a 30 mg BenHBXK JTHEBHO MOXE Jla € MOJXOJAIA 3a MalMEeHTH, KOUTO HE IOKa3BaT
aJleKBaTHA TepareBTUYHA 10132 OT 15 mg BEHBK AHEBHO.
e TpsabBa na ce uMa NMpeaBU]l Hal-HUCKATa e()eKTUBHA J103a 32 MOIbp)KaHe Ha OTTOBOpA.
[Ipn manyenTH Ha BB3pacT > 65 roAWHU NPENOPBUUTENIHATA 032 € 15 mg BeAHBK JHEBHO.
[Tpu maumeHTH, KOUTO ca OTroBopwiM Ha yedeHuero ¢ Upadacitinib, kopTukocTepouuTe
Morat Ja ObJaT HaMmalleHW W/WIM CIPEHU B CHOTBETCTBHE CBhC CTaHAAPTHATa MEIUILIMHCKA
rpyxa.

3.4.1.4.bunonornynu cpeacrsa (uaxuouropu Ha TNF anda; aHTH-MHTerpHHOBHU; aHTH
1L.12/23, antu-1L23) Uuxuouropu na TNF anda

Infliximab

[IbpBOHavyanHa (MHAYKIMOHHA) no3a: 5 mg/kg uHTpaBeHo3Ha uHdy3us Ha 0, 2 U 6 cenMuIy;
nojbpikaia go3a: 5 mg/kg uaTpaBeHO3Ha MH(Y3US HA BCEKU 8 CEIMUIIH.

[Ipunara ce B noza 5 mg/kg karo umHTpaBeHO3Ha HMH(Y3Us, Cled KOETO — JONBJIHUTEIHU
uHy3un B no3a 5 mg/kg Ha 2 Ta u 6 Ta cenMuua cielx IbpBaTa WHQY3US, MOCIECIBAHU OT
MH(Y3UU Ha BCEKH § CEIMHULIM.

HanuuHuTe JaHHU TOBOPSAT, Y€ KIMHUYCH OTTOBOP OOMKHOBEHO C€ IMOCTUIa B paMKuTe Ha 14
CE/IMHUIIA OT HAYAJIOTO HA JICUCHUETO, T.C. CJIe] TperaTta J1o3a. [lpu manueHTH, Mpu KOUTO Tpe3
TO3H MIEPUOJI HAMA JJaHHH 3a TepaneBTUYCH e(eKT, MPOIb/KaBaHETO Ha JICUCHUETO TPsIOBa Ja ce
0OMMCIIH BHUMATEIHO.

Infliximab e mokasaH 3a JieueHHEe Ha TEeXKBHK aKTUBEH YJIIEPO3CH KOJUT TPHU Jela U IOHOIIN Ha
BB3pacT oT 6 10 17 roauHu, ¢ HEOCTAThbUEH OTTOBOP HA CTaHAAPTHA TEPaIUsl, BKIOYUTEIIHO C
koptukoctepouau 1 6 MP unu AZA, wiu TakuBa, MPU KOUTO MMa HEMOHOCUMOCT KbM HIIU
MEIUIMHCKHI MPOTUBOMOKA3aHUS 32 TaKaBa Teparius.

[Ipunara ce B no3a 5 mg/kg xato umHTpaBeHO3Ha WH(QY3US, MOCIEIBAHA OT JOMBIHUTEIHU
uHdy3un ot 5 mg/kg, Ha 2 pa u 6 Ta ceaAMMLA ClIe]] TbpBaTa HHQY3HsL, TOCIEABAHN OT UH(DY3UH
Ha BCceKM 8§ ceamuiu. HalmnvyHWTe NAaHHM HE TOAKPENST MPOABDKABAaHE Ha JICYEHUETO C
Infliximab npu neauaTpuyHM MaMeHTH, HEOTTOBOPWIN B PAMKHUTE Ha IMbPBUTE § CEIAMHUIM OT
3armouBaHe Ha JjeueHnero. besonmacHoctTa U eduracHocrra Ha Infliximab He ca mpoydyenu npu
nena noJ 6 rouIIHA Bb3PaCT € YJLEPO3EeH KOJIUT.

Adalimumab

[IspBOoHavanna (MHAYKIIMOHHA) go3a: 160 m g mpe3 ceamuna 0 (mox dopmarta Ha YeTHpPHU
UH)KEKLIIMM B pAaMKHUTE HA €IHO JICHOHOIIME WJIM KaTo JIBEé HWHXXEKIMU IHEBHO B JBa
MoceoBaTeTHu aHM), cien koero 80 mg mpe3 ceamuna 2; [Mogmepikama gosza: 40 mg mpes
ceIMUIIa WM BCSAKA CeIMUIIA.

[TokazaH 3a jeueHue Ha yMepeHa J0 TeXKa akThBHA ¢opma Ha YK npu neguaTpuyHu nauueHTu
(Ha BB3pacT HaJx 6 TOAMHHU), KOUTO HMMAaT HEAOCTaThbU€H OTTOBOP KbM KOHBEHILMOHAJIHATA
Tepanus, BKJIIOYBAIlA KOpPTUKOCTEepouau u/miau 6-mercaptopurine (6-MII) win Azathioprine
(AZA), nin uMaT HEMOHOCUMOCT, WM MEAULIMHCKH TPOTUBOINIOKA3aHUs 32 TAKUBA TEPaIHH.
Golimumab

[TspBoHauamua mgo3a 200 mg; 100 mg mpe3 BTOpa cemmuia, ciaea toBa mo 50 mg/100 mg B

3aBUCUMOCT OT TCJICCHOTO TCIJIO €JHUH IIBT MCCCYHO.
AHTH — HHTCIrPUHOBHU

- uHxuOuTopu Ha 1L.12/23
Ustekinumab - IIppBoHauanHa (MHOYKIIMOHHA) J03a: €IWHWYHA WHTPABEHO3HA [103a,
OCHOBAaBalIlla C€ Ha TEJIECHOTO TErJIO:
TenecHo Terio Ha [IpenopbunTenna bpon
[ayeHTa KbM nosza? (baaxkoHu
MOMEHTa Ha Ustekinumab
TpujaraHe 130 mg




<55kg 260 mg

>55kgno<85kg 390 mg

> 85 kg 520 mg
Mpubnuzurenno 6 mg/kg.

[Monoppxkama mo3za: 90 mg Ustekinumab, mpumokeHH MOAKOKHO § CEIMUII
cJiel MHTPABEHO3HATA /1032, CJIe]T KOETO CE MPEernopbyuBa MPUIIOKEHUe Tipe3 12 ceaMuIu.

[TarueHTH, KOMUTO HE C€ MOBIMABAT JAOCTATBYHO A0 & CEIMUIM CJel IbpBara
MOJIKOKHA J103a, MOKE JIa TI0JIy4aT BTOpa MOJIKOKHA 71032 B TO3U MOMEHT.

[TarmenTH, Mpu KOUTO MMa 3aryba Ha OTTOBOp MpHU MpujaraHe npes3 12 ceamwuiu,
MO>K€E Jla UMaT I0J13a OT MOBUIIICHUE HAa YECTOTATa Ha IPHIIOKEHHUE MPE3 § CEIMULIH.

Bnocnencreue go3ara Moxke Ja ce Ipuiara Ha MalMEHTUTE Npe3 8 CeAMUIM WU mpe3 12
CeIMUIIM Bb3 OCHOBA Ha KIIMHUYHA MPELCHKA.
TpsiOBa a ce TOMUCIM 3a IPEYCTaHOBSIBAHE HA JICYCHUETO TIPH MAIUSHTH, KOUTO HE
[IOKa3BaT JaHHU 3a TepaneBTHUYHA Moj3a 16 ceaMuuM cienx i.v. MHIYKIMOHHA J103a Wi 16
CeIIMHUIIM CJIe]T PEMIHABaHEe KbM MPHUJIaraHe Ha MO IbpiKalia 103a Mpe3 8§ CeIMHUIIH.
[TpunoxeHneTo Ha IMYHOMOTYJIaTOPU U/WIIN KOPTUKOCTEPOUIN MOXKE J1a TIPOIBIIKH
no Bpeme Ha jedeHueTo ¢ Ustekinumab. [Ipu manuenTrTe, KOMTO ca Ce MOBIHSUIH OT JICUEHUETO
¢ Ustekinumab, npuioxXeHHeTo Ha KOPTHUKOCTEPOMJIM MOXE Ja Ce Hamald WM Ja ce
NPEyCTAaHOBU B CHOTBETCTBUE CHC CTAHIAPTHUTE TPUKH.
Vedolizumab - IIspBonavanna (manxyknnonna) go3a: 300 mg naTpaBeHo3Ha nHoy3us Ha 0, 2, 6
(m 10) ceqmumm; Iommppkama mo3a: 300 mg wHTpaBeHO3HAa WHGY3HUS Ha BCeKH 4 win 8
CEeIMUIIH.

Antu I1L-23

Mirikizumab - Uuanykuuonnara no3a 300 mg upe3 uHTpaBeHO3Ha MH(Y3HUs 32 Hail-manko 30
MuHyTH Ha ceamunu 0, 4 u 8. Ilogawspikamara 1o3a 200 upe3 MOJKOKHO UHKEKTUPAHE HA BCEKU
4 cepmuuu. IlanmeHTn cbc 3aryba Ha TepanmeBTUYEH OTIOBOP IO BPEME Ha MOJABPKAIIO
neyenne morat aa nosydar 300 mg Mirikizumab upe3 uMHTpaBeHO3Ha MH(QY3MsS Ha BCekHu 4
ceIMUIIM 3a 00110 3 103U (TOBTOPHA MHIYKIINSA).

Risankizumab ¢ moka3zaH 3a jeueHue Ha yMepeHa 10 TEKKa akTHBHA (opMa Ha YIIEPO3eH
KOJIUT MPHU BBH3PACTHU MAlMEHTH, KOUTO UMAT HEIOCTaThUYEH OTrOBOp, 3aryda Ha OTTOBOP WM
HEMOHOCUMOCT KbM KOHBEHIIMOHATHA UJIM OMOJIOTUYHA TEPATTHsl.

Jl031poBKa U HAUMH Ha MPUIIOKEHHE:

[IpenopbunTennata HHAYKIMOHHA 1032 € 1 200 mg, NpUIOKEeHN Ype3 MHTPABEHO3HA MHQY3HS
Ha cemmuiia 0, cenvumia 4 u cemmuiia 8. Ot ceaqmunia 12 m Ha Bcekd 8 ceaIMUITM cCiie] TOBa
NpenopbUYUTENIHATa MOJIbprKallla 1032 CE OCHOBaBa Ha HMHAMBUIYAJTHOTO CbCTOSHHME Ha
nainuenTa: 103a ot 180 mg, mpuiiokeHa upe3 MoKONKHA WHKEKIIHSI, C€ MPENopbhUYBa 3a MarlueHTH
C IOCTAaThYHO MOJAOOpEHUE M0 OTHOIICHHE Ha aKTUBHOCTTA Ha 3a00JIIBAHETO CJIE] UHIYKIIHATA.
Jo3a ot 360 mg, mpuwioXeHa uype3 IMOJKOKHA WHXKEKIUS, CE MPEernopbuBa 3a MAIlMEHTH C
HEJOCTAaThYHO MOJ00PEHHUE 1O OTHOIICHNE Ha aKTUBHOCTTA Ha 3a00JIIBAHETO CIEA UHIYKIIHITA.

Guselkumab e moxasaH 3a jedyeHUE Ha BB3PACTHU IMALMEHTH C YMEPEH /10 TEXbK aKTUBEH
YILEPO3EH KOJUT, KOUTO HE ca C€ MOBIMSUIM JOCTaThYHO, BEYEe HE CE IMOBIMSIBAT WIU ca
IPOSIBUIIN HETOHOCUMOCT KbM CTaHJapTHATa Tepanus Wik OMOJIOTUYHO JICUCHHE.

Losuposka: IIpenopbuBa ce HAKOS OT CIEIHUTE JBE NHAYKIMOHHU J103U:

- 200 mg, npwioxkeHu upe3 uHTpaBeHo3Ha uHOY3uss Ha Cemmuma 0, Cenqmuna 4 u
Cenmuna 8.

- 400 mg, NpUIIOKEHH Ype3 MOIKOKHA MHKEKIHS (IPUII0KEHU KaTO JIBE IOCIIEI0BATEIIHU
urxekuu ot 200 mg Beska) Ha Ceamuna 0, Cenmuna 4 u Cenmuna 8.

Crnen mpukitOuUBaHE Ha cXeMaTa ¢ MHIYKIIMOHHATa J103a € Bb3MOXKEH HM300p MEXIy CIETHUTE
JIBa MOAIbP>KALIM JJO30BU PeXKHUMa!



Ot cenmuna 16 na ce 3amoune 100 mg, npunaranu 4pe3 MOAKOKHA WHXKEKIUS Ha BCEKH 8
ceamuiy (q8w).

Ot cenmuna 12 na ce 3anouyne 200 mg, npriiaranu 4pe3 MOJAKONKHA MHKEKIUS U CJIe/] TOBa Ha
BcekH 4 cenqmunu (q4w).

Bropusr repanestuuen pexxum (200 mg q4w) moke na ce nzbepe npu NalueHTH, KOUTO He
MOKa3BaT JOCTAaThUHA TEPANEBTUYHA I0JI3a OT WHAYKIIMOHHOTO JIEYCHHE CIOpe] KIMHUYHATA
MPEIICHKA Ha JICKyBAIUs JIeKap.

NMyHOMOYJIATOPUTE W/WIIM KOPTUKOCTEPOMINUTE MOXE Ja C€ NMPOABIDKAT MO0 BpeMe Ha
nedyenneto ¢ Guselkumab. [Ipu manmenT, KouTo ca ce mMoBaUsIU OT JedeHueTo ¢ Guselkumab,
KOPTUKOCTEPOUINTE MOXKE Jla CC HAMAJST WM J]a CE CIPAT B ChOTBETCTBHE CHC CTAHIAPTHOTO
JICUCHUE.

TpsiOBa na ce 0OOMUCIH MPEYCTAHOBSBAHE HA JICUCHUETO MPU MAIMEHTH, KOUTO HE ca MOKa3alu
JTaHHM 3a TepareBTUYHA 032 cliell 24-CeIMUYHO JICUCHHUE.

Vedolizumab 108 mg WHXEKIIMOHEH pa3TBOpP B MPEABAPUTEIIHO HAI'bJIHEHA MUCAJKa 3a S.C.
npuiokeHue. Besika mpeaBapuTeHO HalmbIHEHa nucaika cbabpxka 108 mg vedolizumab B 0,68
ml. Ilpenopruntennara cxema Ha npuioxeHnue Ha vedolizumab moIKoXHO KaTo moAIbpiKalio
JeyeHue ciel MoHe 2 MHTpaBeHO3HHM HHOYy3un vedolizumab e 108 mg, mpumaranu upes
MIOJIKO’KHA MHIKEKIMSI BEJHBX Ha BCEKH 2 cenMuIM. [IbpBara mojakokHa o3a TpsiOBa ma ce
npuiara BMECTO ClleBalliaTa IUIAaHUPaHa MHTPABEHO3HA J103a U Ha BCEKU 2 CEIMUIIM CJe]] TOBA.

S1P peunentopen moay.aarTop:

Etrasimod ¢ moka3an 3a jedyeHHe Ha MAalMEHTH HAa BB3pacT 16 TOJIMHU W TOBEYE C YMEPEHO
TEXbK 10 TeKbK akTuBeH YK, KoMTO ca uManu HeaocTaTbueH OTrOBOp, 3aryda Ha OTTOBOP WIIH
HETIOHOCUMOCT KbM KOHBEHIIMOHAIHA TePAHsl UM OMOJIOTUYHO CPEACTBO.

[Ipenopwuutennara noza ¢ 2 mg Etrasimod, npuemana Beauwx muesHo PO. IlpemopnuBa ce
Etrasimod na ce mpuema c¢ XpaHa npe3 IbpBUTE 3 THHU C IeJl HaMaJIIBaHE Ha MOTEHIMAJIHUTE
NpeXOAHH €PEeKTH Ha IOHIKAaBaHE Ha ChpJeYHATa YECTOTa, CBBP3aHMW CHC 3all0YBaHE Ha
neuenuero. Cnen ToBa Etrasimod Moske n1a ce mpuema cbe Ui 6e3 xpana. TabneTkute TpsaodBa
Jla ce MOIUIBIIAT 1IeJIM C BOJa U He TpsiOBa Ja ce paslelsT, pa3TpollaBaT WU JIbBYAT, Thil KaTo
T€3U METOJIM HE ca MPOYUYEHU B KJIMHUYHU U3MUTBAHMUS.

3.4.2. JleyeHnue criope pa3npoCcTPAHEHOCTTAa U AKTHBHOCTTA HA 0oJiecTTa

3.4.2.1. IIpoxTuT
3.4.2.1.1.  Jlek u ymepeno meixcvK npoKmum
[IepBOHavYasiHO (MHAYKIIMOHHO) JeueHue: KomOumHupane Ha Mesalazine ¢ mokamHO
neiictBue (cymo3utopun Mesalazine 1g mHeBHO, anTepHATHBA - PeKTalHATA IsSHA) ¢ TIEpOpalieH
Mesalazine wnu nokanHo npuiokeHue Ha KC - mo-epekTUBHO OT CaMOCTOATETHOTO UM
NPUIIOKEHUE W Ce TPEnopbhyuBa 3a yBelW4yaBaHE HA €(EKTHBHOCTTA Ha TepamusTa.
Bropa munaus: KC: npu manueHTH, HeoHacsIu JokaieH Mesalazine; manueHTa, KOUTO
HE ce MOBIMABAT OT opayieH/JIokaneH Mesalazine u nokamaun KC TpsiOBa na Obaar jgexyBaHU
nombyiHUTENHO ¢ opasiau KC.

3.4.2.1.2.  Pegppaxmepen NIPOKTUT - UMYHOCYTIPECOPH /WM OMOJIOTUYHU CPEACTBA.

3.4.2.2. JleBocTpaHeH KOJMT

3.4.2.2.1.  Jlex u ymepen neeocmpanen YK

- IIspBoHavamHO (MHAYKIIMOHHO) JieueHue: Mesalazine knmm3mMu 1g nHEBHO, KOMOMHHMpaHU
¢ mepopayieH Mesalazine Hax 2g THEBHO.

CamocrosrenHoTo nmpuioxenue Ha jokanHu KC win Mesalazine, kakTo 1 MOHOTEpamnusiTa C
nepopasien Mesalazine e mo-cinabo epexkTUBHO OT KOMOHMHHMpaHaTa MepopaiHa M JIOKaJIHA
tepanusi ¢ Mesalazine. Jlokanuusar Mesalazine e mno- edextuBen ot Jjokanaus KC.
HezaBucumo ot "nokazatencrsara” KIMHUYHATA MPaKTHKa IOKa3Ba 00paTHOTO. EMHOKpAaTHOTO
JI03MpaHe MOJXKe Jla ce Ipernopbya caMo 3a NOJIbPKaHe Ha PEMHCHS.

EdexTuBHOCTTa Ha Mecaga3sMHOBUTE KIM3MHU M IsiHA, Ha Maikus (I0-100pa MOHOCHMOCT) U



rojemMusi 00eM 3a MOCTUTaHE Ha PEMUCHS € €JHAKBA.

- Bropa nunusa: CucremHoro npunoxenue Ha KC - ako cMMOTOMUTE HE CE€ MOBJIUSIBAT OT
Mesalazine. Pemenunero 3a BrkirouBaHeto Ha KC kbM craHpapTHata Tepamusl 3aBUCH OT
OTroBOpa U TOJepaHca KbM Mesalazine, mnpeamoynTaHusaTa Ha MAUEHTa W ONUTa Ha
nekyBamusa Jekap. I[loka3aHo € npu BIOIIaBaHE HA CUMITOMHUTE; IIEPCUCTUPAHE Ha
pekTanHoTo KbpBeHe cien 10-14 nHeBHa KOMOMHMpaHa Tepamnus ¢ aMUHOCAJIHUIMIATH; JIUIICa
Ha TpaiiHo mojoOpeHue Ha Bcuuku cuMntoMu Ha YK cien 40 nHeBHa ajgekBaTHA Tepamus
Mesalazine.

3.4.2.2.2. Tesxncvk neeocmpanen Koaum
OOUKHOBEHO € MHIMKAIUS 32 XOCTIUTATN3AIUs U UHTEH3UBHO JIEYEHHE ChC CHUCTEMHA Teparusl.

3.4.2.3. Pasnpocrpanen YK

3.4.2.3.1 J/Iex 00 ymepeno mesxcvK paznpocmpanen Koaum
[IbpBoHauvanno neuenue: llepopanen Mesalazine B 103a Hajg 2g JHEBHO, B KOMOMHAIMS C
nokaneH Mesalazine (mpu 106pa TOHOCUMOCT).
Bropa muams: Cucremno mnpuinoxkeHne Ha KC - ako cHMOTOMUTE HE C€ TOBJIHSBAT OT
Mesalazine.
B cnyuaii Ha penanc Ha ¢oHa Ha MoAAbpIKalla Tepanus ¢ nepopaneH Mesalazine >2g/nH nnu
umyHomonynatopu - KC (Prednisolone 40 mg 1HeBHO 3a eHa ceaMHIIa, CIIe]] KOETO J103aTa ce
HaMaJsiBa ¢ Smg ceAMUYHO 3a 00110 § ceaqmuin). M3mon3Bar ce u Ipyru cXeMu, HO € pa3yMHO
BCEKU IIEHTHP Ja MOJ3Ba OMpEeeHa cXeMa, 3a J1a MOXKe CTepOHJIHATa 3aBUCHMOCT Ja Obae
paHo pasno3Hara. ToBa yiecHsBa BKIIOUYBAHETO HA UMYHOMOYJIaTOPH.
Kbcute kypcoe (< 3 cenMuIm) ca CBbp3aHH C PUCK OT paHEH peraric, a 103u Ha Prednisolone
< 15 mg nHeBHO He ca e()eKTUBHU NPH aKTUBHO 3a00JIsIBaHE.

3.4.2.3.2.Te:xkbk Ppa3snpoCcTPaHeH KOJUT - [IOKa3aHWE 3a XOCHUTAIM3alUus |
WHTEH3UBHO JICUCHHE.

3424 Texbk YK He3aBHCHMO OT pa3snpocTPAHEHHETO
Bcuukn IIaIMUEHTHU C TCKBK YK Tp$[6Ba aa 61))121T XOCIIUTAJIM3UPAHU 3a UHTCH3MBHO JICYCHHUC,
MPOBEXAAHO OT MYJITHUAUCUMILIMHAPEH €KUM (TacTPOEHTEPOJIOT M XHPYypr C ONUT B
KOJIOMPOKTOJIOTUATA).

3.4.2.4.1 Ocmvp mexncvx YK (MOTEHIMATHO )KMBOTO3aCTPALIABAIIO CHCTOSHUE)
OcHoBHo neuenue: Benosnoto npunoxkenne Ha KC (manp. Methylprednisolone 60 mg/24uy).
[To-BucokuTe 103U HE ca M0-e(heKTUBHU, HO MMO-HUCKUTE ca MO-MajKo epeKkTuBHHU. boiycHOTO
NPUIOKEHWE W TPOJBIDKUATENHATA WH(Y3UsI ca €qHaKBO €(PEeKTHBHU. YIBDKaBaHETO Ha
TepanusTa nmoseve ot 7-10 qau He HOocH MO-roiisiM edekT. CyMapHHST TepaneBTUUYEH OTTOBOP
kbM KC, He3aBHUCHMMO OT BHJA Ha JIEKApCTBOTO, fAoctura 67%. OleHka Ha OTTOBOpa KbM
BeHo3Hu KC - Hail-nobpe u obextuBHO cien Tpetus aeH (Oxford score).

3.4.2.4.2. Pedpaxrepen Ha BeHO3HHU cTepouan YK He3aBHCHMMO OT pa3npocTpaHeHHeTo

Bropa nuHus Ha nedenue: ,,cnacutenHa’ tepanus - Infliximab B equnuuna nosa 5 mg/kg
CeplecTByBaT qo0Ka3aTeNCcTBa, 4ye MbpBoHadanHa no3a oT 10mgkg e mo-eduxacHa karto
"tepanus Ha cnaceHuero" (MHaukauus u3BbH KXII) - (1oka3aHa epeKTUBHOCT KaToO Tepanus
Ha cnaceHueto); Ciclosporin unu Tacrolimus (wamukamus w3BbH KXII). Ako HsAMa
nogo0peHue B paMKuTe Ha 4-7AHU OT T.H. ,.ClIaCUTENHA” Tepamus - Koylekromus. Tpera
JUHUS Ha JIeUeHue MoXe J1a ObJie 00ChKIaHa caMo B CIIeLUaIN3UPaHU IEHTPOBE.

Honvanumennu mepxu — peaHMMAIMOHHU MEPONPUATHS M KOPEKIMS Ha KM3HEHO BAXKHU
(GYHKINU U OTKIOHEHUs KbM BeHo3HHTe KC, Hamp. eNeKTpOJIMTHU Pa3TBOPH C NMPUOABEHU
KanueBu (Hail-manko 60 mmol/qHEBHO) M KalLMEBH COJM; TJIIOKO3HU Pa3TBOPH;
aHTMOMOTHIIM, TOKpUBAUIM aHaepoOHa u aepoOHa ¢iopa (Metronidazole, Tobramycin,
Ciprofloxacin unu Vancomycin), nedenne Ha CMV unu C.difficile undekuus, enrepanto
U TapeHTEepaJHO XpaHEHEe, KOpeKUus Ha JAeQUUUTH U Jp; JIOKajJHa Tepamus



(Mesalazine wnm crepouau) — OpU MOHOCHMOCT; KPBBONPEIMBAHE - 32 MOJIbp)KaHE Ha
xemornobuna Han 80-100g/l.; Genrbunu mpomyktd (Human albumin) um mmasma- npwu
anoymun  mox 30 g/l, mONMBMTAMMHHU ~ TpenapaTH, AaHTUCEKPETOPHM  CpE/ICTBa
napentepanno (H2 OGmnokepu, WIIII); 3ambmkuTensHo HHUCKOMOJEKYIEH (PpaKInmOHUpPaH
XETapuH.

— IpOoPUIAKTUYHO NOPaau TPOMOO(DUIHOTO CHCTOSIHUE

- Ilpm pemykuuss Ha TenecHoTo Terjo Hajx 10% M HEBB3MOKHOCT 3a NpUEMaHE Ha
XpaHa € MOKa3aHO TOTATHO MapeHTEePaATHO XpaHEHE.

IIpu yciiokHeHUS] HA TEKKHUSl YJIepPo3eH KOJUT ce MpenopbuBa CIEIHOTO
MOBE/ICHNE: TOKCUYHA AuaTanus (MErakojoH) - MHTeH3u(puupaHe Ha (HapMaKOIOrHYHOTO
JeyeHune, Vancomycin M IMo-paHHa XuUpypruuHa Hameca. llocTaBsiHeTO Ha HazoracTpaiHa
conna e Oesmnonesno; I[lepdopauus - xupyprus Apyru yciokHEHUs: MAacUBEH KPbBOU3IIUB
(IekapCcTBEHH  MPOAYKTH, XHPYprusi) -  KpBBONpEJIMBaHE, JKEJIE3HH  Iperapary;
TpoMOOEeMOOIM3bM, BKI. TpoMOO3a Ha HMHTpanepeOpaqHUTE CHHYCH; aJCKBaTHA
aHTUTPOMOOTHUYHA TEPaTIHSL.

3.4.2.5 PedpakTepeH NPOKTUT/ANCTAICH KOJIUT
[laneHTUTEe, KOMTO HE OTrOBapsAT Ha MEPOPATHUTE CTEPOUIM, KOMOMHHpAHH C
JoKajeH u mnepopaiieH Mesalazine, ce xapakTepusupar KaTo pepakTepHH.

TepaneBruunure onmuu: KC — BeHO3HO (Hali-uecTo €(EKTUBHHU), OpPAHO WU JIOKAJIHO;
npwioxenue Ha Ciclosporin/Tacrolimus niu Infliximab.

3.4.3. JleueHue B 3aBHCHMOCT OT €BOJIIOIIUSTA HA 3200JI9BAHETO
3.4.3.1. Peaanc

JleueHneTo Ha penamca 3aBUCH OT TOBa Jajdd € MbPBU WM MOPEACH, KaKBU ca
XapaKTePUCTHKUTE MYy W TPEAIISCTBANIMS TEPAIEBTUYCH OTTOBOP; MPEANOYUTAHHUATA HA
MalueHTa, BpPEMETO 3a HACThIIBAHE Ha pelanca, ChIIBTCTBAIIATa Tepamus (0COOEHO
UMYHOMOTyJIATOPH ), PEOBHHUS MTPHEM Ha MO TbPKAIIOTO JICUCHUE U JIPYTH.

Havamno nedeHue: MoOke Ja BKIIOYBA JICUCHHETO, OKa3alo ce e(EeKTHBHO TIpH
MpeIIecTBaIUs Kype C ONTUMU3UPAHE Ha TOAbprKalaTa Tepamnus

- Panen penamnc (< 3 wmeceua) - JONMBIHUTENHA HMHAYKLIMOHHA Tepanus (chliaTa WIN
MIOMOIIIHA); THOMYPUHH; MPOABIDKUTEIHOTO (hapMaKOJIOTUYHO JIE€YCHUE, KOETO HE BOAU JIO
cBoOoaHa ot KC pemucusi, He ce IpenopbryBa.

3.4.3.2. KC-3aBucumo 3adousiBane — Azathioprine/Mercaptopurine; npu aktuseH YK,
autd TNF mpoayktu (Adalimumab wmm Infliximab); antu 1L12/23 (ustekinumab), anTu-
IL.23, JAK kuna3au uaxuburopu wim S1P penentopen MoaynaTop.

3.4.3.3. Pedpakrepen Ha sieyenne YK-

Antu -TNF, antu-unterpunosure, antu 1L12/23 nexapcrBenu npoayktu, JAK kunasuure
uHxuburopu wiu S1P penentopeH MoayiaTop ca u300p Ha JieUeHHUE NMPH MALUEHTH ¢ YMEPEHO
TeXKa U Texka Gopma Ha YK (mreinen Mayo score > 6), Ipyu KOUTO IIbpBa JIMHUS HA JICYCHUE
(KC n umynomonynaropu) e Ouia HeyclellHa, KOHTpauHIUIUPaHa UM UMa HETOJIEPaHTHOCT.
[Ipn nammenTu, npu KOUTO HUMa cyOonTHMaieH oTroBop kbM aHTH -TNF, aHTm-
uHTerpuHoOBUTE, aHTH 1L12/23 nexapcTBeHM MPOAYKTH, MMa JI0Ka3aHa I10J13a OT yBeJMYaBaHE
Ha J103aTa 4pe3 NOBUIIABAHE YECTOTATA HA AIUIMLIMPAHE UM YBEJIIMYABAHE HA J03aTa 3a IEPUO.
OT BpeME IO IpELEeHKa Ha JIEKyBalllUs TacTPOEHTEPOJIOr W MHAWBHUIYAIHUS OTIOBOP Ha
MAlUEHTA.

IIpn Heycnex, KOHTpauHAMKAUMKM WM HeTtojepaHTHOCT KbM KC u umyHOMOnynmaTopu ce
MIPOBEXKA ,,0M0JIOTHYHO/TAPTeT CHHTeTUYHO  ieueHue ¢ anti-TNF, aHTHMHTETpUHY WK aHTH
IL12/23 — anti IL23, JAK-unxubutopn wiu S1P penentopen moayiaarop. M306opsT Ha
OMOJIOTUYHOTO JICYEHUE C€ HM3BBPIIBA OT EKCIEepTHA JIeKapCKa KOMMCHS B 3aBUCHMOCT OT
UHAMBUAYaHUS TNpoQUJI HAa MallMeHTa - JIOKaJIMW3alMsl, pa3lpOCTPaHEHOCT Ha O0ojecTra,
eKCTPAaUHTECTUHAIHU MPOSBU, MNPUIAPYKABAIIX OOJECTH WIM CHCTOSIHUS CBBP3aHU ChC
ChpPJEYHO-CHJIOB, OHKOJOIMYEH pHUCK, PUCK OT aKTUBHpaHE Ha TyOepKyjo3a WU Jpyra



UH(QEKIHo3Ha 00JecT, BKJ. ONMOPTIOHUCTYHA TakKaBa, Bb3pacT, OPEeMEHHOCT WIM IUIaHMpaHa
TaKaBa, JaKTallKs, OTKJIOHEHHs B KPbBHU IIOKA3ATEIH.

Cpmoro ce oOTHacs W B CllyyauTe Ha CyOONTUMaleH OTroBOp KbM Tepamusi C
antuuHTerpuHoBute/anT  1L12/23 nexapcTBeHM NPOAYKTH. AHTHUHTETPUHOBUTE, AHTH
IL12/23 nexapctBeHu mpoayktd, JAK kunaznute unxuburopu wumum SI1P  penenropen
MOJIyJIaTOp MOTaT Ja ce MpuiaraT Mpu MAlMeHTH C YMEPEHO TEeKBK J0 TeXKBK akTHBeH YK,
KOMTO Ca MMaJId HEAJEKBaTE€H OTTOBOp, 3aryOMiIM ca OTrOBOP MJIM Ca MMajd HEHMOHOCHMOCT
KbM KOHBEHIIMOHAJTHA Tepanus Wi OuosorudHo yedenue. S1P penentoper momynarop Moxe
Jla ce Mpuiara Mpu MalUMeHTH ¢ HEJAOCTaThb4e€H OTrOoBOp, ChC 3aryda Ha OTIOBOpP WM
HETIOHOCUMOCT KBbM €JlHa WIM TIOB€YE€ OT CIEJHUTE BB3MOXXHU TEparuu: MEpOopaTHU
aMMHOCAJIUIWIATH, KOpPTUKOCTepouau, TuonypuHH, JAK wuHXuOUTOpHM WM OHOJIOTMYHU
cpeactsa (Hamp. TNF Giiokep, aHTaroHHUCTH Ha MHTETPUH, AaHTAarOHUCTH Ha -1L.12/23).
[IpoTnBONOKa3aHMUs 3a CTapTUpaHE Ha JICUEHHETO ca: OpPEeMEHHOCT, JIaKTalus (KaKTo U MpH
Kpon - OpemenHocTTa He € mpoTHBONOKa3anue 3a anti-TNF), akTuBHa wim IaTeHTHA
TyOepKyIo3a, CETNCHC WM JIpyra TeKKa MH(EKIHs, OCTbp WM XPOHUYEH BHPYCEH XETaTuT,
uHpekiuss ¢  HIV, oHKonmormuHM © XeMaToNOTMYHU 3a00NsBaHUS, ABTOUMYHHH U
JeMHUeNIMHU3apallld IpolecH, 3acToiHa cbhpaeyHa HenoctarbyHocT (NYHA III- IV).
[IpocnensiBaHeTo Ha TMalUUMEHTUTE € C KIMHUYEH TMperjien H Ja0opaTOpeH KOHTPOI
Ha BCEKM 6 wMecenma W eHJIO0CKOmus/o0pa3sHO m3cienBaHe Ha 12 mecema. Kpurtepunm 3a
NpOAbIKaBaHEe HA JICYEHUETO ca IMOBJIMsABAHE HA KIMHUYHATA CHUMIITOMAaTHKA, OMOXMMHMYHA
(mopmanmmsupane Ha CRP wu ¢Qekamaure mapkepu), €HIOCKONCKA PEMHUCHS W JIMTAaBUYHO
o3/paBsiBaHe, BKJI. cmag B Mayo score < 2. [IpoTuBomokazaHusi 3a NpOJb/DKaBaHE Ha
JICYCHUETO Ca alepruuHU peakiud W HH()Y3MOHHU peakUud, 3HAYNMU OTKJIOHEHHUS B
7a00paTOpPHUTE MOKa3aTeaM, TEKKM HMH(EKIHUU, M0siBA HA KOXHM, HEBPOJOTMYHU WIIH
ABTOMMYHHU 3a00JiIBaHMs, OHKOJOTMYHU 3abomsBanus. Antm [L12/23 (ustekinumab) ce
npuiara 3a JISYeHUE Ha Bb3PACTHU MALUEHTU C YMEPEH 10 TEXbK aKTUBEH YILIEPO3EH KOJIUT,
KOHMTO Ca Ce MOBJIMIN HEeIOCTaThbuHO, BeYe HE CE MOBIMABAT WIM MMAT HEMOHOCHMOCT KbM
KOHBEHIIMOHATTHATA TEpanus WM KbM OHOJOTMYECH JIEKAPCTBEH NPOMYKT, WX HMaT
MEMIUHCKH ITPOTUBOIIOKAa3aHMs 32 TAKUBA TEPAIUH.

[Ipy mauueHTH C ynuepo3eH KOJIUT JeyeHueto ¢ ustekinumab Boau 1o HamaneHue Ha
BB3MNAINTEIHUTE MapKepu, BkiatouutenHo CRP u QexaneH KalampoTeKTHH MO Bpeme Ha
WHIYKIIMOHHATa (a3a, KOeTo ce MoIbpiKa Mpe3 [sIaTa MmoaIbpikamia Gasa u IpoabIDKEHHETO
Ha MPOYy4YBaHETO A0 ceamuia 92.
bnaronpusitHuar edexr Ha ustekinumab BBpXy KIMHHYHHS OTTOBOp, JIMTABHYHOTO
03/lpaBsiBaHE M KJIMHUYHATA peMHCHUs € HaOJI0JlaBaH NMPU MHAYKLUS U MOJIbPIKaIlo JIeYEHUE
KaKTO IpPHU MALUEHTUTE C HEYCIeIIHa KOHBEHIIMOHAIHA, HO HE M OMOJIOTWYHA Teparnus, Taka u
IpU MNAUEHTUTE C Hal-MaJKoO €[Ha IMpealIecTBalla HEyCIElIHAa Tepanus ¢ aHTarOHUCT Ha
TNFo, BKIIOUMTENHO MpPU HAlMEHTH, KOMTO IMBPBUYHO HE Ca CE€ MOBIMSUIM OT Tepamus C
antaronuct Ha TNF o. bnarompusiten edext e HaOmonaBaH ChIIO U MPU MHIAYKIUS MpU
NalMEeHTH ¢ HallMaJIKO eJHa HEeyCIellHa MpeiiecTBama tepanus ¢ aHtaroHuct Ha TNFa u
Vedolizumab, HO OposT Ha MaMEHTUTE B Ta3W MOATPYIa € TBbPAE MalbK, 3a J]a C€ HalpaBsT
KaTEerOpPUYHU 3aKJIIOUEHHUs] OTHOCHO OJarompusTHus e(eKT Mo BpeMe Ha MOoAbpiKallara
Tepamnus B Ta3u Tpyma.

Nuaukanus 3a 0HOJIOTUYHA/TAPreT CHHTETHYHA Tepanus

Nupukauus 3a JAK KHHA3HM HHXUOUTOPU
Upadacitinib e moka3zan 3a JiedeHre Ha ymepeHa 10 TEXKa aKTUBHa (opMa Ha YIIepo3eH
KOJIUT TPY BB3PACTHU MALUEHTH, KOUTO UMAT HEAOCTAThUEH OTrOBOP, 3aryda Ha OTrOBOp HIIU
HEMOHOCUMOCT KHbM KOHBEHIIMOHATHA TEepamusi WIH KbM OHOJOTHYEH JIEKapCTBEH MPOIYKT.
[Ipenoppuntennara wuHAyKIMOHHAa pgo3a Upadacitinib e 45 mg BeaHsX JTHEBHO B
npoabkeHne Ha 8§ ceamuiy. [lpu manmueHTH, KOUTO HE ca TMOCTHUTHAIHM aJeKBaTHA
TepareBTHYHA T0J13a 10 cenMuIia 8, ynorpedbara va Upadacitinib 45 mg BeIHBX JHEBHO MOXKE
na pobioku ome 8 ceamuiu. Upadacitinib TpsioBa 1a 0b/1€ CIpSiH MPU BCEKU MAITMEHT, KOHUTO



HE MOKa3Ba JaHHU 3a TeparneBTUYHA nojiza 10 ceamuna 16. [Ipenopbuntennara nmoaabpxaiia
no3a Upadacitinib e 15 mg niu 30 mg BeaHBXK JTHEBHO B 3aBUCUMOCT OT WHIAMBHUIYaTHUTE
0CcO0EHOCTH Ha IaUeHTa:

- Jlo3a 15 mg e npenopbumTesnHa 3a mnauueHTH ¢ noBuiieH puck or BTE, MACE wu
3710KaueCTBEHO 3a00JIsIBaHe

- Jlo3a 30 mg BeAHBXK JHEBHO MOXKE Ja € MOAXO/SINA 3a MAlUEHTH, KaTO HAallpUMeEpP TE3HU C MO-
rojisiMa TEXeCT Ha 3a00JI1BaHETO WIIM M3HUCKBAIIM 16-CeIMUYHO MHIYKIIMOHHO J€YEHHE, KOUTO
He ca ¢ noBuiieH puck oT BTE, MACE u 3mokadecTBeHO 3a00J15BaHe WM KOUTO HE TTOKa3BaT
aJIeKBaTHA TepareBTUYHA 110132 OT 15 mg BEeAHBK THEBHO.

- Hlo3a 30 mg BenHBXK JHEBHO MOXE Jla € MOAXOoJdlla 3a NAalMeHTH, KOMTO HE IOKa3BaT
aJIeKBaTHA TepareBTUYHA 110132 OT 15 mg BEAHBK JHEBHO.

Tps6Ba na ce MMa npeaBUA Hail-HUCKaTa e()eKTUBHA /1034 33 MOIbPKaHe Ha OTTOBOPA.

[Ipu nauuienTH Ha BB3pacT > 65 TOAMHM NPEenopbhbYUTEIHATA 103a € 15 mg BEAHBK JHEBHO.

[Ipu nanmenTH, KouTO ca oTroBopmin Ha sedenuero ¢ Upadacitinib, kopTuxkoctepougure
Morar na ObJaT HaMaJeHW W/WIK CIPEHU B ChOTBETCTBHE ChC CTAaHJApTHAaTa MEIULMHCKA
rpHxa.

Tofacitinib e nmokaszan 3a nedyeHue Ha yMEPEHO TEXbBK J0 TEKBK aKTHBEH YILEPO3EH
kot (YK) mpu BB3pacTHU MalMeHTH C HEJIOCTaThUeH OTTOBOp, 3aryda Ha OTTOBOpP WIIH
HEMOHOCUMOCT KbM KOHBEHIIMOHATHA Tepanus Uiau OnosoruyHu cpeactaa. [Ipemopbuntennara
UHAYKIMOHHA 1032 ¢ 10 mg, mpuiarana mepopajHO ABa MBTH JHEBHO 33 HHIYKIUS B
npoabikeHne Ha § ceamud. [Ipu manyeHTuTe, KOUTO HE TIOCTUTAT IOCTaThUHA TepareBTHYHA
10J13a J10 ceaMuIia 8, MpueMbT Ha UHAYKLIMOHHATa o3a 10 mg 1Ba IbTH THEBHO MOXeE J1a Ob1e
MPOJIBIDKEH 3a omie 8 ceamuiu (o6mo 16 ceamuim), mociaeBal oT 5 mg JABa MbTH JTHEBHO
KaTo noaabpikamia tepanus. [Ipu nanueHTuTe, mpu KOUTO HE ce HaOJII01aBaT JoKa3aTeICTBa 3a
TepaneBTUYHA I0J3a 10 cenMuia 16, nHIyKIMOHHATa Tepanus ¢ tofacitinib Tpsi6Ba ma Ob1e
npekpateHa. [IpenoprunrenHarta 1o3a 3a moJabpikaiia Tepanus e tofacitinib 5 mg, npunaran
MIEPOPAITHO J[BA ITBTH THEBHO.

* Tofacitinib 10 mg nBa mbTH AHEBHO 3a MOJbpKAIllAa Tepamus HE ce NpernopbyBa NpHU
naiuenTu ¢ YK, xouto ca ¢ uzBectnu puckoBu Qaxropu 3a BTE, MACE u 310kauecTBeHO
3a00IIBaHe, OCBEH aKo HsAMa HAJMYHA MOJXOAIIA TepareBTHYHA aITepHATHUBA.

* I[Ipu mauuentute ¢ YK, xouro Hsamar nosuieH puck 3a BTE, MACE u 3mokauecTBeHO
3a00ssBaHe, Moke jJa ce oomucau tofacitinib 10 mg mepopanHO ABa MTH JHEBHO, aKO MPHU
narueHTuTe Ha tofacitinib 5 mg nBa mbTH THEBHO ce HAOIIOJaBa HAMAJIIBAHE HA OTTOBOPA U HE
ce MoJlyyaBa OTTOBOP KbM TE€pPANeBTUYHU aJTepHATHUBH, KaTO JICYCHHE C MHXUOUTOP Ha TYMOp-
Hekporusupai pakrop (TNF uaxubutop). TpssOBa na ce u3mon3Ba Hail-HHUCKAaTa eQEeKTUBHA
1103a, Heo0xo0/1MMa 3a OJAbpKaHE Ha OTTOBOPA.

* IToBTopHo neuyenue npu YK - Ilpu mpexbcBaHe Ha sedeHueTo c tofacitinib, moxe na ce
oOMmCIIM TIOBTOPHOTO MY 3amouBaHe ¢ tofacitinib. B cmydan Ha 3ary6a Ha oTroBOp, MOXeE Ja ce
oOMuciu moBTOpHaTa MHAYKUUsA c tofacitinib 10 mg, nBa nmeTu AHeBHO. IlepuoabT Ha
NpEeKbCBaHE HA JICUCHHETO B KIMHUYHH MPOYYBAHUS MPoIbibkaBa 1o 1 roguHa. EdukacHocTTa
MoOke Ja Oble Bb3cTaHOBeHa 10 8 ceamuiu Tepamus ¢ 10 mg nBa meTu AHeBHO. [lpu
NAlMeHTUTE C TepaleBTHYEeH OTroBop KbM tofacitinib, xopTukocTepomautre moraT na ce
HaMaJIAT W/WJIH NPEKbCHAT B ChOTBETCTBUE ChC CTAHAAPTHUTE 3a JICUCHHUE.

Nupukaums 3a S1P peuentopen MmoayJaaTop

Etrasimod e mokasaH 3a jiedeHrEe Ha MAlMEHTH Ha BB3PACT 16 roJuHM U MOBEYE C YMEPEHO
TEXbK J10 TeXBK akTUBeH YK, KOUTO ca mManu HeJJocTaThbueH OTTOBOP, 3aryda Ha OTTOBOP WU
HEMOHOCHMOCT KbM KOHBEHIIMOHATIHA TEPAIUs UM OHOJIOTMYHO CPEICTBO.

[Ipenopbuntennara no3a e 2 mg Etrasimod, npuemana Beaubxk auesHo PO. [Ipenopbusa ce
Etrasimod na ce mpuema ¢ XxpaHa npe3 IbpBHUTE 3 IHU C IIeJl HAMaJIIBaHE HA MOTCHIIMATHUTE
npexoaHn e(eKTH Ha TOHMKaBaHE Ha ChpJAEYHATA YECTOTa, CBBP3aHH CBhC 3all0YBaHE Ha
neuenueto. Cnen toBa Etrasimod moske na ce nmpuema cbe miu 6e3 xpana. Ta0netkute TpsOBa
Jla ce MOTIThIIAT LEJM C BOJIA U HE TPSOBA J1a ce Pa3leNsiT, pa3TpolIaBaT WiH IbBYAT, Thil KaTo



TCE3U METOJU HC Ca NPOYYCHU B KIIMHUYHU U3TTUTBAHUS.

3.4.4. Hoaabpaxanno geyenune

Ilenra Ha mnoagbpXkamiaTa Tepanus € NOLAbpXKAaHE Ha peMHucHd (KJIMHUYHA U
ennockoricka) 6e3 KC - mpenopbuntenHa 3a BCUYKU MAaLMEHTH. IHTEPMUTEHTHO JICYCHHE €
MPUEMJIMBO CaMO MpPU HAKOM MAlMEHTH ¢ orpaHuyeHa (opma Ha 3abonsBane. M3060pbT Ha
MOJUIbpIKalllaTa Tepanus ce onpenels oT pasnpocrpanenuero Ha YK, oOmus xoxn Ha Gosectra
(uecToTa Ha pEUUAMBUTE), HEyclleXa Ha MPEeAXOoJHa MOAAbprKalla Tepamus, TeKecTTa Ha
NOCHAEIHUS TIAChK M W3IMOJ3BaHATa IpPM HEro Tepamus, npopuna Ha OE30MacHOCT Ha
HoJIbprKalliaTa Teparus ¥ CTpaTerusTa 3a rnpeana3BaHe oT pak.

[IspBa nunus - [lepopanen Mesalazine npu narueHnTu, oTroBOpuiu Ha jedeHue ¢ Mesalazine
wi ¢ KC (nokanHo/mepopaito). - JIokaqHuTe Mecalla3uHH - IPU NPOKTUT U alTepHATUBA -
JIEBOCTPAHEH KOJIUT.

Bropa nunus - KomOuHanus ot nepopaseH H JIOKaTHH Mecaja3uHU MOXKE Jla Ce M3I0JI3Ba KaTo
BTOpA JIMHUS TOIbpPrKaIlla TEPATIHSL.

Munumannara edeKkTuBHA IMepopanHa go3a Ha Mesalazine e 1.2g/aHeBHO, a 3a pekTaiaHa
Tepanus - (QpakIUOHUpaHA Jo03a OT 3 g/CeIMUYHO, HO Jo3ara MoOXe Jaa Obue
UHAMBHUAyalu3upaHa cropes edexktuBHocTTa W. EgHokpaTHusT mpuem Ha Mesalazine e
TOJIKOBA €()EKTUBEH, KOJKOTO (paKIIMOHUPaHHs, O€3 IMOBUIIABAHE HA YeCTOTaTa HA HEXEJIaH!
edbektu. Benmukm pasHoBugHOocTH Ha Mesalazine ca edextuBHu. Sulfasalazine He ce
NPEANOYNTa TIOPAI TOKCHYHOCTTa My. HsiMa KaTeropuvHu AaHHU B TOJKperna Ha n3dopa Ha
€IMH WJIM JIPYT Mpemnapart 3a noIbpkane Ha pemucusita. Sulfasalazine

TuonypuHuTe ce nMpenopbyBaT MPU MAIMEHTH C JIEK 10 YyMepeH YK, KOuTo uMatr paHHU WA
yecTd penarncu Ha (oHa Ha JsedeHWe ¢ Mesalazine B onTUMallHa 1032 WJIM KOUTO HE
noHacsaT Mesalazine, KC- 3aBucuMu TallMeHTH WM TAIUEHTH, OTTOBOPWJIM  HaA
Ciclosporin/Tacrolimus npu HMHIYKIUS Ha peMHCHATA

ITpu otroBopunute Ha JAK xuHa3Hu uaxuOutopu, S1P penentopen MoaynaTop, KakTo U MpH
autu- TNF, antu IL12/23 Tepamnus, 3a mojabpkaHe Ha PEeMUCHSATA ca IMOAXOJAIIU KaKTO
TUHOIYPUHMUTE, Taka M NpoabkaBaHe Ha aHTU-TNF/antu 1L12/23 Tepanmsra ¢ unu 6e3
THonypuHH, kakto u JAK xuHazHu wuHXuOutopun wuiaum SI1P  peuentopeH MopmynaTop
CaMOCTOSITEIIHO.

IIpu Texbk komutr ¢ orroBop Ha BeHo3Hu KC, Ciclosporin wmm Infliximab - TuomypuHu
3a mojbpkaHe Ha pemucusara. [Ipu orropopunure Ha Infliximab - nedeHuero moxe aa Obae
IPOIBIIKEHO.

[Ipenxoxnamny Heycrex OT THONYPHUHM IOAKpPENs MOLAbpKamo JedeHue ¢ aHtu-TNF, antu
1L12/23, antu-unrerpunoBu npenapatu, JAK kunnHazuu maxubutopu unmu S1P penenropen
MOJYJIaToP.

JbArocpoyHoTo MOAABpKallo JedyeHue ¢ Mesalazine, THOMYpUHM W OMOJOTMYHA TEpanus
MpoJbJKaBa J0 O3[paBsiBaHE Ha JuraBuuaTta. Mesalazine Moxke J1a HaMaldM pUCKa OT paK Ha
ne6enoTo YepBo.

Aﬂmepnamueno XUPpYp2UUHO Jie4ernue — KOJICKmOoMus

3.5. Cnenmnannu rpynu nanueHTu ¢ YK

3.5.1. ITayuur
[TayuutsT € Hecieun(pUYHO BH3MAJICHNUE HAa WICATHUS Nayd U € CpeJl Hall-uecTUTe YCIIOKHEHHS
Ha IMPOKTOKOJIEKTOMUSATA C WiIealieH Nay4y-aHaiaHa anactomosa (MITAA).
Jleuenue na nayuuma. 1) Octbp nayuut — antuOuotuim: Metronidazole umu Ciprofloxacin
(Mo- Manko CTpaHUYHU PEaKLMH); NPOTUBOJUAPUMHU JIEKAPCTBEHU MPOAYKTH; 2) XpOHHYEH
May4yuT - KOMOWMHUpAHO aHTHOMOTHYHO JieueHHWe (aBa aHTHOWMOTHKA) wuiau Budesonide;



Infliximab, Vedolizumab -npu XxponwmueH pedpakrepeH mnaydwr.; 3) 3a MOAIBPKAaHE HA
peMHucCHs: npobuomuyu.

3.5.2. Ilpu BB3najeHue Ha pekTaJHus ,Manmer” (Cuffitis)
CumnTomutre ca mMOJOOHM HaA TMAYYUT, HO PEKTATHOTO KBPBEHE € IO-XapaKTEpHO.
Jlokannoto neuenue ¢ Mesalazine cynosuropuu 1.0 g|/nHeBHO € epeKkTUBHO.

3.5.3. KosopekrajleH KapuMHOM NPH NANUEHTHTE C YJIEPO3eH KOJIUT
[Tanuenture ¢ awaroronumien YK umar moBumen puck 3a KPK B cpaBHenue c oOrmiara
nonynanus. Ilpogunraxmuxa - npueMbT Ha Mesalazine moxke 6u HamansBa yectorara Ha KPK
npu 6onauTe ¢ YK; yp3oae3okcuxoneBaTa KucelnHa € mokaszana npu npuapyskasaii [1ICX.

4. ®EKAJIEH KAJIIMPOTEKTHUH (®K) npu 1narHocTuka 1 MOHUTOPHPaHe
Ha XBU3 B e:keJHeBHATA KIIMHUYHA MPAKTHKA

@K Ttpsab6Ba ga 6bae n3MepBaH npu Auarsosata Ha XBU3 u npenu npomMsiHa B Tepanusara
3a nenute Ha ObaemuTe cpaBHeHus. [lpu cumnromarnuaun XBY3 namuentu ®K > 250 mg/g
MOXX€ J1a pasrpaHuud Tiaachbk mnpu XBY3 OoT HEBB3MATUTETHH YCIOKHEHHS WIHM TOJJIEXKAIl
CBBP3aH CHHJAPOM Ha Jipa3HUMOTO 4epBo. [loHmkeHnumero Ha PK MmMoxe na e mpeaukTop 3a
KJIIMHUYCH U €HJOCKOIICKHA OTTOBOP KBbM JICUCHHETO. 3a OIEHKA Ha e)eKTa OT TepamusTa u 3a
MpeJcKa3BaHe Ha IBJITOCpPOYHATA PEMUCHS C€ TpenopbuBa nu3MepBane Ha HuBaTa Ha OK npenu
CTapTHpaHE Ha Tepamnus, KakTo U Ha 3-TU U 6-Tu Mecel ciexa crapta. [lpu cumnToMatuyHuTe
XBY3 nanueHTH, eHI0CKOMUATa OCTaBa 3JIaTeH CTaHAapT 3a OICHKA Ha 00JIeCTHATa aKTUBHOCT
Y TOJIEMH TEPAIeBTHYHU MPOMEHH HE TpsiOBa Ja ce IMpaBsT eJUHCTBEHO B3 ocHOBa Ha DK.

HNBA HA KAJITPOTEKTHUH

HNUCKHA BUCOKU

<100 mg/kg 100-250 mg/kg >250 mg/kg

Juckytupaiite ¢ TanMeHTa

Twpcere BB3MOXKHA
Tepanusra cH
HEBB3MAIUTEIIHA XBY3 s
Twpcere apyru HOpUYUHU — Ob6mucnere eHIOCKOMUS™™* uIu
pa3lIMyHU OT BJIOLIABAaHE Ha oOpazHa  OIIGHKa, 3a

(ctpukTypa,  OOCTPYKIIHSA)

XBY3 OIIPEACIIUTE CTEIEeHTa
IIpocnenere cnex 3 nmo 6
% 3acsiraHe
Mecena
OoOmucnere ONTUMU3HUPAHE

Y/WIM CMSHA Ha TCpanuiaTa

JaJin cC MpuaAbpIKa KbM

* 3a omeHka Ha edekTa OT TepamusitTa M 3a MPEJCKa3BaHE Ha JBITOCPOUYHA PEMHUCHS
u3MepBaiite HuBaTa Ha ®K npenu crapt Ha Tepanus, Ha 3-TH U Ha 6-TH Mecel] el CTapTa.

** HpI/I nepcucTrupama CHIAOCKOIICKa aKTUBHOCT - Oa CC€ ooMHCIH OIITUMH3UPAHEC Ha
TCPAINICBTUYCH WJIN JO30B PCKUM

Bucokn HHBa Ha (ekalieH KallpOTEeKTHUH INPHU IPOCIEASIBAHETO ca KPUTEpHUil 3a
BiomasaHe Ha XBY3 u ca wuHaukanmMs 3a WHTeH3UHKanMs Ha JiedeHueto. llpu
CUMITOMAaTUYHM NanUeHTH ¢ ¢Quctynu npu Oonect Ha Kpon Mmoxe na ce oOMmuciu
ONTUMHU3UPAHE Ha TEepaleBTUYEH WIM JJ030B PEXHM IPU HOBO TMOsBABaHE Ha (UCTYIH,
YaCTUYHO IMOBJIMABAHC WX BB3CTAHOBABAHC HA CCKPCU A HA (1)I/ICTYJ'II/IT6.



5. JIEYEHME HA U3BBHYPEBHU U35ABU HA XB34

5.1. ApTtponarusi.

[lonpaznens ce na: 1. llepudepna: Tum I (4-17%) — 3acara octpo rojaemMuTe craBu
(0OMKHOBEHO TJI€3€HHU, KOJCHHHU, OeIpeHHu, KUTKH) 10 BpeMe Ha ek3auepOarusara Ha BK;
Tun II- nonuapTukyJjepen (2,5%), npu KoiTo ca 3acerHaTi MaJKUTe CTaBU Ha pbliere. He
3aBUCH OT akTuBHOcTTa Ha BK. 2. AkcHajHa — BKJIIOYBA CaKpO-WJIEHT U AHKUIIO3MpAIL
CIOHAMJIUT.

IIpu nepudepnata aprpomarus nedeHuero Ha bK wmm YK Bomum no obnexyaBaHe Ha
craBHUTe cuMmnrtomu. [Ipym nmepcuctupane Ha apTpomnarusTa Mo Bpeme Ha pemucus Ha bK
unmn YK ce mpenoppuBa KpatkoTpaitHo siedenre ¢ Hucku a03u HCIIBC wnm nokanHo
npunoxkenne Ha KC. Sulfasalazine e mokazan npu mepcucutTpail nepudepeH apTpur.
Jleuennero Ha akcuanmHara aptpomnatus ¢ npoabikutenHu kypcoBe HCIIBC ne e
MPEMOPBbYUTEIHO MOPaau OmacHOCT oT BiomaBaHe Ha BK. B te3u cnyuam Sulfasalazine,
Methotrexate u Azathioprine He ca eQeKTHBHM WIM HMMAaT CaMO YacTHYeH e(eKT.
Eduxacnocrra Ha Infliximab nnn Adalimumab npu ankunosupamy cnonauaut u BK/YK,
pedpakrepen Ha Tepanus ¢ HCIIBC unu ¢ Henornocumoct ksM HCIIBC, e nobpe mokasana.

5.2. OcTteonopo3za (20-50%).

[Ipenpasnonaramy (akTopu ca XPOHUYHOTO BB3MAJICHHE, KOPTUKOCTEPOUIAHOTO
JIeYeHHEe, Pa3NpOCTPAHEHO THHKOUPEBHO 3acsAraHe WM  PEe3eKIHus, Bb3pacrTa,
TIOTIOHOITYILIEHETO, HUCKAaTa (PU3NYEeCKa aKTUBHOCT U HATMYMETO HA XPAHUTEIHU JeDULUTH.

[TanienTH Ha J€YeHHE C KOPTUKOCTEPOMAM WM C HaMmajeHa KOCTHA IUIBTHOCT
TpsiOBa Aa IMoJiyyaT JIEYEHUE C KaJIUEeBH NMPOAYKTH M BUTaMHMH JI. 3HauMTenIHA 4acT OT
NaIMEeHTUTE Bh3CTAHOBSABAT KOCTHATA CH IUTBTHOCT ciief 3 roauiiHa pemucus Ha bK.

[Ipu nammume Ha BepreOpanmHa (pakTypa B MHUHAJIOTO, JICYEHHE C€ TPOBEKIA
HE3aBUCUMO OT T-ckopa.

[Ipm »xenu cnex MeHomay3aTa C OCTEONOpo3a ymnoTpedara Ha OudocdoHatw,
KaJIIUTOHUH M pajokcupeH HaMansgBaT KocTHara 3aryoa. Ilpm MBxere ¢ octeomoposa
JTAHHUTE HE ca YOEIUTEIHM, HO IPUJIOKEHUETO Ha OudocoHaTH Moke OM € OT IoJi3a.
[TpenopbunTENHO € MALUEHTUTE, KOUTO ca Ha JIEYEHHUEe ChC CUCTEMHHM KOPTHUKOCTEPOUIU Ja
MoJTy4yaBatT Kaluuid ¥ BUTaMuH D npoduimakTiHaHo.

5.3. Koxuu uzasu
Jleuenueto Ha erythema nodosum BKIIOYBA JICYCHHE HA OCHOBHOTO 3a00JIIBaHE, KATO
0OMKHOBEHO Ce Hajlara cucTeMHo npuioxkenue Ha KC.

Pyoderma gangrenosum ce nexyBa cbe cuctemuu KC nnm antu-TNF npenaparu.

ITpu cunopom na Sweet npunoxenuero Ha cucreMHu KC e epextuBHo. JledeHneTo ¢ aHTH-
TNF nekapcTBa Moe Ja Npeau3BUKa Mapaj0KCcaaTHO KOXKHO Bb3MaJIEHUE, KOETO € 00paTUMO
IIpU CIIMpaHe Ha TepanusATa. JIeKapCTBEHUAT MPOAYKT CE€ CIHMpa WIM 3aMEeHs C Jpyr
ouonormueH npoaykt anti-1L12/23 wm anti-1L23.

5.4. Ou4Hu U3ABH

Haii-uectu ca yseumvm u enuckiepumvm. ENACKIEPUTHT OOMKHOBEHO C€ IMO/1/1aBa Ha
neyenue ¢ JokanHM KC wmmm HCIIBC. Ilpu yBeuta ce mpuiarar cucremHo KC. Ilpu
PE3UCTEHTHH CIIy4ad JIEYCHHUETO C HUMYHOMOJYJIATOpH, BKIIOUMTETHO © anti-TNF-
JIEKapCTBEHH MPOJAYKTH, MOXKE J1a € OT MMOJ3a.

5.5. AKnbuHO-4yepHOAPOOHM 3200/ 19BAHUS
[IspBuuen ckaeposupanr xonanrut (IICX) ce cpemra no-yecto npu namnuentu ¢ YK u
yBEJIMYaBa MHOTOKPATHO pPHUCKa OT pa3BUTHETO Ha XoJianruokapuuHom u KPK.



Yp3oxae30kcuxoseBara KHCEITMHA no00psBa [IATOJIOTUYHUTE 4epHOAPOOHN
(GYHKIIMOHATHH TECTOBE, HO HE TOBIHUSIBA XHCTOJOTHYHUTE MPOMEHH M MPOTHO3ATA.
EH,Z[OCKOHCKaTa AujiaTanusa I/I/I/IJII/I CTCHTUpPAHC CC MNpujiaraT 3a JICUCHUC Ha CTPUKTYPH.
[Tpu HanpenHamo yepHOIPOOHO 3a00JISIBAHE MOXKE JIa C€ OOCHK/Ia TPAaHCIUIAaHTAITHSI.

5.6. Beno3en Tpom6eM00M3bM

PuckbT oT TpOMOO3a € yBenuueH ABykpaTHO npu nauueHture ¢ bK/YK B cpaBHeHue ¢
oO1maTa rnmomysarus.
AHTHTpOMOO3HATA IPOPHIAKTHKA € TIOKa3aHa NIPU BCUYKH XOCIIUTAIM3UPAHA  OOJIHU
(XemapuH WK MEXaHU9HA TPOMOOIIPO(MITAKTHKA).

[pu BB3HUKHAIHM TPOMOEMOOIMYHN YCIOKHEHHS JICICHUETO TpPsOBa Jia ce U3BBPIIN
10 ChOTBETHUTE CTAHIAPTH, KAaTO C€ MMa IpeJ BHJ MOTEHIMAIHO IO-TOJIEMHS PUCK OT
KbpBeHe. /[paOokaTa BeHO3Ha TpoM0OO3a Ha Kpakata W OemompoOHaTa TpoMOeMOOus ce
Cpemiar Haii- 4ecto. bBOJNIMHCTBOTO OT CilydauTe Ha BEHO3€H TPOMOEMOOIHM3bM ca
no BpeMme Ha ek3auepOauus. Ilpu OomHUTE € TeXBK TIAChK, OCTpa TeXKa Ooject
wii  akTuBHa (uctynmsupama ¢opma Ha BK e HeoOxonuma mpouiakTuka ¢ HHUCKO-
MOJICKYJICH XETIapHH.

6. BPEMEHHOCT U XB34

DepTUIUTETHT OOMKHOBEHO HE € 3aCerHar, ako 3a00JI1BaHETO € HeakTHUBHO. JKeHure,
NPETHPIENN Olepanus UMaT TMOBUIIEH PUCK OT HapylleHa (yHKIHS Ha MAaTOYHHUTE TPHOM.
[Tpu MBKeTe peKTaaHaTa eKCIM3HsI MOKeE J1a I0BEJIE 10 UMIIOTEHTHOCT.

[Ipenu koHenuus ce MpernopbyuBa JAOCTUTaHe Ha pemucusi. Ex3anepbanuunre TpsoBa
Jla ce JEeKyBaT aKTHBHO, 3a Ja c€ MpeJoTBparaT ycinoxkHeHus. BK e puckoB daxrtop 3a
MPEXIEBPEMEHHO paXKIaHe U pakKAaHe Ha Jella C HUCKa TeJIeCHa Maca.

AKO KOHIIETIIMATAa € 10 BpeMe Ha PEMHCHs, PUCKBT OT BIOIIaBaHE MO BpeMe Ha
OpeMEHHOCTTa € KakTO MpM JIMICa Ha OpeMEeHHOCT. AKO 3aueBaHETO € IO BpeMe Ha
eKx3atepoanus, 2/3 oT KEHUTE UMAT MOCTOSHHA aKTUBHOCT Ipe3 OpeMEeHOCTTa, a OT TAX 2/3
ce BJIOLIaBaT OlIe MOBeYe.

[Ipu nHeycnoxxnena BK, 6e3 nepuananna 0GojecT M aMIca Ha aKTUBHOCT B PEKTYM,
poJopa3pelIeHneTo Moxke jaa Obae BiaramumiHo. lLle3apoBo cedeHue TpsiOBa na ce
npearnoyere Nnpu NepuaHagHa OoJecT WM peKTanHo 3acsraHe. Mumukamus 3a LlesapoBo
CEYCHME € HAIMYMETO Ha Wieo-aHajeH nayd. [lanueHnTku ¢ mwieoctomMa MoraT a pozsT IO
€CTECTBEH ITBT.

Hnoukayuume 3a onepayus no epeme Ha OpemMeHHOCMMA ca Cvbwume, KAKmo npu
aunca Ha OpeMEeHHOCT — oOcTpykius, nepdopanus, KpbBou3auB win abcuec. [Ipu Texka
00JIeCT PUCKBT 32 IUI0JIA € MO-TOJISIM OT PUCKA OT OIepaLusTa.

®apMaKOJIOrMYHO JIEYEHHE 10 BpeMe Ha OpeMeHHOCTTa TpsiOBa J1a MPOIBIIKHU, KaTo
roj3aTa ce MpeleHsBa CIpsIMo puckoBeTe. M3kimouenne mpaBu Methotrexate, koiito e
TEpaTOreHEH.

AnTHOMOTHIINTE TpsAOBa Ja c€ Ha3Ha4yaBaT 3a HaW-KpaTbK NEpHOJ OT BpeMe.
TerpauuknuauTe U cyndoHaMuauTe TpsOBa na ce u3dsreat. Metronidazole e oTHOCHTETHO
Oe3omaceH ciej MbpBHS TpUMecTbp. MMa naHHHM, 4e (DIyOpOXUHOIOHHUTE, NPUIATaHU B
I'bPBUS TPUMECTBP, HE BOAAT A0 MajldopMaluu, CIIOHTaHHU a0OPTU U APYTH YCIOKHEHHUS.
Amoxicillin u clavulanic acid morat ia ce mpunarat mo Bpeme Ha OpeMEHHOCT.

KC npemuHaBar IianeHTapHata Oapuepa, HO TaM c€ MeTaboJIM3UpaT B MHOTO IO-
HUCKO akTUBHHU MeTabonuTH. Prednisone u Prednisolone ce merabommsupar mo-0mp30 B
cpaBHenue c¢ napyrure KC. Hsma ngannm 3a Oe3omacHoctTa Ha Budesonide mo Bpeme Ha
OpemenHoct. Azathioprine/6-Mercaptopurine ce mpueMar 3a OTHOCUTEIHO Oe301acHH.

Infliximab u Adalimumab ce cmsTat 3a oTHocuTenHo Oe3omacHu. [locneacTBusita
BBPXY IJI0Ja ¥ HOBOPOJIEHOTO He ca sicHU. [IpenopbunTesiHo € 1a ce u30ArBar B MOCIEAHUS
TpUMECTBp Ha OpemeHHocTTa. [lalMeHTKuTe W TMapTHROPUTE UM TpsiOBa Oa ObIaT



HaIbJIHO HH(OPMUpPAHE 32 OTCHLIUAIHUTE PHCKOBE.

Mesalazine Moke ga ce H3MOJ3BAT MO BpeMe Ha KbpMmeHe. Metronidazole wu
Ciprofloxacin ce oTaensT ¢ kppMmara U He ca npenopbuntenHu. KC ce oTKpuBaT B HUCKHU
KOHIIEHTPaLUHU B MIIIKOTO. [IpenopbunTesHO € KbpMEHETO /1a cTaBa 4 yaca Ciie]] OpaaIHHs UM
npueM. Azathioprine/6-Mercaptopurine He ca OTKpUBaT B MailuMHOTO MJISIKO W MoraT Ja
Oopnar npeanucBanu. Infliximab cbeumo He ce oTkpuBa B Kbpmara. Hsma kareropudHu
JAHHU 3a BB3MOXKHOCTTA 3a m3moi3BaHeTo Ha Tofacitinib mo Bpeme Ha OpPEeMEHHOCT W
KbpMeHe. JIuncBaT wim umMa orpaHW4YeHH JJaHHU OTHOCHO ynoTrpebata Ha Upadacitinib npu
OpEeMEHHHM JKEHHU.

Infliximab Tpsi6Ba 1a ce W3MoON3Ba MO BpeMe Ha OPEMEHHOCT, caMO aKo € abCOFOTHO
HeoOxoaumo. HanuuHuaT knMHUYeH onur € orpaHudyedH. OrpaHudyeHd JaHHU — OT
nyOnMKyBaHaTa JUTepaTypa mokassar, ue Infliximab e ycraHoBeH B HUCKM HUBA B KbpMaTa B
KOHIeHTpauuu 10 5% or cepymHMTe HUBa Ha Maiikara. Infliximab ce oTkpuBa cbiI0 U B
cepyma Ha KbpmaueTo ciep excrio3uius Ha Infliximab upes kppmara. [lokato cuctemHara
eKCTIO3HIIUS TIPU KBPMAYETO CE OYaKBa Jla € HUCKA, 3aII0TO HH(PUKcHMab ce pasrpaxia Jio
rojisiMa CTENeH B CTOMAIIHO-YPEBHUS TPAKT, TO NPHIOKEHHUETO HA JKUBU BAaKCUHU Ha
KbpMaue, Koraro Maiikara mnonydaBa Infliximab, He e mnpenopbUMTENHO, OCBEH aKo
cepymHuTe HuBa Ha Infliximab npu kbpmauero ca HeycTaHOBUMH. Moxke J1a ce 0OMHUCIH
ynorpebara Ha Infliximab no Bpeme Ha kbpMeHe. YniorpebaTa Ha TOGaUTHHUO IO BpeMe Ha
OpeMEHHOCT U KbpPMEHE € NMpOTUBONOKa3zaHa. Etrasimod e mpoTHBONMOKa3aH MO BpeMe Ha
OpeMeHHOCT U He TpsiOBa J1a ce U3MO0J3Ba [0 BpeMe Ha KbpMEHE.

7. JEUEHUE HA AHEMUSITA ITPU XB34

AHemusTa € eIMH OT Hall-ueCTUTE U3BbHUPEBHU CUHIPOMHU IIpu nanueHTure ¢ XB3Y.
Onpenenst ce cnopen kputepuure Ha C30. OcHoBHHMTE BuIoBe aHeMus npu XB3Y ca:
KENSI30-ePUITUTHA; aHEMHSI TIPU XPOHUYHO BB3MAIICHUE; aHEMUS MIPH ACPUIUT HA BUTAMUH
B12, mpu neduuut Ha QonueBa KucelnuHa, aHEeMHs Cbc cMeceHa ertuonorus. [lo-psaxo
aHeMusATa MOXKE Jla € IpUYMHEeHa OT mIpueM Ha JekapctBa (sulfasalazine, azathioprine,
methotrexate, KaIIIMHEBPUHOBH UHXUOUTOPH).

OcHOBHU MOKa3aTenau, M3Moi3BaHM 3a CKpuHMHr Ha aHemusta ca: [IKK, CRP,
cepymer ¢eputuH. [Ipu pemucusi wim Jieka OoiecT - Ja ce W3CcieaBaT MHHHUMYM Ha 12
Mecella; Ipu aKTUBHOCT — MoHe Ha 3 mecena. [Ipu puck oT pa3BuThe Ha BuTamuH B12
neduuT win aeunut Ha GosreBa KUCEIMHA — JIa € U3CIIEABAT U TE3U MOKA3aTEIH.

[Ipu Hanuuyue Ha aHEMUs € MPENOPBHUUTETHO J1a CE€ U3CJIEABAT CIeIHUTE MOKA3aTeH:
[MKK+AKK, MCV, MCH, RDW, petukynouutu, cepymen deputun, xemsso, XCK c
u34KcisBaHe Ha TpaHcdepuHoBo Hacumane, CRP. [lo-pa3mupenn u3cneaBanus BKIIOYBAT:
HMBO Ha BuTamuH B12, ¢donmeBa kucenmuna, xanrtormobun, JI/IX, kpeatuHuH, ypes,
pa3TBOpPUM TpaHCPEpUHOB penentop. JMarHOCTUYHUTE KPUTEPUHM 32 JKelle3eH NePHUIUT
3aBHUCST OT HAJTMYUETO UJIH JIMIICAaTa Ha Bh3MaJICHUE B 1€0EI0TO YEPBO.

- [Tpu Oonuu Ge3 JaHHM 3a BB3MAIEHUE, CEPYMHO HUBO Ha ¢eputnH <30mcg/L umu
TpaHcepruHOBO HacuIiane <16% ca B moJKpena Ha *ejne3eH aeuiuT.

- [Ipu Hanmuuue Ha Bb3MAJCHUE, JOJHATA TPaHMIIA HA CEPYMHUS (PEPUTUH, CbOTBETEH
Ha HopMmanHu xene3nu aena € 100mceg/L. [Ipu Hanuume Ha OMOXMMUYHM WM KIMHUYHH
JTaHHU 32 Bb3MAJICHNUE, TUarHOCTUYHUTE KPUTEPUU 32 aHEMUS [IPU XPOHUYHO Bb3IMAJICHUE ca
cepymeH peputut >100mcg/L u TpanchepuHoBo Hacumane <16%.

- KomOuHams Mexay UCTUHCKA Kels30-1e(DUIINTHA aHEMUS U aHEMUSI TIPU XPOHUYHO
BB3NAJICHHUE, TPSIOBA J]a ce UMa MPEeaBU/l, ako cepyMHust peputuH € Mexxay 30 u 100meg/L.

Jleuenne Ha aHeMUATa /KeNe3HUs NEPUIUT TpsAOBa Ja ce MPOBEKIA NMPU BCUYUKH
MAUEHTH ¢ XeMOIJIOOUH MoJI peepeHTHUTE rpaHulid. TepaneBTUUHUAT MOJIX0]] 3aBUCH OT
CUMIITOMUTE, TEXKECTTa M €TUOJOTMATa Ha aHeMUuyHus cuHapom. [IbpBata cThIKa B
JeyeHueto Ha aHemusAta € JjedeHuero Ha camus YK wm BK. Konkoro mno-texko e
000CTpSIHETO, TOJIKOBA TO-TOJIsIMa € BEPOATHOCTTA OT Pa3BUTUETO Ha aHeMus. [lanmenTuTe ¢
aHemusi TpsiOBa Jja ObaaT 100pe mpocieasiBaHu-, 10 BpEME Ha pEMUCHS MOHE BEIHBXK Ha 12
Mecella, a Ipu JieKa akTUBHOCT — IMOHE Ha 6 Mecela.



JleueHnne ¢ JKENA30 CHABPIKAIIO JIEKAPCTBEHO CPEICTBO TpsiOBa Ja ce Ha3HAuu NpuU
yCTaHOBEHA JKeJsA30/IeDUIIMTHA aHeMHsI, & CHIIO W NPU HAJIWYUE HA Kene3eH aeduiut 0e3
anemusi. M3umcnenne Ha oOIaTa HYXJa OT JKEJIA30 C€ OCHOBaBa Ha TeJecHaTa Mmacca H
M3XOJHOTO HUBO Ha XemorjoouHa: 1. mpu xemornooud no 100r/m u TenecHa maca nox 70 kr —
ob1maTa Hyx1a oT xensa30 € 1000mr; npu TenecHa maca Haja 70Kr — od1aTa Hy»KAa OT KeJs30
e 1500mr; 1. IIpu xemornmooun mexay 70-100r/n u tenecna maca moj 70 kr — oOmiaTa HyX/1a
or xemsaz3o e 1500mr, a npu TemecHa Maca Hany 70kr —2000mr. Ilpenopwua ce
KoMIleHcupaHeTo Ha xene3Hust aepuuut npu bK u YK na craBa ¢ MHTpaBeHO3HO KeNs30.
EnnokpatHOTO mnpuioxkeHue Ha QepokapOokcuManto3a wWin (epuK Aepu30MaiTO3UT €
€HOKBO e(MKaCHO C MHOTOKpaTHUTE MHQY3uu C (pepocykpo3a, HO € MPEANOYUTAHO OT
MAlMEHTUTe W HWKOHOMMYECKH LenechoOpa3zHo. [lpean u mo Bpeme Ha JIEUEHHUETO C
bepoxapOoKcHManTo3a € NPenopbUUTEIHO J1a Ce U3CIIeIBaT CEpyMHHUTE HHUBA Ha GocdaTure.

HNuTpaBeHo3HOTO mpuio:keHHe Ha xkeasn3o (cropen KXII) e mo-epexkTuBHO U ce
MOHAcsl TMO-To0pe OT TepopaiHus TpueM. AOCONIOTHAa WHIWKAIMS 32 JIeYeHUE C
MHTPABEHO3HO JKeJs30 € aHemus (xemoriooun mox 100 g/L) u HemoHOCHMOCT wWix
HEaJIeKBaTeH OTrOBOpP KBM IEPOpaHO JedeHue. [lapeHTepasiHO JIedeHHE C Kelsi30 B
koMOuHammst ¢ Erythropoietin (cmopen KXII) moxke na ce uMa mpeaBUa MPU OTACTHH
cilydad, IIPU KOUTO € HeoOxouma Obp3a KOPEKIMs WM KOTaTo aHEMUsITa He ce M0100psiBa,
HE3aBUCHMO OT JICUCHHUETO C WHTPABCHO3EH JKEJE3eH TpenapaT W KOHTPOJ Ha
MHTECTUHAITHOTO Bb3majeHue. Tpancdy3usTa Ha epUTPOLIMTHA Maca TpsOBa /a ce N3BHPIIBA
B CHUTyallid, B KOUTO HWMa OCTPO HACTBIIWIA WIM TEXKAa aHEMHUs, XEMOJIUHAMUYHH
HApyLICHHUS U JAPYT'M CUMIITOMH W/WIIM HEYCIIeX OT BCHYKH OCTaHAJIM BHJOBE JeueHue. [Ipu
nedunut Ha BuTamMuH B12 u ponueBa kucennna — 3amecturenna tepanus (cropen KXIT).



VI. XPOHHUYEH ITAHKPEATHUT U
EK30KPUHHA ITAHKPEACHA HEJOCTATBYHOCT

1. XPOHUYEH ITAHKPEATHUT

1.1. OBIHA XAPAKTEPUCTHUKA

XPpOHUYHUSAT MAHKPEATUT € TIPOABIDKUTEITHO Bh3NaieHue u (pubpo3a Ha MaHKpeaca, KOETO
Ce XapakTepu3upa ¢ HEBb3BPATUMH MOP(OIOIMYHU NPOMEHH, KOUTO MPUUYMHABAT OOJKA W/WIIN
nepMaHeHTHa (PyHKIIMOHAIHA 3ary0a. 3acsraHeto e (hoKaiHo, CerMEeHTHO WiH nudy3Ho. Boau 1o
CTPUKTYPH,KOHKPEMEHTH C IOCJe/ABalla JUIaTalus Ha JyKTyJIHaTa CUCTEMa; E€K30KpUHHA U
€HJIOKpUHHA HEIOCTaThbUYHOCT. Pa3zmMuHM TOKCHYHH, META0OIUTHH, T€HETHYHH, aBTOUMYHHH U
Ipyru (hakTopu MMaT 3HaYeHUE 3a TosiBaTa My. B EBporia Haii- 4ecT € alIkOXOJIHHUST TaHKPEaTuT,
KoHTO cheTaBisiBa 55-80% ot mankpeatuture. OT apyra ctpaHa camo okoio 10% ot numara c
QJIKOXOJIEH MPOo0JIEM UMAT XPOHUYEH MAaHKPEaTUT, KOETO MpeArosara yuacTue B maToreHesara u
Ha Jpyru ¢axtopu. Haif-yectuTe ycrnoKHEeHHMS Ha XPOHMYHHS MAHKPEATHT Ca TCEBIOKUCTHUTE,
abcuecute, CTpUKTypuTe U acuuTa. [loBuIlleH € pUCKBT OT pa3BUTHE HA aJCHOKAPIMHOM,
0c00eHO IpH OOJIHU ChC 3aXxapeH auaderT.

C6opna cratuctuka 3a EBpona nokassa roguinHa 3adonesaemoct ot 3-10/100,000. V nac
JUICBAT TOYHM JAHHM 3@ YECTOTaTa M TEKECTTa Ha XPOHUYHHUS NaHKpeaTUT. 3a00JIIBAHETO €
IPU3HATO 3a COLMAIHO 3HAYMMO IOpaaM XpOHMYHATa OOJIKA, MCKBAIlla MOCTOSHHO JIEUCHHE C
aHAJTETHUIIH, TSKKUTE YCIOXKHEHHUS, HIKOM OT KOMTO >KMBOTO3aCTpalllaBallly, 33 bJI00YaBaIara
Ce EK30KpUMHHAaTa W EHJOKpUHHA HEJOCTAThYHOCT, IOBUIIEHUAT PHUCK OT pa3BUTHE Ha
aJICHOKApIIMHOM M MOBHIIIEHATa CMBPTHOCT.

1.2. JAUATHO3A
1.2.1. Kunan4yHute 0esie3n
— 3aBucu OT cTaaus Ha 00JIECTTa U CE MPOMEHS MPHU MPOTPECHs.
— OCHOBHHTE CHMITOMHU U CHHAPOMH BKIIOYBAT eMUracTpaiHa 0oJika, rajieHe, MOBpBIIaHe,
ManaOcopO1us, TuabeT u APYru — IPH YCI0XKHEHHUS, HATp. UKTEP
1.2.2. JlabopaTtopHU U PYHKIIMOHAIHU U3CIIEBAHUS
— ¥MaT CTOMHOCT NpH ek3anepOarus, eK30KpHHHA U €HJAOKPUHHA HEJJOCTATHYHOCT
1.2.3. MH300pa3uTtejiHU U3CJIeABAHUS
- KOHBEHIIMOHAJIHA peHTreHosiorus, adbaomuHaina exorpadus (Y3), KT, MPT MP xonanruo
u/vm nankpearorpadust (MPXII), BKIIOUUTETHO ClIe/l CTUMYJIALUS ChC CEKPETUH
1.2.4. EHA0CKONCKH MeTOIH
- €HJI0CKOIICKa peTporpaiHa xonanruonankpeatorpadus (EPXII), ennockoncka exorpadus
1.2.5. IIyHKUMOHHM TEXHUKU
- 1IeJIeHaCOYEeHHU o1 exorpadcku KOHTpoJI (epKyTaHHU), eHjockorcka exorpadus nim KT.
1.2.6. buoncus c mocjaeaBamio XMCTOJOrHYHO H3CJIeABaAHe
buoricust ¢ mocnenBaiio XMCTOJIOTMYHO U3CIIE/IBAHE € “37IaT€H CTaHAapT , HO OOMKHOBEHO HE
Ce M3MOJ3Ba 3apaJy BUCOKHUS PUCK OT YCIOKHEHHUS.

1.2.7. JlmarHo3a Ha yCJIOKHEHHMATA
1.2.8. CragupaHe Ha XPOHUYHHSA MAHKPEATHT
— KoMOHMHalus Ha KIMHUYHHU, MOP(HOJOTUYHN U (GYHKLIMOHATHU KPUTEPHH, KaTO Hail- rossMa
CTOHHOCT MMaT M300pa3UTEITHUTE M3CIECABAHUS, HO HETaTHBHUTE PE3yITaTH HE M3KIIOYBAT
JIEK XPOHWYEH MaHKPEaTUT
I craawii: maTeHTeH UK CyOKIMHUYEH NTAaHKPEATHT;
II craguii: panen win uHdIamaTopeH (c NpeaUMHO Bb3nanuTeHu npomenH); II ctaamii: kbcen-
TEXKa *JIe3HA MHCY(PULIUEHIHS,
IV cranmii: kbCEH- HaMpeHAT ¢ OpraHHa UHCY(PUIIMEHIINS, MallaOCOpPOITs, KaXeKCHsI.



ﬂuaznocmuuen aneopumsm

[Ipenmountanuss kbM Y3 (OcChlIeCTBEHO OT ekcneptu) win aupektHo kbM KT.
(exorpa¢ckoTO M3CIIeABAHE CE MPUEMa 32 CKPUHHUHT B HSKOU AbP)KaBU U METOJ Ha 300D
B JIpyTH).

KT e npeanountan npex EPXP u MPT.

[Tpu nekareropuunocT Ha Y3 u KT ce npeanara Ononcusi Win HOBa TMAarHOCTUKA CJeEJl

6
Mecena.
buoncusita e “3naTeH crangapT”’, HO OOMKHOBEHO HE C€ M3I0JI3Ba 3apajy BUCOKHS PUCK
OT YCJIO’)KHEHUSI.

Axko nienTpoBeTte He pasnonarat ¢ EV3, ce n3nonzsa EPXII.

EV3 c Ouomncust e Bce olle B EKCIEPUMEHTAJCH NEpPUOJ] C NPETCHIMU 3a ‘‘3JIaTeH
crangapt”’. Pomsara va EY3 0e3 Ouoncusi € obemaBaiia HO BCe OIE MPOTHBOPEUUBA
(ouakBa ObJeIIa Mo3uIMsA) U ¢ orpaHuyeHus. Ts 1 MP npogbikaBaT pa3BUTHETO CH U
TECTYBAHETO UM HU3HCKBa OIHUT.

[Ipu nonoxutenHu (yHKIMOHATHU TECTOBH M HECUT'YPHOCT Ha OOpasHUTE METOAU Ce
npenopbuBa OUOICHUSI.

AKo TakaBa He ce OCBIIIECTBU- OJABPIKa ce Te3aTa 06e3 JOKa3aTeIHOCT.

Tpyonocmu ¢ ouaznocmuxkama

JlnarHocTHYHY NPOOJIEMH IIPU HAYAIIHH, JIEKU U CPETHO TEKKH MTAHKPEATHTH C
MHHUMAITHA MOP(OIOTHYHN IPOMEHH.

[Tpn mudepenpanus Ha HadYaIHa MAHKPEacHa MAUTHEHOCT.

[Tpn Hanmune camo Ha 00JIKa, MaKap M XapakTepHa.

IIpu ckOpOIIHY €NU301 Ha OCTBP MMAHKPEATHT.

B CCJICKIMATAa Ha JUArHOCTUYHH TECTOBC-B 3aBHCHMOCT OT TOBa KaKBO CE€ OIIMTBA [a
JMAarHOCTUIMPA KJIMHUIIKCTA.

1.3. JIEHEHME
1.3.1. EnxumuHupaHe Ha eTHMOJOrHYHUSA (pakTOp

Crmpa CC KOHCYyMalusATa Ha aJIKOXOJI.

1.3.2. JlueTHyeH pe:KuM:

Penykius wa nunuanus BHoc: 70-100g/24 waca (mpu HEMOBIMsSBAaHE Ha OIUIAKBaHMATA
peaykiust 1o S0G), Beraexunpata a0 450g/24 daca W JOMBIHUTEICH TPHEM Ha OEnTHIN
(mag 120g/mueBHO). ButamuHoTepanusaTa, 0COOEHO Ha MAacTHOPa3TBOPUMHTE BUTAMHUHHU €
3anbipkuTenHa. [lpu texkure (KaxekTH4HH) (OpMU ce Mpuiiara MHapeHTepaiHO W/HUIU
SHTEPAITHO/COHIOBO XpaHEHE.

1.3.3. Jleyenue Ha OosikaTa
EH3uMHU POTYKTH - BUCOKATA JO3UPOBKA IOHMKABA TYKTYTHOTO HAJSITAHE
AHaJTeTUIN: HEHAPKOTHYHU W HAPKOTHYHHU JICKAPCTBEHU TPOAYKTH (paracetamol,
metamizol, KOPTHKOCTEPOHUIU B KOMOMHAIHS C JIOKATTHA aHECTETHIIN; OTIOMTH
Antnokcumanta; Allopurinol (300 mg/nH.)
1.3.4. JleyeHne Ha €K30KPUHHATA €HJIOKPUHHA NMAHKPEACHA HEAOCTATHYHOCT

1.3.5. JleyeHue Ha ycJOKHeHMSITAa — (HapMaKOJIOTUYHO, €HIOCKOIICKO, IO/
exorpadcku KOHTPOJI UM XUPYPTUIHO



2. TAHKPEACHA EK30KPUHHA HEJOCTATBYHOCT

2.1. OBIIA XAPAKTEPUCTHUKA

ITankpeacnara ex3okpuHHa HenocrarbuHocT (IIEH) ce pasBuBa mnpu penuna
3a00JIIBaHUS U CHCTOSIHHSI M C€ JBJKM Ha Pa3jMyYHU MMAaTOT€HEeTUYHU MeXaHU3Mu (Tali.
4). Xpoununusat nankpeatut (XII) mpu BB3pacTHUTE M MYKOBUCIMJ03aTa (KHCTUYHA
¢ubposza) mpu jaemara ca Hal-yectute npuunHM 3a mosiBata M. [lo-psako TIEH e
MOCJIE/ICTBUE HA OCThP HEKPOTHU3UpAlll MaHKPEaTUT, NepUaMIyJapHU W I[MaHKpPEacHU
TYMOPH, U CJI€J MAacHUBHU ONEPATUBHU MHTEPBEHLMH HAa TaCTPOUHTECTHUHAIHUS TPAKT
('UT), BKIIOUUTETTHO PE3EKIINs Ha MTaHKpeaca.

Tabnuua 4. 3a00sBaHUs U TATOTEHETUYHHN MeXaHU3MU cBbp3anu ¢ [IEH.

3aboJsiBaHe/CbCTOSIHAE [TaToreHeTnueH MexaHU3bM

XpoHHUYEH MNaHKpeaTUT, MYKOBHMCLHUZAO03a, | 3ary0a Ha MaHKpeaceH MapeHXUM
YCIIO)KHEHHE Ha OCTbp HEKPOTHU3MpALL]
ITAHKPEATHUT, HACJIEICTBEH ITAHKPEATHUT

[lepuammnymapau Tymopu, MHTpamykraieH | OOCTpyKIMS Ha TJIaBHHS MaHKpPEaceH
MAaHKPEAaCeH MYLHMHO3EH TyMOp, KapLIMHOM | KaHal

Ha riaBaTa Ha IaHKpeaca,
N0OpPOKaYeCTBEHU MAHKPEACHU TYMOPHU

I'myrenoBa enrepomnarusi, 6osect Ha Kpon | Hamanena nankpeacHa ctumynanus

Zollinger-Ellison cuaapom Kucenunno-mMenqupana HWHaKTUBAIUs Ha
MaHKPEACHUTE CH3UMHU

lNactpexkromus, CTOMalIleH Oaiinac, | ['acTponHTeCTHHAIHA/TAHKpPEacHa

oOmmpHa THHKOYPEBHA pEe3eKLus, | XUPYPrHs

IaHpC€acCHa pC3CKI MU

[IEH ce nbiku Ha HamajeHa aKTUBHOCT HA MAaHKPEACHUTE €H3MMHU B PE3yJiTaT Ha
HEJOCTaThYHA CEKpPELHUs WM aKTUBUpPAHE, KAaKTO U MOPAaJd PAHHOTO MM pasrpaxiaaHne. T
OuBa mbpBUuYHa M BrTOpuuHa. IIbpBuunata IIEH ce xapakrepusupa ¢ HamajsiBaHe Ha
€K30KpUHHATa MaHKpeacHa ThKaH WM HapymieHata ¥ uHepBauus. [Ipu Bropuunara [1EH
OCBOOOJICHUTE IAaHKpEaCHU €H3MMM HE MOraT Ja OKaXaT CBOETO JEHCTBUE IOpaau
aHATOMUYHHU TPOMEHH, OCOOEHO CcIle[ XHUPYprus, HeIOCTaThYHO AaKTUBHUpAHE WIIU
nHakTuBUpaHe. OCBEH HamaleHaTa cekpeuus Ha mnaHkpeacHu eH3umu npu IIEH e
HapylleHa M cekpeuusta Ha OukapOoHatute. Hopmanno OukapOoHaTHTE mpesmna3BaT
[IAHKPEAaCHUTE €H3MMHU OT JEHaTypauusaTa Ha KHCEJIOTO CTOMAIHO CBhIbPKHUMO,
MOCTBIIBAI0O B JAyoJieHymMa Kato Tro HeyrpanusupaT. llopaau HenocrarbuHarta
OukapOOHaTHA CeKpelusi UHTpaayoJeHanHoTo pH cien HaxpaHBaHe MOXE Ja OCTaHE IO0-
Hucko or pH 4, koero oka3Ba HEraTMBHO BJIMSHUE BbpXY JMIa3HaTa aKTUBHOCT. Jpyr
HeOnmaronpusaTeH e(eKT Ha TOHIKEHaTa CeKpelus Ha OWKapOOHATHUTE € BB3MOKHOTO
INPELUITUTHPAHE Ha XIIBYHUTE COJIM, KOETO BOAM JI0 HaMallsiBaHE Ha MOCTIIpaH/IWaIHaTa
JyOJeHaTTHA COTYOMIIU3aIIHSL.

Karo nsno IIEH ce xapakrepusupa ¢ HeagakBaTHAa MHTpPaIyMEHHAa aKTUBHOCT Ha
MMAaHKPEACHUTE €H3MMH, BOJEIIA 10 MaJAUIeCTHs, OCHOBHO Ha MAacTUTE U B IO-MaJKa
CTeleH Ha OenThbLUUTEe W BBIJIEXUApPATUTE W IOCIE/Ball HEraTHBEH EHEeprueH OajaHC |
ManHyTpunua. HapymeHo e u cMHiIaHeTO Ha MacTHO-Pa3TBOPUMUTE BUTAMHHU (BUTAMUH
A, 1, E u K), Butamun B 12 1 HSIKOM MUKPOHYTPUEHTU KaTO MarHe3ui, [UHK, KAILUNA U
JIpYyrd, KOETO BOJM O TOSiBa Ha pa3HOOOpa3HM CHMIITOMH (Hallpd. HaMmajeHa KOCTHa
IUTBTHOCT, TETaHUs, TIIOCUT, XCUITUT, iepudepHa HEBpOMaTusl, ChPACYHO-ChAOBU MPOSBU U
APYTH).

Tunuynara knuHuMuHa kKaptuHa Ha IIEH npm XII ce wnaOmrogaBa camo mpu
HanpeaHano 3abossBane. KnmuHnyHO mposiBeHaTa ManadcopOIust 0OMKHOBEHO CE pa3BHBa B



kbcHus craauid Ha XII, cpeano cnen 10-12 r. oT Ha4anOTO HA CUMITOMATUYHUTE MPOSIBU
Ha 3a0onsaBaHeTo npu okoio 50% ot cmyuyaute. CKOpPOCTTa M CTEMEHTAa HAa Pa3BUTHUETO i
3aBUCAT OT npuuuHuTe. [Ipu HAcIeACTBEH NaHKPEAaTUT TO3M MEpPUOJA € MO-IbIbI.
[Taruenture ¢ aproumynen XII mo-6sp30 passusat [IEH, xosito ce ycranossiBa B 75% ot
ClIy4auTe, a IpH JenaTta ¢ MyKOBUCIIMI03a, T e OTKpUBa B 85% olie npu paXxAaHETO UM.
Bonnute chc 3axapen nuaber wmmar moBuiieH puck 3a [IEH mopamu atpodus Ha
€K30KpUHHATa MaHKpeacHa ThKaH.

HenexyBanara IIEH npencraBisiBa :KMBOTO3acTpaliaBamo ChCTOSHUE, KOETO BOIU
0 CEepHO3HH JeUUUTH UM BTOPUYHU 3JPABOCIOBHHM mpoOinemu. ToBa mpaBu
3aMECTUTENIHATa TEPAIUs ¢ MaHKPEAaCHU €H3UMU 3abJKUTENIHA YacT OT JICYEHUETO Ha TE3U
MalUEHTH.

2.2. JIUATHO3A HA IIEH
Jnarnozata Ha IIEH e cpueTanwe Ha KIMHUYHH Oe€lie3W W JaHHUTE OT MPOBEICHUTE
n300pas3uTenHu, JAa0OpaTOpHU WM JAPYrd HU3CienBaHus. YecTo MoOKe [a OcTaHe
HEpa3No3HaTa IOpaJu HajJuyue Ha NPOSIBU U CUMIITOMH, CXOJHM C TE€3U IPU APYTH
3abonsaBanus Ha [ UT, npotuyamy ¢ HapylIeHUs B CMUJIAHETO.

2.2.1. Kiaunuunm Oese3n

Hsama crienmduyen cumMnToMm, KOWTO Aa Joka3Ba wik oTxBbepis [IEH. OnnakBanusta
Ha TMalMeHTa B TIOBEUETO Cllydan ca HecrnenuuuHu. Te BKIFOYBAT KOPEMHUS
nuckoMmdopT, Oonka, MOAyBaHEe Ha Kopema/duiaryieHius (METEOpU3bM), MPOMSHA B
YecToTara M BHUJA HA M3XOXKIAHUATA, BKIIOYUTEIIHO BOJHUCTA JUAPHSs, OTIAIHAJIOCT,
3ary0a Ha aneTuT W W30SArBaHe Ha ONpeIeNICHN XPaHH.

Haii-Baxuuar tunumyen cumnroM Ha Ttexka [IEH e crearopedra, kosTto ce
XapakTepu3upa ¢ KalllaBW, Ma3HU, JTbCKAaBH, CBETIIU, ITYILUIECTH, 0OEMHHU U3MPAXKHEHUS C
rHWIOCTHA Mupu3Ma. Hannuuero i nupektHo nokassa [IEH. IlposBsBa ce B kpaliHUTE U
Texku craguu Ha XII u npu ornagane Ha okono 90 % ot ¢yHKUMOHATHATA THKAaH HA
JKje3ara.

[Ipu manmmurectuss u MamaObcopOIMsl ce HaOMroaBa 3ary0a Ha TeJlecHa M MYCKYJIHa
Maca, OCTeOIeHus: (OCTeOMEeTpHUs), KIMHUYHU Oerne3u 3a AeUIUT Ha MAaCTHOPA3TBOPUMHU
Butamunu (A, E, K, JI, xanmwmif) u But. B12. OcTteonarusita/ocreonoposara ¢ yecra. [lpu
nernara MaiabcopousiTa BoJIU OIle U 0 U30CTaBaHEe B pacTexa U pa3ButueTo. Hammuuero
Ha Te3W CUMNTOMH mpu joka3zaH XII wnmm apyro 3aboisiBaHe/omnepanus Ha MaHKpeaca €
JOCTAaTHYHO 3a mOocTaBsAHe Ha nuarxHosara [1EH.

2.2.2. JlaGopaTopHH U3C/IeABAHUSA

CranmapTHUTE XEeMAaTOJOTMYHM M OuoxumuuHu wuscnenBanus kato [IKK,
cepymuo xemsizo, KCK, deputnn, auBo Ha BuTamuH J| m B12, donmeBa kucenuHa,
nporpoM6uHoBO Bpeme (INR), enexkrtponmutu (kanuii, HaTpui, XJIOPUAM, MAarHE3Mi,
KaJmuid), o0 OenThbK W anOyMHH, JHIUAIW, CEPyMHAa aMWiIa3a/Iumasa M IPYrd HAMaT
JUPEKTHA CaMOCTOSITEJIHA JIMarHOCTUYHA cTOWHOCT. Te ca HeoOXoauMH 3a OTKpUBAHE,
XapaKkTepu3npaHe U KOpeKIus Ha paznuunute nepumuru. [IpenopruBa ce u3cneaBane Ha
npeanOyMuHa, CEpyMHUTE HUBA HAa UMyHOroOynuuute A, I' 1 M, aHTUEHIOMU3UYMHHUTE
antutena (EMA) m aHTMTenaTta cpemry ThKaHHATa TpaHcriayramuHasza (anti-tTG) 3a
M3KJII0YBAHE HA UMYHHU J1e(DUIUTH U TIIyTEHOBA EHTEPOaTHsI.

2.2.3. MH300pa3uTeTHH U3CIeIBAHUS
W3pazeHn TpoMeHU OT U300pa3UTETHUTE U3CICABaHHUS Karo abJOMHHAIHA
exorpapus, KT, MPT, MP-xonanruo-nankpearorpapuss wiun EPXII, kakto u
enpockoncka exorpadus cporBercTBaT Ha [IEH. Hannumero Ha TeXKH CTPYKTYpHU
MPOMEHH B TaHKpeaca KaTro pa3lIUupeH TMaHKpeaceH KaHal W/WId KamiudukaTi
NoTBBpAkKIaBa quarno3ara [IEH.
Ha mnpaktuka IIEH e mno-dyecrta OTKOJAKOTO c€ mpeamnojiara W JAUArHOCTULHUPA.



JlokazatenctBo 3a cwinectByBaneto Ha [IEH (ckputa IIEH) e momobpenumero oT
MPUJIOKEHUE HA MMTAHKPEACHU €H3UMH.

2.2.4. OyHKUMOHAJIHM TecTOBe 3a onenka Ha [IEH

[Ipu KIMHUYHO CHMHEHHUE MOXeE Ja ce MpoBeJie MaHKpeaceH (PYHKIMOHAJIEH TeCT Thi
kato gekara g0 ymepena IIEH e cpmo knuamdHO 3Haumma. CeKTETHH-
MAHKPEO3UMHUHOBUAT TECT M MHOTO JPYTU TECTOBE Beue HE Ce MpHiarar B KIMHAYHATA
npakTuka. B moBeueTo neueOHM 3aBEICHUS HE ca HAJMYHU WM ochinecTBUMH. OT npyra
CTpaHa ce MOHACAT JIOLIO OT MallMeHTUTE U Ca HECUTYPHU (HE ca BaJUIAUPAHN).

JlHec ce mpenopbuBa M3IMOI3BaHETO HA HEMHBa3MBHUTE TecToBe. CenemueceT W JBa
yacoBara (hekamHa mpoba ¢ M3YMCIABaHE HA KoeduuueHTa Ha abcopOIMs HAa MacTHTE
(coefficient of fat absorption -CFA), koiiTo ce mpuemalie 3a 3JaT€H CTaHIApPT 3a
JMarHo3ara Ha CTeaTopesl € TPYJOEMKa U CBBP3aHO C peaulla MpelaHAIUTHUYHU TPEIIKU
u3cienBaHe. Maiko TNPWIOKEHHE HaMHpa M ONpEACNSHETO Ha XHMOTPHUIICHH BBbB
(bexanuure.

Haii-u3non3BaHusT TeCT € onpeaessiHeTo Ha gekanHaTa anda-1 enacrasza (enacrasa 1).
Toii e moje3eH NpH MNpocieasiBaHe Ha CEJIEKIMOHMPAHM CilIydyad 3a JlOKa3BaHe Ha
NPOTPECUBHO HapylleHHWe Ha maHkpeacHara ¢yHKuus. He wu3uckBa cbOupaHe Ha
u3npaxkHeHus u crenuanHa aueta. C romsima BepositHocT m3kimouBa [IEH u uma moOpa
YYBCTBUTETHOCT (HAAEKACH) caMO NpU MAlUEHTH C yMmMepeHo Texxkka u Texkka [TEH
(croitroctu mox 200 m cg/g m3npaxknenus ). [Ipu quapust TecTpT MOXe 1a Obae GalIBO
MO3UTHBEH.

13-C  nuxaTeqHHAT TeCT CbhC CMECEHO-BEepWKHH Tpuriuuepuad (mixed-chain
triglycerides-MCT) e anrepHaTuBa, KOATO B OBJCIICE MOXKE J1a HaMEpPU IO-TOISIMO
npuioxenue. To3u TecT € A00Bp 3a OIEHKa Ha e(PEeKTHMBHOCTTa Ha 3aMECTHTEIHATa
Tepamnusi ¢ TMAaHKPEaCHW €H3UMH TIPH PE3UCTCHTHHU Ha JICUCHHE Cy4ad, HO BCE OIIe HE €
JIOCTBIIEH 32 IUPOKaTa KIMHUYHA MTPAKTUKA.

2.3. JIEYEHME HA IIEH

JlexapcTtBena tepanus Ha [IEH nma 3a nien na nogo6pu Oonkara, GyHKIHMOHATHUTE U
XxpanutenHu nepunuty. Ts ce mpoBexaa Ha GpoHa Ha OOIIM MEPKHU/TPOMSHA B HAYMHA Ha
’KUBOT.

2.3.1. OOmu Mepku

Baxxen Bwmpoc e HeoOxonuma nu e auera? YecToTo XpaHeHe ce MOHACs MOo-7o0pe.
HamansBane Ha mpremMa Ha Ma3HUHHTE C€ TIPEANIprUEMa IIPU TeXKa cTeaTopes 0e3 0TroBOp
Ha 3aMECTUTEITHO JIedyeHHne. TeopeTUYHO CIIOKHUTE (KOMILJICKCHH) BBITIEXUAPATH U Gpudpu
ca moJyie3HH Ja oTnaaiedar nosBara Ha 3J[, HO ¢ubpure mpu XII ce orpaHuuaBar.
Bb3MoskHO € 1a abcopOupar u MOBAMSST AEUCTBUETO HAa CH3UMMUTE.

[IpenoppuBa ce cimpaHe Ha mprema Ha ankoxoi. O4yakBa ce HamansgBaHe Ha OoJKara,
3a0aBsiHe BiOIIaBaHeTo Ha maHkpeacHata ¢yHkuus (IIEH we mporpecupa) u mo-moowp
KOHTPOJI OT 3aMECTHTENIHA Tepamus ¢ MaHKpeacHH eH3uMu. CIIOpeH ocTaBa BBIPOCA
OTHOCHO TMPEKpPaTSBAHETO Ha TIOTIOHOMYIIEHETO, HO BBIPEKH TOBA CE€ MPENOpbUBa.
VYMepeno HamansiBa 0Oojikata, OCOOEHO IO BpeME€ Ha H30CTPSIHE U YCIOKHEHUSATA.
[Tonsikora e TpyaHO Ja ce pasrpaHuyaT e(peKTHTe Ha TIOTIOHOIYHIEHETO OT Te3M Ha
aJIKOX0J1a (YECTO €THOBPEMEHHH HABULIN ).

2.3.2. @apMaKoJOTrH4YHO JeYeHHUe

3aMmecTUTENHATa TEpaNus C MAHKPEACHU €H3MMHU MMa 3a L€l Ja KOpUIHpa JIMMAa3HUs
ne(UIUT U CBbP3aHUTE C TOBAa XPAHUTETHH ACPUIMTH, Ja MOJIMNOMOTHE CMHJIAHETO U
abcopOuusaTa Ha MacTHTE, BUTAMUHHUTE, MHKPOEIEMEHTHTE M JPYTrUTe€ XpPaHUTEIHU
BEUIECTBa; J1a MOBIMsie cuMmnromute, cebp3anu ¢ I[IEH u nmogo6pu xpaHuTenHust craryc
Ha MAalKeHTa.

VYcenopenno ¢ mankpeacHata eHsuMmHa 3amectutenHa tepanus ([IE3T) tpsbea na
ce Kopurupa  JONBJIHUTENTHO M jAepuuUTa  HAa  BUTAMUHH, 0c00eHO



MaCTHOPA3TBOPUMHUTE M MHUKpOEJIEMEHTHTE. IlIpenopbyuTeTHO € MapeHTEepaHO
3amectBane npu Texka [IEH wnm knuaudHm Oene3nm Ha MaaOcopOnus, KaKTO W TPH
JIOKa3aHM HaMaJieHH CepyMHM HuBa. Burtammu JI ce HazHauaBa BeAHara IpH
nuarHoctunupane Ha I[IEH/ mosBa Ha creatopes. Ilpm Texka IIEH e neoOxommmo
SHTEPAJTHO XpaHEHE C IBJITM- U CPEAHOBEPMIKHU TpUrIHLEpuau. [IponbikuTeTHusT
nepopaseH IprueM Ha aHTUOKCHJIAHTH KaTo celeH, B-kapotuH, Butamun C, ButamuH E (4-
tocopherol) mogoOpsiBa 6OIKOBHS CHHAPOM M MOJKE J1a IIPEANa3u OT PeUUAUB Ha OoJKaTa.

ITankpeacHa eH3UMHA 3aMeCTHTEIHA TePanust

INE3T e moka3zana mpu Bcuuku Gopmu Ha IIEH He3aBHCHMO OT €THONOTHSATA.
[TaHkpeacHUTE €H3UMH HE Ce TPETopPbhUBAT 3a Kopekuus Ha 6oskaTa npu XI1 6e3 [TEH, Ho
MOXe Jla ce oTueTe OjaromnpusTeH epeKT Npu CKpuTa (HEAWArHOCTULMpAHA JieKa WIN
ymepena) [IEH. Brvnpeku Bp3morknara npexoana [IEH npu octbp nmankpearut, [IE3T nHe
e rmokasaHa B ocTpaTa (a3a. Tl KaTo OCTPHST AHKPEATUT MOKE J1a ObJie IbPBA U34BA HA
npenuiecTsai, Heaquarnoctunupal XII, To Te3u manueHTH TpsiOBa Ja ce MPEOoLEeHAT 3a
IIEH otHoBO cnen 6-18 mecena. IIE3T ce mpenopbuBa 1 Npu aBTOMMYHEH IAHKPEATUT
nopajy TOBa 4e MalKMeHTUTE pa3BuBaT aTpodus Ha naHkpeaca. Ha nedyenue nojyexar u
OonHuTe che 3axapeH auader tun 1 u 2. bnarompusten edekt Moxe na ce HaOM0IaBa
npu nanueHTH cbe CIINMH u xponnuna nuapus.

MuavkanuuTe 3a Ha3HauyaBaHe Ha naHKpeacHW eH3uMmu npu XII u apyru
3abonsBanus/onepanuu, cebp3anu ¢ EITH ca:
- Creatopes WM KIMHUYHM OeJe3d 3a MajaurecTust (3aryba Ha Terjo, MYyCKYJHa

Maca, OCTEOIIEHUS U IPYTH)

- JloxazaHM TEKKM CTPYKTYpPHM IIPOMEHH Ha IAaHKpeaca KaTo pa3lIMpEH IaHKpPEaceH

KaHaJ W/WIi KaaupuKaTi
- Pesekuus Ha maHkpeaca
- Haunm 3a IIEH ot d¢exannara enactaza 1 wumm 13-C  auxaTeqHHUAT TECT CbC

CMECEHO- BEPUKHU TPUTIIULEPU]IH.

Ha npakTuka Hali-4yecTUTe NOKa3aHUS 3a 3aMECTHTENHA Tepalus ca IpOorpecuBHAaTa
peAyKLHMs Ha TErJ0oTO U HaJIM4YMeTo Ha crearopes. EH3umHaTa Tepamus Moxe na Obae
3all04YHaTa M NP MAaKPOCKOIICKM HOPMAaJHHM Ha BUJ M3MNPAXKHEHWs, IIPU HaJIUM4UE Ha
CUMITOMHU — (uaTynaeHus, quapus, kakro u npu XII ¢ ronsima naBHoct. KonnuectBeHo
U3MEpBaHE Ha MAacCTUTEe BBB (eKaauure He € HeoOXOAMMO Mpelu Ha3HayaBaHE Ha
[IAHKPEACHU €H3HUMHU.

Benukny peructprupanu npenapaTty 3a IpoBEXKIaHe Ha 3aMECTUTENIHA CH3UMHA Teparnus
ca pa3paboTeHu Ha 0azaTa Ha EKCTPAKT OT CBHHCKM MAHKPEAc W MPEJCTABISBAT CMEC OT
poTeasa, aMuiiasa u JIMIasa, HapeyeH MaHKPEeaTuH WK NaHKPealu3HH.

C ornen Ha (U3MOJIOTMYHMS MPOLIEC HA XPAHOCMUIIAHE € HEOOXOAMMO E€H3MMHUTE
IpernapaTv Ja OCUTYPAT JIOCTABSIHETO HAa XPAaHOCMUJIATEIHUTE €H3UMHU B JyOJE€HYMa B
ONTUMAJIHO CHOTHOIIIEHHE U B TOYHOTO BpeMe 3aefHo ¢ xumyca. [lopanu ToBa Te TpsOBa
Jla OTTOBapAT HA OIpPE/EJICHH M3UCKBAHMS: BUCOKA JIMMA3HA aKTUBHOCT IPHU ONTUMAIHO
OTHOILIEHHE C JIPYTUTE €H3UMH, 3alllUTa Ha €H3UMUTE OT HEeOJaronpusTHOTO Bb3/eHCTBUE
Ha KHCEJIO0TO CTOMAIIHO ChIbPKUMO, MUHUMAJIHHU pa3Mepu Ha yactuuute (rmoxa 1.7 M) 3a
Jla ce pa3Mecar ¢ XpaHaTa B CTOMaxa M Jia IPEMUHAT €JHOBPEMEHHO C Hes Ipe3 MUJI0pa,
Obp30 OCBOOOKJAaBaHE Ha E€H3UMHUTE B JyOoJeHymMa U TBHKOTO 4epBo npu pH 5.5-6,
OCUTYpsIBaHE Ha rojisiMa creur(uyHa aKTHBHA MOBBPXHOCT 3a JIeHCTBHE HA €H3UMMUTE.
JlaHHWTE OT KIMHUYHUTE INPOYYBAHUS I[I0KAa3BaT, Y€ B HAN-BUCOKA CTENEH TE3U
U3NCKBAaHUS C€ IIOKpUBAT OT IpenapaTHTe pa3pabOTeHU KaToO EHTEPOCOJBEHTHU
MUHUMHUKpPOC(HEpH MM MHUKPOTAOJIETKH C KHCEIMHHO-YCTOWYMBO MOKpuTHe. ToBa rH
IpaBy NPEINOYUTAHH 32 IMPOBEXKIaHE Ha 3aMECTUTENIHA Tepanus, OcCOOeHO Mpu
HNALUEHTUTE CIIE]l XUPYPTHSL.

Pesynrarute or 13C MCT pguxarenHus TecT IOKa3BaT, Y€ M3IOJI3BAHETO Ha
nbpBoHavanHa go3a 20000—40000 E nunaza mo BpeMe Ha ocHOBHO XpaHeHe u 10,000—
20,000 E nunaza npu TONBIHUTENIHO XpaHEHE MOXKeE Ja He € AocTaTbuHa. ClieoBaTeIHO



Morar Jia ce oOCBHXKIaT M MO-BHCOKU 03U 33 I'bpPBOHAYAIHA 3aMECTUTENIHA Tepamnus -
40000-80000 E numasza Ha xpaHeHe. MakcuManiHata npenopbuutenta go3a € 10000 E
munaza’kg  nHeBHO mopamu  puck oT  ¢ubOpoza Ha KoioHa. JlHec Haif-uecTo
NpenopbUYrTENHaTa IbpBoHavanHa 103a € 25000—40000 E nuna3a Ha XpaHeHe, a npuema -
10 BpeME WJIM HENOCPEACTBEHO cliell XpaHeHe. J(o3uTe mpu omepupaHute OOJHU HE ce
pazinuaBar OT Te3U IMPU NaUeHTUTe 6e3 onepanusl.

Nma noxazaTencTBa, ye e(EeKTUBHOTO JICUEHHE C aJ€KBATHM JI03M Ha MAHKPEACHUTE
emsumu nipu XI1 ¢ TIEH mono0OpsiBa abcopOuumsta Ha MacTUTE U MAacTHOPA3TBOPHUMHTE
ButamuHd. OOnexuaBa wiam kopurupa cumnromure Ha IIEH. 3naumrenen Opoii
KJIMHUYHY U3CJIE/IBAaHUS TIOKA3BaT, Y€ MMOBEYETO MALMEHTH MOBUILIABAT TEJIECHO CH TETJIO B
paMkuTe Ha | roguMHa OT 3amOYBaHETO Ha 3amecTuTenHara Tepanus. [logoOpsiBat ce
OMOXMMHMYHUTE [IOKa3aTelH, KOperupaTr ce TMPOTeMHUTE U  MHUKPOHYTPUEHTHUTE.
Hopmanusupar ce npeanbymuna u QepuruHa (Mapkepu 3a MaTHYTPULHS) KaKTO IpU
OOJHHUTE ChC CTeaTtopesi, Taka M Mpu Te3u 0e3 creatopes. OnTuMu3upa ce MeradboIn3zmMa
IpU MaHKpeaToreHHust win npuiapyxasail 3/]. OcBen KIMHUYHOTO mopoopenue, [TE3T
nonoOpsiBa M KadyecTBOTO Ha JkMBOTa. HamansBa cBbp3aHUTE € MaTHYTPHUIMATA
YCIIOKHEHUS U CMBPTHOCT. He moBiMsiBa yecToTa U TEXECTTa Ha OOJIKOBHUTE €MU30/11, HO
npu yact ot OosiHuTe (ckputa [IEH) neuenunero e ycnemixo.

[Tpu npoBexaaneTo i He € HeOOXOAMMO OTPAaHUYABAHETO HA MA3HUHUTE C XpaHara.

Onenkata Ha edekTa OT MBPBOHAYAIHOTO JICYCHHWE C€ M3BbpIIa Ha 0Oa3aTa Ha
KOPEKIUsI Ha CUMITOMUTE (IucKoM(popT/00iika B KopeMa), Opoii, KOHCUCTSHITUS U BU HA
M3MpaKHEHUATa, TenecHo Teriao/MUTM u apyru Gene3n Ha MalHYTpHIHsS/ManadbcopOmus
(mamp. anOymuH, xosiectepon). KIMHMYHOTO MOAOOpEeHHE Ha TAlMeHTa € JOCTAThYCH
KpUTEpUI 3a OLIEHKAa Ha TepareBTUYHMS OTTOBOP W/WIM CHTPYIHUYECTBOTO Ha MAIEHTa
(mpuabpxKaHe KbM TEPAIUATA).

[Ipu numnca Ha AOCTaThYeH OTIOBOpP OT MPOBEACHATa Teparus, J03aTa MOXKE Ja ce

yIIBOM WJIM YTPOU WJIU Ja ce 100aBU MHXUOUTOp Ha nmpoTtonHata nomna (MUIII), (dur. 8).
KakTo Oe mocoueHo, TeXKO HapylleHara raHkpeacHa OukapOoHaTtHa cekpeuus npu XII
BOAM 10 HENOCTAThYHO HEYTPAJIM3MpaHE Ha KHUCEIMHATa OT XHUMyca B AYOJEHyMa,
CHOTBETHO HapylllaBa €H3UMHOTO JIEHCTBUE OCOOEHO MpHU NMPUIOKEHHE Ha BUCOKHU 03U
nankpeacHu ensumu. UIIII He ce Ha3HauaBar nipu agekBareH otrosop Ha [1E3T.
TpsbBa na ce uW3KIIOYAT W JPYrd NPUYMHH 33 MaJJIATECTUST W ManadbcopOmms,
BKJIIOUMTEIHO TJYTEHOBA €HTepomnarus, OaKTepHalieH CBPbXpacTeX, YepHOApOOHa
mupo3a. 3a noTBbpkaaBane Ha pedppakrepua [IEH/cTearopes ce mpenopbusa 13C- MCT
JUXaTeTHHS TECT, aKO U3BBPIIBAHETO MY € BH3MOXKHO (HAJTUYHO).

®urypa 8. I[IpenopbuuTenieH TepaneBTUYEH IM0AX0J (ITOPUTHbM) NIpPU HaMaleHa
€K30KpUHHA [TaHKpPEacHa aKTUBHOCT

Cmwvnka 1: KniuHWUYHH CUMIOTOMH, MOPQOIOTUYHH, 1a00OpaTOpHU WM (YHKIIMOHATHH
IIpOMeHH, noTbpxkaaamy [IEH
2
Cmwnka 2: [IE3T ¢ eHTEpOCOTBEHTHH MUHUMUKPOC(HEPH MIIM MUKPOTAOJIETKH C KHCEITMHHO-
ycToiunBo nokputue B go3a 25000—40000 E nunaza Ha xpaHeHe
— edekT (ageKBaTeH OTroBOpP) — KOPEKIUS/HOpMAIU3HpaHe Ha CUMIITOMHUTE U
napaMeTpuTe, OTpa3saBallld XPaHUTEIHUSL CTaTyC
J Jlurca Ha edexT (HEZOCTATHUCH OTTOBOP) — OLICHKA HA CHTPYAHHYECTBOTO

Cmwnka 3: 80000 E nunasa Ha xpaneHe (2- win 3-KpaTHO yBeJIMYaBaHE HA ITbPBOHAYAIHATA
J103a)

— e(eKT (azeKBaTeH OTrOBOP)
J JTunca na edekT (HeIocTaThueH OTTOBOP) — OIIEHKA HA ChTPYIHUYECTBOTO

Cmwvnka 4: Jlo6aBsuae va UIIIT niom H2-6mokep



— edekT (aeKBaTeH OTrOBOD)
J JTunca na edekT (HeIocTaThueH OTTOBOP) — OLIEHKA HA ChTPYIHUYECTBOTO

Cmwvnka 5: VI3kimouBade Ha apyra MpuYrHa 32 MaJAUrecTust/Manadbcopommst —
— YTouHsBaHe HAa MpUYUHATA — crienu(UyHa Tepanus
d Juncear JIAHHU 3a JIPyTo 3a00JIs1BaHe/ChCTOSTHIE

Crbnka 6: 3amecTBaHE Ha Ma3HUHHUTE B XPAHEHETO ChC CPEJAHOBEPMIKHU TPUIIIULIEPUIH
(eHTepaJIHU XpaHH)



VII. XPOHUYHU 3ABOJIABAHUSA HA YEPHUSA 1POb

1. OBIIA XAPAKTEPUCTHUKA
[Ton TepMruHa XpoHHYEH XeNATUT ce pa30upa XpOHUYHO BH3MaJEHUE HA YEPHUS

Ipo0 ¢ MPOABIDKUTEIHOCT HaJl 6 Mecella U BKJIIOUBAa XHUCTOJOTMYHM JAHHU 32 XPOHUYCH
XEMaTUT WIKA YepHOApoOHa IIMPO3a B CTa U HAa KOMITEHCALUSI.
Paznuuasar ce:
- BupychHu xenaturu
- ABTOMMYHEH X€IAaTUT
- IIppBuyHa OunMapHa MPO3a WIK TbPBUYEH OMIIMAPEH XOJAHTUT
- IIspBudeH ckiaepo3upal XOJIaHTUT
- Toxcuuynu/creaTo3Hu — JIekapcTBEHO MHIYLIUPAH, alIKOXOJICH, HEATKOXOJICH U IPYTH
- Bbonect na Wilson
- Xemoxpomarosa
- Anda-1-aHTUTPUTICUHOB AePULINT
-  HMpuomatuyHu

MeauKoCcOoIMaIHOTO 3HAaYeHHe Ha XPOHUYHUTE XENMaTUTH U YepHOApoOHATa IIMpOo3a €
rOJIsIMO M TIPU3HATO MO 1eius cBAT. [Ipe3 mocienHuTe roquHN HEATKOXOJHATa CTeaTo3Ha
6onect gocrura yecrora ot 10% no 30% ot Hacenenue B EBpona.

[To nanau Ha HIJO3A OposiT Ha XOCIHMTaIU3UPAHUTE CIydyau ¢ OOJECTH Ha YepHUs
po06/dubpo3a u uposa Ha yepHus Apod e 14204/9229 3a 2012 r. u 16159/9828 ciyuas
3a 2013 r., ceorBeTHO 228.5/150.6 m 262.8/161.5 cnydas Ha BB3pacT 18 u moBeue
roauan/ 100000 Hacenenune. XoCHUTAIM3UPAHUTE TAIIMEHTH HA BB3pacT a0 65 r. ca 208.0
n 133.3/100000 macenenue 3a 2012 1., m 238.1 u 145.1/100000 nacenenue 3a 2013 r.,
cporBeTHO 298.3 m 210.0/100000 nacemenuwe 3a 2012 r., u 345.0 u 215.8/100000
Hacenenue 3a 2013 r. mpm BB3pact Hax 65 1. Ilpez 2000 rm 2014 r. 20.2 u 264
ciyuas/100000 HaceneHue ca MOYMHAIM OT OOJIECTH HA YEepHHUS ApoO.

2. IUATHO3A

— AmxamHe3a 1 (PU3HUKAITHO U3CIIe/IBAHE

— AoOnomunanHa exorpadus ¢ JlomiepoBo uscieBaHe

— buoxumuuHu 1abGOpaTOpPHU HM3CIICABAHUS, OTpa3siBalld (PYHKIHUATA HA YEPHUS JIPOO:
ACAT/AJIAT; A®, I'TT, mporenHorpama, o0y OeNTHK/aaIOyMHH; MTPOTPOMOMHOBO
BpeMe; OMIrpyOrH — 001l ¥ KOHIOTHPaH; XeMaTOJIOTUYHH MTOKA3aTeH

— JlaGopaTopHu U3CIeIBaHUS 32 €THOJIOTUYHO YTOUHSBAHE

— IlepxyranHa uepHOIPOOHA OUOTICHS C MTOCIEIBAIIO XHUCTOJIOTHYHO U3CTIeIBAHE

IIpu yepHoapoGHA MPO3a € HEOOXOAUMO J1a CE OLICHHU CTEIICHTA Ha YEPHOIPOOHOTO
3abonsBane mo Child-Pugh xmacudukanmsra (tabn. 5) mw MELD* ckopa; nma ce
JMArHOCTHUIIMpA TIOpPTaHATa XUMEPTOHUS (Tall. 6) M YCIIO)KHEHHTAa HA YepHOApOOHATA
MpO3a.

Tabnuna 5. Knacudukanus Ha narenTuTe ¢ yepHoapoona nuposa no Child-Pugh.

Child-Pugh A B C

KiIacupuranus

bunupyoun ITox 34 (2.0) 35-51(2.0-3.0) Han 51(3,0)
Omol/

1 (mg/dl)

Anbymun g/l (g/dl) Han 35(3,5) 35-28(3,5-2,8) [Tox 28(2,8)




[TporpombuHoB wuHAekc | Hax 70% 70-40% ITomx 40 %
wm  [Iporpom6unOBO | OoT 1 —4 sec 4-6 sec Haz 6 sec
Bpeme mwin INR nox 1.6 1.6-2.0 gazg 2.0
Acuut Jluricea JlecHo ce koHTposnpa | TpynHo ce

Mo/1/1aBa Ha

KOHTPOJI
Ennedanonarus Jlunicea JIMCKPETHA Uspazena
bpoii Toukn 1 2 3

Kiac A — o611 coop — 5-6 Touku; Kinac B — o611 c6op — 7-9 Toukn; Knac C — 061y coop — 10-
15 Touku

*MELD = [0.957 log. (creatinine mg/dl) + 0.378 loge (billirubin mg/dl) + 1.120 loge

(INR) +0.643] x10

Ta6JII/II_Ia 6. Z[I/IaFHO3a Ha nNopTaJiHaTa XUIICPTOHHUA.

AnaMHecTHYH | AHaMHe3a 3a YepHOAPOOHO 3a00JIABaHE, aJIKOXOJ, KbPBEHE OT BapULU
U JIaHHU Ha XpaHOIIPOBOAA

DU3MKAITHO ChI0BU 3BE31H, MAIIMAPEH €PUTEM, TWIATHPAHW BCHH HAa KOpEMHaTa
W3CIICIBAHE CTCHA, CIUICHOMETAJIHS, TBHPJI YepeH Apo0 (YBEIHYCH WU HE)

Jlaboparopau | [ToBumen Ownupyown, noBumeHu ACAT, AJIAT, ITTII u A,
Oenesn XUMOATOYMUHEMHUSI, XUIIPEraMarioOyJInHEeMusl, MaKpOIIUTHA aHEeMWUs,

TPOMOOLIMTONECHHUSI, JEBKOMEHUS, YIBJDKEHO MPOTPOMOMHOBO BpeEMeE,
Mapkepu 3a xpounyHa B nnu C BupycHa uHpEKIns

Exorpadus HemnocpenctBeno Busyanu3upaHe Ha TMOPTO-CUCTEMHA KOJaTepaliu.
Jlwtaraus Ha BeHa MOPTE W PA3KJIOHCHUATA W, MPOMEHH B KPHBOTOKA
Ha TIOpTaJHATa BEHa M 4epHOApoOHAaTa aprepus, 0OpaTeH KPBBOTOK
(xemarodyranen), Tpom0O3a Ha BEHa IMOPTE, JAUCIPONOPIIMOHAIHO
MPECTPYKTYpHpaHEe Ha TNapeHXuma (JsUI0BEeTE€) Ha YepHUs JApoo,
CIUICHOMETaJusl, aCIlUT, MbPBUYEH PaK Ha YepHHUS JPOO

Enpockonus E3odareaman Bapumm OT mbpBa J0 UYETBBPTa CTENEH, CTOMAIIHU
BapULM, PEKTaJIHU Bapuly, MOpTaJHA XUIIEPTCH3MBHA TIacTpPONATHs,
EHTEPOIIaTHs, TOKa3aHU C€HIOCKOIICKH.

Hpyru metoau | KomrorepHa TOMoOrpaguss Ha KOpEMHHUTE OpraHu, peHTreHorpadus Ha
XpaHoIpoBoja

3. JEYEHUE

Jleuenuero e CTUOJIOTUYHO, MIATOTCHCTUYHO, XCIIATOMPOTCKTHUBHO U BKIIFOYBA JICUCHHUC
Ha YCJIOKHCHUATA.



VIII. XPOHUYHU BUPYCHMU XEITATUTHU

1. XPOHUYEH XEIIATUT B

1.1. OBIIA XAPAKTEPUCTHUKA U KIJACUOPUKALUSA

[To manam Ha C30 oxono 400 muH. aymu ca XpoHW4HO uH(ektupanu ¢ HBV.
Yecrorara Ha HBV undekuusra y vac e oxono 3% - 5 %, karo mpeobnamaBar HBeAg
HeraTuBHHUTE ManueHTH u TreHotun D. Octpara uadeknus ¢ HBV xporudummpa B 10%
oT cinydaute. EctectBenmsaT xon Ha mHpekuusra ¢ HBV orpazsBa mHuBoro Ha HBV
peIUIMKALUATa U UMYHHUSL OTTOBOD.

Cnopen knacudukanusata Ha EASL ot 2017t xponnunara HBV undexnus ce paznens
Ha 5 ¢a3u B 3aBUCHUMOCT OT HMBOTO Ha HBSAg, ot Hannuuero unm nuncara Ha HBeAg,
muBo Ha HBV DNA, croitnoctute Ha ALT ®W OoT HalM4yueTro WM JWrcara Ha
4epHOIpOOHO Bh3maneHne. HBeAg mo3uTHBHUTE MaleHTH UMaT 2 ¢a3u Ha KIWHUYEH
xon. IIppBara Qaza e cBbp3aHa ¢ nepuHaTanHO MHPeKTuUpaHe, Bucok HBsAg, Bucoka
HBV DNA, sopmanna ALT, mMuHMMaIHO 4epHOPOOHO YBPEKIaHE. B
MUHAJIOTO ce O3HayaBalle Kato ,,uMyHomonepanmua ¢hasza“, a JTHEC Karo
Xpouuuna HBeAg nosumusena ungexyua. Btopara kimHuuHa ¢(aza Ha HBeAg
MO3UTUBHUTE MAllMEHTU c€ XapakTtepusupa ¢ Bucoko HMBO Ha HBsAg u HBV DNA,
noBuiena ALT wu cpenHo m0 Texko uepHOApOOHO yBpexkaaHe. B MuHamoto ce
O3HAYaBAIlle KaTo ,,uMyHOpeakmusna ¢hasa”, a THeC Kato ,, xpornuuen HBeAg- nozumueen
xenamum . HBeAg- HeraTMBHUTE MANMEHTH CBHIO MMAT 2 KIMHWYHMA (a3u. Egnarta
¢daza, HapuuaHa B MUHAJIOTO ,,HEAKMUGHO Hocumencmeo ', a AHEC ,xponuuna HBeAg
HecamueHa uHgexyus*, ce xapakrepusupa ¢ Hucbk HBsAg, Heompenensema wiM HUCKA
HBV DNA <200 0 IU/ml u nopmanna ALT. UepHoapoOHOTO yBpekIaHe U MPOrpecHusTa
no mupo3a U XI[K ca munumanuu B Tasu (daza. Tsa obaue mMoke ga mporpecupa o
TUNUYEH ,,[{BeAg necamusen xponuuen xenamum'. HBeAg HEraTMBHUAT XPOHUUYEH
XEenaTUT € Hali-uectara hopma Ha XpoHUYHHUS B xematut. XapakTepusupa ce cbC CPEeIHO
Bucok HBsAg, ymepena no Bucoka HBV DNA >2000 IU/ml u mocTossHHO moBuUIIeHA
ALT. XuCTOIIOTMYHO c€ YCTaHOBSIBAa HEKpoBb3majleHue u (ulposa. [lokazBa Hucka
TEHJCHIIUS KbM CIOHTaHHA pemucus. XpoHnuHata HBV undexus Boau 10 pa3ButHe Ha
yepHoapoOHa mupo3a (YL[) m xemaronenymapen kapuuHom (XIIK ). Ilerara ¢aza Ha
xpounyHata HBV wundpxkums ¢ HBsAg neratuBHaTta ¢asa, xapakrepusmpaiia ce C
HeraTuBeH cepymeH HBsAg u nonoxurennu anturena kbM HBcAg (anti-HBc), ¢ unu Ge3
nonoBumu aHtutena kbM HBsAg (anti-HBs). Ta3u ¢asza e u3BecTHa W 1MOJ HMETO
»oKynmua HBV ungexyus’”.

1.2. JUAT'HO3A
Xpounynara uHdexkuuss ¢ HBV ce mokasBa upe3 ycranossiBane Ha HBsAg u
anti HBcore B mpoabkenne Ha 6 mecena. JIMarHOCTUYHOTO M3SICHSIBAaHE HA MAIUCHTHUTE
M3HUCKBa:
1.2.1. JlaGopaTtopHu u3c/ieBaHUs:
[IKK, xoarynamus, ACAT, AJIAT, A®, ITTII, o0mr Oenrbk, anOyMuH,
owmpyoun, kpearnauH, APRI, FIB-4.
1.2.2. MoJiekyJasipHO-0MOJIOTUYHH MAapKepH:
kadectBeH n konmuyectBeH HBsAg, HBeAg , anti- HBeAg, kommuyectBena HBV DNA,
anti-HDV total. Psgxo ce wmHamara wuscnenBane Ha reHotuna ©Ha HBV. Tlpu
Mpociie/iiBaHe Ha TMaIlMeHTUTe M Ha edexrta or yseueHuero ce m3ciensatr HBV DNA u
konuuectBeH HBsAg.
1.2.3. Exorpadgcko u JlomiepoBo wu3cjieABaHe Ha YepHUsi ApPoo,
®dudpockaH uiam eaacrorpadus
1.2.4. YepHnoapoOna ouoncus
UepHoapoOHa OHOIICHS HE Ce W3UCKBA U CE€ W3BBPIIBA CaMO MPU HESCHU KIMHUYHU



CITydau, IPH KOUTO Ce JIOIyCKa JOMBIHUTEIIHA €THOJIOTHS Ha YePHOAPOOHOTO YBPEKIaHE.
1.2.5. YTouHsiBaHe HAa NPUAPYKABALIUTE 3200/IIBAHNS M CHCTOSITHUSA
YTouyHsABaHE Ha MpHIpY)XaBamuTe 3a00NsSBaHUS W  CBHCTOSHHS, HMAIlU
OTHOIIIEHHE KBbM H300pa Ha jedenue, komHpekus ¢ HDV, HCV wu HIV, ynorpe6a Ha
aJIKOXOJI, AaKTHBHAa ymNoTpeOa Ha HAPKOTHIM, XPOHMYHA OBOpEYHa HEJOCTATHUHOCT,
HEpPBHO-TICUXUATPUYHHU Pa3CTPOiCTBa, 3a00NsSBaHMSA Ha INMUTOBHIHATA KJIe3a, 3axXapeH
abeT, ChbpACYHO-CH/IOBO 3200 IsIBAHE.

1.3. JIEYEHHUE

Ilen wna gnedyenwero Ha xponmuHatra HBV wundexnus e nga momobpu
MPEXHUBIEMOCTTA Upe3 MOBJIUSABAHE HA MPOTPECUsTa 10 YepHOApoOHA UPO3a U HEWHUTE
ycnoxuenus, XK, kakTo u mpeama3BaHe oT npeHacsHe Ha wHbeknusaTa. HuBoro Ha
HBV DNA xopenupa ¢ pucka 3a pa3BuUTHE Ha YycioxkHeHus. OT papyra cTpaHa
MaKCUMaJHOTO M TPOaBDKATETHO motuckane Ha HBV DNA Boau no momoOpeHue Ha
OMOXMMHYHATAa AKTUBHOCT M BB3BPATUMOCT Ha uepHOApoOHaTta (ubpoza wumu gaxe
oUpo3a Mpd MHOro OT mnanueHture. llopaau ToBa, MaKCUMaJIHOTO MOTHCKaHE Ha
perUIMKaluaTa Ha BUpyca € IJlaBHa 1en Ha JieueHuero. CepokonBepcusita Ha HBeAg e
Jpyra KpaifHa 11eJ1 Ha JICYEeHHUETO KaTo BOJU JI0 ChCTOSHUE, MPU KOETO PEIIMKAIusITa €
MOTHCHATA JI0 TI0- HUCKO HUBO. 3arybara Ha HBsAg unu cepokonBepcusita B antiHBsAg
ce mpuema Karo ,, QyHKyuounanno oszopasssarne ToBa obade pAIKO CE€ TMOCTUTA ChC
CBILECTBYBAILIOTO ChbBpeMEHHO JieueHue. [Ipaktuyecku mbpaHOTO M3uncTBane Ha HBV ot
YepHHsI Ipod € HeOCHIIECTBUMO Mopaan (akTa, ue 4acTHIIM OT BUPYyCa OCTaBaT KOJUPAHU
B XEMAaTOIUTUTE.

Hnouxkayuume 3a neuenue ca enHaksu npu HBeAg nosutuBnu n HBeAg
HETaTUBHU NalMEeHTH. Te ce onpenensat Bb3 ocHoBa Ha HMBOTO HAa HBV DNA, ALT u
TEXECTTa Ha YePHOAPOOHOTO yBpexkaaHe. JIeKyBaT ce BCUUKH MaluueHTH, npu kouto HBV
DNA e noBumena > 2000 IU /ml, nosumena ALT u/unu ¢pubposa F>2, ycranoBena upes
HEMHBAa3WBHM METOJIM 3a u3cienBaHe. Jleyenuwe ce mpoBexna npu mauueHtd ¢ HBV
DNA>2000 IU/m 1 u moBumena ALT, He3aBucumo ot crernenrta Ha ¢udpozara. JlekyBat
ce 1 HBeAg nosutusuute nauuentu ¢ sucoka HBV DNA u nHopmanna ALT, HezaBucumo
OT CTENEHTa Ha YepHOAPOOHOTO yBpexnaaHe ako ca Hajx 30 r. Ha nedenue moanexar u
MAIMEHTUTE ¢ KOMIIEHCUPaHa U JEKOMIIEHCUpaHa YepHOaApoOHa Iupo3a 0e3 ompenensiemMa
HBV DNA.

Jlexapcmeenu npodykmu 3a nevyenue na xponuunama HBV ungpexyusn
W3non3Bar ce 1Ba BUJa JEKapCTBEHU ITPOAYKTH:

1. MmynomoxnynaropsT Interferon ( IFN):
» Crannmapren Interferon anda 2a — Sol. for injection prefilled 3 MIU- 3 mbtu ceamuano
o 1 (yakoH MoAKOXKHO 32 48 ceMUIIH
* [lerunupan Interferon anda 2a (PEG- IFN a2a)- Sol. for injection prefilled syringe, 180
pg- 1 mpT cenmMuyHo 10 1 utakoH MOIKO0KHO 32 48 cenMuIn
2. Hyxneosuanu/nykneotugnu aHano3n (NA), kouto ca MHXUOUTOpU Ha oOpaTHaTa

TpaHckpunrasa Ha HBV Bupycnara nonumepasa:

* Lamivudine (LAM), film-coated tablets 100 mg, mo 1 TaGx nHEBHO

* Telbivudine (TBV), film-coated tablets 600 mg, mo 1 Tabn gHEBHO

* Entecavir (ETV), film-coated tablets 0.5 mg, mo 1 Tabm gueBHO (2 Tabm B
ciydJauTe Ha ycraHoBeHa LAM- pe3ucTeHTHa MyTaIus)

* Adefovir dipivoxil (ADV), film-coated tablets 10mg, mo 1Tabn nHEBHO

» Tenofovir B HeroBute 2 monekymnau popmu - Tenofovir disoproxil fumarate (TDF),
film-coated tablets 245 mg, mo 1 tabn gueBHO U Tenofovir alafenamide fumarate (TAF),
film- coated tablets 25 mg, mo 1 Tabx THEBHO

1.3.3. Jleyenue c¢ Interferon
WuTepdepoHbT KaTo MbpBOHAYAIHO JieueHUe € mokazaH npu HBeAg mo3utuBHU 1
HBeAg HeraTMBHM MallMEHTH C JeKa WIK CPEIHO TeXKa popMa Ha XpOHUYEH XernaTuT B



(XX-B). Ha neuenuero ¢ IFN mo- moOpe oTroBapsT mamueHTuTre ¢ TeHoTHn A u B B
cpaBHeHue ¢ reHotunt C u D. CrangaptHoTto neuenue ¢ [FN e 48 cenmunmy.

Ilpeyenka 3a 6xknwueane na nevenue u NPeOCKA36ane Ha O0M2060pa:

[Ipn HBeAg no3utuBHMUTE MalMEHTH MO- J0Ope OTroBapsT Ha JICYEHUETO Te3U C
II0- HUCBK BUpYyceH ToBap, Bucoka ALT um Te3m ¢ XucronormuHa axTUBHOCT. OT
HBeAg HeraTuBHUTE MAlMEHTH MO- J00pe OTrOBapSAT HA JICUEHUETO TE3U C MO- HHUCKA
HBV DNA, Bucoka ALT, mnana Bb3pacT u xkeHcku noi. Husoro nHa HBsAg e Baxen
¢dakTop, KOWTO mpeacka3zBa orroBopa Ha jedyeHue. HamansBanero Ha HBsAg < 1500
IU/ml Ha 3-us Mecelr oT JIeUeHHETO mpejcka3Ba 100bp orroBop. [lpu HBeAg no3utusaM
narenTd HuBo Ha HBsAg > 20 000 IU/m | mpenckasBa ymmnca Ha OTTOBOP U JICYEHUETO
TpsiOBa na 6bae cupsHo. [Ipn HBeAg HeratuBHuTE NalMEHTH JIMIICaTa Ha HaMaJIeHUe Ha
HBsAg u nuncara Ha Hamanenne Ha HBV DNA ¢ noBeue ot 2logio Ha 12-TaTa ceamuia
II0Ka3Ba JIMIICA HA OTTOBOP M M3UCKBA CIIMPAHE HA JICYUEHHETO, OCOOEHO MpH reHoTHIl D,
KaKBUTO €a IIOBEUETO MAIMEHTH B HalllaTa CTpaHa.

Bupyconozuunuam omezoeop na IFN ce onpenens karo edpextuBeH npu HBV
DNA < 2000 IU/ml. Bupemusita ce mpocieasBa Ha 3-TH, 6-TH Mecell W B Kpas Ha
nedenuero. Ceponornynust otroBop npu HBeAg no3uTuBHM NanueHTH € MOJI0KUTEIIEH
npu 3aryoa Ha HBeAg n/unu cepoxonsepcus B anti HBeAg. Ceposiornunute 0TroBopH 3a
HBsAg ca 3ary6a na HBsAg u HBsAg cepokonBepcusi- mosisa Ha anti HBsAg.

buoxumuunuam omzoeop 1pu neuenue ¢ PEGIFN  ce ompenens kato
HopMmanusupane Ha ALT, koATo ce mpociensBa Ha 3 Mmecena MoHe | roawHa crlen
JIEYEHUETO.

Xucmonozuunuam 0mz060p IpecTaBisIBa HaMaJIsiBaHe Ha
HEKpouH(]pIamMaTopHaTa aKTUBHOCT M (ubpo3ara B CpaBHEHHE C IIbpBOHAYajHaTa
XUCTOJIOTUYHA HAXO/Ka.

Monumopupane na nayuenmume, n1exkyeanu ¢ IFN

Beuuku nanuentu, nekyBanu ¢ [IFN TpsOBa ga ce mpocneasiBaT MEPHOIUYHO Upe3
onpenensine Ha kpbBHata kaptuHa, ALT, TSH, HBV DNA u konudecTBeHO omnpeensiHe
Ha HBsAg. [Ipu HBeAg no3utuBHUTE MNanMeHTH NepuoaudHo ce onpeaenar HBeAg u
anti HBeAg.

Cnen nedyenuero ¢ IFN manueHTUTE € TMOJIOKUTENIEH OTIOBOpP C€ MPOCIEAsBAT
MPOABJLKUTEIIHO NTOPAJAN pUcKa 3a penarnc. HeoTroBopuinure Ha JieueHue ce npocieasBaT
CBHIIO MOPaa BB3MOKHOCTTA 32 KbCHA CEPOKOHBEPCHS MpPEIHM B3€MaHE Ha pElIeHuE Ja
ObIaT BKIIIOUEHU Ha JieueHne ¢ NA.

Konmpaunouxayuu 3a neyenue ¢ IFN
* IEKOMIIEHCHpaHa YepHOoApoOHa IMpo3a
* TeXKKHU MPUIPYKaBally 3a00JsIBaHUs HA ChPICYHO-CHI0BATA U JUXATETHATA CHCTEMHU
* HEKOHTPOJIMPAH XHIIEP- U XUIIOTUPEOHTUIBM
* CUCTEMHHU 3a00J5BaHUs Ha CheAMHUTETHATA ThKaH
* XpPOHUYHU aKTUBHU OaKTepUaIHU UH(EKIUU
* HeyTpornenus (<750) u tpomOoruTonerus (<50 000)
* ICUXWYHU 3a00JISIBAaHUS, STTUIICTICHS
* YCIIO)KHEH 3axapeH auadeT
* XBbH 6e3 nuanmsa
* 0OJIHU C TPAHCIUIAHTUPAHU OpPTaHU

Cmpanuunu egpekmu npu nevenue c IFN
Jleuennero ¢ IFN e cBBbp3aHO ¢ penuiia CTpaHUYHA €()EKTH, BHIIPEKH Ye Ce MOHACS
OT TAIMEHTHTE IO- J00pe Mopajau Miajara UM Bb3PaCT M JIMIICATa HA TPUIPYKABAIIU



3abonsiBanua. Haif- decTuTe CTpaHWYHM CUMITOMHM Ca TPHUIONOJO0CH CHUHAPOM B
HA4YaJlOTO Ha JICYEHHUETO, OOJKM B MYCKYJHUTE, TJIaBOOOJME, OTMAJHAJIOCT, 3aryba Ha
TErJI0, JACTIPECHs], KOCOMAJ] U JIOKATHHA PeaKIMyd Ha MSICTOTO Ha WHXKEKTUpaHe. JleueHueTo
¢ IFN Moxe na mnpenu3BHKa JIEKO MNOTUCKAaHE Ha KOCTHUS MO3bBK, HO JIEBKO- U
Tp0M6OI_[I/ITOHeHI/IHTa C€ IOBJIHUABAT J:[o6pe OT HaMaJIdBAHC Ha JA03aTa KaTo PAAKO
BB3HUKBAT I/IH(i)eKIII/H/I WM KPBbBOU3JIMBU. HpI/I qacT OT HAIMCHTUTEC MOXKE Oa HACTBhIIU
MPUCTHITHO M30CTPSHE C MOBUIICHHE Ha aMUHOTpaHcdepazute U OminnpyOruHa, KOUTO B
MHOTO PEIKH CITydau BOJAT J0 TEKKa YePHOIPOOHA HEAOCTATHUHOCT.

1.3.1. Jleyenme ¢ HyK/JI€03MAHH/HYKICOTHIHU aHAJI03H ( NA)

NA unxuOupar permnukanusarta Ha HBV upe3 koHkypupane Ha JeoKcHaIeHO3UH
tpudocdara, karo mnpenu3BUKBAT OJIOKMpaHe Ha yabKaBaHeto Ha DNA Bepurarta.
[IpencraBmsiBat 2 paznuyHu cyOkiaca. [IpoabmkurenHocTTa Ha jgedeHHeTo ¢ NA He e
onpenenena. Jluncata va HBV DNA B cepyma ce ycraHoBsiBa 6- 12 Mecena cien
3anouBaHe Ha JiedeHueto. lIpombmxurennoro noatuckane Ha HBV DNA Bogu 10
CIHMpaHe Ha MPOTpecHsTa Ha BBH3MAIUTENHUS mpoiec u Gudpoodpa3yBaHeTo, CIUPAHE HA
IporpecusiTa 0 MUpo3a, 1axe U J0 BH3BPATUMOCT Ha XMCTOJIOTMYHATA HAXO/IKA B YEPHUS
Ipo0.

[IponbmxkutenHoto jeueHne ¢ NA e Hal-yTBBPIACHHUS METOJ 3a JICYEHUE Ha
xponnuHata HBV  uHdexmus B  MOMEHTa, HE3aBUCMMO OT TEXecTTa Ha
YepHOAPOOHOTO yBpekaane. Hamocnenbk ce mpuema, 4e JIEKQpCTBEHU MTPOIYKTH Ha
n3bop ca NA c¢ Bucoka Oapuepa Ha pesucteHtHocT ( ETV, TDF u TAF) kato
MOHOTEpaMnus, BBIIPEKU Y€ B Hallata cTpaHa npuiarame jiedenue u ¢ LAM u TBV. Ha
nedyeHre ¢ NA mojaiexxaT BCUYKY narueHTu ¢ Xponnyna HBV uHbeknms, nmpu xouto ce
ycranoBsiea HBV JIHK nax 2000IU/ml, xakto u Te3m nekyBanu c Interferon u
HeoTroBopuiin Ha jeuenue. [locnennata rpymna, HeotroBopuiu Ha Interferon, TpsGBa na
ObJe TmpocleieHa TOHEe 2 TOAWHH CJell CIOHpaHe Ha JICYCHUETO Ha 6-MeCeYHH
nnrepBanu ¢ onpenensisia Ha HBV JIHK u konnuectBen Tutep Ha HBsAg.

Omzoeop na neuenuemo ¢ NA

Bupyconoruunusar orrosop ¢ NA o3HavaBa ysunca Ha HBV DNA, onpenenena ¢
yyBctBUTeIHa PCR meroauka. Jluncara na Hamanenue Ha HBV DNA ¢ llogio Ha 3-us
Mecel] OT HayaJloTO Ha JICYEHHWETO O3HayaBa JIMIICA HA OTIOBOP HAa JIEYEHHE, KOETO
IIPAKTUYECKHU € MHOTO psiiko. ¥YcTaHoBsBaHeTo Ha HBV DNA 12 mecena ot HauanoTo Ha
JEYCHUETO Ce O3HauyaBa Karo , uacmuyen omeoeop, Karto eupyconocuuen npobdbus
(breakthrough) ce o3nauaBa nosumenueTo Ha HUBOTO HA HBV DNA ¢ moseue ot llogio
OT HHMBOTO Ha CTapToBaTa BHMpeMHs. BupyconornyHure NpoMeHH OOUKHOBEHO
npeamectear nosuiienuero Ha ALT. Pesucrentnocrra kbM NA ce IbIDKM Ha
cenektupane Ha mytupan HBV Bupyc mnopaam pasMecTBaHe Ha aMHUHOKHCEIVMHU BbHB
BEpHUrara My, KOETO BOJM JJO HaMaJIeHa YyBCTBUTEIHOCT KbM NA.

Monumopupane na nayuenmume no epeme Ha j1e4eHUemo

Bcuukn nanuenTt, Kouto ce jekyBar ¢ NA ce KOHTPOJMPAT C U3CIEIBAHE Ha
'bJIHA KpbBHA KapTuHa, ALT, kpeaTMHHH, KpeaTHHHMHOB KIMPBHC, HUBO Ha (ocdarure,
cepymHa HBV DNA na 3 mecena [Ipu nauuenture na neuenue ¢ TDF auBoto na HBV
DNA ce u3cnensa Ha 6 mecena. [Ipu neonpenensema HBV DNA, HBsAg konnuecTBeHO
ce u3cneasa Ha 12 mecena.

buOpeunusT puck TpsaOBa na ce u3CHeABa IMPU BCHUYKH MAlUMEHTH Mpeau
BKJIIOYBAHE Ha JIEYEHUE, Ha BCEKU 3 Mecella Mpe3 MMbpBaTa roJuHa Ha JICYEHUETO, a CJe]l
ToBa Ha 6 Mecena. Bucox ObOpeueH puUCK MMa TpH JACKOMIIEHCHpaHa YepHOIpPOOHA
nupo3a, kpearuHuHoB kinupbHC eGFR <60 ml/min, aprepmanna XunepToHWUS,
POTEUHYpHs, JAUa0eT, AaKTUBEH [JIOMEPYJIOHEPPUT, TMpPHUEM Ha HEPPOTOKCUYHU
JEeKapCcTBEeHH NPOAYKTHU, OpTraHHa TpaHcIulaHtanus. [Ilpu mnanueHTutTe ¢ OBOpEUHO
yBpexnaHe, kouto 3anoysar yiedeHne ¢ eGFR< 50ml/min ce nmpenopbpuBa BKIIIOYBaHE Ha
TAF wiu BrirouBane Ha peayuupana jnoza Ha ETV u TDF. Jlo3zata Ha TAF ot 25mg



ocraBa qokaro eGFR>15ml/min.

ETV u TDF namansBat neko ObOpedHaTa (PyHKIMS KAaTo TO3M HEPPOTOKCUUYEH
MOTEHUMaN € Io- u3paseH npu Jjedenue ¢ TDF. Ilopaau TOBa MOHUTOpHpAHETO Ha
ObOpeuHaTta (GyHKIMS MpU TAIMEHTUTE Ha TOBA JieueHWe TpsiOBa na € moctosiHHo. [Ipu
docharemus < 2m g/dl Tpsi6Ba 1a ce u3cieaBa U KOCTHATA IUTBTHOCT.

[Ipu neuenne ¢ TBV nanuenTture ce HaOM0AaBaT BHUMATEIHO 32 HAJIMYMETO Ha
MYCKYJIHU cuMnToMu. Ilpu TsIXHOTO 0OeKTHMBM3MpaHE (M3Cie/BaHE HAa KPEeaTMHKHHA3a,
EMI') ce nanara npeBkiitouBane Ha pyr NA.

[Ipu neuenne ¢ LAM, TBV u ETV u ycraHoBsiBaHE Ha BHUPYCOJOTHYEH M
OuoxumMu4UeH MpoOuB namuenTuTe ce npeBkiarousat Ha TDF nim TAF.

1.4. CpoeumajHu rpyny nauueHTH:

Kounghexyua ¢ HIV

Jleuennero Ha xouH(pekuusta HBV/HIV ce npoBexna ¢ 6azupanu Ha TDF nnn
TAF —ART pexumu, HezaBucumo ot Opos Ha CD4 kneTkuTe mopaju BUCOKHUS PUCK 3a
nporpecupane Ha HBV undeknusaTa. Jleduenuero TpsOBa J1a € NMPOIBIKUTEIHO MOpaan
BHUCOKUS pUCK OT Obp30 peaktuBupane Ha HBV undekuusra cien cnupane Ha J€4EHUETO.
Bewnuku nanuentu ¢ xpoununa HBV undexnus tpsdsa na ce ckpunupat 3a HIV npenun
3aII04YBAHE HA JICYCHHE.

Koungpexuyua c HDV

OcnHoBHoTO JieueHne Ha komH(pekmusata HBV/HDV e neuennero ¢ IFN anda.
[Topanu HemoOpus OTroBOp MpH JieueHue 3a 48 ceaMHIIM, Ta3u KOMH(EKIHs Moxe Ja ce
JIeKyBa U yIbJDKEHO 3a 96 mecena. He e sicHo nanu neuenuero ¢ [FN npu nurica Ha 100bp
BUPYCOJIOTMYEH OTTOBOP BOAM 1O HamalsiBaHE Ha MPOTPECHPAHETO HA YEPHOAPOOHOTO
YBpEXKIaHe U PHUCKa 3a pa3BUTHE HA YEPHOIPOOHA LIMPO3a.
Jleuenuneto ¢ NA He nosnusia cbliecTBeHO HUBOTO HA HDV RNA. IIpenopruBa ce aga ce
MPOBEX/Ia TNpPH TAIMEHTH C HaAMpeaHallo 4epHoapoOHO yBpexxknane u HBV DNA>
2000 IU/ml, 3a na ce Osokupa pesuayanHatra persukanus Ha HBV. Ilopanum ToBa
nedenueto ¢ NA TpsOBa aa ce mpoBexk/1a NpU BCUUKU MALMEHTH ¢ YepPHOAPOOHa IIMpo3a U
onpeaensiema HBV DNA.

Koundghexyua c HCV

[Tpu maumentute ¢ xponnyna HBV undexnus xonnpekuusta ¢ HCV yckopsBa
MporpecusiTa Ha YepHOAPOOHOTO yBpEXKIaHe 1 pucka 3a pa3sutue Ha XI[K. OtroBopsT Ha
neuennero Ha HCV wundexkums npu koundekuus ¢ HBV e cbmus kakro Ha
moHouHbpekmus ¢ HCV. Ilpu Te3u manueHTH ChiiecTBYBa pUCK 3a peaktuBupane Ha HBV
uHpekuus no Bpeme u ciuen jgedeHuetro Ha HCV. Ilopaau ToBa mpenu 3amovBaHe Ha
neyenne Ha HCV uHpexuusTa BCHYKH MMAIMEHTH TPsSOBAa Ja OBAAT W3CIEIBAHU
BHUMATEIHO 3a ceposiornunus um HBV- craryc.
[Ipu ycranoBsiBane Ha mnonoxuteneH anti HBcAg- craryc u numnca na anti HBSAg B
tuthp > 1:10, kakto u monoxurennute 3a HBsAg, ce uzcmensa HBV DNA. Ilpu
nonoxutenHa HBV DNA ce 3anouBa sieuenue ¢ NA npeau 3armoyBaHeTO HA JICUCHHETO
Ha HCV wundexuusara ¢ JJJJAC. He e u3sCHEHO TOYHO KOJKO TpsAOBa Ja MPOIBIIKH
nedeHneto ¢ NA u monumtopupanero Ha HBV wunHbekmusaTa cien mpukiIoyBaHe Ha
nedenuero Ha HCV undexuus ¢ JIJIAC.

HBYV ungpexyusa npu oeya

IIpu nemara HBV wuHQexnusTa MHOro 4ecto NpoTH4a OE3CUMITOMHO, HO
CBIIECTBYBA PUCK OT IIporpecupane u ycioxxkuenus. Jieueanero na HBV undexmusta mpu
nena e Bp3mMokHO ¢ PEG IFN, ETV, TDF u TAF.

IIpu moxmpactBamu (12-18r) nema B Hamata crpana ot 2018r e mo3BosieHO
npoBekaaneTo Ha jedeHue c¢ npenapara TDF. Jleuenuero ce mpoBexna npu HBeAg



IIO3UTUBHUTE U HBeAg HCTAaTUBHUTC MAOWUCHTHU CIIOPCJ HM3HUCKBAHUATA 3a BbB3PACTHHU.
N3uckBa ce MHOTO 10OpO MOHHTOpPUpPaHE Ha OBOpeuHaTa GYHKIHS M KOCTHATA IIBTHOCT.

HBYV ungexyusn npu opemennu

Bceunuku 6pemennn TpsioBa na ce uscneasat 3a HBsAg u antiHCV npe3 mspBoTO
TpuMeceune Ha OpeMeHHOCTTa. JloOpe € BCHuku OpeMeHHH, KOUTO ca Ha jedeHue ¢ NA
na npeBkiatodar Ha nedenue ¢ TDF. Ilpu 6pemenran ¢ HBV DNA > 200 000 IU/ml win
HBsAg > 4log 10lU/ml, ycraHoBeHa mo Bpeme Ha OpeMEHHOCT, TpsiOBa Ja 3alovHe
npoduiraktuka ¢ TDF ot 24-ta-28-Ma recraniMoHHa CEAMHIM, KOETO Ja MPOABIIKHU
MUHUMYM 12 ceaMmuIM cien pakaaHeTo. Y Hac npu ycraHoBsiBaHe Ha HBV undekuus mo
BpeMe Ha OpEMEHHOCTTa, OT MPAKTUYECKa IJIeJJHA TOYKA, YECTO JIEUEHUETO 3aI04YBa U C
LAM.

3a mpexanasBaHe Ha MepUHATAIHATA TPAHCMUCHS, KOSITO CE TIOSBSIBA OCHOBHO 110 BpEME Ha
paxJIaHeTo M € mnpuuumHa 3a XpoHnyHata HBV wundexnus npu HOBOpoAeHOTO, ce
npenopbuBa mpuiaaranero Ha komoOunanus oT HBIG (Hepatect CP) u BakcuHupane B
nbpBUTE 12 yaca cien paxkaane. ToBa ce npenopbuBa ocodeHo npu HBeAg nosutrusuute
maiiku. [IpoBexnanero Ha jeueHne ¢ NA 1o BpemMe Ha OpeMEHHOCTTa yBeJIMuYaBa
edexTuBHOCTTA OT npuoxkenrero Ha HBIG u Bakcunupanero.

KbpMmeHeTo e paspelieHo, KakTo npu HejaeKyBaHuTe HBSAg Mo3uTUBHYU Taka U IIpU TE3H,
KOHWTO ca Ha jiedyenue ¢ TDF.

HBYV ungpexkyun npu nayuenmu Ha UMyHOCYRPECUGHA U XUMUOMEPANUA

PucksT 3a peaktuBupane Ha HBV nH¢ekuusaTa € BUCOK Npy BCUUKH MALMEHTH Ha
XUMHO- WIM MMYHOCYNpPECHBHO JieueHue, kouto ca HBsAg mnosutuBuu win HBsAg
HeratuBHU W anti HBcAg mo3utuBHU. BHCOK pHCK ChIleCTBYyBa W TPH IAIMEHTHTE,
MOJTy4yaBalyl HOBUTE OMOJIOTMYHHU JIEKAPCTBEHM IMPOAYKTH, KAKTO M TE3U IOJIyyaBallld
camo Rituximab wnu B komOuHaus ¢ koptukoctepouu. [lopanu ToBa, BCHYKH NAIlUEHTH
Ha KOMTO IIPEJICTOM 3alloYBAaHETO HA HUMYHOCYIpPECHBHA Tepamus, IMOJUIeKaT Ha
ckpunupane 3a HBV undexnusa. Ilpu ycraHoBsiBaHe Ha HacTosilla U IpeKapaHa B
MHUHaNOTO MH(pekuus ¢ no3uTuBHU 3a anti HBcAg, ¢ u 0e3 anti HBsAg ce 3amousa
npodunaktuka ¢ NA. Ako namueHture ca nojoxutrenHu 3a HBsAg, Te momexar Ha
U3ACHSIBAHE 32 YEPHOAPOOHOTO UM 3a00JsIBAaHE U B3EMAHETO Ha PEIICHUE 32 MPOBEXKAaHe
Ha MPO(PUIAKTHYHO WIH MPOABIDKUTEITHO JICUSHHE CIIe]] CIIUPaHe Ha UIMYHOCYTIPECUBHOTO
nedyenue. [Ipodumaktukara TpsiOBa na mpoabiku moHe 12-18 mecena cnep crnimpaHe Ha
MMYHOCYIIPECUBHOTO JICUECHHE U CE CITUPa CaMO aKO OCHOBHOTO 3a00JIIBaHE € B PEMHCHSI.
buoxumuunure nokazarenu 1 HBV DNA ce npocneassar Ha 3-6 Mecena no BpeMe Ha
npopMIaKTUYHOTO JieyeHHe M ToHe 12 Mecema ciex crnupaHe Ha NA, TMOHexe
peaktuBupaneto Ha HBV unbekmusaTa e Haii- yecto cney cnupane Ha NA.

HBYV ungpexyuna npu nayuenmu na ouanu3a u ¢ 0>0peuna mpancnianmayus

Benuky nmanueHTH Ha quanu3a U cien ObOpeuHa TpaHCIUIaHTalMs MOAJISKAT Ha
ckpunupane 3a HBV wungexuus. HeratuBuute 3a HBV mnaumentn TpsOBa na ce
BAaKCHHHUPAT TPUKPATHO, BBIIPEKH TO- HUCKUS €EeKT OT BAKCHHUPAHETO MpPHU TAX. Beuukn
HBsAg- no3utuBHM oT Te3u 2 rpynu TpsidBa na ce nekysar ¢ ETV, TDF u TAF.

[Ipu marmenTuTe Ha xemoouanusa no3ata Ha ETV u TDF ce penynupa cropen
croiinocture Ha eGFR, ocobeno mpu Tesu ¢ eGFR,< 50ml/min. [Jlo3ata Ha TAF He
n3uckBa npomsiHa ako eGFR> 15ml/min. [lpu HaxOM manueHTH Ha AUaAIM3a MOXKE J1a Ce
uznon3sa u PEG. MoHuTOpupaHeTo npu ManueHTUTe Ha XeMOIrain3a TpsOBa Ja cTaBa ¢
m3mepBane Ha HBV DNA nonexe nuanusara HamamnsiBa ctoitHoctuTe Ha ALT u Ts He e
aJleKkBaTeH OMOXMMHMYEH MapKep.

Tpancnnanmupanume nanueHTH, kouto ca HBsAg neratuBuu u anti HBcAg
MO3UTHUBHU TpsAOBa Ja c€ MOHUTOPUPAT MHOTO BHUMATEIHO ClIe[l TpaHCIUIAHTALUS 32
HBsAg. HBsAg- no3uTuBHUTE MalMEeHTH TpsOBa Ja MojiydaBaT NPOPUIAKTHYHO WIIU
cranjaptHo jedeHue ¢ NA. ETV u TAF ca npeanounTtaHu mpu JIEUCHHE HA



HaVBHM TalueHTH. JledeHnero Ha wuH(pekuusATa TpsiOBa Ja € MPOABIDKUTETHO KaTro
BOJM 10 MOJ00psiBaHE Ha YEPHOAPOOHOTO YBpEKIAaHE M MOAOOPSBAa MPEKUBIEMOCTTA.
IFN e xOHTpauHAMLMPAH IPH TAX IOPAJH PUCK 3a OTXBBPIJISIHE HA TPAHCIIJIAHTAHTA.

Jleuenue na ekcmpaxenamannu npomenu npu HBV unghexyusn

Exctpaxenatanuure npomenu npu HBV uHdekuus BkIoYBaT BacKyauT, MypIypa,
HOJIO3€H IMOJIMAPTEPUUT, apTpaJruu, NepudepHa HEBpPONMaTUS U TIIOMEPYIOHEDPHT.
MMyHHHTE eKkcTpaxenaTalHd MPOMEHHU ca KPUOTTIOOyIUHEMUS, IIO3UTUBHUA PEBMATOUICH
(dakTop M BB3MANUTENHU Mapkepu- C-peakTUBEH NMPOTEnH, (hakTopu Ha KomriemeHnTta C3
u C4. Ilanuenture, KOUTO ca ¢ eKCTpaxemaTalHu MpoMeHd U ca HBSAg-mo3utuBHU C
aKTMBHA BUPYCHA PEIJIMKALMs, MOraT Aa OTroBopAT Ha jeueHue ¢ NA. Jleuenuero ¢ PEG
IFN mMoxe pna BJIOIIM TE€3W MNPOMEHH, MOpagud KOETO € KOHTpauHauiupano. I[lpu
HSIKOM TNMOAOpaHU OCOOCHM MAIMEHTH C EKCTpaxeraTalHu U3SBU KbM JieueHHEeTo ¢ NA
MOJKE J1a ce MpUJIoKaT mia3Madepesa, KOPTUKOCTEPOUIU UM HSIKOU HMYHOCYIIPECOPH.



2. XPOHUYEH XEIIATUT C

2.1. OBIIIA XAPAKTEPUCTUKA

Jlaec ce npuema, ye okosio 70 MJIH. 1O cBeTa ca MHPEKTUPAHU C BHpYyca Ha
xematut C (HCV). lannute 3a bwarapus couat no 1,5% yecrora Ha HCV unbekuus
cpen Hacenenunetro. Octpara uHbpekmus ¢ HCV xponudummpa B 80%. HCV uma 8
renotuna (GT). B bearapus nang 80% ot naruenture ca uHpextupanu ¢ renotun 1 (GT
1), koiiTo uMa 2 ocHOBHH cyOreHoTuna- la m 1b, onpenensHeTo Ha KOMUTO € BaKHO 3a
n30opa Ha sneyenne. GTla y nac u B EBpona e 10 - 15%. C GT3 ca undexrupanu 8§ - 10%
OT MaLUEHTUTE y Hac. TO3U reHOTUI Mporpecupa Mmo-0bp30 U € MO-TPYAEH 3a JICUCHUE.
I'enotunosere 2, 4, 5 u 6 ce cpeniaT MHOTO PSJIKO B HalllaTa CTpaHa.

Oxono 30% ot Oomuure ¢ XpoHumueH xernaTuT C pa3BUBAaT YEepPHOAPOOHA
nupo3a B npoabnkeHue Ha 20 - 30 r. cien uHdpektupanero. [IponeHTHT HapacTBa mpu
aJIKOXOJIHA YNoTpeba, 3aTIbCTABAHE, 3aXapeH AuadeT, KpUOriIoOyaTuHEeMHsl CIeJICTBUE Ha
uHpekuuara. Hanpensanero Ha 3a00y1IBaHETO BOJU 10 YEpHOAPOOHA LIUPO3a U PUCK OT
pa3BuTHE Ha xenaTolenynapeH kapuuaoM (XIK).

2.2. CkpuHHUHT - BKITI0YBa u3ciensane Ha HCV antutena (anti-HCV).

2.3. IMATHO3A

Juarnosata Ha xponnyHata HCV undekus ce mocTtass ciej A0Ka3BaHe Ha
anti- HCV u nanmuune na HCV RNA B kpbBTa upe3 UyBCTBUTEJIEH MOJEKYISPHO-
OMOJIOTMYEH METOI.

JInarHoCTUYHOTO M3SICHSIBAHE U3UCKBA!

2.3.1. Jla6oparopuu m3cnenanusi: [1IKK, koarymamms, ACAT, AJIAT, AD,
I'TTII, o6 6enThK, andymMuH, OUTUPYyOHH, KPEaTHHUH.

2.3.2. I'eHO- 1 CyOreHOTUIIM3UpPAHE.

2.3.3. Exorpadcko u JlonnepoBo uscieaBane Ha YepHHsI po0.

2.3.4. HewHBa3WBHM METOAM 32 OILICHKAa Ha CTETNEHTa Ha 4YEepPHOAPOOHOTO
yBpexnane (pudposza): YirpasBykoBa enactorpadust wim cepymHu ounomapkepu. APRI u
FIB-4 ca neckbnu u Hagexxau omomapkepuu nanenu (C30, EASL, AASLD).

2.3.5. YepHoapoOHa Ouoricust ce U3BHPILBA MIPU CbMHEHUS 33 KO-MOPOUTHOCT
(crato3a, aBTOMMYHEH XEIaTUT, aJKOXOJHO YBpeXJaaHe Ha 4YepHus Apod). UepHoapoOHa
Oouorncusi He € 3aJBbJDKUTENIHA W HE C€ HU3BbpIIBA NPU KIMHUYHH, JTAOOpPaTOpHH H
€HJIOCKOIICKH JIaHHH 33 YepHOApoOHa IUPO3a.

2.3.6. YTouHsBaHe Ha W3BBHUYEPHOJApOoOHUTE HM3sBHM Ha HCV wunHbeknusTa,
OpHUIpYXaBallid 3a00JIIBaHHUsI U CBHCTOSHUS, WMAIld OTHOIICHHE KbM JICUCHUETO -
JIEKOMITCHCHpaHa yepHoApoOHa 1muposa, XbH, ko-undexmus ¢ HBV u HIV, nanuentu Ha
CyOCTHTYHpaIla Tepanus ¥ aKTHBHH HAPKO3aBUCHUMHU.

2.4. JEYEHHUE

Ilenta Ha neuenueto e na ce epaaukupa HCV wunbekuusara, 3a ga ce
MIPEIOTBPATH Pa3BUTHETO HAa YEPHOAPOOHA IIMPO3a, IeKOMIIeHcalus Ha uupo3ara u XK.

JleueHnueTo ce mpuema 3a yCIeurHo MpHu JOCTUTaHe Ha TPaeH BUPYCOJIOTHYEH
otrroBop (TBO - SVR) - vegonosuma HCV RNA (< 15 IU/ml) B xpas Ha 12-ara (SVR12)
i 24-ta (SVR24) cenmunia cien kpast Ha JISYCHUETO.

[TanmenTure 0€3 Mpo3a HE ce MPOCIEAsIBaT ClIE]l 3aBbPIIBAHE HA JIEUYEHUETO,
a te3u ¢ Gudposa F3 u muposza ce npocnenssar Ha 6 Mecena upe3 exorpadus Ha YepHUs
npo0O mopaau puck 3a passutue Ha XL[K. Ilanuenture ¢ Bapuiu Ha XpaHOMPOBOJA CE
MPOCJEASABAT €HA0CKOICKH U ciel epaaukanusata Ha HCV.



2.4.1. Uapnkanuu 3a Je4eHue

Benukn manmentn ¢ xponnmuHa HCV wuHbeknms moasiexaT Ha JiedeHUe
C IUpeKTHO AeicTBamu anTuBupycHu cpeacraa (JIJAC) 6e3 3abaBsine.

2.4.2. JJJAC - nekapcTBeHH NPOAYKTH

» Oukcupana fo3oBa komouHaus ot Sofosbuvir (400 mg) u Ledipasvir (90
mg) B eHa TaljieTKa, npuiaraHa BeHbx JHeBHO (SOF + LDV)

» Gukcupana pozoBa komoOunHauus oT Grazoprevir 100 mg wu Elbasvir
50mg B enHa TabieTka, npuiaraa BeAHbx qHeBHO (GZR + EBR)

» Odukcupana go3oBa koMmOuHanus ot Sofosbuvir 400 mg u Velpatasvir 100
mg B €1Ha TabyeTKa, npuiarada Beabx AHeBHO (SOF + VEL).

» Gukcupana no3osa komOunamms ot Glecaprevir 100 mg u Pibrentasvir 40
mg, MpujiaraHa 10308 pexxum 3 TabneTku BeaHbxK AHeBHO (GLE + PIB).

» dukcupana go3oBa komOuHaius ot Sofosbuvir 400 mg, Velpatasvir 100 mg
u Voxilaprevir 100 mg, npunarana segusx aHeBHoO (SOF + VEL + VOX).

» Ribavirin exemneBHo, no3upan Ha kwiorpam Teryio (1000 mmu 1200 mg
npu manMeHTH cboTrBeTHO < 75 kg mmu> 75 kg), (RBV). RBV ce npubass kbm
TEPaNeBTUYHUS PEKUM MPH WHAUKAIINH.

KomOunamuara SOF+VEL e mwppBara peructpupaHa MaHT€HOTHUITHA
JIeKapCTBeHa KOMOMHAIMS Y Hac. [lpyru 1Ba perucTpupan MaHTeHOTUITHU TEPANleBTHYHH
pexuma ca GLE+PIB u SOF+VEL+VOX. Te ca noaxosiiy 3a JICYEHUE Ha MAIlUEHTH C
reHotun 1 - 6, KakTo U Ha HeoTroBopwinuTe Ha npeaumHo jeueHue ¢ PEG -IFN + RBV
nwmn PEG -IFN + RBV + NS 3/4A PI (mporewnasen uHxuOutop - Boceprevir wimm
Telaprevir).

[TanrenotunaustT pexxum GLE/PIB e mHoro momxopmsmy 3a JiedeHue Ha
4epHOAPOOHOTO YBpEeXk1aHe ChC MM 0€3 II1po3a 3a 8§ CeAMMULIN.

PexxumbT SOF+VEL+VOX e noaxosiy TepaneBTHYCH PEKUM 3a JICUCHHUE Ha
HeotroBopwin Ha JIJTAC.

2.4.3. TepaneBTHYHHN CXeMHU

2.4.3.1. HCV I'enotun 1:

[Marmenture, wHpexrupann ¢ HCV GT1, tpsOBa na ObaaT IJeKyBaHH,

KaKTo
ciejBa:
Tabma. 7. Jleuenne Ha Hausuu nanuentu ¢ GT1
LDV/SOF SOF/VEL |GLE/PIB |EBR/GZR

GTla be3 nnposa 8-12cemm. |12 cenm. |8 cemm. 12 cenm. mpu HCV/RNA
<800000 IU/ml. nim

GTla [uposa 12 ceam. 12 cenm. | 8 cenm. + RBV 16 cenm. npu
HCV
RNA >800000 IU/ml

GT1b | be3 muposa 8-12 cenm. |12 cenm. |8 cenm. 12 cenm.

GT1b  |Huposa 12 cenm. 12 cenm. | 8 cenm. 12 cenm.

Jleuenue na maumentute ¢ GT1, Heorropopuiu Ha nedenue ¢ PEG -IFN + RBV:
HesaBucumo oOT cragusi Ha YepHOAPOOHOTO YBpEXKIaHE, HEOTTOBOPWIMTE Ha
neuenne ¢ PEG -IFN + RBV wmm PEG -IFN + RBV + NS 3/4A PI tps6Ba na ce nexysar
12 ceamunu cbe SOF+ VEL wiim LDV+ SOF. HeoTroBopuiute Ha IpeaUIIHO JEYEHUE C



PEG - IFN + RBV +/- SOF wmu SOF + RBV mnanuentn 6e3 mmposa morar na Obaar
nexyBanu 3a 8 ceamuuu ¢ GLE+ PIB, a te3u ¢ nuposa 3a 12 cegmuuu. HeotroBopunute
Ha PEG -IFN + RBV nanuentu morat ga 6p1at exkyBanu u ¢ EBR+ GZR 3a 12 cegmum
npu GT1B, a mpu GTla nedenuero e 16 cenmMuun.
Jleuenuero Ha nanuentute ¢ GT1, HeoTroBopuiaKn Ha npeauHo jeuenue ¢ JJAC,
ce nekyBaT cb¢c SOF+VEL+VOX 3a 12 cenmunu.
2.4.3.2. HCV I'enotun 2:
[Taruenture, nnpexkrupanun ¢ HCV GT2, kouto ca MHOTO pAIKO y HAC, HE3aBHCUMO OT
TEXECTTa HAa YEPHOAPOOHOTO YBpEXKIaHE U OT TOBA Jalli Ca HAUBHHU WM HEOTTOBOPWIU
Ha TPEIUIIHO JieueHue, TpsOBa na Objgar nekyBanu ¢ komoOwmnHamusara SOF+ VEL B
npoabokeHue Ha 12 cenmunm. [lanmenture ¢ GT2 6e3 nupo3a mMoraT J1a ce JeKyBar 3a 8
cenmuun ¢ GLE+ PIB, a Te3u ¢ uupo3a U HEOTTOBOPWIIM Ha MPEAXO0KIAILO JIEUYEHUE C
PEG -IFN + RBV +/- SOF wim SOF + RBV ce nexyBart 12 cenmurin.
2.4.3.3. HCYV I'enorun 3:
[Maruenture, napexktupanu ¢ HCV GT3, tpsdBa na Obgar JeKyBaHH, KaKTO CIeNBa:
OcHoBHara jekapcTBeHa KoMOuHarwus 3a seyeHue Ha nanueHTutre ¢ GT3 e SOF+ VEL u
GLE+ PIB. C xombunammsita SOF+ VEL nauBHuTE manueHTH 6€3 4epHOAPOOHA ITMpo3a
ce nekyBar 12 cemMuiu. HauBHHTE MalMeHTH ¢ YEepHOAPOOHA IUpo3a ce JeKkyBar 12
cenvuni ¢cb¢ SOF+VEL+ RBV. Ta3u TepaneBTuyHa KOMOWHAIMS B MOMEHTa TpsiOBa Jia
ce mpuJjiara rnpu HEOTTOBOPWINTE Ha IpeauIlHo JieyeHue nanuentyu ¢ GT3 u ¢ uuposza 3a
12 ceamuii.
Jleuenunero Ha GT3 nmpu HauBHM ManMEHTH O0€3 IUPO3a MOKE J1a ObJIe OCHIIECTBIBAHO 32 §
ceamuiy ¢ tepaneBTuyHus pexum GLE+ PIB, a npu te3u ¢ nuupo3sa - cblio 3a § CeIMULIN.
C To3u pexuM I11e MoraT J1a ObJ1aT JIeKyBaHU U HeoTroBopuiaute Ha jgedenue ¢ PEG -IFN +
RBV +/- SOF nnu SOF + RBV nanuentu 6e3 nupo3sa 3a 12 ceqmuuy win ¢ nupo3a, Ho 3a
16 ceqmuIy.
Tepaneruynara komOuHaims SOF+VEL+ VOX 3a 12 ceamuiu e edekTuBHa m0pu
nanuentu ¢ GT 3 6e3 u ¢ nupo3za, Heorropopuin Ha jieueHue ¢ JIJIAC. Tosa e rpynata Ha
Hal-TpyaHUTE 3a NedeHue nanueHT ¢ Xxponnuna HCV undexums.
2.4.3.4. HCV I'enotun 4:
[Maruenture, uadpextupanu ¢ HCV GT4, tpsabBa na ObaarT jeKyBaHH, KaKTO CJelBa:
Haunute manmentun ¢ GT4 6e3 u ¢ nupo3a TpsOBa na ObaaT JeKyBaHHW 3a 12
cenmMuiim ¢ TepaneBtuyHute pexumu LDV+  SOF, EBR+GZR, SOF+VEL. C
tepaneBTHuHUs pexkuM GLE+ PIB ce nexyBar HauBHM MaleHTH 0e3 IUpo3a 3a 8 CeAMUIIH.
HauBHu nanueHTH ¢ mupo3a ce jeKkyBar 8 cenMmuiu ¢ tepaneBtuunus pexxum GLE+ PIB.
Heotrosopunute Ha PEG-IFN + RBV 6e3 nuposa tpsi6Ba na ce nexyBar 12 ceamuuu c
LDV+ SOF, EBR+ GZR umun SOF+ VEL. Ta3u rpyna moxxe na Obae JiekyBaHa W 3a 8
cenmui ¢ GLE+ PIB. INauuenTure ¢ uuposa, Heotroopuiu Ha PEG -IFN + RBV, tpsi6Ba
na ce aexyBar 12 ceamunu cbe SOF+ VEL, EBR+ GZR wunu 3a 12 ceamuiu ¢ GLE+ PIB.
[IpoabikutenHocTTa Ha JieueHneto ¢ EBR+ GZR ce yBenuyaBa Ha 16 cenmuiu, kato ce
npubasst RBV npu Bupemus vax 800 000 [U/ml.
HeotroBopunure na neuenue ¢ [JJAC nmanuentu ¢ GT4 cbc u 6e3 mupo3a TpsOBa ga ce
Jexysar 3a 12 cegmuiy ¢ oyakBaHus TepaneBTrueH pexum SOF+ VEL+ VOX.
2.4.3.5. HCYV I'enotun 5 u 6:
[Tarmmentute ¢ GTS u GT6 ce nekyBar ¢ TepaneBTUUYHUTE cxeMu, u3noia3Banu npu GT 4.
TepaneBruunara komOuHanmst EBR+ GZR He ce mpuiiara npu Tsix.
2.4.3.6. Jleuenue Ha manuenTH ¢ xpounyna HCV undexkuus B craguii Ha
JAeKOMIIEeHCHPAaHA YepPHOAPOOHA HPo3a



Hexomnencupanara mupoza ¢ GT 1 - 6 ce nekyBa ¢ TepamneBTHYHATa
xkomOuHammga SOF+ VEL + RBV 3a 12 cenqmunu. Haganrara no3a Ha RBV moxe na e 600
MI JIHEBHO M Jia C€ peryiudpa crnopei TojiepaHTHoctTa. [lpu mpoTuBomokazanus 3a
npunoxxenne Ha RBV neuennero ce nposexkna cbc SOF+ VEL 3a 24 cenmury.

IIpu neotroBopunmure Ha JJAC-chabpxkamu SOF wnn NSS5A-unxuOutop
TEpaneBTUYHU PEXUMHU MAIMEHTH C JeKOMIIEHCHpaHa uepHoapoOHa mmpo3a GT 1 - 6
nedenureTo TpsaoBa aa € cbe SOF+ VEL+ RBV 3a 24 cenmuriy.

2.4.4. OcoOeHu rpynu nauMeHTH
HIV

[Tanmenture ¢ HIV konndeknus ce ekyBaT kakTo Te3u ¢ MoHouHpeknus. [Ipu
TAX € BaXHO CHONIOAABAaHE HA BB3MOXKHUTE KIMHUYHO 3HAYUMHU JIEKAPCTBEHHU
B3aumoseicteus. Jlokazano e, ye SOF+LDV yBemnuaBa ekcnosunusara kpMm Tenofovir,
0co0eHO KoraTto ce H3IoJI3Ba chC cxema 3a yedeHue Ha HIV, cpabpkama Tenofovir
disoproxil fumarate u dapmakokuaernuen uHaAykTop (Ritonavir mnm Cobicistat). B Te3u
CJIly4au c€ U3UCKBA YECTO MOHUTOpHUpaHE Ha ObOpeuHaTa PyHKIIHSL.

HBV

[Nanmenture ¢ HBV kouHpekus ce lekyBaT KakTo Te3U C MOHOMH(EKIHS.
[Manmenture ¢ HCV ungexuus tpsosa na ce uscnensar 3a HBsAg u anti-HBc total. Ilpu
nonoxkuteneH anti-HBc total HuBara na cepymuus AJIAT TpsiOBa na ce cneasT MeceuHo, 3a
Jla ce OTKpHe BB3MOKHAa peakTuBauus 1o Bpeme Ha jeuenwero c¢ JIJIAC. Ilpu HBV
uHbEeKIUa € 3aJb/DKUTETHO 3al0YyBaHe Ha HYKIJIEO3WIHA Tepanus Npeau BKIIOYBAHE Ha
neuennero ¢ JJIAC. Jleuennero Ha aktuBHata HBV wundexkuus npoabmkaBa mone 12
ceaMuId cien crnupane Ha JedeHueto Ha HCV wuHexmmsTa, KaTo c€ MOHHTOPHPAT
Meceuno AJIAT, ako nedenuero 3a HBV 0bae cripsiHo.

XBH

IIpu XBH He3aBUCHMO OT CTemeHTa Ha OBOPEYHOTO 3a00JsIBAaHE MAIIMEHTUTE
MoTar J1a ce JiekyBat ¢ TepaneBTuyHus pexum GLE+ PIB 3a 8 ceamunu 6e3 nuposza u 3a 12
ceamunu ¢ nuposa. llammenture ¢ Texko yBpeaeHa OwnOpeuna ¢ynkuus (eGFR < 30
ml/min) win Ha Xemoauanu3a Tpsiosa na owpaat gexkyBanu ¢ EBR+ GZR 3a 12 cenmuiu npu
GTI1b. Ilpu GTla neuenunero ¢ EBR+ GZR ¢ 3a 16 ceaqmunu npu Bupemus Hag 800 000
[U/ml, xaro ce mpubass RBV 200 mg npu He Hag 100 G/1.

Jleuenuetro nHa HCV undekuusta npeau 6b0peyHa TpaHCIUIaHTALUS MOA00psBa
MOCTOINEPATUBHUTE PE3YITATH.

ITpu XBbH (eGFR < 30 ml/min) win Ha XemMoauann3a marMeHTUTe He MoraT Jia
Obaat nekyBanu cbC SOF-chabpiKaiiy pesxumu.

HCC

[Tanmenture ¢ HCV-cBbp3an XIIK TpsioBa ma ce nexysar ¢ JJAC, ako ce
JIeKyBaT ¢ manuaTuBHU MeTtoau. Cien yepHoIpoOHa pe3eKIUs U TPAHCIUTAHTAIUS TOJIJIeKaT
CBILIO HA JICUEHHUE.

MocTrrpancniiantanuonen peunauB Ha HCV undexkuusita

AntuBupycHoro Jsedenne ¢ JIJIAC e moOpe nma Obae MPOBENCHO Mpeaw
yepHoApoOHATa TpPaHCIUIAHTALMA, JOKATO MAlMEHTUTE ca B JHMCTa Ha yakammuTe. To3u
MOJXO0J JIOBE/IE 10 HaMaJeHWE Ha YaKallUTe 3a TPaHCIUIAHTAlusA. |paHCIIAaHTUPAHUTE
naimenTy ¢ HCV uHdekuus monydyaBar peuuIuB KbCO BpeMe cliell TPAaHCIIaHTAlMATa,
KaTo MHQEKIUATA MPOTUYA IPOTPETUSHTHO.

[Ipu TpancmmanTupanuTe mo3ara Ha Tacrolimus TpsiOBa ga ce kopurupa mo 0,5
mg BeHBX ceamuyno wiu 0,2 mg Ha Bceku 3 1HU, a go3ata Ha Cyclosporin A Tpsi6Ba na ce
KOpUTHpA JI0 €/IHa [1eTa OT JIHEBHATA /1033, OJIy4aBaHa peiu JCYEHHUETO.

Jleuenne Ha HCV uHpexuusi npu HapKo3aBUCUMHU

Jleuennero Ha HCV unexuusaTa npu nayeHTy Ha CyOCTUTYHpAILo JeUeHHE ce
NpOBEXKIa MO OOMIONPUETHTE TEparneBTUYHH cXeMH. TpsOBa obavye Ha WHAMBHIyaTHA
OCHOBa Ja ce OOMHUCIM B paMKHTE€ Ha MYITHIUCHMIUIMHapeH ekun. He ce u3ucksar



cneunpuyHa Kopekuus Ha jno3ata Ha Methadone n Buprenorphine npu cybctutyupaiioro
JIeYeHHE, HO CIIe/IBa Jla C€ M3BBPIIBA HAOIIOJCHNE 3a MPU3HAIM HA OMUOUIHA TOKCUYHOCT
WM a0CTUHEHLIMA. YTIOTPEOSABALIUTE HAPKOTHIIM U AJIKOXOJI WM JIPYTH HAIlMEHTH C TEKYILIH
COIMATHH TPOOJIeMHU W/WIIM aHaMHe3a 3a MCUXUYHO 3a00JIsABaHe, KaKTO W Te3H C ymoTpeda
Ha HAPKOTHULIM TI0 BpeMe Ha JICYEHUETO ca U3JI0’KEHH Ha PUCK OT MO-JIOIIO MPHUIbPKAHE KbM
JICYCHUETO.
2.4.5. MonuTopupane Ha e)eKTHBHOCTTA HA TepanusATa
[Tpu manuentn Ha neyenue ¢ JIJIAC tpsoBa na ce usnceasa HCV RNA na 3-
TUSL WIK 6-1s Mecel] clief] IEYEHUETO.
2.4.6. IlpociiensiBane 3a  CTPaAaHUYHM e(PeKTH W  JIEKAPCTBEHH
B3aUMOJEHCTBUSA
Sofosbuvir - 6a3upanuTe TEpaneBTHYHU PEKUMH TPSAOBa /Ja ce M3IMON3BAT C
BHHMaHue npu nanueHTu ¢ eGFR <30 ml/min/1.73m2) u Te3u Ha Xemouanusa.
Jleuenne ¢ NS3/4A nporeasnn uaxubutopu (Paritaprevir wnun Grazoprevir) He
TpsiOBa Ja ce mpuJjara rnpu nanueHTy ¢ aekommnencupana muposa (Child-Pugh B u C).
[Tpenu craprupane Ha tepanus ¢ JJ/IAC TpsOBa BHUMATETHO Aa ce MpoyyaT
CBITBTCTBAIIINTE 3a00JSIBAHUS W JICYCHHETO UM, 3a Jla C€ B3eMaT NPEABHIl C€BEHTYATHUTE
nexkapcTBeHu B3aumoeiictus (hep-druginteractions.org).
XKenn c nperepolneH TOTEHIMANT W/WIM TEXHHTE NApTHROPH TpsiOBa [a
U3M03BaT epeKTHBHA (hopMa HAa KOHTpALENUUs MO BpEeME Ha JIEYEHHUETO, ChABbPIKAILO
Ribavirin, 1 3a cpok 0T 6 Mecena ciie/i 3aBbpIIBaHE Ha JICYCHUETO.
Haii-uectute Hexenanm peakiuu npu Jjedenne ¢ JIJIAC ca ymopa,
riiaBodomue, chpOex, Oe3chHUE, rajieHe.
Bw3moxknu naboparopuu npomenu mnpu jedenue ¢ JIJJAC ca mpexoxmna
xunepOmnupyouHemMuss (Mo -4ecTO  HMHJIMPEKTHA), TPAH3UTOPHO TMOBMUIICHHWE Ha
TpaHCaMHMHAa3UTe, a Ipu BKIoueH RBV - anemusi.

3. XPOHMYEH XEIIATHUT D

3.1. OBIIA XAPAKTEPUCTHUKA

BupycsT Ha xemarut Jlenta (HDV) e nedekren (HenbiHoneHeH) yoBenku PHK
Bupyc. HDV He e B chcrosiHMEe nda Mpeau3BUKBA CaMOCTOATENHa HHQpekuus 0e3
npucscTBuero Ha HBV. HDV e mmupoko pasnpocrpaHeH, karo B EBpomna ca 3acerHatu
npeaumMHo Cpelu3eMHOMOPCKUTE cTpaHu. B cBeta ca uHbektupanu 15 muH. aymm.
Mexnay 5-11% ot undexrtupanute ¢ HBV, Bki. um T.Hap. Hocutenu Ha HBsAg ca
uHpektupanu ¢ HDV. 3apa3sBanero craBa mo- 4ecTo Karo CyNnepUH(EKUUs, OTKOIKOTO
karo ko- uHpekuus. [lo nanam va H30K 3a rogumnus O6poit OosHu no 3a0osigBaHMS,
BKitoueHu B Hapen6a 38 3a 2014 1, ca nekyBanu 117 330J1 ¢ xponnden xenarur /1.

HDYV e otroBopeH 3a ocTpu ¥ XpOHUYHHU YEPHOIPOOHU 3a00ISIBAHUS U CE CUMTA 32
Hall-arpecuBHMsI XematuTeH Bupyc. OcTpara HMH(EKIUs MOKE Ja MNPUYUHU OCTpa
yepHOApoOHA HEJOCTAaThYHOCT, JOKAaTO IepCUCTHpaliaTta HHOEKIus OOUKHOBEHO
MpUYMHSABA TeKKa (opMa Ha XPOHMYEH XEMaTUT, KOSATO € CBbp3aHa ¢ Obp3a M dYecTa
nporpecusi 0 LKUpo3a U HEWHUTE KpalHHU YCIOXKHEHHs, YePHOAPOOHA JEeKOMIICHCALUs U
xenatouenynapeH kapiuaom (HCC).

VYHukanautre xapaktepuctuku Ha HDV, kato TICHOTO H 3aABJIKUTEIHO
B3aumojieiicteue ¢ HBV ot enHa cTpana u cnocoOHOCTTa My J1a Ce 3ama3Ba MpH JIMIca Ha
MTOMOIIIEH BUPYC OT ApyTra, OOsICHSABAT 3aIll0 € TOJKOBA TPYAHO na Obae n3uncreHa HDV
un¢pekuusra. Ocsen ToBa, HDV PHK geiictBa xato prbo3um, MOke a ce camopasiienBa
3a Ja ce PEeIUIMKUpPA; TS HE KOJUpa MPOTEUH ¢ €H3MMHA aKTUBHOCT M 3aMMCTBA €H3UMUTE,
HEOOXOIUMH 3a peIUIMKalMs OT 3apa3eHara KIeTKa, KOETO € JOMBbIHUTEIHO
NPEIU3BUKATENICTBO 32 wuAeHTU(uIMpaHero Ha HDV-cneunpwuynn wmumenn 3a



aHTUBUPYCHU CPENICTBA.

3.2. JAUATHO3A

Kpurepun 3a nocraBsHe Ha quartoszara ca HocuTencTBo Ha HBsAg, nanuune Ha
anti- HDV antutena u nammune sa HDV R NA, xoeto noka3Ba akTHBHA WH(DEKITHUS.
Jnarno3arta XxpoHuueH xenatut D ce mocrass Npu yCcTaHOBsBaHE Ha rnojoxureiasa HDV
RNA 3a noBeue ot 6 Mecena.

JudepennpannaTa auarHo3a ce MpaBM ¢ HHPEKIMH C JPYrd XEMaTOTPOITHU
Bupycu - HAV, HCV, npyru.

HDV PHK TtpsbBa na ce m3ciensa mpu BCUYKH aHTH-HDV-TI03WTHBHM WHIWBUIIH,
KaTo ce W3MoJ3Ba CTaHmapTu3upan u uyBcTBUTeneH PCR awmamm3 ¢ oOparHa
TPAHCKPHUIIIIKS, 3a Aa ce auarHoctuimpa aktuBHa HDV undeknusa. Hanuurero Ha aHTH-
HDV (IgG unu o6umm) anturena uaeHtudunupa HBsSAg-no3uTuBHY 1ila, KOUTO ca Ouim
n3noxenu Ha HDV; o1 karo antn-HDV anTuTenara nepcuctupar cien M34MCTBAHETO HA
HDV, e Heobxonumo uscnenBane 3a cepymHa/miazmena HDV PHK, 3a na ce motBwpau
HacTbnBama HDV undexuus.

IIpu namuwentu c¢ octbp xematur, aHtTu-HBc IgM TpsiOBa na ce u3nomn3Ba 3a
pasrpannyaBane Ha Juua ¢ HBV/HDV xoundexuus or HBsAg-nosutuBHuM nuna,
cynepuHdextupanu ¢ HDV.

HBVe anturen (HBeAg)/antu-HBe craryc u nuBata Ha HBV JIHK TpsioBa nma ce
W3CIIeqIBaT, Thil KaTO HaTM4KEeTO Ha akTuBHAa HBV mH(bekius Moxe 1a BIOIM M3X0/1a Ha
xenatut D.

3.3. JIEYEHME

dakropuTe, KOUTO TpsAOBa Ja ce B3eMaT NpPEeABUI NpU HACHTHU(PHULIHMpaHE Ha
nanuentu ¢ xporudeH xenatut [ (CHD) ¢ mo-Bucok puck OT mporpecus Ha 4epHOAPOOHO
3a0oJsiBaHe, BKIKOYBAT MOBUILICHU HUBA Ha aMmuHOoTpaHcdepasu u I'T'T, nanpennan craanit
Ha yepHoIpoOHO 3abosBane, nepcuctupane Ha HDV Bupemusi, BUCOKM CEpyMHHU HHMBA Ha
HBV JIHK u xoundexuuu ¢ apyru BupycHu uHdpekuuu. TpsdBa aa ce B3eMar npeaBu u
KO(paKTOpH Ha XPOHHYHO YEPHOAPOOHO YBpEKIaHE, KAaTO 3J0YymoTpeda ¢ ajKkoxol,
3aTabCTABaHe U Aualer.

[IepBa nuaMs nekapctBeHa Tepamus e Peg-IFN alfa 2a 180 ug s.c. BeaHbx
ceIMUYHO B npoabipkeHne Ha 48 cenmurm npu HDV-HBV ko-undexTHpanu maumeHTu ¢
KOMIIEHCHpaHa 4epHOApoOHa OosiecT. JIOMBbIHUTENTHOTO JIeYeHHE Ha HEXEIaHHUTe
JEKapCTBEHH pEaKIMH OT Tepamusita, 0IOpU HEOOXOAMMOCT BKIIOYBA CIICTHUTE
nexapctBenu mponyktu: [lpu neyrpomenus mox 0,7500,500 g/l moxe ma ce mpuiara
Filgrastim 500 000 IU/kg s.c., npu anemust ¢ xemoruooun nox 100 g/l moxe na ce
npunara Erythropoietin s.c.

[Ipu HeycnenHo neyenne Ha xenatut D ¢ Peg-interferon alfa 2a u nepcuctupaia
HBV- pennukanus, Moxe 1a ObJe NPUIOKEHO aHTHUBHPYCHO JIEYEHHME 3a XemaTtut B ¢
HYKJICO3UTHU/HYKIICOTHIHU aHAIIO3H.

Kpurepmii 3a onieHka Ha epeKTHBHOCTTA HA MpUJIaraHata Tepanus € OleHKaTa Ha
BUpPYCHATa PEIUIMKAILIMS 4Ype3 ONpeAessiHe Ha cepyMHara KoHueHTpanusa Ha HDV RNA
nocpeacTBoM konudectBeH real-time PCR B kpas nHa neuenuero. Ilpocnenssanero ce
M3BBPILIBA HA 6-TU Mecel OT CIIUPAHETO Ha jedeHuero. Cuex mecTust Mecel| OT CIIUPAHETO
Ha JICYCHUETO Ipe3 6 Mecena 10 3 TOAMHU € KOHTPOIMpaT amuHoTpancdepasure u HDV
RNA.

Hockopo cranaaptausT IFNo 1 Haii-Beue HeroBaTa neruwirpana gpopma (peglFNa)
ca eAMHCTBEHaTa Bb3MOXKHOCT 3a JjeueHne Ha CHD. IFNo ca monekynu c¢ mupoka
aHTHBUpPYCHA e(pUKACHOCT cpelry MHoro Bupycu, BkiatountenHo HBV u HCV, karto ce
CMsTa, Y€ CHUHEPIM3MbT MEXKAY aHTHUBUPYCHaTa MU MMYHOMOJyJMpallaTa aKTUBHOCT Ha
IFNa urpae ocaHoBHa poJist B koHTposa Ha CHB. Ilpu CHD, edextuBaroTO IFNO 1euenne



€ CBBbpP3aHO C HamaJsiBaHe KakTo Ha Mapkepure 3a HBV, taka m ma HDV, koero
npejmnoiara, 4¢é KOMOMHHPAHOTO JEHCTBUE BBPXY JIBET€ BHUPYCHU HMH(PEKIUH € OT
CBHIIECTBEHO 3HAYECHHUE 3a IOCTUTAHE Ha ITbJIEH KOHTPOJI BbpXy HDV undexmnusra.

OcseH TOBa, 1edyennero ¢ [FNo e mpoTHBOINOKAa3aHO MPHU MALMEHTH ChC CEPUO3HU
eKCTpaxenaTaJHil KOMOPOMJHOCTH WJIM HAalpeJHalo0 YepHOAPOOHO 3a0oisBaHe U €
CBBP3aHO ChC CTPAHUYHU €(PEKTH, KOUTO MOTaT 3HAYUTEIIHO Ja MOBJIMSISAT HA Ka4eCTBOTO
Ha JXMBOT II0 BpEME Ha JICYEHHWETO WJIM J1a JOBEJaT 1O NPEKpaTsABaHE Ha JICUEHUETO.
BcenencrtBue Ha ToBa, ymorpebara Ha IFNo mnpu mamueHTH ¢ JIGKO 4YEpHOJIPOOHO
3abonsBane (FO—F1) TpsOBa na Oblie BHUMATETHO MPEIEHEHA, KaTo Ce B3eMaT MPEIBU/I
HOBUTE TE€PANeBTUUHU MOJXOHU.

Benuky manumeHTH ¢ XpoHMYEH XemaTUT D M KOMIEHCHPaHO YepHOIPOOHO
3aboJsiBaHe TpsAOBa a ObaaT oOMucieHH 3a eueHue ¢ bulevirtide

Bulevirtide (BLV) e cuATeTHYEH IUIIONENTH, CHCTOSAIL c€ OT 47 aMUHOKUCEITMHHI
or preS1 nomeiiHa Ha rojemusi MOBbPXHOCTeH mporenH Ha HBYV, xoiito Omokupa
npukpenBanero Ha HBsAg kbm kinerpunus peuentop NTCP. Bulevirtide 6nokupa
HaBiau3aHeTto Ha HBV u HDV B xenarouutute, kato ce cBbp3Ba U nHaktusupa NTCP,
TpPaHCIIOPTEp Ha KIbYHU COJM B uepHHs 1po0, xoito e BaxkxeH HBV/HDV peunentop,
MeAUMpalll HaBJIU3aHETO.

Bulevirtide e mokasaH 3a jeueHne Ha XpOHUYHA HH(EKIHA ¢ BUpyca Ha XenaTut D
npu HDV-PHK no3utuBHY B 11a3Ma (Wil cepyM) BB3PAaCTHH W NIEAUMATPUYHU TAIUEHTH
Ha BB3pacCT 3 ¥ MOBeUe roJIMHU U Terio Hai-manko 10 kg ¢ koMIieHcupaHo 4epHOAPOOHO
3abossBaHe. JleueHnero TpsOBa Aa ce 3alO4YHE CaMoO OT JIeKap C ONUT B JICYEHUETO Ha
narueHTn ¢ uHpeknuss ¢ HDV. Bulevirtide ce mpunara BenHbX JHEBHO (Ha Bceku 24
yaca + 4 yaca) ype3 MOAKOYKHA MHKEKLUS KaTO MOHOTEpAINus WIM MpPU €AHOBPEMEHHO
NPUJIOKEHNE C HYKJICO3UICH/HYKJICOTH/ICH aHaJIOT 3a JICYCHNE Ha OCHOBHATa MH(EKIUs ¢
Bupyc Ha xematut B (HBV). Ilpenopbunrennara no3a Bulevirtide npu BB3pacTHH
MAIUEHTH € 2 Mg BEJHBK JHEBHO.

He ca mnposexnmanu npoyuBanus c Bulevirtide npu namuentu c¢ ObOpedHO
yBpeXJaHe, opaau Koero ObOpeuHarta (GyHKIMs TpsOBa Aa ce mpociesiBa BHUMATEIHO.
[To Bpeme Ha JIEYEHHETO MOXKE Jla HACTBIM IOBHILEHUE Ha *JIbyHUTE conu. [lopanu
OpOpedHaTa eKCKpeLusl Ha JKIbYHUTE COJM, MOBUIIEHUETO HA KI'BUHUTE COJIU MOXKeE Jia
ObIe IO-TOJISIMO TIPH MAIIMEHTH ¢ ObOPEYHO YBpEkKAaHE.

He e HeoOxonmma Kopekuuss Ha Jo3aTa NpU HAlMEHTH C JieKa CTEeNeH Ha
yepHoApoOHO yBpexxkaane (ki1ac A no Child-Pugh-Turcotte).

JluticBar maHHW TPHW MAIMEHTH Ha BB3pAacT > 65 TOIWHM, KaKTO W OE30MacHOCTTa U
epukacHocrra Ha Bulevirtide npu mnanumeHTH C JE€KOMIIGHCHpaHa LHpO3a HE ca
YCTaHOBEHHU.
B nonynanusra B KIMHUYHKATE U3NUTBaHUS npeobnanasa HDV renotun 1. He e uzBectHo
manu HDV uwnun HBV reHoTunsT oka3Ba BiMSHHE Ha KIMHMYHATa e(QUKacHOCT Ha
Bulevirtide.

dapmakokMHETHKAaTa, Oe3omacHocTTa M edukacHoctta Ha Bulevirtide npu
NalMeHTH ¢ AEKOMIEHCHpaHa LIMPO3a HE ca YCTaHOBEHU M HE ce IMpernopbyuBa ynorpeda
IIPU NALUEHTH € IEKOMIIEHCUPAHO YePHOAPOOHO 3a00JIsIBaHE.

OcnoBHara uHpekuuss ¢ HBV TpsOBa na ce nekyBa €IHOBPEMEHHO CBITIACHO
HACTOALUTE TEPANleBTUYHU PBKOBOJICTBA.

[TpexpatsBanero Ha JeueHueTo ¢ Bulevirtide mosxe 1a moBese 10 peakTUBUpaHE HA
nnpexuu ¢ HDV u HBV u ex3anepOanus Ha xenatuta. B cioydaii Ha nmpekparsBaHe Ha
JeyeHneTo TpsAOBa Jla ce U3BBPILIM BHUMATEIHO TMpOCIeNsBaHE Ha YEPHOAPOOHHUTE
(GyHKIIMOHATHM TOKa3aTeNM, BKJIIOYMTETHO HHBaTa Ha TpaHCAMHUHA3UTE, KakTO U
BUpYyCHUS ToBap, onpeneneH upe3 HBV-/ITHK u HDV-PHK.

Haii-yecto choOiaBaHuTe HEXETaHUW pEAKIMK ca TOBHUIICHHE HAa HHUBaTa Ha
KI'BUHUTE COJM, IJIABOOOJME, MPYPUTYC M PEAKUUU Ha MACTOTO Ha HH)XKEKTHPAHE.
[ToBuIeHHETO HA HUBATA HA KII'BYHUTE COJIM OOMKHOBEHO € aCHMITOMAaTHYHO U 00paTuMO



Clie/l IpeKpaTsIBaHe Ha JICUCHHUETO.

B perucrpanmonnoto ®3 npoyuBane 100 ot 150 manueHTu ¢ XpoHU4Ha UHOEKIHS
¢ HDV ca pangomusupanu ga nojiydaBaT He3abaBHO jeueHue ¢ Bulevirtide 2 mg Begubxk
JIHEBHO U Jpyra rpymna, B KOsiTO JICHEHHETO € OTI0kEHO 3a 48 ceamuuu. Pangomusanusara
e crpatuduuupanHa Mo HATMYUETO WIN JIMIcaTa Ha KOMIIEHCUpaHa LIMP03a, KaTO BCUYKUTE
nanueHTH uMat uHekuus ¢ HDV renorun 1.

[Tpu rpynara manuentd Ha Bulevirtide 2 mg ¢ He3abaBHO JeueHNE HEOTKpHUBaeMa
HDV PHK wnm nonmxaBane Ha HDV PHK ¢ > 2 logl0 IU/ml u HOpManu3upaHe Ha
HuBara Ha ALT e nmpu 45% or nanuentute cpeumy 2% B rpymnara Ha HNAlUEHTUTE C
otnoxeno neuenue.Heorkpuaema HDV PHK wnu nonmxkasane na HDV PHK ¢ > 2 logl10
IU/ml ce nabmromasa npu 71% oT manueHTUTE ¢ He3a0aBHO JICUCHHE.

B pestome Bcuuku namuentd ¢ CHD u xommeHcupaHo 4epHOAPOOHO 3aboiisiBaHe
TpsiOBa n1a ce oomucaaT 3a sedenue ¢ BLV. KombOunamusara ot peglFNa u BLV moxe na
ce OOMMCIM TpU MAIMEeHTH 0e3 HEMOHOCHMOCT WIIM NpOoTUBOINOKa3zaHus KbM peglFNa.



IX. TOKCUYEH XEITATUT
1. JEKAPCTBEHO UHAYLUUPAH XEITIATUT

1.1. OBIHA XAPAKTEPUCTHUKA

JlekapCTBO-MHIYIUPAHOTO YEPHOAPOOHO YBPEKIaHE MOXKE J1a ObJie OYaKBAaHO U B
3aBUCHMOCT OT J103aTa WJIM HE3aBHCHMO OT jo03aTa (HempeacKa3yeMo IpH peakius Ha
CBPBXUYYBCTBUTENHOCT). [IpoTHya KaTo OCTpO, MPOTPaXUpaHO WM XPOHUYHO 3a00IIsIBaHe
C KapTMHATa Ha XOJIeCTa3a, HEKpOo3a, CTearo3a, XemaTHT (BKJI.OT XOJEeCTaTW4eH WIH
CT€aTO3CH THI); YepHOAPOOHA HEIOCTATHhYHOCT; CBHAOBHM TPOMOO3M U Tposndepanus;
¢bubpo3a unu mEpo3a Ha 4YepHHUs Apod; YepHOoApoOHU Tymopu. HaBpeme mocraBeHata
MarHo3a, MpeKpaTsIBaHETO Ha MpHEMa Ha YBPEXKJAIIMAT JIEKapCTBEH IMPOIYKT H
JICYCHUETO Ha MPEAN3BUKAHOTO YEPHOAPOOHO YBPEKIAaHE € OT CHIIECTBCHO 3HAUCHHE 32
€BOJIIOIMATA U IPOrHO3AaTa.

["onsim Opoii IeKapcTBEHU MPOJYKTH — €CTECTBEHU WM CUHTETHUYHU MPOAYKTU U
TEXHUTE METa0OJIUTH, MOTraT Ja JOBEAaT 10 YepHOAPOOHO yBpexnmaHe. Hamocmembk
HapacTBa 4eCTOTaTa Ha PErMCTPUpPaHM XEMAaTOKCHYHU peakiMM BbB Bpb3Ka C IMPHUEM Ha
OMJIKM WU XPaHUTCIIHA )IO63BKI/I, CaMOCTOSTCIIHO HJIN B KOM6I/IHaIII/I$[ C JICKapCTBCHHU
OpOAYKTH. JIekapcTBEHO MHIyLUUpaHUTe XemaTuTu cberaBisBar 10% OT BCHUKH
U3CJIe/IBaHM 3a YEPHOIPOOHO 3a00sisiBaHe JUIA; 0KOJIO 2% OT BCUUKHU XOCHUTAIN3ALNHY 3a
KBJITEHUIIA; OKOJO Y4 OT CIly4yauTe C TeKbK XPOHUUYEH XEMaTUT U 4 OT OOJHHUTE C OCTpa
¢byaMuHAHTHA YepHOApOoOHA HelocTaThbYHOCT. Peannara uM yecrora obade € MHOTO TO-
royisima.

1.2. JUATHO3A

JluncBar cnenudUYHU AUATHOCTUYHHM KpuTepuu. Haif-yecto ce ycTraHOBsBaT
CHUMIITOM Ha XO0JIeCTa3a W IUTOJIN3a, C WK 0e3 Oese3u Ha YepHoApOoOHa HETOCTATHYHOCT,
alleprus WM aBTOMMYHHH IMposiBH. KpuTepuure 3a TOCTaBsIHE Ha JAMarHo3ara Ha
JIEKapCTBEHO MHAYLIMPAHOTO YEPHOIPOOHO 3a00iiIBaHE ca MpEeACTaBeHH Ha Tabiauna 8.

Tabnuna 8. Kpurepuu 3a uarnosa Ha JeKapcTBEHO MHAYIIMPAHO YEPHOAPOOHO 3a00isBaHe

1.Anamuesa Bcuuku sekapcTBEHM TPOAYKTH 3a MOCIEIHHUTE 3
Mecella U TIOHACTOSIIIEM, /1033, TPOIBIIKUTEITHOCT
- mpenamnosaraemMa Bpb3ka npu 5-90 qau

- BEpOsITHA Bpb3Ka IpH <5 1HU win >90 nHu

2.IlpekpaTsiBane nprema Ha | bbp30 HamansBane (7-8 mAHM) Ha CcepyMHaTa
MIPEATOIaracMust JIEKapCTBEH | aKTUBHOCT Ha aMuHOTpaHcdepazute ¢ 50%
OPOAYKT/H - ¢ BHCOKA BEPOSITHOCT 3a

MPUIMHHOCIICICTBEHA BPbh3Ka
Hamansiane 3a 30 guu npu xenarouenapHo u 180
JIHH 3a X0JIeCTaTUYHO 3a00JIIBaHe

— Ilo-manko BeposiTHA Bpb3Ka

3./3kmrouBaHe Ha apyra NpuyvHa 3a
YEPHOAPOOHO 3a00JIIBaHE
— UYepHoapoOHa Guoricus (ako
€ HeoOxoamma)

BupycHu xenatutu; HealkoxosieH WIH aJIKOXOJIEH
CTEaTO3€H XeNaTUT, aBTOMMYHHO 3a00JIsiBaHE, BKJI.
XOJIECTATUYHHO; OMIMapHa OOCTPYKLUs, IPYyTH

4.Bbp3cTraHOBsIBaHE Ha MpHeMa (camo
aKko HE € pas3lo3HaTa Bpb3KaTa ¢

[loBumaBane Ha  cepyMHara
ACAT/AJIAT w/uma I'TT/AD

AKTHUBHOCT Ha

4epHOAPOOHOTO 3a00IIsBaHE)

[J Ilone nBOMHO HapaCTBAHC Ha aKTUBHOCTTa
Ha CH3UMUTC




Peakuusara ce mpuema 3a JIEKAPCTBEHO-MHAYLMPAHA XEMAaTOTOKCHYHOCT aKo ca
HaJIMIIE IbPBUTE TPU KPUTEPUU WM aKO ca HAJULE J1BA OT I'bPBUTE TPU U YETBBPTHSL.

1.3. JIEYEHHUE
1.3.1. OcHOBHO — TmpeKparsBaHE INpUeMa Ha  [PEIU3BUKAIUA
YBPEXKIAHETO JIEKAPCTBEH MPOJIYKT
1.3.2. JleyeHue HA Bb3HUKAJINTE IPOMEHHU B YePHHSA IpP0o0
1.3.3. AHTHAOT, aKO ¢ HAJINUCH
— N-Acetylcystein (ACC) — anTia0T Ha acetaminophen cBbp3aHa TOKCUYHOCT

— L carnitine — npu XemaToOKCUYHOCT OT BaJNPOEBa KUCEIHHA

1.3.4. HecnenudguvHo jgeyeHue:

— Ademetionine: mapeHtepanHo B go3a 5-12 mg/kg (1-2 x 500 mg 1 v/i m) wm
nepopainuo - 10-25 mg/kg (2-3 x 500 mg);

— Silymarin — 420-1200 mg/nHeBHO;

— alpha-tocopheroli acetas — 400-500 mg/nueBHO

- KOpTI/IKOCTepOI/II[I/I — HOpu pCaklun OT XUICPCCH3UTHUBCH THII, KBJITCHUIA, OCTpa
HJIK ITOJ0CTpPa IICI)HO):[I)O6H21 HEOOCTATBbYHOCT (Koal"y.HOl'IaTI/ISI, eHI.Ie(I)aHOHaTI/ISI).

1.4. MNPOPUJTAKTHUKA
MonuTopupane Ha amunotpanchepasure, [TT u AD no Bpeme Ha JeueHue C
pa3IMYHU JIEKapCTBEHU IPOAYKTH.

1.5. EBOJIIOLUA

JlekapCTBEHO-UHAYIIUPAHOTO YEPHOAPOOHO YBpEXKJAaHe € o0paTUMO B
pamkuTe Ha 6 Meceua. dakTopu, Mpencka3Bald XPOHUPUIIMPAHETO MY ca: HAIUYUE
Ha (ubpo3a, ycTaHOBEHA Ha IIbpBOHAYAJIHATA OUOIICHUS; TEpaIus, MPOIbJIKUIA HAll 6
Mecela Clle/l yCTaHOBSBaHE Ha TOKCUYHATa YePHOAPOOHA peaKIysl

2. AJIKOXOJIHA YEPHOJAPOBHA BOJIECT

2.1. OBIIA XAPAKTEPUCTHUKA

AnkoxonHara 4YepHOIpoOHa OosiecT € COOpPHO TOHSATHE, BKIIOYBAIIO IENTHS
CHEKThbpa Ha MOP(ONOrMYHM U KIMHUYHU (OpPMHU Ha YBpeXJaHE Ha YepHHs Jpo0,
NPUYMHEHU OT aJIKOXOJ - YEPHOJIPOOHA CcTeaTo3a, aJKOXOJEH XEMaTHT WJIM AJIKOXOJEH
CTEaTO3eH XEeNaTUT, aJKoXoiHa (uOpoza u uepHompoOHa mupo3a. Ocobena Qopma
€ CHUHIpPOMBT Ha Zieve (TemmepaTypa, KopeMHa Oojika, XoJecTas3a, XeMOJH3a,
xunepiaunemus). Moke 1a Oble caMOCTOsTEeTHA W3siBa WM YacT OT CIEKTbpa Ha
aJIKOXOJI-CBBP3aHOTO CHUCTEMHO 3a0oJsiBaHe. AJIKOXOJHATa 4YepHOJIpoOHa Ooject e
€IMH OT BaXHHWTE COLHWAIHU M 3ApaBHHU NpoOJIEeMHU B OYTH BCHYKU CTPAHU IO CBETA.
ITo nannm Ha C30 mpuYMHEHHUTE OT aJKOXOJ 3a00JsABaHUS ca Ha TPETO MSCTO IO
yecrota B cBeTa. IlporHo3upa ce yBenuyaBaHe Ha 3a00J€BaeMOCTTa, MOPAIU
HapacTBallaTa yrnoTpeda Ha ajKoXoJ Mpe3 HACTOALIOTO CTOJIETHE. AJIKOXOIBT € €lHa OT
Hail-yecTuTe MPUYMHM 32 XPOHUYHO 3a00isiBaHe Ha uyepHuUs aApoO. Toll e BTOpHAT MO
4ecToTa €THOJOrMyYeH (akTop 3a MosiBa Ha XENaTHT M IMpo3a. B cTpaHuTte ¢ romsma
KOHCyManus Ha aikoxoid 10 70% oOT uepHOAPOOHHTE IMPO3M HMAT AJIKOXOJIHA
eTHoJorus. AJIKOXOJHAaTa LHpo3a € Mporpecupanio 3alossBaHe, CBbp3aHa C MHOTO
BUCOKM Da3XoAu 3a NOJApPBKKAa Ha IalUEHTUTE. Bblnpeku ToBa 10 5-Ta roguHa
IIPEKUBSBAT caMo 74 OT TsX, a Ha 10ta — exBa 7%. Ome mo-BUCOKa € CMBPTHOCTTA
IOpU TEXBK aIKOXOJHMA XenaTut — 10 50% OoT ciyyauTe, KaKTO M CBBbpP3aHUTE C TOBA
pasxoau. Ilo nannu Ha EBponelickara aconuanus 3a U3y4aBaHe Ha YEpHUS JpOo0 aJKOXOJ



3aBHCHUMUTE YEPHOAPOOHU 3a00isiBaHUS 3aeMaT 4-TO MSICTO KaTo MPHYMHA 32 CMBPT,
CKBCSBAT C 8 % TOIUHUTE )KUBOT, @ CMBPTHOCTTA OT YEPHOAPOOHA P03 HAPACTBA BHB
Bb3pacToBara rpyna 45-64. AJkoxojHaTa HUpo3a € BTOpa MO YECTOTa MPUYMHA 3a
TpaHCIUIAHTAIHsI Ha YepeH Apo0.

OT aJKOXOJIHO YBpeXKAaHe Ha YepHUs Apo0 ca 3acTpalleHH MO-IIUPOK KPbI JIUIIA,
HE CaMo Te3H C aTKOXOJIHA 3aBUCHUMOCT, Thi KaTO PUCKBT 3aBUCH OT MHOTO (haKTOPH.

- Hsima KOHCEHCYC OTHOCHO TOKCHYHOTO KOJMYECTBO INMPHET aTKOXOJ 3a TOsBa Ha
yepHOApoOHO 3abosissBaHe. lloBeye OT dYeTUpH CTAaHAAPTHU AJKOXOJIHHM €IUHHIIN
(muTHeTa) eXEIHEBHO WU JOPH BEAHBK CEAMUYHO ca CBBbP3aHU C PUCK OT YBPEXKIaHE HA
yepHUst 1po0.

10 g ankoxon (1 cranmapTHa aJKOXOJHA e€nuHUIA WU | nutue) ce chabpxka B 30 ml
KOHIIEHTpaT (YUCKH, Boaka, pakus), 100 ml puno (1 gama), 250 ml 6upa (1 xan6a). Ilo-
CUTypHa € Bpb3KaTa Ipu Agbiarorogumba (>10 r) cpegHa AHEBHa KOHCyMallus Ha
noeeue or 80 g era”os 3a MbxeTe W 60 g 3a xeHutre. OT CHIIECTBEHO 3HAYEHUE Ca
reHeTUYHUTE (PakTOpH (FeHETUYEH MOMMMO(DU3bM HA CH3UMHUTE CHCTEMHU )

— JKenute ca [IO-IoAaTiINBU OT MBIXKETE. 3a0oisiBaHe HACTBIBA OT I10-MaJIKA
KOJIMYCCTBA, Ha IO-paHHa BB3PACT, H34ABABA CC€ B IIO-KbCCH CTaAWMHU KW C TIOBCUC
YCIIO)KHEHHUS, UM TI0- Obp3a MpOorpecus.

— MeTtaboauTHuTe HapyLICHUS (ManHyTpUIMS, METOOOIUTEH
CUHJIpOM/3aTJIBCTSIBAHE, 3axapeH Auader), cbirbTerBamarta uHpekuus ¢ HCV wiu HBV ca
HE3aBUCUMHU PUCKOBU (PAKTOpU 3a TO-TEKKO YepHOAPOOHO yBpexaane, a HCV - u 3a
pa3BUTHE Ha XenaToLEeIyIapeH KapIlMHOM.

- 3a Hamrara CTpaHa OT CBIICCTBCHO 3HAYCHUC € U YHOTpe6aTa Ha HCKAYCCTBCHU
AJIKOXOJIHU HaIIUTKH.

2.2. JHUATHO3A
2.2.1. AnaMHecTHYHM M (U3HMKAJIHU [JAaHHU, HACOYBAINM 3a YEPHOIPOOHO
3a00JIsIBaHe U 32 aJIKOXOJHA KOHCYMAIlMsl U aJIKOXO0JIHA 3aBUCUMOCT

— IIpomeHnu B Apyru OpraHu M CHUCTEMH, HAOJIOJABAHU NPU CUCTEMHA AJKOXOJHA
koHcymanus: EKI u pentrenorpadcku mpomMeHM Ha rpbAEH KOII (JIBYCTpaHHH
bpaxTypu Ha peOpa); 0XJTy3BaHUS, IOJUHEBPONATHSI, ICUXUYHU MPOSIBU U IPYTH

2.2.2. JluncBar cneun@uYHUA JA0OPATOPHH TMOKA3aTeJM, HO HMA
Ja00pATOPHM OTKJIOHEHHS, XapaKTepHU 3a BCHYKH (HOpMH Ha

aJIKOXOJHATa YepHOoApoOHa Oonect (Tadim. 9):

Tabmuua 9. Tunuuxu 1a00paTOPHU HAPYLICHUS TIPU AJTKOXOJHO YEPHOAPOOHO 3a00IIsBaHe

Cepymnu enzumu

[oumenn amunorpancpepazu: ACT > AJIT (2:1), obuuaiino go 500 U/l

[ToBumenue Ha I'T'T; mpu xonecraza I'TT>AD

- ITT e necnenuduuen, 1o 70% oT xopara, KOUTO 3J10yNOTPeOsBaT C AIKOXOJI ca C

HOpMaJIHU CTOMHOCTH

Memabonumnu omxkioHeHun

XUNepriuKkeMusi; XUIOTIUKEMHS — IIPU TEXKO YEPHOAPOOHO YBPEkKIaHe
XUNEePTPUTITULEPUIEMUS

[ToBumen HDL-xonecTepon

XunepypukeMus

EJ'ICKTpOJ'II/ITHI/I HapyLICHUA




- HUCBK Kanuii, Maraesuid,hochop

Ilokazamenu, ompaszaeauiu uepnoopoonama QynKyus
Cepymen anOymuH, OuupyOuH, TPOTPOMOMHOBO BpeMe — HOPMAaJTHU, OCBEH TPH TEKKO

YepHOPOOHO YBpexKIaHe

XeMaToJIOTUIHH HapyIIeHUS

Makpouuroza - MCV>100

- JIeka aHemust (4€CTO MaKpOIIUTHA)

Hopmanuu 10 3Ha4MMO HaMajeHu TPOMOOIUTUTE (LIMPO3a)
[ToBumienue Ha OpPOst HA JICBKOIIUTUTE

- JICBKCMOUJIHA pCaKI U IMPU OCTHP AJIKOXOJICH XCIIATUT

2.2.3. AbgomuHanHa exorpadus — XUIEPEXOreHEH YepeH Apod ¢ Wiu
0e3 cruleHOMeraus

— JlomuiepoBa exorpadus — 3a OlleHKa Ha MOPTATHUS U YePHOAPOOEH KPHBOTOK

2.2.4. IlepkyraHHa YepHOAPOOHATA OHOIICHUSI

- I/IHI[I/IKaIII/II/I — HNOTBBPIKJAABAHC HA IMArHo3aTa, U3KIIIOYBAHEC HA JApyra NpuirnHa
3a 4YepHOAPOOHOTO 3a00JIsIBaHE; OIICHKA Ha CTEIEHTA HAa YEPHOAPOOHOTO YBpEXKIaHE,
BB3MaJICHUE U PUOPO3a; ONpeessiHe Ha IPOrHO3aTa, MoAIoMara JIeYeHUETO

— [Ipy TUOMYHM KJIMHUYHMY W Ja00OpaTOpHM TPOMEHHM TepKyTaHHaTa
yepHoApoOHa OHoIcusATa HE € 3aab/DKUTENHA. T € omacHa Ipu OCThp AJIKOXOJEH
XEMaTUT C TeKKH KOArylIallMOHHU HAPYIICHUS

- Crneunduyau XucCTOMOP(OIOTUIHNA IPOMEHH - CTEATO3a, AIKOXOJEH XEMaTHT
WJTU 1IUPO3a, CMeceHn (popmu

2.2.5. ®I'C —3a Bapunu Ha XPaHONIPOBO/JA H MOPTAJIHA IACTPONATHS
ATKOXOJHUAT XEeMaTUT € BakHa (opmMa Ha aJKOXOIHO YEPHOAPOOHO 3a00IsBaHE C

[IUPOK CHEKTHP OT MPOMEHHU — OT OE3CUMIITOMHO ChCTOSIHHE C IPOMEHU B JIA0OPATOPHUTE

nokasarenu 10 (pyIMHHAHTHA YepHOIPOOHA HEJOCTAaTHUYHOCT M CMBPT. Moxe na Obae

camocrosiTeHa (GopMa WIM Ja BB3HHKHE Ha (OHA HA MPEAXOXKIANO HYEPHOIPOOHO
3a0osnsBane. CBBP3aH € ¢ rojsiMa KOHCyMallMs Ha alKoXO0JI 332 MPOIBIKUTEITHO BpEME.

- Knunuunu cumnromu u Oenesu: OtnagHanoct, Oe3aneTutue, rajieHe, MnoBpblIaHe,

Oonka B KopeMa, ¢pedbpuinTeT, 3aryda Ha TelecHa Maca, IUapus, XenaToMeraius, CbJIOBU

3BE31H, aIMapeH epuTeM

- VYcnoxHeHusi - KbiaTeHuna, acuut, otouu, CBII, enuedamonatus, KpbBOU3IUBH,

XeMoparnyHa  jAuare3a, ObOpeyHa  HEAOCTAaThYHOCT, HH(MEKIHH, ChbpAeYHa

HEJOCTaTbYHOCT, APUTMUS

- 3HauuMHU OTKJIOHEHMs B JIaDOpaTOpPHHUTE I[IOKa3aTelau: XunepOuianpyOuHemus,

KOAryJlallMOHHU HapyLIEHUs, XWUMOATOyMUHEMHS, TMOBHUIICHU CEPyMEH KpPEaTMHHH U

ypest; aHeMUs, JICBKOIIMTO3a JI0 JICBKEMOUTHA PEAKIIHS, XUTTOHATPUEMHSI, XUTTOKATTHEMUSI,

XHUIMOTJIMKEMHUSI, ChpJIeYHa apPUTMUS

- XapakrepHu MOP(}OJIOTHYHU POMEHHU:

- Bwsnanenue u mexposa: maii-uszpasenu yenmpunodynapHo, 6anioHHa OezeHepayus Ha
xenamoyumume, KOMAPECUs HA CUHYCOUOUme ¢ 00pamuma NOpmaniia Xunepmouus,
Bws3nanumenno-knemvunuam unguimpam e npeoumMHo CUHYCOUOATHO U OAU30 00
HeKpOMUYHU Xenamoyumu, cv0wbpica NOIUMOPPOHYKIeApHU U MOHOHYKIeApHU
KIemKu.

- B oOonvaHneHue Ha 6b3naleHuemo u HeKpo3ama 6 MHO20 CAyYyau ce Habanoasa
cmeamosa u anikoxoieH Xuaiun - menya Ha Mallory (6bmpexnemvunu nepunykieapHu




aspeeamu om uHmepmeouepHu Quiamenmu , eo3uHopuinu npu oyesemseare ¢ XE).
- Cmeamosama u meayama na Manopu ca cneyuguunu 3a aiKOXOIHUSL XeNamum u He
Ca 3a0BIACUMETHO He0OX0OUMU 3a OUASHO3AMA.

Pa3no3naBaHe Ha 0oJIHUTE € Te:KbK AX (KPUTEpPHH 32 JIOIIA NIPOTHO32):
1. Pasrpanmnuuntenen ¢dakrop (discriminant function — DF, Maddrey index) - unnekc
3a OLIEHKA Ha TEXXECTTa Ha OCTPHS AJIKOXOJICH XEeMaTUT
* DF =[(4.6 x npoTpoMOMHOBO BpeMe B S€C— KOHTPOJIHOTO Bpeme) +
cepyMmeH Ounnpyous B mg/dl*)]

* Axo croiiHOCTMTE Ha OwimpyomHa ca B ummol/l, To Te ce npexBbpiasar B mg/dl
(bunmupy6un B umol/l x 0.0585 = Gumpyoun B mg/dl)

- Ilpu unpmexkc > 32 XemaTUTHT ce MpHEMa 3a TeXKbK (KPUTUUYHO OOJHU MAIMEHTH), a
mporHo3ara — cepuo3Ha. HamaraT ce chemrHu peaHUMAIMOHHU MEpPONPUSTHUS,
MHTEH3MBHO HAOIIOICHUE, JIEYEHHE C KOPTUKOCTEPOUIH.

- IlporHo3ata ce BiOIIaBa JOMBIHUTENHO TPH HAIMYHE Ha UYEPHOAPOOHA
eHredanonarust 1 6bOpeuHa HeTOCTATHYHOCT.

Glasgow alcoholic Hepatitis Score >9 — npecka3Ba TeXbK aJIKOXOJICH XENaTUT

- PasrpannyaBa 5ek, ymepeH u Texxbk AX M € Hail-moOpusi MeTo] 3a moAdop Ha
OonHMTEe, moaxoAsmy 3a jeueHue ¢ KC

- Ckop
ITapamerpu - 1 - 2 - 3
Bb3pacr - <50 - 50 - -
JlesxouuTu (10°/1) - <I15 - 015 - -
Ypes (mmol/l) - <5 - s - -
OtHomenne I[1B/kontposna /INR |- <I1.5 - 1.5-2 - >2
Buiaupyoun (umol/l) - <125 - 125-250 - >250

Lille mogeasT (ckop) otieHsiBa ehekTa OT JICUSHUETO U IPOTHO3aTa MPH MPOCIICIIBAHEe

- R=3.19-0.101 * (Bp3pact B rogunu) + 0.147 * (an6ymun —zmen 0 B g/L) + 0.0165
* (mpomsHa B Owmmupyomn B umol/l) - 0.206 * (O6bOpeyHa HEIOCTATHYHOCT-
kpeatuHuH > 115 pmol/l) - 0.0065 * (6unupyoun —ger 0 B pmol/l)- 0.0096 * (IIB).
Lille ckopsT = EXP (-R)/ [1+ EXP (-R)].

- Lille>0.45 noma nporuosa 6e3 OTrOBOp OT JICUCHUE

- IlpenckazBa mpexuBseMocTTa Ha O-THS Mecell HE camMoO y JIEKyBaHHTE, HO U Y
HenekyBanute ¢ KC

- TepaneBtuunusat edekr (oTroBop) Moxke aa ce pasaenu Ha mbieH (Lille 6an <0.16),
gactuuen (Lille 6an mexny 0.16 — 0.56) u nuncsamr (Lille 6an >0.56).
[TpexwuBsiemoctTa y nexyBanute ¢ KC mpu mbieH 1 4aCTUYEH OTTOBOP € 3HAYMMO T10-
n00pa OT HEJIEKyBaHUTE

- OrmensBa panHaTa U KbCHa MPOTHO3a (cea 6 Mecena)

2.3. JIEYEHUE
2.3.1. 3aabJKUTeHO CIMPAaHe HA AJTKOX0JIHATA KOHCYMALMs
2.3.2. AIeKBATHO XpaHeHe U KOPeKUMS HA MAJTHYTPUIIUATA
[TenHONIEHHATA AHieTa HaMaIsIBa TOKCHYHHS e(heKT Ha ankoxona (Tabmn. 10).

— Mannyrpunus ce ycraHoBsBa B pa3sNMuHA CTENEH NPM BCHYKU MHAlUEHTH C
QJIKOXOJIHO 4epHOApoOHO 3abonsBaHe. BaxkHO € pa3nnuyaBaHeTO Ha pa3IUYHUTE U
W3SIBU C OIJIe[ KOpeKIus Ha neuuutute - OenTbyHO-KalopuiiHa, nedUIUT Ha
BUTAMUHU U MUKPOCIIEMEHTH

Tabnuna 10. Hacoku 3a xpanuresneH pexxum npu AY3




Ilpenopvku 3a xpanene npu A43

benarpunnu - 1.0-1.5 kg /renecna maca
[ToBeuero OoyHM MOHACAT AOOpPE CTaHIAPTHU AMUHOKHCEIWHHU J00aBKH (IO IbpXKAT
azoTHUs Oananc); Crienuanu3upany pa3kJIOHEHN aMIHOKHCEITUHY — MIPH eHIledanonaTus

Kanopuun — munumym 30 kcal/kg tenecna maca miu oxoso 2500 kcal/ 1

- 50-55% - Bpruexuapaty (IpeanounTaT C€ CJI0KHU BBITIEXUAPATH)

- 30-35% - Ma3HWHM, MPEANOYNUTAT ce OOraTM Ha HEHACUTCHH MACTH U JOCTATHYHO
ecennuaiau MK

EnTepanno xpaHeHe — nepopajiHo, 4Ype3 COHJIA - CPECTBO Ha U300p
[lepudepHo napeHTepanHo XpaHEHE — BTOPU 300D
ToTtaaHO mapeHTepaHO XpaHEeHe — MOCcJIeeH U300p

CoJ ¥ TEeYHOCTH — CIIOpEC1 BOAHUA OajaHc u CJICKTPOJIUTHUSA CTATYyC

Butamunu u MuHEepaau — cBOOOICH IPUEM

3amecTBaHe Ha 1e(UIIUAT

- Bceuuku Butamunu ot rpynara B, oco6eno thiamine (B1), pyridoxine (B6); B2, B12,
putamun C

- @doaueBa KMCEIMHA

BuTaMuHu A (2 mg/n 3a Hsakonko ceamunn)*, E, J1, K1,

- KaJmi, KaJui, TUHK, MarHe3Hi

*BHHMAaTeTHO 3aMeCTBaHE ¢ YMEPEHH JI03H, CaMO IMPHU pealieH ACPUIMT U HaMaJsBaHE
WIM CIIUPaHe Ha alKoXoJiHaTa KoHcyMmanus. OnacHOCT OT TOKCUYHH e(eKTH Ha BUT. A U
Oera- KapOTUHA, MOTCHIIMPAHH OT AJIKOXOJa.
2.3.3. Cneunpuynu MeTadOJIUTHH MOAXOIM,
AHTHOKCH/IAHTHA/XeNaTONMPOTEeKTUBHA WM aHTU(GUOPO3HA
Tepanus
— Ademetionine: mapenTepanHo B mo3a 5-12 mg/kg (1-3 x 500 mg iv/im) wiu
TIepOpaTHO
- 10-25 mg/kg (2-3 x 500 mg);
— Buwuramun E (alpha-tocopheroli acetas) — 400-500 mg/nHeBHO
— Silymarin — 420 - 1200 mg/nHeBHO
— Colchicine — 1 mg/nueBHo 3a 2-4 TOgUHI

2.3.4. Kopexkuus u JiedyeHHe HA BCHYKH Bb3HUKHAJIUTE YCJI0KHEHUS
— Pa3nosnaBane u He3a0aBHO JieueHUE HA A0CTUHEHTHHS CHHIPOM
- HMHAMBHUIYyaJM3MpaAHO CHOpeJ MpeobiasaBaliaTta CUMITOMATHKA HA Bb30yda WIIH
JeTpecus, TOHOCHMOCTTa, CBCTOSIHHETO Ha 4YepHHs Jpod u (QyHKIHATa Ha
’KM3HEHOBa)KHU OpraHu
- Wudy3us Ha BOAHO-COJIEBU U 3aXapHU PA3TBOPH
- benzommnazenunu (diazepam, chlordiazepoxide)
- Buramunu - thiamine (But. B1 - 50-200 m g/n), pyridoxine (But.B6 — 6 ammymnn);
But. B2, But. B12 (500-1000 mcg), But.C (1000 mg) — napeHTepaiHo
- Ilpu ocTbp anxoxoseH XemaTUT — OTKpPMBAHE M JIEYEHME Ha MNpUYHMHATA 3a
BJOIIaBaHe (MH(EKUH, KPBBOM3IMUB, JPYrH); AaHTUOMOTHLM - MapeHTEepaTHO
IIMPOKOCHEKTHPHU; KOHTPOJI M KOPEKLUS Ha XEMOAMHAMHKATa, >KM3HEHOBAKHU
(GYHKIIMM U TapaMeTpu

2.3.5. JleyeHHe HA TeKbK OCTHP AJTKOXO0JIEH XeNaTHT
— Koprtuxocrepouau - Prednisolone (He w3uckBa uepHOAPOOCH METa0OJIU3bM)
win Methylprednisolone 30 - 40 mg 3a 4-5 cexMuIM; NPOTUBOIOKA3aHUSI — OCTHP
kpbBou3nuB oT ['UT, undekuuu. IlonoOpsBaT panHaTta npexussemoct (1-Bu Mecen)
IpY HHUCKA LIeHa

- JleueHme Ha OCTpa YEPHOAPOOHA  HEIOCTATPYHOCT - EKCTPAKOPIIOpaIHa
YepHOApoOHA IMalIn3a, YepHOIPpOoOHA TpaHCIUIaHTAIIHS.




YepHoapoOHa TPAHCILUIAHTAIMSI - CaMO Clie]] JOKyMEHTHpaHa aOCTUHEHIUS 3 MEePHO/T
OT TMOHEe 6 M TMpenu TPaHCIUIAHTAIMATa W TICHMXOJOTMYHA OIEHKAa Ha aJKOXOJHaTa
3aBHCHUMOCT

— DBwnb3cTaHOBsIBaHE Ha aJKOXOJHATA YIOTpeda Ciiel] TpaHCIUIAaHTAlMs ce Halro/iaBa B
50% npe3 mppBHTE 5 T, a 3m0ynoTpeda — B 15%.



X. HEAJIKOXOJIHA CTEATO3HA BOJIECT HA YEPHUSA 1POb (HACB)

1. OBIIA XAPAKTEPUCTHUKA

HACB e xnunauko-mopdosnorudano nonsitue. [Ipuema ce mpu HaTpynBaHE HA MAacTH
(Tpurnuuepuau) B oHe 5% OT XenaTOUUTUTE M BKJIKOYBA Pa3/IMYHU 10 CTEIEH CTEaTo3a,
XenaToLeTyJIapHO yBpeXaaHe, Bb3najeHue u (udposa, y Juia, KOUTO HE KOHCYMHpAT
TOKCHYHH KOJIMYECTBa ankoxo (< 20g abcoitoTeH alIkoxXoul/ 1), U3KJII0YeHa Jpyra NpuYrHa
3a yepHoApoOHO 3abomnsiBane 1 HBV nu HCV otpunatennu ceponoruyHu TecToBe.

Cnextspbr Ha HACBH e mmpok. Toif BkIOUBa CTeaTo3a, CTEATO3€H XEMATUT
(meankoxoneH creato3eH xenatuT - HACX) ¢ wmim 6e3 ¢ubposa m 1muposa. Yact ot
cllydauTe € KpUNTOreHHa 1upo3a cbiio ca cBbp3aHu ¢ HACE. /Inarnozara na HACX e
3aTpyJHEeHa MOpajIy JIMIcaTa Ha crieu(UYHN HEMHBA3UBHU TUATHOCTUYHU TECTOBE.

YepHoapoOHaTta cTearo3a ce MABDKM Ha pa3iMyHU [PUYUHM U MHOXECTBO
reHeTUYHU JepeKTu B EeHepruiiHus MeTabonu3bM U € CBbp3aHa C MHCYJIMHOBA
pesucteHTHOCT (Tabs. 11). IIppBuunara HACBH e TsACHO cBbp3aHa C HWHCYJIMHOBA
PE3UCTEHTHOCT U MeTa0OMUTHUS cuHApoM. [loBeueTo oT yiMiaTa ¢ mMpocTa cTearo3a ca ¢
noOpokauecTBeH, Hemporpecupaiy xon. I[Iporpecus ot crearoza mo HACX u uumposa
BB3HUKBA MPU CHOTBETHU CTUMYIIU 32 KJIEThbUHA CMBPT, Bb3NaJleHue U Gpuodposa.

Koraro HACB e koMOuHUpaHa ¢ Ipyro 4epHOApOOHO 3a00sBaHe, TS 3a1bJI00YaBa
4epHOIpOOHOTO YBpEXkAaHE U 3acuiiBa Iporpecusita A0 uuposa. [losBara Ha creaTo3a cief
4epHOIpOOHA TPAHCIUIAHTAIUS € CBbpP3aHa C MOBUIICH PUCK 33 YePHOAPOOHA NUCHYHKITHUS.

Tab6muua 11. [Tpuunau 3a HACB

IIpuyuna Bpsb3ka Buna Ha

crearo3ara

IIbpBuyHa MeTaboauTeH CUHAPOM
(BKJI. CbHHA alHes U CUHPOM Ha

ITOJIMKUCTO3HUTC HI‘;I‘{HPIL[PI)

MakpoBe3uKynapHa

Bropuyna

XpaHUTETHU
(hakropu

bbp3a 3ary6a Ha Tero, riaayBaHe,
MaJIHYTPHIIHS, TOJIEMH OTIepaIliy Ha
XpaHOCMUJIATEITHATA CUCTEMA (TaCTPOTICKCHUS
WK HieroHalIeH Oaifriac 3a 3aTiIbCTsBaHe,
3HAYUTEIIHA PE3EKIUs Ha ThHKO YepBO,
OMJIMOTIAHKPEACHH aHACTOMO3U) TOTAJTHO
MapeHTePaTHO XPaHEHE C TIIF0K03a

MakpoBe3uKynapHa

JlexapctBa Kopruxocrepouan, ectporenu, Tamoxifen,
methotrexate, zidovudine, amiodarone,
aMUHOCAJIMIIIIIOBA KHCENIMHA, tetracycline,
didanosine, cocaine, perhexilene, diltiazem,
nifedipine, amiodarone, Isoniazid u apyru,
OWIIKH, XpaHUTETHH 100aBKHU, XUIIEPBUTAMUHO3a

A

Makpo- u
MHUKPOBE3UKYJIapHa

Toxcunn

Otpouu 1501 (Harp. Amanita phalloides),

Makpo- u

npoayktu Ha HedTa, hocdop, Bacillus cereus
TOKCHH

MUKPOBE3UKYJIapHa

Bponenu
MeTa00JIUTHA
neQeKTH

Jlunoxuctpodus, a-6era/xunodera-
nunonpoTtenneMust, 6onect Ha Weber-Christian,
oonect Ha Wolman, 6onect na Wilson,
TUPO3UHEMHS

MakpoBe3uKyaapHa




Hpyru Octpa uepHoapoOHa cTeaTo3a Ha OPEeMEHHOCTTa, | MHKpO- U
CUH/IpOM Ha Reye, mpu MOBUIIEHO ChIbPKAHUE | MAKPOBE3UKYJIapHa
Ha OaKTepuu ¥ TOKCUHU B 4EPBOTO, HATIP.
XPOHUYHHU BB3MATUTEITHHU 3200 IsIBaHUS HA
yepBara, IMBEPTUKYJU Ha TBHKOTO YEPBO C

OaKTepuanIeH CBPbXPACTeX, CEPUO3HU CUCTEMHU
3abonsaBanus, CITMH

HACB e couumanHo-zHaunMo 3a00IisiBaHE Ha HAIIeTO Bpeme. Ts e Hali-uecraTa
¢dbopMa Ha YepHOIPOOHO 3a00JIIBaHE NPH Jela U Bh3PACTHU B PAa3BUTHTE CTPAHU U JPYTU
pPEerMoOHM Ha CBeTa, BKIIOUUTETHO M Yy Hac. Yectorara i HENpPEKbCHATO HapacTBa,
YCIOPEIHO C YBEIMYaBaHE Ha 3aTIBbCTSBAHETO U 3axapHUs AualdeT Tun 2. 3aeqHO ¢ TOBa
HapacTBa U CMBPTHOCTTA, CBbP3aHa C YEPHOAPOOHOTO 3a00JsIBaHe, BBIIPEKU Y€ OCHOBHATA
MIPUYMHA 332 CMBPT € OT ChPJICYHO-CHIOBO 3a00JIsIBaHe U KapIIMHOM. KaTo 4acT oT ciekThpa
Ha metabonuTHUs cunapoM, HACB Moxe na ce pasriiexaa u KaTo paHeH MapKep 3a paHHa
aTepOCKJIepo3a U UCXEeMHYHA O0JIeCT Ha CHPIIETO.

EcrecTBeHa eBo/onus

- PucksT 32 nporpecust 1o YL u cBbp3aHa ¢ 4epHOAPOOHOTO 3200 IBAHE CMBPTHOCT
€ MaJgbK IpH 4YepHOoJpoOHa crteato3a M 3HauuMmo no-Bucok npu HACX. Ilpes
NOCJEeIHUTEe TOJMHM TO3M pUCK HapacTBa. IIporpecusta Ha 3a0onsiBaHe € BbB
BpPb3Ka C MO-TEKKA CTENIEH Ha HEKPO3a U aKTUBHOCT (BB3IAJIECHUE).

-  HACX — Hnaii-yecrara npuuuHa — OCHOBEH JsUI OT KpUIITOTEHHATA LIUPO3a

- UsassBa wnm 3aapa0049aBa METAOONUTEH CHHIPOM, HE3aBHCHM PHCKOB (akTop 3a
I0sIBa Ha 3axapeH AualeT TUIl 2 U ChPJIeYHO-ChA0BO 3a00JIsIBaHE

- Tlosieara Ha creatoza m HACX crnex uepHOIpoOHa TpaHCIUIAHTALUS CBHLIO €
BB3MOJKHA, HE3aBUCUMO JIAJIM TS € MU3BBpIIEHA NMpHu 3a0oisaBaHe, cBbp3aHo ¢ HACH
WIM Ipyra eTHOJIOTus

- IIporpecupa no nanpennano 3abonsBane ¢ 4epHOApoOHA HepocTaThuyHOCT U XI[K-
3a 7-10 roguHM

HACB ce ycranossBa B 20%-24% oOT HaceleHHETO ¢ HOpMaJIHO Terio B EBpona
(mbxe u xenun) u B 15-20% cpen aenara. B mianara Bp3pact npeobiiagaBa MBKKHS OJ.
YecToTaTa HapacTBa ¢ Bb3pacTra. Ts € eJHaKBa IPU HOPMAJIHU U OBUIIEHU YEPHOAPOOHHU
erasumu. HoBopeructpupanute ciyyan ca 3/100 muma roaumniso. [lpensuncnenara yecrora
Ha HACX Ha O6aszara Ha mnpoBenenutre Ouoncum €10-25% or HACX u 2-7% ot
HACEJICHUETO.

Exorpadcku 6asupanara yectora Ha HACB cpen eBponeiinure goctura 58.3% u e
[0-4ecTa MPUYMHA 33 MOBUILIEHN YePHOAPOOHH €H3MMHU OT aJIkoXoJiHaTa creaTo3a. Ha 6a3za
exorpad)cku U3cieBaHMs y Hac ce mpeznoiara yecrora ot 30%

2. JUATHO3A
2.1. Knuanynau 6ese3n
— TloBeuero GosHU ca 0€3 CHMIITTOMH HJTU C HeCTIeU()UIHH OTUTAKBAHUS KATO TEXKECT WU
0oKa B JIICHOTO MojapeOpue, MycKyiaHa C1adoCT, JiIeCHa yMopa; paMWIHA WU JTHYHA
aHaMHe3a 3a METaO0OJUTHU HAPYIICHUS.
— Ilpu numnca na YL, xemaromeranusra € eqMHCTBEHaTa U3MKaIHA HaxoAka - B 75% oT
ciaydante. Ts € TpyJHO yCTaHOBUMA TIPU U3Pa3eHO a0 JOMUHAIHO 3aTIBCTSIBAHE.

— bene3n na MC — 3aT1bpCcTsIBaHE WM HAJTHOPMEHO TEIJIO, MTOBUIIIEHA KOPEMHA OOMKOJIKA,
apTepuagHa XUIEePTOHUS

2.2. JlaGopaTopHH TIPOMEHH — HECTeUU(PHYHH, HE KOPEIHpar C
XHCTOJOTUYHUTE TIPOMEHU




— Yectu

o KomnoneHTH Ha METa0OIUTHUS CUHAPOM, HHCYJIHHOBA PE3UCTEHTHOCT

o Jleko no ymepeno nosumienue Ha AJIT - 1o 5 mbTu Hax ropHara pedepeHTHa
rpanuna, ¢ wm 0e3 mnoBumenne Ha ACT (AJIT>ACT). CroitHOocTUTE Ha
aMUHOTpaHcdepazuTe 0OMKHOBEHO (UIYKTYUpAT, ¢ PETUCTPUPAHE HA HOPMATHHU
croitHocT B 80% oOT ciiyuaute B AajeH MoMeHT. HopmanHu depHOIpoOHU
€H3UMHM HE U3KII0YBAT 3HAYMMO YEPHOAPOOHO yBpEeXJaHe, BKI. IMpO3a.
Otnomennero ACT/AJIT (> 1, Ho HuKOora > 2) HapacTBa C HampeJBaHE Ha

¢ubpo3zara.
o Tosumen I'TT mo 2-3 mbTH Hajg TOpHATA pedepeHTHa CTOMHOCT (B 0K0JI0 1/3)
— Ilo-penxu

o [IloBumen cepymen ¢eputun (50%) u carypauus Ha TpaHcepuHa 0Oe3
0c00€HO M3pa3eHO YepHOAPOOHO HATPYIIBAHE

o [IloBumen C-peakTUBEH NPOTEUH U 0c0OeHO BucokouyBcTBuTenHus (Hs — CRP)

o Ilo3utuBHM HUCKU TUTPpHU aBToaHTUTENa - AHA (< 1:320)

— Hopmanuu anOymuH ¥ NpOTPOMOMHOBO BpeMe, XEMAaTOJIOTMYHU IOKa3aTely,
PSAAKO MOBUIIEH OWIMPYOUH; C M3KJIIOUYEHHE Ha OOJIHUTE C YepHOAPOOHa IIMpo3a

2.3. N3006pa3uTetHH METOIH

- KonBenmmonanuu exorpadust (cneruduyuen obpa3 mpu crearoza >30% ot
XEMaToOIUTUTE) — OCHOBHO cpencTBO 3a nuarHozara HACB — exorpadcku 6a3upana
HACB

- Exorpadus, KT u MPT - HedyBCcTBUTEIIHM 110 OTHOIIIEHHE Ha Bh3nalieHue, (pudpo3sa,
OasionHa nereHepanus. Jluncea kopeianus MeXIy XHCTOJOTMYHATA HaxoJKa U
pesynrarute oT u3zoOpasutenHute metonu.He morar nma pasrpanmuar HACB ot
HACX wunu npyro XpoHHYHO 4epHOApoOHO 3aboisBaHe. IlogkpensaT nuarnosara,
HO He ca OCHOBEH MeToJ1 3a nuarao3a HACX

JmarHo3ata ce mojo3upa MpH YCTAaHOBSIBAHE Ha CTeaTo3a OT H300pa3UTEIHUTE

n3cinensanns u mosurned AJIT mwimm AJIT uw ACT /TTT.

2.4. YepHoapoOHa Omoncusi 1 XHCTOJIOTHS
YepHoapoOHata OHONCHS € XHMCTOJOTHYHO H3CJIEIBAaHE € 3JaTeH CTaHIapT 3a

nuarHo3ata HACX. Ilo3BossiBa onenka Ha cragus Ha HACBH u eBomonusita. M3kmousa
JIPYTy TPUYHUHHM 32 YepHOAPOOHOTO 3a0oisaBane. /J[narHo3zata HACX e camo XHCTOJIOTHYHA.

Hsma HenmHBa3uBHU CUTYpHM METOAM 3a OTAU(EpeHLUpaHe Ha ,,CIIOKOMHOTO” OT
IIPOrPECUpaIOTO 3a00JIBaHE.

M3non3Bar ce pa3nuyHU CUCTEMHM 3a OLICHKA Ha CTENEHTa Ha CTeaTo3a, Bb3NAJIECHUE U
Hekposa npu HACX, kakto u craaus Ha ¢uOpozata. Hail-uecto u3noi3BaHara € Ta3u
Ha Brunt E et al. 1999 (Ta6n. 12 u 13).

3. JEHEHHUE
HpOMSIHa B HaAa4YMHAa Ha XUBOT OJHUECTA C IIOBHUIIICHA (bl/lanemca AKTUBHOCT
Ha ¢dapmakonornyao jedeHne 3aJbJDKUTEITHO MOJIeKAT MAIMEHTHTE C PUCK 3a
HporpecHs
JluncBa cnenuduyHO JeyeHne. Bp3MoKHU ca pazHOo0Opa3HU JeuyeOHU MOJIXO0/H,
0a3upaHM Ha W3BECTHUTE NATOICHETUYHU HApyLIEHWs — CTaTMHU, MET()OpMUH,
Butamunu E n C, ypcoae3okcruxuiieBa KUCEIMHA B CTAaHAAPTHY 103U U IPYTH.
3.1. Kopexuusi Ha HayMHa HAa KUBOT - 0€3 CHCTEMHA aJKOXOJHA
ynoTpeda; XUMoKajJopuiiHa AMeTa ¢ HaMalsgBaHE HA IpUeMa Ha BBIVIEXHJPATH,
HO Oe3 TiaayBaHe; IMOBHINEHA IBUTaTelTHA aKTHBHOCT.

OTCTpaHﬂBaT CC HJIM CC€ KOpUTrHUpaT BCHUYKH OTKIIOYBAIH (1)aKTOpI/I — JICKapCTBa

U IPYTH TOKCHHH.



— Penmykuusra Ha TETJIOTO U HaMaJsIBAaHE HA OOMKOJIKATA HA TAJIUSATA UMAT KPUTHUIHA POJIS
B jieueHneTo U npopunakrukata Ha HACB. Heo6xonuMo € BHUMATETHO CIIEICHE Ha TeTJIOTO
bwp30 My HamasnsiBaHe BioIaBa 4epHoApoOHaTa GpyHKIus. TpsOBa qa cTaBa MOCTEIEHHO —
noxa 1600 g/cenmuuno. IlocTeneHHOTO oTc/Ia0BaHe e MoJe3HATa MbPBa CThIKA.

— 3ary0arta Ha TErJo W MOBHUIIeHATa (PU3NUECKa aKTHBHOCT MOJI00PSIBA 3aTILCTABAHETO U
WHCYJIMHOBATa PE3UCTECHTHOCT. MOXKe Jla peaylnupa 4epHOIPOOHUTE SH3MMH U CTeaTo3ara.
He e gocraThuHO 32 MOBIMsSBaHE HA Beue Bb3HMKHAJIO Bb3NajeHHe U (puOpo3a Ha YepHUS
Ipo0.

o Huso na nokazarenactso — [I-2

3.2. Kopexknusita Ha mnoBHIIEeHMTe HUBA HAa MACTHTe B cepymMa C
AHTWIMIEMUYHN JICKAPCTBEHM TMPOJYKTH MOXKE Ja JOBele JO0 HaMajsiBaHEe Ha
YepHOAPOOHUTE EH3UMH. TOKCHMYHO (apMaKOJOTHYHO YBPEKIAHE HAa YepHUA Jpod e
PAIKO.

o Huso Ha nokazarenctso — I1-1 go II-2

3.3. Kopexkuuss Ha 4epHoApoOHATAa HHCYJMHOBA PE3UCTEHTHOCT M
NMOBUIIEHUSIT CMHTE3 HA TPUIJIMIIEPUAU M CBOOOJHHM MACTHHM KuceJuHH ¢ Metformin
CaMOCTOSITESTHO WM B KOMOMHaIus ¢ vitamin E u 1pyru XxemaronpoTeKTUBHU JIEKAPCTBEHU
npoayKTH, ocobeno mpu auader. [logoOpsaT MHCYyIMHOBaTa YyBCTBUTEIHOCT HA YEpPHUS
Jpo0 ¥ TIOBHINABAT Pa3TpayKIAHETO HA MACTHUTE KHCETWHH. [IpuiokeHu 3a mepuoja Haii-
Manko 3a 6 Mecena MMar OnaronmpusTeH e(eKT BbpPXYy METaOOJIUTHHUTE OTKIOHEHUS,
YepHOAPOOHUTE CH3UMU, crearo3aTta U JIPYTH XHUCTOJOTHYHHU IPOMEHHU
(TmazomuauauaroHuTE). ChIuTe 00aye He TPSAOBA Ja OBAAT M3IOI3BAHH aKO 3a00JISIBAHETO
€ B HampeIHAT CTaJUi TMOpaad OMACHOCT OT TOKCHYHO YBpPEXKJaHEe Ha dYepHUs aApo0.
HamansiBat pucka oT mosiBa Ha XemaTouenyjJapeH KapiuHOM.

o Huso Ha mokazarenctso — [1-2

3.4. AKO 4epHOAPOOHUTE €H3UMHM Ce 3aAbPKAT NMOBHIIEHH, KbM TepanusTa
ce 00aBAT M T.H. XeNaTONPOTEKTOPM W AHTHOKCHIAHTU 3a TMOAO0OpsBaHe Ha
yepHOoapoOHaTa (QYHKIMS, HAIPUMEDP CHIMMApHUH, yp3oae3okcuxoineBa kucemnaa (Y IXK),
agemMeTHoHuH, BuTamuH E u C u apyru.

— JluncBar yOeauTeNHW JaHHM 3a XHCTOJOTMYHO TMoa00peHue (HMUBO Ha
nokazarenctBo— II-1 no I1-2). Butamun E e moaxossmt nmpu nena.
— YJXK B mo3a 13-15 mg/kg/ nHeBHO: choOmaBa ce OMOXUMHUYHO U XUCTOJOTHYHO

nogo0penue (HUBO Ha Jokaszarenctso — I go 11-3)

3.5. Ilpu OakTepuanaeH CBPBHXPACTEK B HYEPBOTO MM AWCOMO3a € MOAXOJSIIO0
JICYCHUE C AHTHOMOTHIIA UJIM IPOOUOTHLIH.

3.6. [Ilpy wuw3nUIIBK HaA KesI30 B OpraHM3Ma, TO C€ H3BIMYA UYpe3 JiedeOHO
KpbBomyckaHe. ToBa BOAM 10 CTA0MIM3UpAHE HA YEPHOAPOOHUTE KIETKH U MOJ00psBaHE
Ha 3a00JISIBAaHETO.

UepHonpoOHa creaTo3a ce ycraHoBsiBa mpu moBede oT 50% oT OOJHUTE ¢ XPOHUYCH
xematut C. JIbKM ce Ha JUPEKTeH crearoreHeH edekt (muroxonapuanen) na HCV
(mpemMMHO TEHOTHUN 3) WIM € CBbp3aHa C METaOOJUTEH CHUHIPOM C LIEHTPAIHO
3aTIbCTABAHE, MHCYJIMHOBA pe3ucTeHTHOCT U Auadet. Jlumara ¢ xponnuna HCV undexus
(renorunn 1) u HACDB, pecnekTMBHO HHCYJMHOBAaTa PE3UCTEHTHOCT  (JUPEKTHO
ctumyirpa (GudpoobpazyBaHeTO) MMAT MO-U3pa3eHa BUPYCHA perUiuKaius, ¢uopo3a Ha
yepHHsI Ipod U Mo-0bp3a mporpecus M0 LUpo3a, KakTo U mo-ciad edekrt ot Interferon
0aszupano snedyenue. Kopeknusra Ha TErJIOTO, HHCYJIMHOBATa PE3UCTEHTHOCT M CTEATO3aTa,
CBBbp3aHa ¢ TeHOTHN | mogo0psiBa OTTOBOpA OT JIEKapCTBEHATA TEpaIusl.



XI. ABTOUMYHHHU YEPHOAPOGHHU 3ABOJIABAHUSA

B rpymnara Ha aBTOMMYHHHUTE YE€pHOIPOOHH OOJECTHU CE€ BKIIOYBAT aBTOMMYHHUST

XEMaTuT, MbpBUYHATA OMIIMapHa UPO3a (XOJIAHTHUT), TbPBUYHUST CKIEPO3UpAIll XOJaHTUT
1 BapuaHTHuTe UM popmu. KIimHUYHNUTE NIPOSBU M €CTECTBEHUST X0 Ha OoyiecTTa BapupaT
3HAYUTEITHO U 3aTPYTHSABAT MIOCTABSIHETO HA JUArH03aTa v JICUCHUETO.
ETtnonorusta Ha aBTOMMYHHHTE YepHOAPOOHU OoJjiecTn He € yrouHeHa. [lo Ta3u nmpuunHa
KIIacU(UKAIUATA UM C€ OCHOBaBa IO-CKOPO HA KOHCEHCYCHU CXBAaIl[aHUS, OTKOJIKOTO Ha
TBBpAU (pakTH. OCBEH TOBA, KJIMHUYHUTE HAOJIOJCHHS TOKAa3BaT, Y€ 4acT OT MAI[UCHTHUTE
uMaT Oene3u Ha IMOBEYE OT €IHA aBTOMMYHHa YepHOApPOOHA OoJecT, KOeTo Ch3JaaBa
YCIIOBUS 3a MPOTHBOPEUYHs TpU JeDUHUPAHETO HA JHATHOCTUYHUTEC KPUTCPUU M
OHpCIICHHHeTO Ha TepaHeBTI/I‘-IHI/IH IIoaAXO0d. Pa3JII/I‘-II/IHTa B KIIMHUYHUA X0 Ha 6OHCCTTa HpI/I
OTACJIHUTEC MNAaIlMCHTU Ch3aaBaT TPYJIHOCTI/I nu HpI/I OLCHKaTa Ha e(l)eKTI/IBHOCTTa oT
JIEUEHHUETO.

Hpe}II/IMHOTO 3acCsiraHe Ha IMaIMCHTHU B AaAKTHUBHA B’I)3paCT, CKJIOHHOCTTA Ha
aBTOMMYHHUTE OOJECTH KbM MPOTPECUS 0 LUPO3a, YEPHOAPOOHA HEAOCTATHUYHOCT U
CMBPT, TPYJHOTO TOBIHUSBAHE OT CEra CHIICCTBYBAIIOTO JICUCHHUE W HEOOXOJIUMOCTTA OT
4epHOApOOHA TpaHCIUIAHTAIMS ONPEACIIAT ToJiIMara COIMallHa 3HAYMMOCT Ha Te3U
3a00JIsIBaHHUsL.

1. ABTOUMYHEH XEIIATHUT

1.1. OBIIIA XAPAKTEPUCTHUKA

ABtoumyHHUAT xenatut (AWX) e BB3manutenHo 3aboisiBaHe Ha 4YepHHS Apod ¢
HEU3BECTHA €THOJIOrHsl. XapaKTepHO 3a HEro € HalIM4ueTo Ha interface-xemaTuTt, mopranHa
M1a3MOIIMTHA MH(UATpAIUs, XHUIepramarioOyauHeMus W aBToaHTHTena. YecToraTa Ha
AUX e 1.9-16.9/100 000. Xenute OonemyBar mo-dyecto. 3abonsiBaHETO € C OBp3a
nporpecus - 40 % or HenekyBaHute ciaydau ¢ Tekbk AWX ymupar B mbpBuTe 6 Mecena
clie]] IOCTaBsHE Ha JuarHos3ara, a Hajx 40 % oT ocTaHanuTe pa3BUBAT LMpo3a. B mbpBute 2
TOJIUHM ciel (opMHpaHETO Ha IMpO3a, MPH MOBEYEe OT MOJOBHHATA OT MAIUEHTHTE CE
YCTaHOBSIBAT BapHILM Ha XpaHorpoBoJa v 20% OT TAX 3aruBaT OT XEMOparusl.

TpaitHoTo moOBHIIeHHEe Ha amuHOTpaHc(hepasute Hanx 10 mbTH HaAJ TropHATa
pedepentna croiHocT (I'PI") mnu moBumenuero um Hax 5 metu Hax ['PIT B chueranme c
MOBHUIIIEHUE Ha ramaryiooyauHute Han 2 bty Han ['PIY, ca mpenckaspamn akTop 3a paHHa
cMbpTHOCT. Hanmuumero Ha bridging-HeKpo3n WM MYITHAMHAPHU HEKPO3W MpHU
XUCTOJIOTUYHOTO M3CJIEIBAHE ONpEesl pa3BUTHE Ha Lupo3a 3a 5 roauHu B Haj 80% ot
ciaydaute mpu cMbpPTHOCT 45%. Ilpu mo-nexu mabopaTopHU M XHCTOJIOTHMYHU MPOMEHU
Mpo3a ce pa3BuBa 3a 15 I. NpU MOJIOBUHATa OT NAIMEHTUTE MPU CMBPTHOCT OT
4epHOIpOOHA HEIOCTATHYHOCT B 15% OT ciydaure.

Yecro HauanoTo Ha 0oJieCTTa € OCTPO, BH3MOXKHO € M (YyJIMUHAHTHO MPOTUYAHE C
ocTpa YepHOAPOOHA HEAOCTATHYHOCT.

1.2. JMATHO3A

3a mocTaBsiHE Ha JUarHo3aTa € HeoOXOIMMO Jla C€ YCTAHOBAT XapaKTEpPHUTE 3a
OosecTTa KIMHUYHU, JAOOPAaTOPHU M XUCTOJOTHMYHU MPOMEHM, U Jla C€ U3KIIoYaT IPYrH
ChCTOSIHUS, KOuTO HamoaoOsiBaT AMX. OCHOBHO 3HAuYeHHWE HMAT W3CIEABAHETO Ha
CepyMHHUTE aMHHOTpaHc(epasm U rama-rioOynmuHM, Haymmuuero Ha AHA w/umm
AI'MA (ako ca ueratuBHu — Ha aHTH-LKMI), ¥ wu3BbpIIBaHETO Ha YepHOApPOOHA
ouoricus.

XUCTONOTUYHOTO ~ H3CIEABAHE €  3aAb/DKUTETHO 32  [OCTaBSHE  Ha
JIMarHo3ara, ONpeJesIsiHeE Ha TEKecTTa Ha 3a00JIIBaHETO M IIOKa3aHUATa 3a JICUCHHE.



HuBoto Ha  cepymHUTE amMuHOTpaHcepasn ¢ TaMa-rioOyJIMHM HE OTpas3siBa

XUCTOJIOTMYHOTO YBPEXJAHE M IPUCHCTBUETO WM JIMIICaTa Ha LHUpO3a. XapaKTepHU

oenesm Ha AMX ca Hanmmuumero Ha interface-xemaTuT W TOpTajeH IUIA3MOITUTEH

uHGuUITpaT. XUCTOJIOTMYHUTE NPOMEHHM He ca cTporo crenuduunu. BaxHo e ma ce

M3KJII0YaT Hskou xepeautapHu (Oosect Ha Wilson, anda-1-aHTUTPUTICHHOB JEPUIINT,

xemoxpomaTosa), uHpexkunoznu (xematutr A, B, C) u nexapcTBEHO-UHIYLUpPAHU

(minocycline, nitrofurantoin, isoniazid, propylthiouracil, alfa-methyldopa) cwhcTosnus,

KOHMTO MOTarT /1a HaroA004T ONUCAHUTE IPOMEHH.

[Ipy curypHu HHCTpYMEHTAJIHM JaHHU 3a CQOpMHUpaHAa LUpO3a U IpH
JEKOMITEHCHPAHO 3a00JsIBaHE C AaCUUT, WUKTEp WM EHIedalonaTuss He Ce H3BbPIIBA
MepKyTaHHA YepPHOAPOOHA OHOTICHSI.

HeoOxonumo ycnoBue 3a aMarHo3aTa € W HajlM4yMe Ha KOHBEHLMOHAJIHHU 3a
3a00JISIBAaHETO aBTOAHTHUTEIIA —AHA, AI'MA, antu-LKM1, antu-SLA/LP.
CyOknacudukanusara Ha AX BkitouBa 3 Tumna criopes Buja Ha aBTOAHTUTENaTa B cepyMa:
- I Tun (naiti-uect) — ¢ Hanuuue Ha AHA n/unu ATMA;

- I tTun — ¢ nanmmuue Ha aHTU-LKMI. PasnoBugnoct Ha Il Tunm mnpencrasisia
ChUETAHUETO MY CbhC CHHJPOMa Ha aBTOMMYHHA IOJIMEHJOKPUHONATHUSI-KaHAU103a-
extonepmainta auctpodus (APECED);

- I tun — ¢ manuune Ha aHTU-SLA/LP.

Cuura ce, ye ernonorusta Ha Tpure tuna ANUX e enunHa. OTroBopbT UM KbM
JICYEHUE € CXOJICH U IO Ta3U MPUYMHA Ha CyOKIacu(HUKaIMATa HE Ce MPUIaBa ChIIECTBEHO
KJIMHUYHO 3HadeHue. M3kimouenue npeacrasisasa cbuerannero Ha AUX I tun ¢ APECED,
KOETO HMMa OCOOCHO arpecuBeH XOJ W He OTroBaps [no0pe Ha CTaHJapTHUTE
UMYHOCYITIPECUBHU PEXKUMHU.

Huarnoctuunute kputepuun 3a AKX npaBar BB3MOXHOCT 3a TMpELEHKAa Ha
CUTYpHOCTTa Ha JMarHo3ara M ca OOEKT Ha IOCTOSHHO akTyaiausupaHe (tabm. 14).
Pasnuuusta mMexay BeposiTHaTa M CUTypHaTa JuarHo3a ce OCHOBaBaT MPEAUMHO Ha
CTOHHOCTTa Ha cepyMHHUTe rama-rnoOynuau u IgG, TuTbpa Ha aBTOAHTHUTENATa U
€KCIIO3UIUATA Ha IPYTU XEMaTOTOKCUYHU (aKTOpH.

Hsma u3uckBaHe 3a ompenesneHa MPOABIKUTETHOCT Ha 3a00JsBaHETO, 3a Ja ce
npueMe, 4e € XpoHuuHo. Hanuuumero Ha KIMHUYHM, Ja0OpaTOPHU WM XUCTOJIOTMYHU
MIPOMEHM OT XOJIECTATUYEH XapakTep ca npotuB Auarnozara AX. Be3mMokHO € chueTaHue
C I'bPBUYEH CKJIEPO3UPAL] XOJIAHTUT, C I'bpBUYHA OWIMapHA IUpO3a WJIM C aBTOMMYHEH
XOJIAaHTUT B paMKHTE Ha T.Hap. overlap-cuuapom.

Ta6u. 14. JIlnarnoctruunu kpurepuu 3a AUX.

N3uckBanus Curypen AUX Bepositen AUIX
JIunca Ha renetuuHo | Hopmanen  ¢enotun Ha | Yactnuen — gepuuur  Ha
3abossBaHe anda- 1 -aHTUTPUTICUH anda- 1 -aHTUTPUTICUH

Jlurica Ha aKTUBHA BUPYCHA
UHEKITUS

Hsma mapkep 3a HacTosma
uHpEKIUsT C BUPYCH Ha
xematut A, B, C

Hsama mapkep 3a Hacrosima
uHpEKIUsT ¢ BUPYCH Ha
xematut A, B, C

JIumica
yBpeKIaHe

Ha TOKCHYHO

JlHeBHa KOHcymManus Ha
ankoxon <25 g U HiAMa
CKOpoIllHAa ymoTpeba Ha
XEMaTOTOKCUYHU

JIEKaPCTBEHU MPOYKTH

JlHeBHa KOHcymManus Ha
ankoxon <50 g wu HiAMma
CKOpoOIllHA ymoTpeda Ha
XEMaTOTOKCUYHU

JIEKapCTBEHU POYKTH

JlabopaTopHu U3CIIEABAHUS

[IpenumHO yBenuueHwe Ha
amMuHOTpaHchepazute
VBenuueHne  Ha  rama-
rnodynunute uin IgG none
1.5 me™a Hag I'PT°

[IpenumHO yBennueHue Ha
amMuHOTpaHchepasute
BcesikakBo moBuIlieHHE Ha
rama-riao0yIHHUTE

ABTOaHnTHTENA

Croiinoct Ha AHA, ATMA

Crorinoct Ha AHA, ATMA




mwm aatu-LKM1 none 1:40
WIM HaJIU4ue Ha Jpyru
aBTOAHTHUTENA (pANCA,
antu-ASGPR, aHTH-
SLA/LP, antu-LC1)

nid autu-LKM1 mone 1:80
(npu neua none 1:20)
JInnica va AMA

Interface-xematur
Jluncear  yBpexIaHe Ha
JKITBYHUTE KaHaju,
IPaHyJIOMH WU OTYETIUBU
IIPOMEHH, XapaKTEepHH 3a
JpyTo 3a00JIsIBaHe.

Interface-xemarur
Jluncear  yBpexnaHe Ha
KITBYHUTE KaHaJu,
IPaHyJIOMH WM OTYETIMBHU
IIPOMEHHU, XAapakTEepHHU 3a
Jpyro 3a0osBaHe.

XHCTOJIOTUYHHU MMpOMCHU

IIpuera e u ckopoBa cucTeMa 3a OLIEHKA Ha CTENIeHTa Ha CUTYPHOCT Ha JAMarHo3arta,
KOSITO ChIO ce akTyanusupa (Tabdmn. 15). UyBcTBUTENTHOCTTA i 32 IOCTABSIHE HA IMArHO3ara
AHNX e 97-100% n OCHOBHOTO ¥ NMPEAUMCTBO € MPH CIIY4auTe C BAPUAHTHU WIM aTUIUIHU
CUHJIPOMH.

[Ipn kiMHUYHM W J1TabOpaTOpHM OCHOBaHUs 3a Hamuuue Ha AUX ca HeoOxomumu
yepHopoOHa Ouomncusi, Doppler-oBo wu3cneaBaHe Ha mopTajlHaTa CHCTEMa, TOpHA
€HJIOCKONMS 3a JMarHo3a Ha BapulM Ha XpaHONPOBOJA, CTOMaxa M IOpTajaHa
XUIEepTeH3UBHA TacTponaTus. M3BbpiiBa ce KOMIUIEKCHAa KIMHHUYHA, exorpadcka,
XMCTOJIOTUYHA M J1a0OpaTOpHa OLIEHKAa Ha TeXecTTa Ha 3a00JsBaHETO, HATUYUETO U
CTEIEHTa Ha 4YEepHOApPOOHAa HEIOCTAThbYHOCT, JUArHOCTULIMPAT C€ ChI'BTCTBAILUTE
3abomsBanud. Omnpenensr ce MoKa3zaHHsATa 3a IPOBEX/IaHE Ha JICYEHUE U BUJBT MY.

Ta6u. 15. JInarnoctuvHa ckopoBa cuctema 3a atunuded AX npu Bb3pacTHU.

Kareropus daxTop Ckop
[Ton Kenun +2
Crotnomenue AP/AsT (AIT) | >3 -2
<L.5 +2
[ToBuienne Ha rama- | >2.0 +3
rnoOymuaure wm  IgG (B | 1.5-2.0 +2
nbTH crpsimo ['PT) 1.0-1.5 +1
<1.0 0
Tutep Ha AHA, ATMA wmm | >1:80 +3
antu-LKM1 1:80 +2
1:40 +1
<1:40 0
AMA [TosutuBHN AMA -4
Mapkepu Ha axktuBHa | [lo3utuBHH -3
BUpPYCHA HH(DEKIHUs Heratusuu +3
XemaToTOKCUYHU Ja -4
JIEKapCTBEHU MPOAYKTH He +1
AJKOX01 <25 g/nen +2
>60 g/nen 2
CerrpreTBaIIU UMYHHU | BesikakBO M3BBHYEPHOAPOOHO 3a0omsiBaHe ¢ | +2
3a00msIBaHUs MMYyHHa TeHe3a
Hpyru aBTOaHTUTENA Ant-SLA/LP, aHTHU-actin, antu-LCI1, | +2
pANCA
XHCTOJIOTUYHU POMEHH Interface-xematut +3
IInasmonutu +1
Pozerkn +1
Hwuto eqHo oT ropHuTe TpH -5
[TpomeHu B KTbYHHTE KaHAIN® -3




ATtunudHu poMeHu ** -3
HLA DR3 nnu DR4 +1
OTroBop KbM JICUCHHUE Pemucus +2
Pemucus ¢ nocnensaii penarc +3
OO0 ckop mpeay JeyeHue Curypna quarsosa >15
BeposiTHa nuarnosa 10-15
OO0 cKop cie JeUYeHue CurypHa auarsHosa >17
BepositHa nuarnosa 12-17

* BrurouyBa IECTPYKTHUBEH XOJIAHTUT, HEACCTPYKTUBEH XOJIAHTHT, TYKTOTICHUS.
** BkirouBa cTeaTo3a, ChAbPKAHME HA JKEJA30 KAKTO MPHU FEHETHYHA XEMOXpOMAaTo3a,

QJIKOXOJICH XemaTuT, 0ele3u Ha BUPYCHO 3a00isBaHE WM BKIIOUBAaHUSA KakTo npu CMV
niu HSV.

1.3. JEYEHHUE

IIpn Bcnuku ciaydanm ¢ Texbk AMX e nokasana mos3ara OT KOPTHKOCTEPOUAHA
Tepanusi. Moxe Ja HsiMa mMoJ0oOpeHHe, HO TOBa JIEYEHHME € >KMBOTOIOIbPIKAIIO.
[Tarmenture ¢ nupo3a u Texbk ANX oTroBapAT Ha jedeHHE KakTO MALUEHTUTE Oe3
Upo3a.

[TokazaHusTa 32 MPOBEKIAHE HA JICYCHNE Ca a0COIIOTHU U OTHOCUTENHH (Tadu. 16).
[TaruenTute, MpU KOUTO HE Ca M3MBIHEHU aOCONIOTHUTE KPUTEPUU 3a JIEUCHHE, Ce
IIpeleHsaABaT MHAMBUyalHO. JledueHne MoXe 1a He ce Npuiara IIpu HEaKTHUBHA LMPO3a,
HaJu4HMe camMo Ha interface-xemaTUT B OTCHCTBHE Ha bridging-HEeKpo3u W MyJITHAIMHAPHU
HEKpPO3H, IPU CEPHO3HU CHITBTCTBAIIY 3a00JsIBaHUS MIJIM HEIOHOCUMOCT KbM NPHJIaraHUTe
JIEKapCTBEHU MPOIYKTH.

Ta0m. 16. IlokazaHus 3a jJeueHue.

AOCOIIOTHU OKa3aHUSA OTHOCHUTEITHN [TOKa3aHUI
IToBumenne Ha ACT noune 10 optu Han | Hamnuwne Ha CUMIITOMU (cmabocr,
I'PT apTpaTruu, UKTEP)

[ToBumenue va ACT none 5 et Haxg [PI” | Croitmoctr ®a ACT wwm  rama-
B ChYCTaHWEC C TOBUIICHWE HA Trama- | TTI00YJIWHUTE MO HUBOTO Ha aOCOMOTHUTE

ro0ynuHuTe noHe 2 bty Haj [ PT KpUTEpUHU
Bridging-nekposu wiam  myntuanuHapau | Interface-xemarur
Hekposn

KOHBEHIIMOHATTHOTO JIEYeHHE ce TpoBekaa ¢ Prednisone camMoCTOSTETHO WK B
koMOuHanwms ¢ Azathioprine (tadi. 17).

Tabnuna 17. KonBeHIIMOHAIHY peXUMHU Ha JiedeHne Ha AUX.

CaMOCTOSTEITHO KomOunupaHno yneyeHue
Prednisone (mg/nen)
Prednisone Azathioprine
(mg/nen) (mg/nen)
Cenmuna 1 60 30 50
Cenmuna 1 40 20 50
Cenmurna 1 30 15 50
Cenmuna 1 30 15 50
[Monnwpxkama noza | 20 10 50




[Ipeanounta ce | [lutonenus [TocTmenonay3aaHo
TIpH: bpemenHoct Ocreonopo3a
Masturaeso 3a0oaBane JlaOunen nuaber
Kpatbk kypce (<6 mecena) 3aTabCTsABaHE
Hedunut Ha Thiopurine - AxHe
MeTuITpaHcdepasza Emornmonanna nabuiHocT
ApTepuranHa XUunepTOHUs

Crpannunute JeiicTBus Ha Prednisone BKIIOYBAT KO3METHYHU IPOMEHH,
3aTIbCTABAHE, OCTEONOpo3a, BepTedpaiHa KOMIIpecHsl, 1uabeT, KaTapaKkTa, XUINEpTOHUS U
ncuxo3u. OOnyaiiHO ce pa3BUBAT IPU JIeyeHHE Haja 18 Mecena mpu noabprKalia J103a HaJ
10 mg. IIpexbcBane ce Hamara mpu mo-Maiko oT 15% ot cmyuaute. KomOuHMpaHusT
PEXKUM € C MO-MAJIKO CTEPOUI-UHAYLUPAHU CTPAHUYHU JEUCTBUS.

CrpaHnnuHuTe ACUCTBUSA TpH JedeHwe ¢ Azathioprine BKIIOYBAT XOJIECTATUUYCH
XeMaTuT, BEHOOKITy3UBHA OOJIECT, MaHKPEaTUT, rajieHe, MoBphIIaHe, OOPUBH U MOTHUCKAHE
Ha KOCTHOMO3buHaTta ¢pyHkuusa. Habmonasat ce npu 15% ot nanueHTuTe, JeKyBaHH ¢ 1032
50 mg u oT3BYy4YaBaT cjej HaMaJsiBaHE Ha J103aTa WIM CIMpaHe Ha JIEKApCTBEHUS MPOAYKT.
TeopeTHUHUAT OHKOT€HETUYEH PUCK NPU MMYHOCYNPECHBHOTO jJedyeHne Ha AUX copsmo
HOpMaJsHarta nomynanus e 1.4.

KoOHBEHIIMOHATHOTO JIeYeHUE NPOABIIKABA, JIOKATO CE OTYETE €HA OT CIICTHUTE
4eTUpU BB3MOKHOCTU (endpoints): MOCTUraHe Ha pPEMHCHUS, HEYCHeX OT JICUYEHHUETO,
HEITbJICH OTIOBOP WJIM JieKapcTBeHa TOKCHMYHOCT (Tabis. 18). He copmiectByBa (prukcupana
MUHUMAaJHA WU MaKCUMalHa MPOABDKUTEITHOCT Ha JeueHre. PeMucusita psako HacThIIBA
npen nbpsute 12 mecena. 80% OT malMEHTUTE BIM3AaT B PEMUCHS B paMKHUTE Ha 3-TOJIULIHO
nedeHre. XHUCTOJOTHYHOTO TOMOOpeHHe ce oruuTa 3-6 Mecema ciel KIMHUYHOTO |
OMOXMMHYHOTO, U HACTBIIBAHETO MY OIpe/esisi HaBIU3aHETO B PEMHCHUS M CIIUPAHETO Ha
nedenueto. CieJ] IpeyCTaHOBABAHE HA JICYEHNETO KIMHUYHUAT U J1a0opaTOPeH KOHTPOII ce
OCBILIECTBSIBAT BCEKU MECEI] Mpe3 MbpPBUTE 3 Mecella U Ha BCEKH 3 Mecela Mpe3 IbpBaTa
roJIMHa ¢ OrJjie/l yCTaHOBSIBaHE Ha pelaric.

Penancem e peaktuBHpaHe Ha 3a00NIIBAHETO CIiE[ IMOCTHTaHE Ha PEMUCHS H
cnupaHe Ha jeueHuero. [IposiBsaBa ce cbe cnaboct, aprpanruu u nospumenue Ha ACT nan 3
nbTH crupsmMo ['PI. B 3aBHCHMOCT OT XHCTONOTMYHATAa HAaxoJKa IpH CHHpaHE Ha
neyenuero, npu 20-100% ot cinyuaure ¢ AUX nactenBa penanc. [IspBusar penanc ce
TpeTHpa C KOHBEHIIMOHAJIEH PEeXUM Ha JsiedeHue. [Ipu manmeHTuTe C MoBedYe OT €IuH
pelnanc ce mpuiiara mocTOsIHHA MO Ibpikamia Tepanus ¢ Prednisone w/mnu Azathioprine ¢
e KOHTPOJ HaJ aKTHUBHOCTTa Ha 3a00JsBaHETO, KOeTo € BB3MOkHO B 70-90% ot
CIIy4aurTe.

10- m 20-ronuiiHaTta NPEKUBSEMOCT Ha JIGKYBAaHUTE MNanueHTH ¢ TexbK ANX
Hanasuiasa 80%.

Tabnuna 18. Bp3MoxkHH pe3ynTaTH OT KOHBEHIIMOHAIHOTO jJeueHue Ha ANX.

Pesynrar Kputepun IloBenenue

Pemucus Jlunca Ha cumnTomu [TocTenenno CIIUPAHE Ha
Hopwmanuu croitHOCTH Prednisone B pamkute Ha 6
Ha  OwmmpyOWMHa ¥  TaMa- | CeAMHIN
TJIOOYTMHHTE Cnupane Ha Azathioprine
Hopmanau CTOMHOCTH Ha | PenoBHO  MOHMTOpHpaHe  3a
aMHHOTpaHcpepazuTe WIN | HACTBHIIBAHE HA PEJIaIC
noBuienue g0 2 nbtu Hag I PI°
Hopmanna XHACTOJIOTUYHA
Haxo/Ka WIn MHUHUMAIHO
BB3MasieHne  0e3  interface-
XEnaTuT




Heycnex oT
JICYCHHUCTO

Knuanyno,  maGoparopHo U
XHCTOJIOTUYHO BJIOIIABaHE Ha
(oHA HA CTPUKTHO MPOBEKIAHO
JIeYCHNE

[ToBuiienue
amMmuHOTpaHcdepasute ¢ 67%
[lossBa Ha wuKTEp, acUUT WIA

Ha

Prednisone 60 mg mHEeBHO WM
Prednisone 30 m g nHeBHO B
komOuHaiust ¢ Azathioprine
150 mg nHEBHO B MPOBIKEHUE
Ha mnoHe 1 wmeceu. Ilpu
nompoOpeHue - peaykuus Ha
703aTa BEIHBXK MECEYHO JIO

4yepHoipoOHa eHledanonarus JOCTUraHe Ha CTaHJapTHaTa
NOJTbpoKalia 03a.
Henbiien otroBop | JlekocrenenHo wiau jwuncBamo | Penykmms  Ha  jgo3ara  Ha
noJo0peHne Ha KJIMHUYHUTE, | JIEKApCTBEHUTE MPOAYKTH 10
TabopaToOpHHTE U | Hali-MaJIkaTa Bb3MOXHA /1032, C
XUCTOJIOTUYHUTE TIPOMCHU 110 | HECJI npeaoTBpaTsABaHe Ha
BpeMe Ha JICUCHHE. BIIOIIIABAHE.

Hepb3MOKHOCT 3a IIOCTUTaHE Ha

HemnpexbscHaro nedyenue

peMucus clen 3-roIHIIHO
JIeyeHue
Hama BJIOIIIABaHE Ha
CBCTOSTHHETO.
JlexapcTBeHa Texxkn ko3MeTHUHM TmpomeHH, | HamansBane Ha Jfo3ara wuid
TOKCUYHOCT CUMIITOMHO-ITPOSABCHA CIIMpaHe Ha JICKapCTBCHUSA
OCTEOIeHUs, EeMOIMOHAIHA | IPOAYKT B  3aBHUCUMOCT  OT
HECTaOMITHOCT, HEOOBp | TeKECTTa  HAa  CTPAHUYHOTO
KOHTPOJI HAaJ  XUIEPTOHUSATA, | JeCTBUE.
nabwieH nuabet, mporpecupama | [IpoxbmkaBane Ha
ITUTOIICHUA JICUCHUCTO C JICKapCTBCHUSA

IIPOJIYKT, KOMTO C€ MOHACH.

IloBeneHue npu Heycnex OT JeYEeHHETO

[Ipn Heycmex OT KOHBEHIIMOHAIHOTO JICYEHHWE C€ OOCHXKIa NPUIIOKEHUE Ha
cyclosporin, tacrolimus, budesonide, deflazacort, 6-mercaptopurine, methotrexate,
cyclophosphamide, mycofenolate mofetil unu ypconeokcuxonera kucenuna (Y IXK).

[TatiuenTUTE C BJOIIABAHE MO BpPEME HIIA CJiel] KOPTUKOCTEPOUAHOTO JICYECHUE CE
JeKyBaT epeKTUBHO ¢ YepHoApoOHa TpaHcutanTamus (UT). [letrogumnaaTra mpexuBsIeMOCT
cinen YT no noBoa na AUX nansumasa 90%, a 10-roaumnara e 75%. Ilpu nanuenture ¢
YepHOAPOOHA JCKOMIIEHCAIMs, TpeAr aa ObJaT MPeUIOKEHW 3a TPAHCIUIAHTAIUsA, Ce
MPOBEX/Ia OMUT 3a JIeYEHUE ¢ KOopTUKOocTepouu. [Ipu yact oT manueHTuTe ¢ aBaHCUPaJo
3a0o0sBaHe, acUT W/WiK eHiedanonaTis ce MocTura noaoopenne u orcpouBane Ha YT.
Octpata uepHOApOoOHAa HENOCTaTHYHOCT, mpuunHeHa oT AMX, ce nekyBa ¢
KOPTUKOCTEPOUIN U IIPU Heycnex ce u3pbpuisa YT.

ITpu okomo 3% ot nmamuenture cien YT ce HabmomaBa de novo AMX, KoWTO
OOHMKHOBEHO € JICK U C€ MOJIJIaBa Ha HIMYHOCYIIPECHS.

2. 'bPBUYEH BUJIMAPEH XOJAHI'UT (I1BX)
2.1. O6ma xapakTepuCcTHKA.

[TepBuuHusAT Ounmaper xonanrut (I[16X) e XpOHUYHO BB3MATUTETHO aBTOMMYHHO
XOJIECTATHYHO YEPHOAPOOHO 3a00JisiBaHE, KOCTO IPH HEJIEKyBaHE CE YCIOXKHSIBA B
TepMUHAJIHA OMMapHa mupo3a. JlmarHozata OOMKHOBEHO C€ OCHOBaBa Ha HAJMYUETO Ha
CEpYMHHU YEpPHOAPOOHH TECTOBE, IIOKa3Ballld XOJECTATUYCH XEMaTHT, CBBP3aH C
HUpPKYyJIdMpaliyd aHTUMHUTOXOHAPUAJIHW AaHTHUTCIIA. Hpe}ICTaBHHeTO n MPOTHYAHETO Ha
3a00JISIBAHETO MPH MAIlMEHTUTE MOraT Ja ObJaT pa3sHOOOpa3HU M CTpaTU(UKAIMITA Ha
pHiCKa € BaXKHa, 3a Jla CC rapaHTHpPa, Y€ BCHYKHU MAI[MEHTH IMOJydYaBaT MEPCOHAIU3HPAH
MOJIXOJ KbM TpIKuTe cH. llenwTte Ha JICUEHWETO ca MPEBEHIUS HA TEPMUHAIHO
4epHOIPOOHO 3a00IIsIBaHe U 00JICKYABAHE HA CBHP3AHUTE CUMITTOMH.



[IepBrunaTa 6unuapua nuposa (I1B1]) nunu nmepBuden ounuapen xonanrut (I16X) e
3a0oJsiBaHEe HA YEpHUS JApoO ¢ aBTOMMYHHA reHe3a, KOETO 3acsira MpeAWMHO XeHH Ha
cCpeHa BB3pACT. 3alouBa KaTo TpaHYJIOMAaTO3HAa MAECTPYKLUMsS Ha HHTEpIOO0yIapHUTE
XITHYHHU KaHAIIM, KOSATO MPUYMHSABA JyKTOINEHUs. ToBa BOJM 0 Mporpecupaiia Xoiecrasa,
($hubpo3sa, mupo3a u 4epHOAPOOHA HEAOCTATHYHOCT.

UYectorara Ha I1BIL] € 2-15/100 000. B Hsaxkou obmactu moctura go 42/100 000. 95%
OT TAIIUEHTHUTE Ca )KEHU. Y Hac OposAT Ha manueHTuTe ce ABMKH Mexay 1000- 1500 cimyygast.
ITo nannu va H3O0K 3a roaumnus Opoit 6osnHu 1o 3a0onsBaHus, BKiItoueHu B Hapenba 38
3a 2014 1, ca otuerenn 1143 330J1 ¢ I1BLI.

BpemeTo Ha mporpecust 10 yepHOAPOOHA HEAOCTATHYHOCT Bapupa 3HAYUTEITHO MPH
otnennure ciydau. [lonacrosimem 50-60% ot nanueHTuTe ca 6€3 CUMIITOMH PU IOCTABSIHE
Ha JMarHo3ara u 3a00JIsiBaHeTO Hali-4ecTO ce OTKPHBA MPHU CIy4aliHO YCTAaHOBEHA XOJiecTa3a
U HaJIM4Yue Ha aHTUMUTOXOHJpHAIHU aHTUTeNna (AMA) wiu npu u3cielBaHe 10 MOBOJ Ha
npyro 3abossBaHe. CpeqHaTa MPEXKHBSEMOCT CJe/ MOCTaBsSHE Ha auarHo3arta € 16 T. 3a
0€3CHUMIITOMHUTE MAIMEHTH U 7.5 T. 32 CHMIITOMHO NPOSIBEHUTE CIIy4Yau.

Xapaxtepnu 3a I[1BL] ca cneguure mposiBu: ymopa, chbpOexX, MOpTaIHA XUIIEPTOHHUS,
MeTabOJIUTHA KOCTHA 0ONECT, KCAaHTOMH, ManabcopOIusl HA MACTHOPA3TBOPUMHU BUTAMUHH,
ypouH(peKnu, KakTo 1 pa3puThe Ha Heorasus. B Hax 80% ot cmydaute ¢ [1B1] ce oTkpuBa
CBITBTCTBAIIA aBTOUMYHHA OoJiect (Tabmn.19).

Tabnuma 19. CepTcTBamy aBToMMYHHU 3a001siBanus npu [1B1]

Tupeonana auchyHKIM I'myreHoBa eHTeponarus

Cucremna ckieposa VYnuepo3eH KoauT

PeBmaTouneH aprpur TpancBep3anieH MUEIUT

Cunznpom Ha Sjogren CupuHromuenus

Cunnpom Ha Raynaud ABTOMMYHHA XEMOJIMTUYHA aHEMUS
CREST-cunapom Aptepunt Ha Takayasu

Ce3magenn ca pasznuuHd nporHoctuunu mojenu Ha [IBLl (tabn. 20). OcHoBen
MIPOTHOCTUYEH (PAKTOp € HUBOTO HA CEPYMHUsI OMIMPYOHH, 3HAUCHHE MMAT U HAJIMYUETO Ha
IUPO3a, Bb3pacTTa U HUBOTO Ha anOymuHa. CepyMHHUAT OMTUPYOMH MOXE Ja Ce U3IMO0J3Ba
KaTO MHJUKATOP 32 U3BBPIIBAHE HA TPAHCIUIAHTALIMSL.

Tabmuma 20. [Mporaoctnyan moxenu Ha [1BI1.

Ksp Xenaro- |®ubpos|Xonecraza | XM |An0
Mogen  |Bb3pa [BCHE|AcuuT |BummpyOu([1M [MEramis a/ yMH
CT oT H [upo3a H
BapH
M
Espoma |+ + + + +
Mayo + (+) + + +
Yale + + + +
Australia |+ + T
Glasgow |+ + |+ + + + +
Oslo + +
Royal + + + +
Free

[Tpu psi3ko moBuiieHue Ha OunupyOuHa, ocBeH nporpecus Ha [1BL], cnenBa ga ce umar
MpeaBUA U APYrH NMpUUMHKU — cuHApoM Ha Gilbert, cencuc, OpeMeHHOCT, IPUEM Ha OpaJIHU
KOHTpAICTITUBY, XOPMOHAJHA 3aMECTHTEIHA Tepamus, XOJEIOXOJIUTHA3a, HEIEKyBaHO
3a00JsiBaHe Ha IIUTOBUIHATA JKJI€3a, XEMOJIM3a U TOKCUYHO YEPHOAPOOHO YBPEKIaHE.

[Ipu mosBa Ha acuurt, dYepHOApoOHa eHmedanmonaTus W HeKopurupyma ¢ BHT. K
KOAaryJonaTHs, Tociie/IBaliaTa nporpecus Ha 3a00sBaHeTo € Obp3a.



2.2. JUATHO3A HA ITBX
OcHoBaBa ce Ha [I0Ka3BaHETO Ha UHTpaxemnarajHa XoJecTa3a B CbUETAHUE CbC
crienuduaHuTe 32 320075BaHeTO AMA 1 XapakTepHa XUCTOJIOTHYHA KapTHHA.

PanHute OMOXMMHUYHM MapKepu BKIIOYBAT MOBHUIIEHa cepymMHa ALP (ankamna
docdaraza) u ramarmyramunTpancnentugaza (GGT), mocienBana OT KOHIOTHpaHA
XUIEepOMIMPYOUHEMUS B TIO-HANPEIHAIN CTauU. X0JIecTa3aTa ce CUMuTa 3a XpOHUYHA aKO
NPOIBIKK > 6 Mecela, Kiacuduuupa ce KaTo MHTpaxenaTajlHa WM eKcTpaxenaTajlHa U
BKJIIOYBA XEMAaTOLEIYyIapHU U XOJIaHTHOLETylIapHu (OpMU Ha HapylleHo oOpa3yBaHE Ha
JITbuka. B KiIMHHYHATAa MpakTHKa, YEPHOAPOOHHUAT MPOM3XOJ HAa MOBHILIEHATa CEpyMHa
ALP 00MKHOBEHO ce MOJKpers OT €IHOBPEMEHHO NoBuIaBane Ha cepymHara GGT w/unu
KOHIOTUpaHUs OUIUPYOUH.

M3nou3Ba ce cjaefHUAT JHATHOCTHYEH aJropuTbm: [Ipy HanM4YHO NOBUILIEHUE HA
A® u I'TT ce u3BbpIIBa yATPA3BYKOBO U3CIIEIBAHE HA YEPHUS Ip00. AKO HE CE€ YCTaHOBH
OownmapHa oOcTpykmus, ce u3ciaeaBatr AMA B cepyma. M3cneaBanero € MO3UTUBHO MpHU
tuTbp moHe 1:40. YUyBctBuTenHoctTa W crnenuduunocrra Ha AMA ca Han 95%.
JlonmbaHuTeHA XapakTepHa Haxojka € nmoBuuieHuero Ha IgM B cepyma B cimyuyaute 6e3
4Il.

OO0Opa3HO-IMATHOCTHYHHU U APYITH METOAMKH

MarnunTHo-pe3oHancHaTa xonanrnonankpearorpagus (MRCP) npu xonecraTuysu

NanueHTH € 0e30IaceH U TOUYEH METOJ 3a M300pa3siBaHe HAa MHTPa- U €KCTpaxenaTalHOTO
HITBYHO ABpBO. OTKPUBAHETO HA MHTPa- W/WIM €KCTpaxemaTalHU CTEHO3U U JUIaTalluu
Ha >KJI'bYHUTE IBTULIA € OT ChLIECTBEHO 3HAYEHHE 3a pa3rpaHUyaBaHE HA IMbPBUYEH WM
BTOPHUYEH CKJIEPO3UPAL] XOJIAHTHT.

Ennockoncka yarpaconorpagus (EUS) e xnunHuuHO exkBuBasieHTHO Ha MRCP
IpY OTKPMBAaHE Ha KaMbHU M JIE3UM B OKI'BYHATE IMBTULIA, HNPUYHUHABAIIU
eKCTpaxernaTaiHa 00CTPYKIUs, 0COOCHO Ha TUCTATHUS XKIIbUYEH KaHaJl.

Ornenkara Ha yepHOApoOHaTa (hudpo3a upe3 eaacTorpadus, KakTo U U3MOJI3BAHETO
Ha nporHoctuuHu ckanmu karo GLOBE u UK-PBC, noamomarar ctpatudukanusra Ha
JUBJIFCOCPOYHUS PUCK U ONTHUMM3UPAT U300pa Ha TeparneBTUYHA CTPATETUs P NallUEeHTH C
ITBX.

Yepuoapoona ouoncust

YepHoapoOHa Ouorncus TpsiOBa Ja ce M3BBPLIM, KOraTo AMArHOCTUYHHUTE CTBIIKH,
0000111eHN T10-rope, HE YCTAaHOBAT NpUYMHA 32 XPOHMYHA HMHTpaxemaTajlHa XoJecTas3a.
buomncus ¢ agekBaTHO KadyecTBO TpsiOBa Ja chbiabpxka moHe 11 mopranHu noneta. [lpu
HaJIMYue Ha TUIHWYHU CUMIITOMM, MHTpaxernarajHa XoJiecTa3a U Nmo3uTuBHU AMA, He e
3aJJbJDKUTEINIHO J]a C€ U3BbPIIBA YePHOAPOOHA Onoricus, 3a 1a ce MOCTaBU JUarHo3a.

XUCTOJIOTMYHOTO WJIM HEMHBA3UBHOTO M3CJIEBaHE Upe3 exorpadcka enacrorpadus
0CTaBa BaYKHO 3a ONpeJIeNsIHE CTaAus Ha 3a00JIIBaHETO, TPOTHO3aTa U BUJa HA JICUYEHUETO.

CeouiectByBat 4 XUCTONOTUYHU cTaaus (Tabi. 21):

Tabmuma 21. Xucronornuuu craguu Ha [16X.

I cramuii | [IpencraBisiBa moprajeH XEMaTUT C TPaHYJIOMAaTO3HA JCCTPYKIMS HA
JKITbUHUTE KaHanuera. Hamuue ca Bakyonu3auus M THKHO3a Ha
eMUTETHUTE KIETKH, KaTO YeCTO HEeKPOTUYHUTE KaHaldeTa ca
pasMoJOKEHH B IIEHThpPa HAa TOJEMH T'PAHYJIOMOIIOAOOHU JIC3WH,
CBCTOSIIIIM C€ OT XUCTUOIUTH, TUM(POLUTH, TIIA3MOLIUTH, €03UHODUITN
Y TIOHSKOTa TUTAaHTCKU KJIeTKU. ToBa ca T.Hap. QJIOPUIHH TYKTYCOBHU
ne3uu npu [1BI1.

NuduitpaThT HE HapyIIaBa TpaHUYHATA JIaMera.




Il craguii | [IpencraBnsBa nepunopTaieH XenaTuT U npoiaudepanns Ha xKIbUHUTE
KaHaigera. YacT OT MOpTalIHUTE MpocTpaHcTBa (UOpo3upar.
Bb3nanurennusaT nHOUITPAT HABIU3a B MEPUIIOPTATHUS MTAPEHXUM, B
HNOPTAJHUTE TMPOCTPAHCTBA HE c€ HAONI0AaBAT HOPMAJIHU JKIBYHU
KaHaJ4eTa, a caMoO AaTWIIMYHM HAarbHATH JKIBYHH CTPYKTYpu Oe3
OTYETIHB JyMeH. [lepunopTamHure XenaTouuTH ca BaKyOJIH3UPAHU U
oOrpaseHu ot

neHecTd Makpodaru — Qopmupar ce T.Hap. OuimapHu piece-meal
HEKPO3H.

III crapmit | Hannane wHa bridging-Hekpo3u u  ¢GUOPO3HM CENTH, CBBP3BALIH
OTAETHUTE MOPTAIHHU MPOCTPAHCTBA.

IV craguii | Lupo3a.

[Ipn OuomnCUYHOTO H3ClIEIBAHE € BB3MOXKHO Ja CE€ YCTAHOBSAT €IHOBPEMEHHO
MIPOMEHH, XapakTEpHU 3a pa3Iu4YHU CTaJWU. 3HAYCHUE HUMa HaW-TeXKKUAT. TepMUHBT
JNYKTONEHUS O3HAayaBa JIMIICAa HA MHTEPJIOOYNIapHU >KIbYHU KaHaiu B moHe 50% ot
MOPTAJIHUTE NTPOCTPAHCTBA.

[Tarmenture B I m Il cTagumii ca mo-BUCOKa MPEKUBIEMOCT, OTKOJIKOTO MAIIUEHTUTE
B III u IV craguii. OcBeH ToBa manuenture B 1 u Il crammii ca ¢ moka3zaHa Iojiza OT
neyenue ¢ Y JIXK.

[Ipu manka gacT OT MallMEHTUTE C TUIIMYHU 32 00JecTTa KITMHUYHUA, OMOXUMHUYHU U
XHMCTOJIOTUYHU TIPOSIBU, B cepyMa He ce ycrtaHoBsBaT AMA u tasu gopma Ha Oonectra ce
onpenens kato AMA-neratuHa I1BI] (aBTommynen xomanrur). [Ipy AMA-HeraTuBHaTa
IIBI] moxe ma ce mo3utmBupar AHA u ATMA B cepyma, mo-uecto ce HaOIromaBa
noBuiieHue Ha IgG u no-psako Ha IgM. AMA-neratuBnara I1Bl] He ce pa3znuuaBa mo
HAYMH Ha IPOTHYAHE, IPOTHO3A U MOBJIMABAHE OT JIEYEHUETO OT Kilacuueckara [1bL1.

Psinko ce nabmonaBa Hanmmune Ha AMA B cepyMa mpu JiMrca Ha MOBHIIICHHUE Ha
A®. C TeueHue Ha BPEMETO TE€3U MALMEHTU CHIIO Pa3BUBAT XOJIECTa3a M CHUMITOMHU.
[TogoOHM cnyyan W3HWCKBAT CBOEBPEMEHHA XMUCTOJIOTHYHA OIEHKA M TpOCieasBaHE Ha
OMOXMMHYHUTE MOKA3aTeNU TIOHE BEAHBK TOAUIIIHO.

Cvooparicenusa npu nocmaesane HA OUACHO3AMA U OnpedesisiHe HA CMAous Ha
3abonaeanemo

HeoOxomuMo e ochliecTBsIBaHe Ha  CHENMATU3UPAHUTE JIA0OPATOPHU U
MMYHOJIOTHYHHU W3CIICIBAHMS, M3BBPIIBAHE HA YepHOAPOOHA Ouoricusi, Doppler-exorpadcka
OlICHKa Ha NOpTaJlHaTa CUCTEMa, TOPHO-CHJIOCKOICKO H3CJIE/IBaHE 3a YCTAaHOBSIBAaHE Ha
BapHIlM Ha XPAHOMPOBOJA, CTOMaxa M MOpTallHA XUIEPTEH3WBHA racTtponarus. [Ipu mumnca
Ha BapuIM C€ M3BBPIIBA I'OpHA €HJOCKONUS HAa HWHTEPBAJIM, HE MO-ABITU OT 3 TOJUHHU.
HeoOxonuMma e u muarHoctrka Ha ycnoxHeHusta Ha [1BI] — metabonutHa KOcTHa OorecT,
ManabcopOuusi Ha MAacTHOPAa3TBOPUMHM BUTAaMUHHU, YPOMH(EKIUH, XernaToleayJapeH
kapruHoM (HCC), xenmaTomyiMoHaleH CHHAPOM U JPYTH.

HN3mepBaHe Ha 4YepHOAPOOHATA IUIBTHOCT NMPH CTPaTH(UUMPAHE CTAAUS HA
3a00J1s1BaHETO.

N3mepBane Ha yepHoapoOHata mabTHOCT (LSM), omeneno upe3 BHOpailioHHO-
KOHTpoypaHa TpansueHTHa enacrorpadus (VCTE), e mokasaHo karo eQWH OT Haid-
HAJICKIHUTE HEHHBA3UBHU MapaMeTpy 3a OTKPUBAHE Ha IMpO3a WM Texka (Gudposa mpu
narueHT ¢ [I6X. OcBen ToBa, ctoiiHocTuTe Ha LSM > 9.6 kPa ca cBBp3aHu ¢ 5-KpaTHO
MOBUIIEH PHUCK OT YEPHOAPOOHA JEeKOMIIEHCAlMsl, YEepHOAPOOHA TpaHCIUIAHTAIMS WU
cMbpT. IlporpecuBHo Biomasam ce LSM mnoka3Ba mo-Bucoka MHIUKATUBHOCT OT CAMMs
LSM npu nporHo3upane Ha pe3yiaTaTHTE MpU NALUEHTUTE, KOeTo mpenmnosara, ye LSM
MOJKE J]a C€ U3II0JI3BA KaTo cyporareH Mapkep 3a nporpecus Ha PBC.

2.3. Jleuenue na IIBI]
Henn na repanusta npu I1bX



CbBpeMEHHMAT noaxod  KbM  Jiedenueto Ha I[IBX e mnpoakTuBeH m
UHIMBUAYAJTU3UPAH, C GOKYC BBPXY:

bbp30 mocruraHe Ha HOpPMAJHM CEPYMHM MOKa3aTeJqum — BKIouutenHo ALP,
OWIMpyOMH W JIPpyrd YEepPHOAPOOHM TECTOBE, KOWUTO MPOTHOCTUYHO KOPEJIHpaT C
nporpecusara Ha 3a00JsIBAaHETO.

HOHOﬁpﬂBaHe Ha Ka4Ye€CTBOTO HA KHUBOT — KOHTPOJ Ha CHUMIITOMH KaToO C’bp6e)K u
yYMOpa, KOUTO BJIUAAT HA CKCAHCBHATA (1)YHKHI/IOH2U'[HOCT U IPUIBPKAHCTO KbM TCpaIlluATa.

IIpeBeHuMsi Ha Mporpecusi KbM TEPMHUHAJIHO YePHOAPOOHO 3a0oJisiBaHe — upe3
paHHa I/IﬂeHTI/I(bI/IKa]_II/DI Ha MalyvCHTHU C HCIBJICH OTTOBOP KbM IbpBa JIMHUA TCpAIlUusd U
CBOEBPEMEHHO MpUJIaraHe Ha TEPANuu OT BTOPA JIMHMSL.

2.3.1. Crneuuduyno neuenue. [IbpBa JUHUSA HA Tepanus

Jleuenuero ¢ YIXK yBenuuaBa TpaHCTIOPTA Ha BTPEKIETHUHUTE kIbUHU KrcenuHu (JKK)
B KaHAJIMKYJINUTE, PelylUpa BbTPEKIETHYHOTO ChAbpxkaHue Ha xuapopoOHu KK u moxe
Ja UMa LUTOMPOTEKTHBEH e(eKT BbpXYy KieTbuHute memOpanu mnpu [IBL] u mepBudeH
ckieposupai xouanruT (IICX). Br3aMoxHO € 1 UMyHOMOYJIaTOPHO JelcTBHE. JIeueHneTo
¢ YAXK mpu I[1BI] Boau 1o momobpeHne Ha OMOXUMUYHUTE MMOKA3aTeIn Ha XoJecTa3aTa —
oumnpyoun, AD, I'TT, xonecrepon. Moxe na mosimsie chbpOeka U pa3BUTHETO HA BAPHIIN
Ha XpaHoIpoBo/a. 3abaBs xo/1a Ha 3a0onsBaneTo npu nanuentute B [ u Il craguii na I1BIL.
EdexTbT npu HanpepHanuTe craguu He € curypen. [lpumara ce B go3a 13-15 mg/kg/24 4. B
€AVMH WIM HAKOJIKO IpueMa. BiMsSHMETO BBPXYy NPEKHUBIEMOCTTa W HYXJara oOT
TpaHCIUIAHTAllMsl € OTYETIMBA IPU MPOIBIDKUTEIHO JiedyeHue (IoHe 4 TOIUHH).
[Tonocumoctra Ha Y JIXK e MmHOTO 0OpA.

He BcHuYKM manueHTH ce NOBIMABAT OT JiedeHueTo. [IpunokeHuero U mpes TpeTus
TpUMeECTbp Ha OpeMeHHOCTTa € Oe3omacHo. Hama nocraThbuHO naHHU 3a Oe30MacHOCTTa i
npe3 nbpBuUs TpuMecthbp. [Ipu pesucrtentHOCT KbM JeueHue ¢ Y IXK Bb3MOXKHU NpUYUHU
ca HepelloBeH MpUeM Ha MeaukaMmeHTa, overlap-cunapom AUX-IIBLL, kakto u ¢popmupane
Ha apTepronopTanHa (GucTyma cies YepHoApOoOHa OHOTICH .

[Tpu nenonusiBane ot Mmonotepanus ¢ Y IXK, B choOpaxeHnue Bu3a KOMOMHUPAHETO
it ¢ Colchicin, Methotrexate, xoptukocrepouau, Azathioprine, Cyclosporin, KakTo u
neuenne ¢ Tamoxifen. Hama KIMHUYHU JOKa3aTesncTBa, KOUTO Aa MOAKPEISAT PyTHHHATA
ynotpeba Ha M30pOCHUTE MEIUKAMEHTH KaTo BTOpa JMHHUS Tepanmus B KOMOMHALUs C
VAXK npu IIBX. Ha TO3uM eram HsMa AOCTaThb4YHO JAaHHU, 3a Ja C€ Mpernopbya
uMmyHocynpecuHa Tepanus npu [1BLI.

UepHompoOHaTa TpaHCIUIAHTAIUS MPEJCTaBIsiBA €IMHCTBEHATa MOTCHIIUATHO
KUBOTOCHACSBAlla TepaneBTU4YHa onuus npu nanueHtn ¢ [IbX B kpaeH craamii Ha
yepHOApoOHA OOJecT WM TpH TaKUBa, KOUTO MPOrPEecUpar BBIPEKH ONTHMAalHA
MeIuKaMeHTOo3Ha Tepamnus, BkiaountenHo Y/XK w/mnu BTOopa nuHHsS nedeHue. S-
roauiiHaTa npexussiemoct ciea YT nmo nmoBon Ha [IBL] Hagsumasa 80%. [Ipu noBuineHue
Ha ounupyouHa Haj 80 memol/l, pa3BuTHe Ha YCIIOKHEHUS HAa YEPHOIPOOHOTO 3200 IsIBaHE
WIM 3HAUMTEIHO BJOIIaBaHE Ha KAauyeCTBOTO Ha J>KMBOT, MAIIMEHTUTE cClie[iBa Aa Obaar
BKJIFOYEHH B JikcTa Ha yakamure 3a UT (tabmn. 22 u 23).



Cepymen Ounmupyoun > 180 m cmol/l 3a moBede ot 6
Mecela MpH XOJECTaTHYHO YEpHOAPOOHO 3aloisiBaHe
(> 50 mcmol/l mpu HexonecTaTUYHO UYEPHOIPOOHO
3a00JIIBaHE)

Cepymen anoymun 30g/1

Pe3ucrenten acur

CrnontaneH OakTepuaJieH TNEpUTOHUT YepHoapoOHA
ennedanonarust Ilporpecupama MyckynHa cnabocT
PenmouBupama xemoparust or Bapuuu Passutne Ha
xenaronenynapeH kapiuuHoM Heosnazgsem cbpoex
[Iporpecupama  ocreoneHuss  XenaTonyJIMOHaJIEH
CUHIPOM

MELD score >15

Tabmuua 22. [lokazaHust 3a M3BBPIIBAHE HA TPAHCIUIAHTALMS HPU XPOHUYHO
MapeHXUMHO 3a00JIIBaHe HA YEPHUS IpO0

Tabnuma 23. IlporuBomnokazanus 3a YT

ExcTeH3uBHA OpTaHA U ME3CHTEpHaIHa TpoMOo3a AKTHBHA
OakTepHuagHa, rbONYHA WU BUPYCHA MH(EKITHS
W3ppHYepHOAPOOHA MbpBUYHA Heorn1a3Ma ExcTepuopusupan
I'BPBUYEH YEPHOAPOOEH KapIIMHOM XOJIaHTHOKAPLIUHOM *
Cepro3HO M3BBHUEPHOAPOOHO 3a00isiBaHe (CHPIACYHO,
0emo1poOHO, HEBPOJOTUYHO), BB3MPEMSATCTBAIIO YCICIIHATA
UT nnu pexabunuranusita

*Bb3MOKHO € KOMOMHHMPAHO JIeYeHUE ¢ XUMHUoTepanus, apuesnedenue u YT

2.3.2. Cnenn(uyHo Je4eHHe BTOPA JIMHUSA HA Tepanusi

[TaruenTure ¢ HeonTuManeH ouoxumuueH oTroBop kbM Y JIXK ca ¢ moBuiieH puck ot
nporpecuss Ha 3a00JIIBAHETO M CJIEJJOBATEIHO M3MCKBAT OLEHKA 3a Ha3HayaBaHE Ha
Tepanusi OT BTOpa JUHUS.

buoxumuunuar orroBop kbpM YJIXK TpamuimoHHo ce oueHsiBa cien 12 mecena
JIEYEHUE, CIIOpe] IOBEUETO YTBBPIEHN KPUTEPUH, BBIIPEKH Y€ HAKOU JIaHHU ITOKa3Bar, ue
OllcHKaTa Ha 6 Mecella MNpUTEXaBa CXOJHA MPOTHOCTHYHA CTOMHOCT. HeamekBaren
o6uoxumuueH orroBop kbM YJIXK ce nabmonasa npu 25% no 50% oT manueHTUTE B
MOBEYETO MPOCIEACHH KOXOPTH, B 3aBUCUMOCT OT TOBa KOW JAC(PUHHUIIMU Ca W3IMOJI3BAHU.
[TanmenTH, KOUTO HE MOTaT /1a TOJIEPUPAT WK Ca C HEAOCTaThbUEH OTTOBOP KbM TepaIusiTa
¢ YJXK, orroBapsimi Ha BB3IOPUETH KPUTEPUM HMAT I0-JIOIIA MPEXKUBIEMOCT Oe€3
4yepHOApOoOHa TPAHCIUIAHTAlMS M IMOBMILIEHA YECTOTAa Ha XEemaToleNyjapeH KaplLUHOM,
KOETO I'Ml TIOCTaBsl CpeJ] KaHAUJIaTUTE 3a BTOpa JIMHUS Tepanusl.

CepymMHUTE 4epHOAPOOHU TECTOBE NPEAOCTABIT HE caMo 0a3oBa AMArHOCTHYHA, HO
CBILIO TaKa J1aBaT MPeACTaBa 3a MPOIbJIKABALIMS PUCK OT IIPOrpecus Ha 3a00JIIBAaHETO 110
BpeMe Ha sedeHuero. OlueHkaTta Ha OMOXMMHMYHMS OTTOBOP C€ OCHOBaBa OCHOBHO Ha
cToifHocTHTEe Ha ankanHata (ocdaraza (ALP) u Ounupyomna cnex 6 wmm 12 mecena
YXK Tepamnusi, KOUTO OCTaBaT Ha-BaTUAUPAHU IPEIUKTOPH 32 JTBIATOCPOUECH U3XO/I.

Kpurepun, n3no3sBaHu 3a olleHKa HA 0TTOBOPa KbM JedyeHuero ¢ Y/IXK:

Cpen MHOXECTBOTO Je(pUHMIIMK 3a TepanmeBTUYEH OTroBop, kpurepuurte Paris Il u
POISE ca naii-noOpe BanuIupaHu U IUPOKO H3IMOJI3BaHU. Te ca MPUIOKUMHU ChOTBETHO
npu nauueHTH ¢ paded [IbX (craamii [-11) u ¢ nanpegnan 16X (cranuit HI-1V).

IMapwx IT: [TarmenT ce cumrta 3a OTroBapsll Ha JIEYEHUETO, aKo ciel 12 Mec. nedyeHne
¢ YAXK otroBaps Ha crnegnute ycioBus: ankanHa (ocdaraza (ALP) < 1,5 x I'TP (ropna
rpanuna Ha HopMata, ULN), AST (acnmaptat amunoTtpancdepasa) < 1,5x I'TP u Hopmasien



owmpyouH (< 1 mg/dL wiu 1x I'TP)

POISE Kpurepun: Cnexn 12 mec. neuenue ¢ Y/IXK orroBaps Ha cienHuUTe YCIOBHUSA:
ALP <1,67 x I'TH u O6wm Ounupybun < 1 X I'TH u namanenue na ALP ¢ >15% ot
U3XO0JJHOTO HUBO (TIOCJICAHOTO MPHU HIKOW BapUaHTH).

HarpynBamm ce nannu mokasar, ue croiHoctd ALP > 1,5 x I'TH ome ciien 6 mecena
neuenue ¢ Y/IXK morar fja MHIUKUPAT BUCOK PUCK OT HEaJeKBaTeH OMOXUMHUYEH OTTOBOP
U J1a TIOAKPEIISAT PAaHHOTO OOCHKIaHEe HA TePaIHsl OT BTOpa JIMHHUSL.

Creuunduynara Bropa quHus tepanus, nokasana rnpu [1bX e:

Seladelpar kaTo aroHMCT Ha TEPOKCHU3O0MHHUS MPOJIHQEPaTOP-aKTUBUPAH PELENTOP
(PPAR), cbe cnenuduuen PPAR-nenTa aronnssm.

Seladelpar e nmoka3an 3a jeyeHHe HAa MIbPBUYEH OMIIMAPEH XOJAHTUT B KOMOMHAILUS C
YXK (ursodeoxycholic acid, UDCA) npu Bb3pacTHH, IpU KOUTO OTTOBOPHT KbM Y JIXK
CaMOCTOSITENIHO € HEJJOCTaThu€eH, UM KaTO MOHOTEPAINHUs MPU MALUEHTH ¢ HETIOHOCUMOCT
kbpM Y JIXK.

PPARGS e HykieapeH perenrtop, KOWTO ce eKCrpecupa B YepHuUs 1po0d U Ipyrd ThKaHHU.
AxtuBupanero Ha PPARO HamainsiBa cuHTe3a Ha *JIBUHU KUCEIMHHU B YEpHHs Jpo0 upe3
3aBUCHUMO OT GpuOpoOmacTHust pactexeH (axrop 21 (Fibroblast Growth Factor 21, FGF21)
notuckaie Ha CYP7AIl, OCHOBHUAT €H3UM 3a CHHTE3a Ha XIJIBYHM KHCEIMHH OT
XOJIECTEpOJI, M Upe3 HamalsiBaHE Ha CHUHTe3a W abcopOuusta Ha xosectepos. Tesu
JNEUCTBUS BOAST JO TMO-HUCKA EKCIO3WIMS Ha JKIBUHU KHUCEIMHU B YEpHUS Opod U
MOHMIKaBaT HUBAaTa Ha LUPKYJIUpaliaTa *Ibuka.

Jo3upogka: [Ipenopbuntennara no3a Seladelpar e 10 mg BenHB) JHEBHO.

CrienmanHy MOmynaluu:

He e HeoOxonuMa KOpeKIHs Ha j03aTa MpH MalueHTH B cTapyecka Bb3pacT

He ce namara xopurupane Ha no3ara Seladelpar npu mamuenTu ¢ Jieko, yMepeHO WU
TEKKO OBOpEeUHO YBpeXKIaHe.

He e nHeoOxonuma kopekius Ha fgo3ara npu mamueHtu ¢ [IBX ¢ neka crenen Ha
yepHoapoOHo yBpexaane (Child-Pugh A).

be3zonacnoctra u epuxacHocrta Ha Seladelpar He ca ycranoBenu npu nanuentu ¢ [16X
¢ ymepeno Texka (Child-Pugh B) win texxka crenen (Child-Pugh C) na uepHOoapo6HO
yBpexnaHe OOmucnere mnpekpaTsBaHe Ha Seladelpar ako npu mnanueHTa € HalULE
nporpecupaHe Ha 4YEpHOIPOOHOTO YBpEXKIaHE 10 yMEpPEeHO Texka crerneH. He ce
MpenopbyBa yrnorpeda Mpu MalUeHTH C TeXKKa CTETeH Ha YePHOIAPOOHO yBpexKaaHe

Pesyntature 3a e€QEKTHBHOCT, TOCOYEHM B PETUCTPAIIMOHHOTO TIPOYYBAaHE Ha
Seladelpar noka3sar Hopmanusupane Ha ALP B 25% cpemty 0% B rpynara Ha miane0o u
Ha KOMIIO3UTEH OMOXMMHYEH OTTroBOp B 62%. 3a KOMIO3UTEH OMOXMMHYEH OTIOBOp CE
cuura: HamaisBaHe Ha ALP <1,67x I'T'P (ULP — ropna rpanuiia Ha HopMaTa), HOHM)KEHUE
Ha ALP >15% u o6 6mmupy6un <1,0 x ['TP. B nonbnuenne nma Hamansane Ha ALT,
GGT, tpurmunepuau u LDL-C.

ITpu npocnensBane Ha 30-tu mecen B PKU ce oruurar: HopMmanusupane Ha ALP npu

41% ot nanuenture, cpenHo Hamanenue Ha ALP ¢ 42% u 81% xomno3uTeH OMoXuMudeH
OTrOBOP.
Seladelpar e ¢ 700pa MOHOCHMOCT, CXO/IHA ¢ TUIAINE00 U MOKa3Ba HaMasIBaHEe Ha ChpOeka
no NRS (uudpoBa onenpyHa ckana) ¢ 3,3 MyHKTa COPSIMO U3XOAHUTE CTOMHOCTH 10 6-TH
Mecen. OBIaAsBaHETO Ha Ta3M CHUMIITOMAaTHKa € OT ChIIECTBEHO 3HAUYEHUE M IOBJIMIBA
MPUIBP/KAHETO HA MAlleHTa KbM TeparusiTa.

1.3.1.JIe4yeHne HA YCI0KHEHUATA

CoepoexbT ce oBiamsBa ¢ Cholestyramine 4-16 g/24 4, mpueTn npeau U cien
3akycka. AntepHaruBa e Rifampicin 2-3x150 mg/24 4. JIonbJIHUTETHH BE3MOKHOCTH Ca
npueM Ha Naltrexone, yaTpaBHoJIETOBO 00IbYBaHe, Ma3Madepesa, eKCTpaKkopropaiHa
anoymuHoBa auanusa. [lpu HeoBnagsem cbpOex e nmokaszana YT.

Sicca-cHHOPOMBT HW3UCKBa TPETUPAaHE HA KCEPOPTAIMHITa M KCEPOCTOMUSTA,
ylleCHsIBaHE Ha MPETIbIIaHeTO U JTyOpUKAlHsl IPU AUCTIApPEYHUSI.
CunzapomsbT Ha Raynaud ce TpeTupa ¢ KaiueBn aHTarOHUCTH.



Ocreonopo3ara ce OLIeHsBA Ype3 U3CIEABAHE HA MUHEpAIHATa KOCTHA IUIBTHOCT
npu noctassine Ha quartosata 16X u cnen ToBa Ha 2-ronuiiau uatepBain. HeoOxonum
e npueM Ha 1500 mg xkanuuit u 1000 Ul But. D gHeBHO, yBenn4yaBaHe Ha ABUraTelHATA
aKTUBHOCT M u3nara”Hero Ha ciabHUe. IIpu xenu ¢ IIBX B MeHomaysa ce mpuiara
TpaHCIepMallHa XOpMOHaJiHa 3amectutenHa Tepamnus. llo-texkute dopmu ca
WHIUKAIMS 3a JeueHue ¢ oupocdonaru. Texko mposiBeHATa OCTEONOPO3a € HHINKALIUS
3a YT, nopu u npu aurnca Ha 4epHOAPOOHA HEJOCTATHUHOCT.

Kopekiuss Ha nedunmra Ha MacTHOPA3TBOPUMHU BHTAMUHHU CE€ W3BBHPINBA MU
xunepomwmpyonHemusi. [Ipu koarymomaTuss B pe3ynraT Ha geduiur Ha BHUT. K, ce
npuiara napeatepaino ButT. K 10 mg exemeceuHo.

PapukanHoro neuenne nHa HCC BxirouBa TpaHCIIAaHTALMs, PE3EKLUs M JIOKaJHA
abnanus.

2. ITbPBUYEH CKUJIEPO3UPAILIL XOJAHI'UT (IICX)

2.1. OBIIA XAPAKTEPUCTHUKA

[TepBuunusaT ckieposupai xonaHrut (IICX) e XpoHUYHO XONecTaTUYHO 3a00JsIBaHE C
HEU3BECTHA ETHOJOIHs, XapaKTepU3upamo ce€ C Bb3MNaJeHUE Ha HMHTpa- W
eKCTpaxenaTallHUTE XIJIbYHH MBTUINA, KOETO Boau 10 ¢Gubpo3a. TepMUHBT “IbpBHYEH”’
uMa 3a 1en ga oy [ICX ot cimydaurte ¢ n3BeCTHA MPUYMHA, 03HAYaBaHU KaTO BTOPUUYEH
cKJiepo3upall XomaHruT (Tads. 24). TepMuHBT “CKiepo3upanr’ oTpa3siBa MHIypalusTa Ha
JITPYHUTE THTHUINA, BH3HUKHAJA B PE3yJTaT Ha Bb3MajeHueTo u ¢ubdposara. TepMHUHBT
“XOJaHrUT’ MOoJUYepTaBa MaTOJIOTMYHUS CyOCTpaT Ha Bb3MATUTEIHN TPOMEHHU Ha JKIIBUHUTE
OBTHINA, a B KIMHWYEH acreKT o0o3HavyaBa EMU30AWTE Ha HWKTEp, KOpeMHa Ooyika u
bebpmwmmrer. 3a0015BaHETO MOXKE Ja aHTKHUpa €KCTpa- M MHTpaxeraTaaTHUTEe >KIbYHU
mpruma  (kmacuuecku [ICX), camMo Mankute BBTPEUEPHOAPOOHH KIBUHU KaHAJIH
(TIepuXOJaHTUT) UM CaMO FOJIEMUTE UHTPaXEeNaTalHU U eKCTpaxenaTalHy KaHalH.

Tabnuna 24. [IpyuuHu 3a BTOPUYEH CKJIEPO3UPALL XOJIAHTHUT.

XonegoxonuTrasa

TpaBma

Hcxemus

Hurtpaaprepuanna XuMuoTepanus
Nudexmmm

Bponenu anomanuu

UYecroraTa Ha 3abonsBaneTo € 6-13/100000. Mbxere 3a00J9BaT 3 IIBTHU I10-YECTO,
cpenHata Bb3pacT Ha 3abonenute e 30-40 r. YV mac IICX e psagko cpemas.
[Ipennonaraemust 6poit 6onHu e okoso 200 yoBeka.

[ICX mporpecupa KbM OuIMapHa MHMPO3a, MOPTATHA XHUIIEPTOHUS, YEPHOAPOOHA
HEJIOCTaThYHOCT U CMBPT, aKO HE C€ OCBIIECTBU YepHOAPOOHA TpaHcIuianTanus. CpeaHara
MPOIBKUTEIIHOCT Ha XKMBOTa € 9-12 r. cien mocraBsHe Ha auarHo3ara. Cb3gajcHH ca
MPOTHOCTUYHH MOJEIM Ha 3a00JsSBAaHETO, KATO MPOTHOCTUYHU (DaKTOPU C HAK-TOISIMO
3HAYCHHE Ca BB3PACTTa, HUBOTO HA CEPYMHHUS OMIMPYOWH, XHCTOJOTUYHHUAT CTaaudl M
HATMYUETO Ha cruieHoMmeranus (Tabm. 25).

Tabmn. 25. [Iporaoctuynu mojenu npu 11CX.

XHUCTOJIOTUA
Mopen Bu3pact bP BU3 [Xenatomeramus|Crnenomeranusi AD® ((cragmii)  Hb
Mayo + + o+ + +
King’s + + + +
MHoro1eHTpoB  (+ + + +




BP — 6unnpy6un, BU3 — Bp3nanurenno upeBHo 3a0onsBane, AD - ankanna ¢ocdaraza, Hb -
XEMOIJIOOUH
OxoJ10 MoJIOBMHATA OT OOJIHUTE HAMAT CUMIITOMHU IPU AMArHOCTHLHPAHETO (TadI.
26). B nag 70% oT ciayyauTe HMMa acOLMUPAHO BB3MAIUTETHO YPEBHO 3a00JIsIBaHE.
Viueposuusat konmuT (YK) mpu IICX decto mpoTuya aTeHIOMPAaHO B CPaBHEHHE CbhC
cnydaute 6e3 [ICX u ToBa Moxe aa 3a6aBu auarHos3ata my. [Ipu Bcuuku nanuentu ¢ [1ICX
clle/iBa Jla ce MpoBeXk/1a KojoHockonus U 6uoncuu. Cunra ce, ye IICX noBuinasa pucka ot
KOJIOHHA JICITIa3us M KapIIUHOM IpH manueHTu ¢ YK, 0co0eHO B JeCHHS KOJIOH.
IIpu 6-27% ot nauuentute ¢ [ICX ce pa3BuBa XOJAHTHOKAPIIMHOM, CJE] KOETO
IIPEKUBIEMOCTTa € 10 6 Mecena.

Tabnuua 26. Bp3aMokHN KITUHIUYHE MTposiBiaeHus Ha [ICX.

1. bezcuMnTOMHO, € 1a0OPATOPHU OTKIIOHEHHS

2. XpoHHYHa Xo0JecTa3a

3. PexypeHTeH XOJaHTUT

4. YcnoxKHeHUs! Ha XpOHUYHO YepHOAPOOHO 3a001s1BaHe

5. CnydaiiHa quarHosa npu JIanapoTOMUS

6. HesicHo TemniepaTypHO ChCTOSIHHE

7.Xemoparus oT NepUCTOMAITHU BapUIH cren
HPOKTOKOJIEKTOMHS 110 TTIOBOJ Ha YJIIEPO3€H KOIUT

8. Crearopest u orciiabBaHe Ha TerJo MOpaju NMaHKpeacHa
eK30KpPHHHA HEJJOCTAThYHOCT WJIM TIIyTEHOBA €HTEPONaTHs

9. CpueTtaHue Ha yJLEpO3€H KOJUT C aBTOUMYHEH XEIaTHT,
KOITO He 0TroBapsi HA KOHBEHLIMOHAIHO JICUEHHUE

2.2. JUATHO3A

OcHoBaBa ce Ha KIMHUYHU (Tabm. 27), OnoxuMuyHu (Tadu. 28) U peHTTeHOIOTUIHH
kputepun. HeoOXomumo € jJa ce U3KIIOYM BTOPUYCH CKIEPO3HWpall XOJaHTUT. B
mudepennuanHara auarHo3a Bmmzar ome u [IBL, AUX, overlap TICX/AUX wu
UIMONATUYHATA aaylTopHa aykTormeHus. C TolsiMa CTOMHOCT € YCTaHOBSIBAHETO Ha
BB3MATUTEIIHO YPEBHO 3a00JsIBaHE.

Ta6muma 27. Cumnromu nipu [1CX.

Ymopa XenaroMmeranus
CwpOex CrieHomeranust
Hkrep XuUnepnurMeHTaIus
OtcriabBaHe Ha TETJIO Kcanromu
debOpunurer

Tabnuua 28. JIaboparopuu npomenu npu [ICX

[Taronornuen pesynrar
Uscnensane (%)
A® B cepyma 99
AmuHOTpaHc(hepasu B cepyma 95
bunupy6un B cepyma 65
AnOGymuH B cepyma 20
[IpoTpoMOUHOB UHAEKC 10
Men B cepyma 50
Lepynomnazmun B cepyma 75
Men B ypunara 65
ANCA 70




JlebunuTHBHATa JAMAarHo3a W3MCKBa MPOBEXKIAaHE Ha EHIOCKOIICKAa peTporpagHa
xonanruorpadust (EPX) unu marautHope3onancHa xosianruorpadus (MPX). Bb3moxHu
ca ciegaute Haxoaku: 1. JIudy3HO NPHhCHATH MHOKECTBEHU aHyJapHHU CTPUKTYpU Ha
KI'BYHUTE MTBTHINA, MEXKY KOUTO KaHAINTE ca HOPMAJIHH WM JIEKO pasmupeHu. 2. Kecu
CTPUKTYPH, HAMOAOOSBAIIM TPUCTSATAHE HA JKIBYHUS KaHAl B OMpPENEleH Yy4acThK. 3.
JIMBEepTHKYIOMOIO0HH pa3IINPEHHUS.

JIOMMHAaHTHUTE CTPUKTYPH MPEICTaBISIBAT CTEHO3HM, YMWTO JyMEH He HajBuiiaBa 1.5
mm 3a o0 xirpueH kanan u 1.0 mm 3a necuus u aesus d. hepaticus. PazBusar ce npu
15-20% ot maumentute. B 15% ot ciayyaute ce HaOiIr0AaBaT MPOMEHH M B MAHKPEACHMUS
KaHaJl, Bb3MOXKHO € 3acsAraHe Ha )KIJIbYHHUS MexXyp u d. cysticus.

OcHoBHuTe xwucTtojgornyHu mnpomeHu npu [ICX ca nepuaykranna ¢ubpo3a u
BB3IIAJIICHUE; PellyBaHE HA y4acThIM C Mpoiudepanus Ha )KIbUHUTE KaHATU U y4acThIH C
obmurepanus Ha KaHaiurte, AykToneHws. Ilpm Hamuume Ha ¢GuOpo3HOOOIHTEpUpAI]
XOJIAaHTUT JAMarHo3ata ¢ curypHa. [lopaam HEXOMOTEHHOTO 3acsiraHe Ha MapeHXHuMa, 3a Ja
ObJe HaJeKIHA XHMCTOJIOIMYHATa JMarHo3a, ce H3MCKBa Ouoricusta Ja BkiouBa 10
nopTainHu npoctpaHcTBa. CbBeTBa ce Ja ce Ouorncupar u aBara 4epHoApoOHu asna. [Ipu
CUTYpHA JIMarHo3a OT PEHTT€HOJOTUYHOTO U3CIIEABAHE HE € 3abJKUTENIHO JIa Ce U3BbPIIBA
Oouoncusa. 3abonsBaHeTo MMa 4 XHMCTOJOTHMYHU CTaaMs, KOUTO HMAT 3HAYEHUE 3a
omnpeielisiHe Ha MPOrHo3ara:

[ craguii - pasmmpeHre Ha MOPTATHHUTE MPOCTPAHCTBA C MEPUIOPTAIICH XEMaTHUT
W/WIM  TPOMEHHW B OKIIBYHUTE KaHamdera. BB3MOXKHO € Hammuue Ha (udposa,
HEIpeMUHaBalla TpaHUYHATAa JIaMena.

Il cragmii — nmepunopranna ¢ubpoza cbc WM 0e3 Bb3NAJICHHE, MPEMHUHABAILO
rpaHUYHAaTa JJaMesia, ChIIPOBOACHO OT piece-meal HeKpo3u;

III cramuii — cenranna ¢guodposa w/mmm bridging-nekpos3a IV craamit — OunmapHa
po3a

Heobxomumo e nma ce mumarHoctummpatr ycinoxHeHusara Ha [ICX (tabm. 29),
CBITBTCTBALUTE 3a00Js1BaHUs (YJILIEPO3EH KOJIUT, CApKOWA03a, IIIyTeHOBA €HTEepOnaTus) u
TEXHUTE YClOXHEeHHs. B cragupanero Ha 3abossBaHeTo ce BKiIrouBaT M Doppler-osa
OIICHKa Ha MOpTajHaTa CHCTeMa, FOpHAa EHJOCKOIHMs 3a YCTaHOBSBAaHE Ha BapUIM Ha
XpaHOIPOBOJIA, CTOMAaxa U MOpTalTHA XUIIEPTEH3MBHA racTponarus, brush-muronorus w/mm
THHKOMTJIEHa OWONCHUS OT JOCTBIIHUTE JAOMHUHAHTHU CTPUKTYPHU, MO3UTPOHEMHUCHOHHA
tomorpadus u u3cneaBane Ha CA 19-9 3a CKpUHUHT Ha XOJaHTHOKAPIIMHOM.

Taomuua 29. Ycenoxuaenusa Ha [1CX.

OO0 yCIoKHEHUS CrenuduyuHy yCI0KHEHUS
YepHoapoOHa HEIOCTATHYHOCT JIOMUHAHTHH CTPUKTYPH
[TopTanna XxunepToHus XoJ1e/X01e10X0JINTHAa3a
UepnoapoOHa octeouctpodust [TepucTtomanau Bapuiu
Crearopes, MamabcopOuusi Ha MacCTHO-Pa3TBOPUMHU | XOJAHTHOKApLUHOM
BUTAMHUHH

2.3. JEYEHHUE HA TICX
2.3.1. Jleuenune Ha 3200/11BaHETO
KbM HacTosIIus MOMEHT He chlllecTBYBa edekTuBHO jeueHue Ha [ICX. Onuture 3a
uMyHocytpecusi ¢ methotrexate, azathioprin, cyclosporin, kakTo u JedeHueTo ¢ colchicin u
KOPTUKOCTEPOU M, BKII. U JIOKATHO MPHUJIOKEHHU, HE BOIAT J0 OoT4eTIuB edekrt. Ponsdra Ha
tacrolimus He ¢ yctanoBeHna. Huckute nosu Y JIXK ca HeedexrtupHum.

Wma panau, uye Bucoku no3m YIAXK (20-25 mgkg/24 4.) mnomoOpsiBaTt
OMOXMMHUYHUTE TPOMEHH U MOXE Ja peayluupaT XonaHruorpadcekara Haxoika U
¢ubpozata. OcBeH TOBa, MMa choOIIeHHs, ye nedeHueTo ¢ Y XK HamansBa yecrorata Ha
KOJIOHHAaTa JHWCIUIa3usl M paka Ha KOJOHA IPU CBIOBTCTBALIUSA YILEPO3€H KOJIUT.
KoMOuHMpaHOTO JleueHne Ha JOMHUHAHTHUTE CTPUKTYpH ¢ OanoHHa nuiartauus U Y XK



MOke 1a moaoopu npexussiemoctTa. Jleuenuero ¢ VJIXK 500-750 mg/24 4. B komOuHaIuUs
¢ prednisolone 1 mg/kg nneBHo u azathioprin 1-1.5 mg/kg nHeBHO MOKe Ja TOBIHsE
OJIarompUsITHO OMOXUMHUYHUTE TPOMEHH M XUCTOJIOTMYHATA HAXO/IKA.

YepHoapoOHaTa TpaHCIUIAaHTALUsI € ¢ MHOro nao0pu pesyiaratu npu I[ICX -
neTrojuiHaTa npexunsieMoct € okoio 80%. Ilokazanusta 3a YT ca mocoueHu B paszzaena
3a [IBL[. HeratuBHO BIMsSHHE BBPXY MPEKUBIEMOCTTa OKa3BaT Haimuunero Ha YK,
MpEALIEeCTBAlA KOPEMHHU OMNEpALMK, HAJIMYMETO Ha AaCLUT, MOBUIICHUST KPEAaTUHUH U
HaJUYMETO Ha XOJIAaHTHOKapiuHOM. CrnydauTe, YCIOXKHEHH C KIUHUYHO TIPOSBEH
xoylaHTHokapiuaoM, umar 33% ennoroaumua u 0% 5- roaumiHa npexuBsemMocT. [Ipu
KIIMHUYHO HEMPOSBEH XOJAHTHOKAPIMHOM, OTKpUT ciydaiHo npu YT, merromumnara
MPEKUBIEMOCT € KAaKTO TPH ClydauTe O0e3 XOJaHTHMOKapuuHOM. [IpexuBseMocTTa TpHu
XOJIAaHTMOKAPIIMHOM MOKE€ Ja ce yBeluuyu npu komoOunupane Ha UT ¢ xumuorepanus u
JIbYEICUCHHE.

[IpokTOoKONEKTEMUATA, UHIULMPAHA OT MPOTUYAHETO HA YIIEPO3HUS KOJIUT, HE
noBnusBa xojaa Ha [1CX.

2.3.2. JleyeHHe HA YCJIOKHECHHATA

JIOMUHAHTHUTE CTPUKTYpPH C€ TPETHpAT C €HJOCKOIICKAa OajoHHA JuiaTalus WIN
BPEMEHHO €HJO0CKOIICKO MPOTE3UPAHE B LIEHTPOBE C JOCTATHUHO T'OJISIM OMUT. AJITEpHATHBA
ca Ha300WJIMAPHHUAT APEHAX U TpaHCXeNaTajaHaTa JAuIaTarusl.

Crnydaute ¢ peKypeHTEH XOJaHTUT O0e3 JOMHUHAHTHU CTPUKTYpU H3UCKBAT
aHTUOMOTHYHO JIEYEHUE, a MpU 4YEeCTH pPEUUAMBM € HHIUIMpaHAa aHTUOAKTepHaIHa
npodunakTuka. ACHEHIUPANUAT OaKTepHalIeH XOJIAHTUT € PSIIBK, aKO He Ca M3BBPIIBAHU
XUPYPrUYHU HAMECH BbPXY JKIbYHATA CUCTEMA.

CrIrpTCTBaIATA XOJIEA0X0IUTHA3A C€ TPETUPA EHOCKOIICKH.

Jleuenuero Ha cbhpOexka, cTearopesTa, 1euITa Ha MAaCTHOPA3TBOPUMH BUTAMUHU
M Ha OCTEONEHWYHATa KOCTHa OO0JIECT ce MpOBEXJa KAaKTO MIpPHU JAPYTrUTe XPOHUYHU
XOJIECTATUYHU CHCTOSIHUSL.

3. BAPUAHTHHM CHUHHAPOMU HA ABTOUMYHHHUTE

YEPHOAPOBHU BOJIECTH

CrpliecTByBaT BapuaHTHU (DOPMH Ha OCHOBHUTE aBTOMMYHHU Y€pHOAPOOHU OoliecTH,
KOUTO UMAaT CMECEH (XEMaTUTEH U XOJECTaTU4YeH) OMOXMMHUYEH M XHUCTOJIOTHYEH MPOUII.
Te morat na cpueraBar Oene3n Ha AUX c TIBL] (Bki1. 1 AMA-HeratuBHa) U1 Ha AUX ¢
[ICX, u ce obo3nauaBat karo overlap-cuaapomu. Oxomo 10% oT namueHTUTe C
aBTOMMYHHHM 4epHOIpoOHHM Oosiectn mMmat overlap-cunapom. bes jnedeHuwe Te3m ciydan
OOMKHOBEHO MPOTrpecupar KbM IUPO3a M YEPHOAPOOHA HEeIOCTaThYHOCT. [loHacTosimem
BCE OIl¢ HE € TMOCTUTHATO CTAaHJIApPTH3MpaHe Ha JMAarHOCTUIHHTE KPUTEpHUH Ha overlap-
cunapomuTe. HaMa eqMHHO CTaHOBUIIE U JaJId ChCTOSIHUETO, chueTaBaino Oene3u Ha AUX
¢ xponndeH C XenaTHT, ChILO MPEACTaBIsABa overlap-cuHapoMm.

OcBeH OMHMCAaHOTO E€AHOBPEMEHHO MPUCHCTBHE Ha Oele3d Ha [BEe AaBTOUMYHHH
3a00JIIBaHUs, NPU YACT OT MAllMEHTUTE C aBTOMMYHHA Ye€pHOJpoOHa OosecT MOXke Ja ce
Ha0II0/1aBa U MPEX0] OT €AHO 3a0o0siBaHe KbM JIpYro. Te3u ChbCTOSHUS ce O3HayaBaT KaTo
“mpoMeHsIa ce AuarHosa’.

CrpuiecTByBa U HeKJIaCU(UIIMPAHO BB3MATUTENHO 3200 sIBaHEe HA YEPHUS JP00, KOETO
ce 0003HaYaBa KaTO KPUIITOTEHEH XPOHUYCH XETATHT.

3.1. Overlap-cunapomu
3.1.1. AUX/IIBX overlap-cunapom.

Hab6mronasa ce mpu 8-10% ot mammentute ¢ AUX u npu 9-10% oT marueHTuTe C
IIbX. CpiiecTByBa B 2 BapuaHTa — C NPEIOMUHUPAHE HA XUCTOJIOIMYHUTE KPUTEPHUM 32
AUX wu c¢ npenomuHupaHe Ha xucrtojormynute kputepuun 3a [IBX. Xapakrepnara
KOHCTEJaluss NpH TO3M CUHAPOM € IMOBHUILEHHE Ha CEpyMHHMTE aMHMHOTpaHcdepasi,
HaJIM4uue Ha xoJiectasa, nosumieHue Ha IgG u IgM, nosutuBan AMA-M?2 u XxucTojsorudsHa



KapTHHA, cbBMecTUMa ¢ AMX, KoATO BKIIOYBA YMEpEH WM TeXbK interface-xenatur.
IIpennara ce nuarsosara jga ce mocTassi Ipu Hanuuue Ha 2 oT 3 kputepus 3a IIBX B
cwuetanue ¢ 2 ot 3 kputepus 3a AUX (tads. 30).

Tabnuua 30. [Inarnoctuunu kpurepuu 3a AUX/TIBL] overlap-cunapom.

Kpurepnn 3a I[16X Kpurepun 3a AUX
1. AD>2x I'PI wiu I'TT >5x I'PI’ 1. AIT>5xTPI
2. IlozutuBHn AMA IgG >2x I'PT" unu no3utuBHu ATMA*
2. Ilopranno u MEPUTIOPTAITHO

3. ®nopuaHU OYKTYCOBH JIE3UU TUMGOLIMTHO BB3MNAJICHUE M YMEPEHO
WIM CWJIHO U3pa3eHu NEpUIIOPTaTIHU
mumponuTHA  piece-meal  HEKpo3w,
EKBHBAJICHTHU Ha interface-xematut

*AHA ce ycranossBar yecto B cepyma Ha 6oiHu ¢ [IBX u He ca mapkep 3a Overlap-
CHUHJIPOM.

Jeuenuemo na cunapoma moxe aAa 3anouHe ¢ YJIXK (tabn. 31). Ilpu nunca Ha
aZiekBaTeH OMOXMMHUYEH OTroBop, ce Jo0aBd Prednisone. Ilpm Hyxnma or
IBJITOTpaiiHa UMyHOCYTIpecusi Moke aa ce Bkatoun Azathioprin. Ilpu koHTpanHauKanuu
3a JIEYEHHE C KOPTUKOCTEpPOUIU (TEXKKa OCTEONopo3a, jabwiieH auaber, apTepuaiiHa
xuneptonus, rimaykoma), YJIXK ce komOunupa camo ¢ Azathioprin. [Ipu 3HaunTeTHO
npeobiiajaBaia XenaTUTHa KOMIIOHEHTa JICUeHUETO MoxXe J1a 3anouHe ¢ Prednisone 3a 3-6
Mecela | IpH Jurca Ha oTroBop Aa ce cMenu ¢ Y JIXK win na ce komObunupa ¢ Y IXK.

Tabnuua 31. @apmakonoruuno nedenue npu AUX/ 16X — overlap

Momnotepanus ¢ YIXK 13-15 mg/kg nueBHo

Mounotepanus ¢ Prednisone 20 mg nHeBHO 3a 3-6 Mecena

YXK + Prednisone 10-15 mg nHeBHO

YXK + Prednisone + Azathioprin 50-100 mg nueBHO

YIIXK + Azathioprin

[Tpu pe3ucTeHTHH cllydan € Bb3MOXKHO 100po nosnusBane ot Cyclosporin.
[Tpu kpaitHus ctanuii Ha 4epHOAPOOHOTO 3a00JIIBaHE CPEACTBO HA N300 € YepHOaApoOHATa
TpaHCIUIAaHTALMSL.

Paznounnoct Ha AUX/ I1IBX overlap-cunapoma mpenacraBisiBa ChbUeTaHUETO Ha
AUX ¢ AMA-neratuBHa [IBL] (aBToumyHeH xonaHruT). B yacT ot cmydaute ce xacae 3a
IpOMeHsIIa ce AMarHo3a. JIedeOHUAT MoAX0/] IPU TO3W BapUaHT € HayajHa MOHOTEPAIUs C
YXK u npu HemrbJIeH OTTOBOP — KOMOMHHUPAHE ¢ KOPTUKOCTEPOUIH.

3.1.2. AUX/TICX overlap-cuaapom

CungpombTr oOxBama 2-6% OT BCHUKH CiIy4al C aBTOMMYHHO YEpPHOJIPOOHO
3abonsBane. Habmonasa ce B 6-7% ot ciydaute ¢ AUX u nipu 2-8% ot cayqaure ¢ I[1CX.
3acerHaTi ca MPEAMMHO Jella U MJIaJAU XO0pa, NMPU KOUTO C€ YCTAHOBSIBAT KIMHUYHU,
OMOXVMHYHU, WMYHOJOTHUYHH H XUCTOJNOTrMYHM Oenesm Ha AWX mapanenHo c
xonanruorpapckn  (EPX, MPX) wu xwucromormunu Oenesu nHa [ICX (Tabm. 32).
XpoHONOrHYHATa [UCOIMALMA MEXAy OWOXMMHUYHATA HAxXOJKa OT €JHa CTpaHa |
pasvoNoruyHaTa U XUCTOJIOTMYHATa OT JIpyra cTpaHa, He € PSAJIKOCT.

Tabnuua 32. Kpurepuu 3a AUX/TICX overlap-cunapom




Kputepuii Yecrota (%)

EPX u MPX 6enesn, chorBercTBamu Ha [TICX
Xucronorus Ha [ICX u (mo-psiaxo) Ha AUX
CpueraHue ¢ Bb3MAIUTEIHO YpeBHO 3a00msaBane | 35-80%

[loBumenue na IgG 60%
[Tosutuean AHA, ATMA, pANCA AHA u ATMA (+) B 061110 22%
[ToBumenue nHa A®, I'T'T, AcT w/wmm AnT [Tpu 50% ot nemnara AD e HopMaHa

Karo cuHOHMM Ha cuHApOMa € NPEIOKEH TEPMUHBT aBTOMMYHEH CKJIEpO3Hpalll
xojaHrutT. [lanuenTure ¢ To3u CHHAPOM MO-YECTO UMAT BH3MAJINUTEIHO YPEBHO 3a00JIIBaHE
u no3utuBHU ANCA B cepyMa B cpaBHeHHE ¢ nanueHTuTe ¢ ANUX.

Hsma yrebpaeno nedenne 3a AUX/TICX. U3nonzsa ce YIXK B no3a 15-20 m g/kg
nHeBHO. Bp3MoxHa e komOunanus Ha Y /XK ¢ umynocynpecus. Koptukocrepouaure ca
MOJIXOAAIIM KaTO HayaJlHA MOHOTEPAIIUs CaMo TPU YacT OT OOJIHUTE U MPH JIUICa Ha eeKT
ce 3amensaT ¢ YJIXK. He3zaBucuMo oT mpoBexaaHoOTO jeueHue, npu noseue ot 30% ot
NAlMeHTUTEe C€ JIOCTUIra J0 TPAHCIUIAaHTAUUs WM JIeTaJUTeT OT 4YepHOApoOHa
HE/I0CTaThYHOCT.

3.1.3. Chueranue me:xkny AUX n xponuden C xenaTur.

[Tpu namuenture ¢ xponndeH C xenatut B 65% ot cioyuyaute ce orkpuBar AHA,
AT'MA u antutHpeounu antutena u B 7% antu-LKMI1 B Hucbk tuThp. OT Apyra crpaHa,
npu nanuentutre ¢ AUX u xunepramarioOyJIruHEMHs] B MHOTO Cily4yau € Haiuile (aaimBo-
no3utuBHa peakius 3a aHTU-HCV u HeraruBna HCV-PHK B cepyma npu uscnenBane c
PCR.

[Marmenture ¢ AUX wu  ¢ammmBo-nosutuBHn aHTu-HCV  ce nekyBaT ¢
KOHBEHIIMOHAIHUTE pexxumu npu ANUX.

[Nauuenture ¢ nozutuBHa HCV-PHK u aBroanTMTENna B HUCHK TUTHP MPOBEKIAT
AHTUBHUPYCHO JieueHWe. HeoOXonuM € CTPUKTeH KJIMHHYEH M JTa0OpaTOpeH KOHTPOJ Ha
JICYEHUETO, Thil KaTo MHTEP(EPOHBT MOXKE Ja W30CTPU ABTOMMYHHHS XEMaTUT WK J1a
aKTUBUPA U3BBHYCPHOAPOOHA aBTOUMYHHA OO0JIECT.

[Ipu cnyuaute cbc chueTaHue Ha XpoHudeH C XemaTUT W OTUETIIMBH Oene3u Ha
AUX (mnanm xenu, Bucok TUTbp Ha AHA, AI'MA wmm antu-LKMI1 none 1:320,
XHUIepramMarioOyJInHeMus, aHamMHe3a 3a W3BBbHUEPHOAPOOHA aBTOMMYHHAa OOJecT u
XHMCTOJIOTMYHA KAPTHHA HAa aBTOMMYHEH XEIAaTUT) B ChOOpaKEHHE BIIM3a UMYHOCYIIPECHBHA
tepanus. HeoOXxomum € CTpor KIMHUYEH U JIabOpaTOpeH KOHTPOJI IMOpagud pHUCKa OT
aKTUBUPAHE HA BUPyCHATa PEIIMKALIHS.

3.2. IIpomensima ce AMarLo3a

B peaxu ciydau, cien JpIroTpaitHo MpoTUYaHe Ha €JHa aBTOMMYHHA YepHOpOOHa
0oJiecT, € Bb3MOXKHO B PaMKUTE Ha HAKOJKO Mecela T Ja npujaoodue OeresuTe Ha APYyro
aBTouMyHHO 3a0ossiBane. Kacae ce 3a mpexon Ha I1BIl B AUX wunum 3a nmpemMuHaBaHe Ha
AUX M TICX. C ornex Ha Ta3u Bb3MOXKHOCT € HEOOXOIMMO MAIUEHTHTE C aBTOMMYHHA
yepHOipoOHa OOJIeCT Ja ce MpocieasBaT Ha KpaTKU MHTEPBAIM 3a YCTaHOBSIBAHE Ha
Mo100€H MPEeX0/1 U CBOEBPEMEHHA MPOMsIHA Ha JICYEHUETO.

3.3. KpunroreHeH XpOHU4€H XeNaTHT

TepMuHBT OTpa3siBa HEBB3MOKHOCTTA C HAJIMYHUTE METOAU Ja CE€ OTKpHE
CEepOJIOTHYEH MapKep Ha 3a0osBaHeTo. To3M BU XENAaTUT UMa KIMHUYHH, JJaOOPaTOpHU U
xucronornunu Oenesu Ha AMX, HO He ce OTKpuBaT aBToaHTHUTena. llamuentute c
KPUIITOTEHEH XEMaTUT HaBIW3aT B PEMHUCHUS Ype3 KOPTUKOCTEPOMJIHO JIEYEHUE U
pelancupar ciell IpeKpaTsBaHeTo My ChIIO KakTo U nanueHTure ¢ ANUX.

JleyeHnuneTo nmpu NManUEeHTUTE C KPUNTOIEHEH XEMATUT C€ IIPOBEXK/Ia aHAJIOTMYHO Ha
AUNX. Pemenne 3a 3amoyBaHeTo My C€ B3MMa IpU HaJUuue Ha OHOXUMHUYHU
(amuHOTpaHCepasyu, ramaryio0yIuHu, OWIMpyOUH) U XUCTOJIOTMYHU O€Je3u 3a M3pa3eHo



BB3ITIAJICHUC.
CHGHBa Aa CC IpaBU pasrpaHUYCHUC MCKAY KPUITOICHCH XPOHUWYCH XCIIATUT U
KPUIITOICHHAa LUPO3a, KOATO CC JICKyBa CHUMIITOMATHYHO MWW 4YpE3 TpaHCIUIaHTalus.



XII. TEHETUYHU BOJIECTHU HA YEPHUS POB
1. BOJIECT HA WILSON

1.1. OBIIIA XAPAKTEPUCTHUKA

bonectra nHa Wilson € aBTO30MHO pELIECHBHO HACJEACTBEHO 3abossiBaHe,
pasnpocTpaHeHo 1o 1enus cBat. Aboku ce Ha mytaruu B ATP7B rena B xpomo3zoma 13.
Otkputu ca Hag 500 myranuu, karo 380 OT TIX MMAT MOTBBPJACHA NMATOMEHETHYHA POJIA.
ATP7B renbT KOomupa cUHTE3a Ha crnieluduIHus TpaHcMeMOpaHeH O0enThK - P-tum AT®-
aza B amapata Ha Golgi Ha xematouuture. Toil € OTroBOpeH 3a TpaHCMEMOpaHHUS
TPAHCIOPT Ha MEAHHUS WOH KbM JKI'BUHHUTE KaHaJyeTa M BKJIIOYBAHETO MYy B aro-
[epyJIOIUIa3MUHA 32 CHHTE3a Ha (YHKIIMOHAJICH LEPYIOIUIa3MUH.

Hapymenara (HamaneHa) ekcKpenusi Ha MeJ C *JIb4YKaTa (OCHOBEH ITbT 3a OT/EIISHE
OT OpraHu3Ma) BOAM JI0 HATPYyMBaHE HAa MeJl B TAPTeTHUTE ThKaHU, 0COOCHO B YepHUS IPOO
W MO3bKa. BB3HHMKBAT pa3HOOOpa3HW KIMHWYHU TPOSIBU, HaW-BAXHHUTE OT KOWTO Ca
4epHOAPOOHO 3a0o0sIBaHe/IIMPO3a, HEBPO-TICUXWUYHU HapyllleHus, NpbhcTeH Ha Kayser—
Fleischer B MemOpanaTta Ha Descemet Ha KOopHesATa, KAKTO U OCTPU €MU30M HA XEMOJIH3a,
4YeCTO CBbp3aHa C OCTPa YePHOAPOOHA HEAOCTATHYHOCT.

3a0osIBaHETO € PSJIKO, HO TMpe3 MOCJIEIHUTE TOJWHU C€ OTKpUBA I0-YECTO.
XeTepo3uroTHOTo HOCUTENCTBO € 1/90—150 BB3pacTHU JUIla ¢ HEBPOJIOTUYHU CHUMIITOMH, a
gecrotara ¢ chorBeTHO 1/30000 mymmwm (mo ~ 30 mymm Ha 1 000 000 nHacemenwme). Ilo
nanan Ha H3OK mpe3 2014 r. y Hac ca peructpupanu 141 O6omHM Ha jedenume ¢ D-
penicillamine.

KimanuHa u3sBa MOXe @ Bb3HUKHE BbB BCSKA Bb3PACT, HO HAW-YECTO MEXIY 5 U
35 r. B okoso 3% OT namueHTuTe CMMIITOMUTE Ha 3a00J1IBaHETO ce mmosBsaBar ciieq 40 r.

Haii-MnaausaT peructpupaH NanyeHT ¢ LUPO3a € TPUTOJMILIEH, a HAal-Bb3PaCTHUTE
-Ha 80 T.

Kinunuyna ussiBa

PaznuuaBar  ce  Tpu  ocHoBHM  (Gopmu  Ha  Oosectra:  O€3CHMMMOTOMHA
(mpecuMnTOMaTHYHA), KOATO C€ OTKPHUBA MPH MPO(YUIAKTUYHH U3CIEeIBAHUS WK (paMUIIHA
KOHCYJTaIMs (CEMEEH CKPUHUHT); YepHOAPOOHA M M3BBHUYEPHOJIPOOHA - HA IBPBO MSCTO
HEBPOJIOTUYHA WJIM HEBPO- ICUXUATPUYHA.

YepHOAPOOHOTO 3acsiraHe MOXKE Jla c€ MPOSIBU B pasiauyHa ¢opmMa — OT aCHMIITOMHO
MPOTUYAHE, C E€AUHCTBEHO OHMOXMMHUYHM TNPOMEHH [0 JIEKOMIIEHCHUpaHa dYepHOApoOHa
[IMPO3a C BCUYKUTE M YCIOXKHEHHS WU A0 (YIMUHAHTEH XEMATHUT, MPHUAPYKEH MOHSIKOTra
or Coombs-HeraTnBHa XeMOJUTHYHA aHEMHUS M OCTpa OBOpeUHa HeTOCTaTHYHOCT (110 95%
JIeTaJIeH U3X0/).

[IbpBa nposiBa Ha OosiectTa HAa Wilson moraT 1a Ob4aT U Hal-pa3IMYHU HEBPOJIOTUYHH,
MOBEJICHYECKH WM TICUXHATPUYHU CcHUMNOTOMU. Moke ga ce HabmogaBaT Tpemop,
KOHTPaKTypH, Ju3apTpusi, adoHMs, Ccuajiopes, KOUTO MOXe Ja JoBeAar o
TEXKO MHBAUAU3NpaHe Ha marnuentute. [Ipu okono 1/3 oT manueHTUTe THPBUTE Oene3u 3a
3a00JI5IBAHETO Ca MCUXUATPUYHU ITPOOIEMH.

[To-psiaxko ce HaOmomaBa OBOpeyHO 3acsraHe (aMHHOAIUAYPHS W HedpoimTHaza,
He(QPOKAIIMHO32), KapAMOMHOIIATHSL, ITAHKPEATHT, OS3II0ME MM CIIOHTAaHHH a0OpTH.



1.2. JUAT'HO3A

1. Kpurepuu 3a noctaBsiHe Ha IUarHo3a
Knuanynu nposiBu: 4epHOAPOOHU, HEBPOJIOTUYHH U JIPYTH.

- Ilpwscren Ha Kaizep-@mnaiimep: oTpassBa HaTpynBaHeTO Ha men B JlecuemeroBaTa

MeMOpaHa (Tperaea OT ONUTeH O TaIMOJIOT)

JlaGopaTopHu mokasarenu:

W3cnenBane Ha TpaHCaMUHA3M, XOJIECTa3HU €H3MMH, OOIl M JAUPEKTEeH OuiInpyOuH,

npoTpOMOMHOBO Bpeme. HopmamHu cTOMHOCTH Ha ,,4epHOAPOOHUTE” TMOKa3aTeId He

uskmouBar 6osect Ha Wilson.

- KpbBHa KapTHHA: 32 N3KITI0YBaHE HA aHEMHUS WM XUTIEPCIUICHEH CHHIPOM.

- U3knrouBaHe Ha XxeMOJU3a: PETUKYIIOLUTH, XalTOTIIO0HH.

- Hucok nepynomnasmun — nox 0,1 g/ 1 mpu 90% ot nmauuenture ¢ Wilson, HopmaiHuTe
CTOMHOCTH HE€ M3KJIIOYBAT JAWarHo3ara. HuUCKu CTOWHOCTH MOXeE J1a c€ HaMepsT U IpHu
NAllMeHTH C aBTOMMYHEH XENaTHUT, TEXKa YEepHOApPOOHA HEAOCTaThYHOCT, TIyTEHOBA
SHTepONaTHs, alepyI0IUIa3MHUHEMHUS, KAKTO U TIPU XETEPO3UTOTH, KOUTO HAMAT MOBHIICHO
HaTpynBaHe Ha MeaA. [lo-BHCOKM MOXKe Ja ca HMBaTa NpU Bb3MajeHHe (0ocTpodazoB
O€NTHK) WU TIPU TMOBUIIIEHNE HUBATA Ha €CTPOTEHHU.

- CepymHa Men: OOMKHOBEHO € HaMmajeHa,; HUBOTO MOXE Ja € YBEJIMYEHO MpH OcTpa
yepHOApoOHA HEJTOCTaTHUHOCT JbJDKalIa ce Ha Oosectra Ha Wilson mopagu ps3koro i
0CBOOO’K]aBaHe OT XEMaTOIUTHUTE.

- Exckpenmss Ha Men B 24 yacoBa ypHHA: H3IOJI3BAa CE€ B JIMATHOCTUKATa M TIPU
MOHHUTOpHpaHE e(PEeKTUBHOCTTa Ha JiedyeHHeTo. llpu HenekyBaHM MalMEHTH OTpa3siBa
HUBaTa Ha HECBbpP3aHaTa C IepyJIOIUIa3MHUH MeJl. TeCThT He € MPUIIOKUM MIPU MALUEHTH C
O0b0peuHa HemocTaThYHOCT. [Ipuema ce, ue pu croitHocTr Haf 1,6 pmol/ 24 vaca (100 pg/
24 dyaca) mpu HEJIEKyBaHW MAIMEHTH MOXE Ja ce IMocTtaBu auarHosa. Criensa jga ce
otOenexu, ye 10 ~ 1/5 oT mauueHTuTe, 0COOEHO aCUMIITOMATHYHH U JIella, UMaT HUBA IO/
T€3U CTOMHOCTH IPU MOsABATa HAa IbPBUTE CUMIITOMH, €TO 3a10 Kynpuypus Haa 0,64 pmol/
24 4yaca, oco0eHO IpU acUMNOTOMATHUYHU [ella, € XapakTepHa 3a 3a0o0JisIBaHETo.
WuTepnpeTanusita Ha TeCTa MOKe J1a Ob/ie HETOYHA TPU HAMYKME Ha JPYTU YepHOIPOOHH
3a00JsiBaHMS (aBTOMMYHEH XeIaTHT, X0JIecTa3a, 0cTpa Y4epHOApoOHA HEJOCTATHYHOCT).
- IlpoBokannoHeH TecT ¢ (CTaHAApTH3UpaH TpU Jela): oTuuta ce 24 wyacopara
kynpuypust cnex npuem Ha 500 mr D-Penicillamine B Hauwamoto Ha D-Penicillamine
cpOMpaneTo Ha jauypesara W Ha 12 Tus 4vac. CrodiHOcTH Haza 25 pumol/ 24 gaca wnum
yYBEIMYEHUE X 5 B CpaBHEHHE C M3XOJHATa HENPOBOKHMpAHA KYNPUYpUS TOBOPSAT 3a
Hanuuyue Ha 6onectta Ha Wilson.
YepHoapoOHa OMoONCHS C OINpeleNsHe Ha METHO ChAbp)KaHHE: U3BBPIIBAHETO H C
JMAarHOCTUYHA 1€ € He00X0AMMO, KOTaTO KJIMHUYHATA KapTHHA M HEMHBAa3UBHHUTE TECTOBE
HE M03BOJISIBAT J1a ce orpeenu auarHosa. Ciryxu 3a:
o OrmpenensiHe crerneHta Ha ¢uOpo3a, HATUYKME HA CTEaTro3a, JAOMBIHUTEIHA
MaTOJIOTHSL.
o Cpoenu@uuHO OLBETSIBAHE C pOJAMUH WM OpLEHH: 3a HaTpylnaHa B
JN3030MUTE ME].
o KommyecTtBeHO ompezensHe Ha ChIbPKAHUETO HAa MEA: CTOMHOCTH Hap 4
pmol/ g cyxo Terno ce mpuema 3a Hail-100pHsl OMOXMMHYEH MOKas3aTen 3a
Hanuuue Ha 6onect Ha Wilson. [lopaau HepaBHOMEpPHOTO HATpyHBaHEe Ha
Mel B 4YepHHUs Ipod Npu HampenHauo 3a00JsABaHe NpPU HIKOU IMALUEHTH
Me/iHaTa KOHIIMHTPALUs MOXe Ja ObJie HeJ0OLeHeHA.
I'enernuen anamus:

o JlupekTHa MOJICKYJISIPHO-TEHETHYHA JWAarHo3a: METOABT € TPYIOEMBK U
6aBeH. CwiectByBaT Haa S00 myTaruu, MOBEYETO MAINMEHTH Ca JIBOWHU
XeTepo3uroTu. HeratuseH pe3yirar He W3KIIIOYBA TUArHO3ATa.

o Anen-cnienupUYHA COHJIU, CIUHCTBEHO NMPH HAMEpPEHa IMO-TOoJIsIMa 4eCcToTa
Ha OTpe/IeTICHa MYTAIl¥sl B MTOIYJIAIUITA.



o Cemeen ckpuHuHr. OOpa3HU U3CIIEBAHUS:

o MarHuTHO-pe30HaHCHO  M3CJIEZIBAHE  HA  TJIaBeH  MO3BK,  TpHU
NPOTUBOIOKA3aHUS KOMITIOThPHA TOMOTpadusi.

o Exorpapus ©Ha KopeMHM opraHud: Oene3u 3a XPOHHUYHO
4epHOAPOOHO 3a00sIBaHE, MOPTATHA XUTIEPTOHUSI.

o @ubporacTpocKomnus: U3KIIUBaHE HATMYUETO HA BApUIM HA XPAHOIPOBO/A.

1.3. JEYUEHHUE
[Iporno3ara Ha MaNMEHTHTE € OTJIIMYHA, KOraTro JICYCHHE C€ 3all0YHE TPH BCE OIE
ACHMIITTOMATHYHU TAIMEHTH WJIM KOTaTo IUarHo3ara € rocraBeHa paHo. CIOHTaHHATa
EBOJIIOLIMS TIpU HelleKyBaHW OoyiHM ¢ BuHaru (¢artanHa. Pa3Butuero Ha Oonectra e
ONMarompusATHO, HO WHIWBUAYATHO, TPH JICKyBAHUTE CHMIITOMATHYHU TAIIMCHTH.
OyIMUHAHTHUAT XEMATUT, IbJDKAI ce Ha Oonectta HAa Wilson, e ¢ daranHo mpoTHdane u
HaJlara YepHoApoOHa TPaHCIUTAHTAIHS.

1.3.1. CieunpuyHo jJeyeHue:

XeJsiaTopu:

D-Penicillamine.

D-Penicillamine e pegepeHTHUAT JeKapcTBEH MPOAYKT 3a jeueHue. CBbp3Ba MenTa B
HETOKCMYHM KOMIUIEKCH, KOMUTO C€ EIMMHHHpAT ¢ ypuHara. WMHaynmpa cuHTe3a Ha
MUTAJIOTUOHEWHHU, OENThLIM KOUTO CBBp3BAT Menara. JlHeBHaTra J03a ce MOBHILABA
nocreneHHo ot 125 — 250 mr gHeBHO ¢ 1o 250 mMr Ha 4 — 7 nHuM no nocturade Ha 1000 —
1500 wmr pasneneHa Ha JBa WIM TPU IpHUeMa, TOBA HaMajsBa pHCKa OT BIOIIABaHE Ha
HEBPOJIOTUYHATA CHMIITOMaTHKa B HA4yaJlloTO MY M TOAO0OpsSBaHE MOHOCHMOCTTa KbM
nedenueto. JlekapcTBOTO TpsiOBa J1a ce mpuemMa vac Mpeau XpaHeHe nopaad HnHXuOupaHe Ha
abcopbuusaTta My oT XpaHara. Heo0XoanmMo € eJHOBPEMEHHO 3aMECTUTENHO JIEUEHUE C
nUpUIOKCUH (25 — 50 Mr THEBHO).

— EdextuBHOoCTTA Ha JI€UEHUETO C€ MOHHUTOpHUpa 4Ype3 u3cie[BaHe Ha 24 4yacoBa
KyIpUYpHs: B Ha4aJlOTO Ha TepamnusTa Moxe fa 0bae Hax 16 pmol/ 24 yaca, B xona Ha
neuenunero 3 — 8 pmol/ 24 vaca. IIpu npoabKuTENHO JeueHue Oener 3a epeKTUBHOCT € U
CTa0MITHO KJIIMHUKO-JTA00paTOPHO MOI00PECHHE.

— Crpannunure edekTn ca MHOTOOPOIHM, BKIIIOYBAT: KOXXHU peakuuu (memduryc,
nempuronn, lichen planus, adrTomaeH cTomMaTUT), KOCTHO-MO3BYHA TOKCHYHOCT
(TpomOornTonieHus1, amnasusi), HepporokcuuHocT, lupus-like cunapom (mpumpyxkeH c
XeMaTypusi, MPOTEUHYpHUs, TO3UTUBHU AaHTUHYKJIEapHU aHTUTENa), CHHIPOM Ha
Goodpasture, MHacTeHusI, TOTUMHO3UT U JP.

Triethylene tetramine dihydrochloride (Trientine dihydrochlorid)

Trientine dihydrochloride ¢ exBuBaneHTHO HauMeHoBaHue Ha triethylene tetramine
dihydrochloride u ce n3nons3Ba kaTo MEXIyHapOIHO HEMATEHTHO UME IPH JIEKAPCTBEHUTE
HPOAYKTH.

Trientine 200 mg TBBpAM Kamncydu - BCAKa TBBpAa Kamcyia cbabpxka 300 mg
Trientine dihydrochloride, ekBuBanenten na 200 mg Trientine.

Jleuennero TpsiOBa 1a OB MPEAMTPUETO CAMO OT JICKAPH CIICIUATUCTH C OIUT B JICUCHHETO
Ha Oonectra Ha Wilson.

Jo3upoBka

Hauannata n03a 0OMKHOBEHO OTrOBapsl Ha Hali-HHUCKaTa MPENOpPbUYUTENHA 103a U ClIe]
TOBa Jl03aTa TPsIOBa Ja ce alalThpa B ChOTBETCTBUE C KIIMHUYHUS OTTOBOP HA MAlUEHTA.

[Ipenopbuntennara go3a € 800-1600 mg Ha neH, pasnpeneneHd B 2 10 4 OTIEIHU
npuema. [Ipenoprunrtennute 1o3u Trientine ca uzpasenu B mg Trientine 6a3a (T.e. HE B mg
Trientine dihydrochloride coun).

CrnenmnajHu NOIyJauuu



Crapuecka Bb3pacTt

Hsma nmocrarpyHo knuHMYHa uHopMmarus 3a Trientine, 3a Ja ce ompeaeny aaid
CBILLIECTBYBAT Pa3jMKU MEXIy OTTOBOpa MpHU MAlMEHTH B CTapyecka BB3PACT U MPHU IMO-
miaaud manueHtd. OO0mo B3eTo M300pBHT HA Jo03aTra TpsiOBa Ja ce MpaBH C MOBUIICHO
BHHMaHUE, 3aII0YBAKN OT JOJHATA TPAaHWIlA HA JIO30BUS JHAIA30H, NMPEIIOPHUYUTEIICH 3a
BB3PACTHH, U KaTO C€ B3eMaT MPEJBUJ MO-ToJiiMaTa 4eCTOTa Ha HaMaJleHa YepHOApoOHa,
O0bOpeuyHa Wi cbpJedHa (YHKIMS, KAaKTO M CHITBTCTBAIIUTE 3a00JSBaHUS WIH APYTU
JICUEHUSI.

bnOpeuno yBpexxkaane

Wudopmanusara Npu ManMeHTH ¢ OBOPEYHO YBpeXkJaHEe € OrpaHuueHa. 3aToBa
IpenopbuuTeNHaTa /1032 MPU MAUEHTH ¢ ObOPEYHO YBpEkKAaHE € ChIllaTa KaKTO MpHU
BB3pAaCTHU.

YepHoapoOHO yBpexKIaHe

Wudpopmanuara npu MalUEeHTH C UYEPHOAPOOHO yBpeXkJaHE € OorpaHHuYeHa. 3aToBa
IpernopbyuuTeNHaTa 71032 MPH MAUeHTH C YEPHOAPOOHO YBpEXJaHe € ChllaTa KakTo MpH
BB3PACTHH.

IManueHTH, KOUTO UMAT MPEAUMHO YePHOAPOOHU CUMIITOMU

[IpenopbunTenHaTa g03a NPH TAIMEHTH, KOWTO HWMaT MPEIUMHO YEePHOIPOOHHU
CUMIITOMH, € ChIaTa KaKTO MPEmopbYuTesIHATa 1032 IPU BB3pacTHU. [IpenopbunTeHo €
o0aye MaMEeHTHUTE, KOUTO UMAT YePHOAPOOHU CUMIITOMH, Jia Ce HaOJII0IaBaT Ha BCEKH JIBE
WM TP CEIMUITH CIIe/] Ha4alloTO Ha JIedeHneTo ¢ Trientine.

IanueHTH, KOUTO UMAT NMPETMMHO HEBPOJOTMYHU CUMIITOMU

[IpenopwkuTe 3a A03aTa ca ChIIUTE KAKTO MPU Bb3PACTHU. BbIpeku ToBa MOBUILIABAHETO
Ha Jo3ara cienBa Ja OBbAE C YMEPEHO W C BHUMaHWE, W Ja ObJe aJanTHPaHO B
CHOTBETCTBUE C KIWHUYHHS OTTOBOp HA TMAIMEHTa, KaTO HalpUMep BIOIIABAaHE Ha
TpeMOpa, Thi KaTo MAlMEHTUTE MOraT Ja ObJaT W3JI0KEHH Ha PUCK OT HEBPOJOTHYHO
BJIOIIIABAHE B HAYAJIOTO Ha jJeueHneTo. OCBEH TOBA € MPEIMOPhUUTEITHO MAIMEHTUTES, KOUTO
MMaT HEBPOJIOTUYHU CUMITOMH, Ja C€ HAOJII0aBaT HA BCEKU €/IHA WM JBE CEIIMHIIH CIE]I
Ha4yaJI0To Ha JIedeHueTo ¢ Trientine 10 JOCTUTaHE HA TapreTHaTa J03a.

IMeauaTpuyna nonmyJanus

Jlo3aTa e mo-HuCKa OT Ta3M IIPU BB3PACTHU U 3aBUCH OT Bb3PACTTa U TEJIECHOTO TEIIO.
Jo3ara TpsbBa na ce amanTupa B ChOTBETCTBHUE C KIMHMYHUS OTroBop. B Hawanoto Ha
tepanusTa ce usnonassar 400 — 1 000 mg.

Jena < 5 roguau

be3zonacHoctra u eukacHoctta Ha Trientine mpu fena Ha Bb3pacT oT 0 10 5 roJuHU Bce
OLLE HE € YCTAaHOBEHA.

Hauynn Ha npuioxeHue
[TepopanHo npuoxxeHue.
Kancynure TpsiOBa fa ce mOTIIbINAT LETH C BOJA.

Baxno Trientine 1a ce mpuema Ha Mpa3eH CTOMax, Hal-MaJlKo €IMH 4Yac Mpeau XpaHeHe
WIM [IBa 4aca ClIeJ XpaHEHE, U Hal-MaJKO C €IUH 4Yac pa3CTOSHUE OT IPHEMa Ha JApYT
JIEKapCTBEH MIPOAYKT, XPaHA UIIU MIISKO.

Hunk: noBmusBa abcopOuusaTa Ha MeATa B TacTPO-UHTECTUHAIHHUS TPAKT, WHAYIHpA
CHTEPOIIMTHUS METAJTOTHOHEUH (EHIOTE€HEH XeIaTop, KOWTO CBbp3Ba MEATa U HMHXHOUpa
HABJIM3aHETO U B MOPTAIHOTO KpbBooOpwIIeHue). [IpernopbuBa ce mocTeneHo yBeandyaBaHe



Ha no3ata ¢ no 50 Mr MHK CeIMUYHO 10 aocturane Ha 150 Mr qHeBHa 1032, pa3aesieHa Ha

Tpu npuema 30 MUHYTH NIPEAU XPAHEHE.

— EdexTuBHOCTTa Ha JICUCHHETO CE€ OICHSIBA C OMOXMMHUYHOTO MOJ00peHue u 24 JacoBa
KYNpUYpHsl, KOSTO cieBa Aa e noxa 1,6 umol/ 24 yaca npu cTabUIIHO JIeUeHueE.

— CrpannuanTte e(eKTH BKIIOYBAT: CTOMAIIHO Jpa3HEHE (CBBP3aHO C H3MOJI3BaHATA
[IMHKOBA COJI); UMYHOCYIPEeCHUBEH e(eKT (HamalliBaHe Ha JICBKOLIMTHHUS XEMOTAKCHC);
yBEeIIMYaBaHE HA CEPyMHHUTE JMNa3a W/WIM aMuia3a, 0e3 KIMHUYHU WIH OOpa3HH
Oene3u 3a MaHKPEaTHT.

Knuanynoro nopobpenue e 6aBHO, HabOJaBa ce Hal-MaikoTo 3 10 6 Mecena cien
3aroyBaHe Ha JeueHuero. [lonabpkamoTo jgeyeHne TpsOBa Aa MPOABIKU A0 KUBOT, Thil
KaToO BCAKO BJIOLIABAHE IPU IPEKbCBAHETO MY € IOTEHIMAIHO HEoOpaTHMO, BBIIPEKH
BbH300HOBSIBAaHE IIPHUEMa Ha JIEKAPCTBEHUS MPOIYKT.

JleyeHueTo HempeMeHHO TPsAOBAa 1a NMPOABLJIKM M 110 BpeMe HA OpeMEHHOCT, Thil
KATO BCSIKO MNpeKbCBaHe MOKe Ja JoBede 10 Obp30 BjaomasaHe. [lo3ure Ha
JIEKapCTBEHHUTE MPOJIYKTH Ouxa MOMIM Ja ObJaT HamalleHH IpH KOHTPOJ Ha 24 4vacoBa

KYTIPUYPHSL.

1.3.2.Hecnenu¢uyHo jJeyeHune:
@®apMaKoJOTHYHO  JICYEHHE Ha YEpPHOAPOOHOTO 3aboiisiBaHE: JICUCHHE W
npoHIaKTUKa Ha KPHBOM3JIMBU NPU HAJIMYHME HA TOPTaHA XHUIEPTOHHs (Oera-O0JoKepH);
JAUYPCTHYHO JICUCHUC MTPHU HAJIMYKEC HA OTOLU U aCUT, JP.

2. ATIUOIMATUYHA XEMOXPOMATO3A

2.1. OBIIIA XAPAKTEPUCTUKA

XeMmoxpoMaro3aTa IMpeJACTaBisiBa aOHOPMHO HATPyNBaHE Ha JKENsI30 B
MapEeHXUMHUTE OpraHH, MPUYMHABALLO TAXHOTO YBpexjaaHe. OOMKHOBEHHO C TEpMHUHA
“xeMoxpomaTo3a’ ce 0O3HauaBa BpoOJieHaTa, uauonaTuyHa xemoxpomarosa (M1XX), 3a kosito
CEe OTHACAT HACTOSILIUTE aNropuTMu. BropuuHaTa xemoxpomarosa (MIu XeMOCHIEepo3a) €
npunobura B XoJa Ha Jpyrd 3a0onisBaHus (XPOHHMYHHM XEMOJIMTUYHU aHEMHUU,
cunepobIacTHa aHEMUs, CbCTOSIHUSL CBBP3aHU ChC 3HAYMTENIECH NMapeHTepalieH NMpueM Ha
’KEJIe3HU IpernapaTH, MHOKECTBO KPbBOIIPENIMBAHUS U JIP.).

NXX ce mpenaBa aBTO30MHO-peleCMBHO. CrenupHUUHUAT 32 HACEIEHUETO Ha
3anagna u Cesepna EBpoma mytupan ren (HFE, xoitto e cBbp3an ¢ rmaBams HLA
KOMIUIEKC U yusATO ToukoBa myranus npu XX e Cys 282 Tyr) € OTHOCUTENHO pAIbK 3a
bearapus. Peructpupanu ca otaenHu 600aHU. ['eHETHUHUTE OTKIIOHEHMSI, BOACIIU [T0-YECTO
o UXX y Hac ouie He ca yCTaHOBEHU. JIMmcBar HaJekJHU NaHHU 3a yecrtorara Ha UXX B
bearapus. ConuanHata 3Ha4YMMOCT Ha 3a0osiiBaHeTO ce oOyciaBsg OT TOBa, Y€ TO C€
pa3BUBa KJIMHUYECKHM B TPYAOCIOCOOHA BB3pacT M BOAU [0 paHHA WHBAIHIW3ALUA H
IpeXxIeBpeMeHHa CMBPT. YecTo € pa3BUTHETO Ha IbPBHYCH YEPHOAPOOCH pak, KOeTo Ou
MOTJIO J1a C€ MPEJA0TBPATH OT CBOEBPEMEHHO JICUCHHUE.

2.2. JUATHO3A
AHaMHECTMYHH KPpUTEpPHUH 3a quarnozara Ha UXX.
OmnakBaHusTa ce MosBsBaT oOMkHOBeHO Mexay 30 m 50-rogumHa BB3pact. Haii-
YCCTUTC OT TAX Ca OTIIaAHAJIOCT, CTaBHU 60JIKI/I U CCKCYAJIHU HAPYHICHUS (I/IMHOTGHL[I/ISI,
3ary0a Ha TUONI0, MEHCTPYaJTHU CMYIIICHHS. ).

Kiauanynu kpurepuu 3a nuarnosara Ha UXX.
Haii-yectuTe HaxoAku ca XemaToMerainus, KOXKHAa XUIIEPIUTMEHTALUs W apTpHUT.



Hanune ca ciegHuTe CHUHIPOMH: XPOHHYHO HPOTPECHUPALIO UYEPHOIPOOHO YBPEXKIAHE;
3axapeH aualeT; KapAMOMHONAaTH; TOTHUAPTPUT; IPYTU €HIOKPUHHHU HAPYIICHH.

Cunopom nHa XpoHUYHO 4epHOOPOOHO yepercoaHne.

VYcTaHoBsIBa ce IpyU BCUUKH HelleKyBaHU 0oiHU. CTeneHTa Ha YBPEXKIaHETO BapHpa
OT Jieka HavaiHa (Gubpos3a (ycTaHOBEHa OMONCHYHO) A0 TEXKa JEKOMIIEHCHUPaHA LUpPO3a.
Bunaru e Hanmuie xermaroMerainusi. YecTo nMa TeXecT U ThIIU OOJIKH B JSICHOTO Toapedpue.
BonnusaT ce omnaksa ot cinaboct U chHIMBOCT. [Ipu Beue pa3Buiia ce Lupo3a MOXKe Jja uMa
u cruieHomeranus. OT 4epHOApOOHUTE J1Ia0OpaTOpPHM IOKa3aTelad Hali-4ecTo JIEKO M0
yYMEpEHO ca yBEJIUYEHU aMHHOTpaHc(epasure. XunoanOyMuHeMHUsI u
XHUIepOMIMpyorHemMus ce HaOIro1aBaT P HAPEAHAIHN IUPO3H.

Ocob6eHo BayKHU 3a AMartHo3aTa ca IPOMEHHUTE CBbP3aHU C HapylleHaTa OOMsHa Ha
KeIsA30TO. Y cTaHOBsIBa ce xunepcuaepemusi. Hacumanero Ha tpanchepuna e Haa 60% npu
Mbxke U 50% mnpu KeHH, Karo B IOBEYETO cliyyau cTodHoctutre ca Hajg 70%.
KoepuuueHnTsT Ha HacuilaHe Ha TpaHCepuHa NPEACTaBIsBA CHOTHOIICHUETO MEXIY
cepymuoro xensa3o0 u OXKCK (B umol/l) uzpazeno B npoueHT. PepuTuHbT B cepyma €
CHJIHO MOBHIIEH U 0OMKHOBEHO HaAXBBPist 1000 ng/ml.

Karo “smaren crannmapt” 3a auarHosara Ha MXX ce mpuema M3BBPIIBAHETO Ha
yepHOApoOHa OHMONCHsS C ONpeleissHe KOHLEHTpalMsaTa Ha JKelsi30 B YepHUs Jpoo,
XHMCTOJIOTHYHO JIOKAIM3UPAHE Ha JKEJEe3HHTE OTJIAraHus M YTOYHSIBAHE CTENEHTa Ha
¢ubposara. Konuenrpanusara Ha ens30To B yepHus aApo6 npu XX BuHaru HajaBuIaBa
70 umol/g cyxo Termo (HopmanHO 10 25 pumol). Kato moneseH kputepuii ce M3Mon3Ba T.
Hap. YepHOJPOOEH JKeJIe3eH MHJEKC, KOMTO MpeCcTaBisiBa apUTMETHYHOTO ChOTHOIIEHUE
MEXy JKeJsi3HaTa KOHIEHTpauusi umol/g cyxo Terno) u rogunute Ha 6omuus. [Ipu UXX
TO3M MHACKC € MO-BUCOK OT 1,9. OOMmIOTO KOJIMYECTBO OTJIOKEHO KEJIA30 B YEPHHS IPOO0
Bapupa Mexy 5 u 20g. Trii KaTo 3a cera y Hac He ce U3BBPIIBA XUMUUYECKO ONpeIesiHEe Ha
KENA30TO B 4YepHOApoOEH OuomnTar, peliaBalia € XHCTOJIOrMYHaTa OlIEHKa Ha HErOBUTE
ornaranus ciuen onseTsiBaHe mo Perls. ITpu MXX xens30oto ce HaTpynBa TJIaBHO B
XEMaTOUUTHTEe M JKIBYHHATE CMUTENUH M J0cTa mo-Manko B KymdepoBure KIeTKH.
OtnaranusTa ca Haii-OOWJIHU B MEPUIOPTATHUTE XEMATOLMTH M HaMalsBaT B MOCOKA KbM
HeHTpanHaTa BeHa. CterneHnTa Ha yepHoApoOHaTa (hrudpo3a moauepTaHo Kopenupa ¢ Ta3u Ha
cunepos3ata. Ilocinennara e Haii-u3paseHa mpu HampegHana nupoza. MP konuuyectBeHO
OIpE/IEeIIIHE HAa HATPYIAHOTO JKEJISA30 € HOB, HO BaJKEH METO/JI, KOMTO € peajHa aJTepHaTHBa
Ha XUCTOJIOTUYHOTO OINPEEIITHE HA OTJIOKEHOTO XKeJIA30 B UePHUs 1po0.

[Tpu Gomum ot UXX ¢ mupo3a pa3BUTHETO HA IBPBUYEH paK Ha YEepHHS JIpod e
MHOTI'0 4€CTO, KaTO B TYMOPHATa ThKaH HE CE OTJIara es3o0.

3axapen Ouadem. Hauanuu HapylieHus B TJIFOKO3HHSI TOJIEPAaHC M MOBHUIIEHA
WHCYJIMHOBA PE3UCTEHTHOCT C€ JOKA3BaT OIE B MPEUUPOTHYHMS CTaAUN. 3axapeH auadeT
ce ycraHossiBa y Hag 70% mnpu 6omauTe 0T MXX ¢ odopmena nupo3a u 'y no-manko ot 20%
MIPU OCTAHAJIUTE.

Kapouomuonamusa. Cpema ce no-psaKo 0OTKOJIKOTO auadeTa, HO € yecTa NpUYHHA
3a cmbpTHOCT npu UXX. IIppBOHAYaNHO eNeKTpOKapaAnOrpadCcKu ce YCTAaHOBSBAT HUCHK
BonTaxx W Hecreruduunau npomenu B ST u T. [lo-yectu ca npenchpAHUTE TaXHAPUTMHUHU,
CIIe[IBAaHU OT KaMEpHU eKcTpacuctoiuu M Taxukapauu. C HampenBanero Ha MXX ce
pa3BuBa AMaTHpama KapauoMmuonartus. Exokapauorpadcku ce ycTaHOBSIBAT YBEJIWYECHUE
Ha JIIBaTa KaMepa U HapyIICHHE B CUCTOIHATA U (DYHKIIHUS.

IHonuapmpumen cunopom. YcraHoBsaBa ce y wMexay 15 um 60% or
HoBoAMarnoctunmpanute 6omau ¢ MXX. Haii-uecto ce 3acsarat merakapnodaraHreaTHuTe
U TPOKCUMANHUTE WHTepQalaHreallHd CTaBH, CIEABAaHM OT KOJEeHaTa, XOJujaTta,
KUTKUTE, ThpOa M Bpara.



Jlpysu endoxkpunnu napywenus. VIMOOTEHTHOCT W 3aryba Ha JuOuUI0 ce
oTkpuBar y Mexay 12 u 40% ot HoBonmarHoctupanute mbxe ¢ UXX. Hannuunero u Ha
nualbeT gompuHacs 3a Te3u HapyumieHus. [Ipu jkeHuTe MoOXe Ja MMa MEHCTpyallHH
CMYILEHUS, IOCTUTAIIN JIO aMEHOpesl.

IIpu XX ce cpemar u XUnep- Uik XUuIoTUPEOUIU3bM.
Hanoxurenna e audepeHHaIHATA JUATHO3a C BTOPUYHA XEMOCHIEPO3a U APYTU
XPOHUYHHU YEPHOIPOOHH YBPEKIAHUSI.

Bmopuuna xemocuoeposa. Pa3zsuBa ce npu Ipyru CbCTOSIHUSA, BOJEIIM 10 IIOBUIIEHO
OTJIaraHe Ha JKeJA30 KAaTO XPOHWYHHU XEMOJIUTUYHU AHEMHH, CUACPOAKPECTUYHU aHEMHUH,
IPOABIDKUTENHO MapeHTepaiHo (M JOpH OpallHO) JIeUeHHE C IKEJIe3HU Ipenaparw,
MHOXECTBO KPBBOIpEIMBaHUA M JAp. 3a pasnuka oT MXX, myHKIMOHHO-OMOICHYHO ce
YCTAaHOBSIBA, Y€ JKENA30TO € OTIOKeHO riaBHO B KymndepoBute KkieTku, a He B
XECIaTOLIUTHUTE.

Jlpyzu xponuunu uepnoopoonu yepexcoanus. [Ipu anxoxonHa yepHoipoOHa Oosect
U XPOHUYHH BUPYCHHU XCIATUTH MOXKE Ja MMa BTOPHUYHO OTJIaraHe€ Ha KCJIKA30 B YCPHHA
Ipo0, HO TakOBa HE Ce HATPYyINBa B IPYruTe opranu, 3acerHaru npu MXX. [Ipomenute B
HACHIIIAHETO Ha TpaHchepuHa u cepyMHUsT EPUTHH ca MMO-CJIa00 U3PaA3CHHU.

[Ipy XpOHWYHW BUPYCHHM XEHATUTH MOXE Ja C€ YCTAHOBST TIOBUIICHHE Ha
KENA30TO, HACUINAHETO Ha TpaHcpepuHa W (QepuTnHa B cepyma 0Oe3 IyHKIIHOHHO-
OMOTICHYHHM JJAHHU 32 YEPHOJPOOHA CHIIEpO3a.

Judepenuuannata auar{osa MpU UUPO3W B TEPMHUHAIEH CTAIUil C MOBUIICHO
CEepYMHO JKEJSI30 € TPyJHA, Thil KaTo € BB3MOXKHO UYEPHOIPOOHHUAT >KEIEC3eH WHACKC 1a
ObJe 0-BUCOK OT 1,9 M XMCTONOTUYHO J]a Ce YCTAaHOBST JKEJIEe3HU OTJaraHus 0e3 Ja mma
NXX. Ome mno-3arpygHeHa € audepeHnuanHaTa AMarHo3a, KOrato 4YepHOApoOHaTa
Ouorcus € MPOTUBOMOKa3HAa (KoaryaallMOHHU HapylIeHus, TpoMOonuToneHus ). ['eneTnanmn
n3ciieIBaHus 3a Aoka3Bane Ha XX 3acera y Hac He ce U3BbpIIBAT.

2.3. JEUEHUE HA UXX

HenexyBanara UXX mporpecupa 10 HUpoO3a U CMBPT OT HEWHUTE YCIOKHEHUS WIIH
OT IbpBUYEH 4YepHOApoOeH pak. [lpyra mnpuuMHa 3a CMBPTHOCTTa € JWiIaTHpaliara
KapAarnoMuonatus. 3a00JIBaHETO UMa T0I00CH U3X0/1 U TPU KBCHO 3aII0YHATIO JICYCHHUE.

Macusnume  Kpwveéonyckanus ~ ca  OCHOBHara  Tepanus 1pu  HWXX.

[Tpu HOBOMMArHocTUIMpaHuTe Oo0nHU ce myckaT mo 500 ml Bemu®mxk (Wam mopu 2
I'bTH) CEIMUYHO B Mpoab/keHWe Ha 1 mo 2 romunu. [lpu egHO KpbBOIMyCKaHe ce
u3uepnBar okojo 250 mg xens30. ExeceIMUYHOTO MM U3BBPIIBAaHE CE€ MpPEKpaTsiBa
clie]] JOCTUTaHE CHhOTBETHOTO TPAaHO CHMIKEHHE HAa HSIKOM OT CIEIHUTE I[OKa3aTelu:
xemornobun - mon 110 g/l, xemarokpur - mox 0,35, ¢peputun - nox 20 ng/ml. Cnex ToBa
ce MpEeMHMHaBa Ha MOAIBPKAIIO JIEYEHHE, CBHCTOSIIO CE€ B HAKOJIKO KPBBOIYCKaHUS
roauInHoO. bpodtr um ce ompeznens OT CTOMHOCTUTE Ha (DEHOTHITHUTE IOKa3aTelau MpH
NXX B cepyma - xens30, Hacuiane Ha TpanchepuHa u ¢eputun. Te TpsOBa ma ce
noaabpkar B pedepeHTHH (a ome Mo-A00pe B JOTHOTPAHUYHH) CTOMHOCTH.
KpbBomnyckanusaTa ce U3BbPIIBAT BbB BHTPEIIHOTO OTACIICHHE HAa pernoHanHara MBAJL
3a ga ce u30erHe PUCKBT OT AaHEMHs, XUIOATOYMUHEMHUS U XMIIOTEH3UBHU MPOSBHU,
HEOOXOIUMO € Jla Cce WM3rOTBM KapTa 3a MpEABAPUTEIIHM W3CJIECIBAHUS TPU CHCTEMHO
JedyeHne ¢ KpbBonyckaHe. B mpuinokenue e mpeacrtaBeH oOpasell oT TakaBa kapra. [lpu
HEBB3MOKHOCT Ja C€ HW3CIeABaT HSAKOW OT MOKa3aTelIWTe Ha Ta3u KapTa OOMHUST ce
HACOYBa KbM YHHUBEPCUTETCKA TaCTPOCHTEPOIIOTUYHA KITMHUKA.

IIporuo3ara npu 3amnousaio jeuyeHue Ha XX 3aBucH OT CTEeNeHTa Ha pa3BUTHE Ha
yepHoapoOHaTa ¢(ubpo3a. Ilpm Oomam 0Oe3 3HaumrenHa (uOpo3a JIEYEHUETO C



KPBHBOMYCKaHUS BOAM MPAKTUYECKHU 0 HOPMAITHA MPOIBIDKUTETHOCT Ha KUBOTA. AKO HsIMa
MIPOTUBOMOKA3aHUs (aHEMUS, XUTIOATOYMUHEMHUS, aCIIUT), KPHBOIYCKAHUATA CE MpHIIArar
u npu opopMeHa Beue IHUpo3a. ToraBa HEHHOTO pa3BuTHE ce 3a0aBs. [Ipu Bapunu Ha
XpaHOMPOBO/Ia Ce HA0JII0/1aBa HAMAJIICHUE HA TEXHUS pa3Mep U MO-PsIIKO KbPBEHE.

KpbBonyckanusaTa BoIAT 10 MoA00psBaHE U Ha 1UabeTa,0c00€HO, aKo TOH Ollle HE €
WHCYJIMHO3aBUCUM. bIaronpusaTHO ce MOBIMSABA M KapAHMOMHUOIATHATA, OCOOEHO, aKo
JUaTanusaTa He € TpaiiHO opopMeHa.

ApPTpPUTHT, CEKCYaTHUTE HAPYUICHHUS U TUPEOUJTHUTE aHOMAIIUU HE ce MoJ00psBaT OT
KPBBOITYCKAHUSATA.

[Ipn mpoTuBomoOKazaHWsl 3a KPHBOMYCKaHUS (aHEMHUS, XUIOATOYMUHEMUS) Ce
npoBexa edenue ¢ Deferoxamine. Toit ce mpunara kato npoabiukutenau, 10-12 yacou
MOJAKOXXKHHU BJIMBaHUSI C MH(Y3MOHHA rmommia B AHeBHa go3a 20-50 mg/kg. Bu3moxuHm ca
JIOKQJIHA BB3MAJICHUS Ha MICTOTO HAa WH(Y3UUTE, OTOTOKCHUYHOCT, PETUHOTOKCHYHOCT U
pa3BUTHE HA KaTapakTa.

Jlumara ¢ XX, ocobeHo Te3u c mupo3a, TpsSOBa CHCTEMHO Ja Ce TojjiaraT Ha
exorpad)cku KOHTPOJ (WK J1a ce U3Ciie/IBa O.-PETOMPOTEUHBT) C OTJIel PAHHOTO OTKPUBAHE
Ha TbPBUYEH YEPHOAPOOECH paK.

JnabeTpT, KapAUOMHOIATUATA, TOJUAPTPUTHT U CEKCyaJIHUTE HapyIICHUs, B
3aBHCHMOCT OT TSIXHaTa U3Pa3eHOCT, Ce JIEKYBaT ChC CTAHJAPTHUTE 32 TSAX TEPAIUU.

HNudopmanus 3a 60,THATE U MIOBeIeHUE PU TEXHUTE POAHUHU-TEHHH HOCUTEJIH.

Ha Gonuute TpsiOBa Aa ce 00sICHU CHITHOCTTA Ha 3a00JISIBAHETO M HEOOXOIUMOCTTA OT
CUCTEeMHH KPBBOITYCKaHUsI, BKII. TAXHATa 0e3BpeaHOCT. TpsiOBa /1a ce OCHIIECTBU PAHHOTO
OTKpHBaHE Ha 3a00JISIBAHETO y TE3M OT Jelara UM, KOUTO ca TeHHU HOCUTENH. ThiH KaTo
3acera TreHeTWYHH wuscienBaHus 3a MXX y Hac He ce M3BBpIIBAT, HYXKHO € Ja ce
MPOCIIEIIBAT CHUCTEMHO (EHOTHUITHUTE CEPYMHH TIIOKa3aTeld - JKEJSI30, HACHIIAHE Ha
Tpancepuna u ¢eputud. [Ipu CHOTBETHH OTKIOHEHHS TpsAOBa Ja ce W3BBHPIIU
yepHoapoOHa Ouorcus. JJopu npu HavaiHu cujeposa u Gudpo3a ce MPOBEXIa JICUCHHE C
KPBHBOMYCKaHUSI.



KAPTA 3A IIPEJABAPUTEJIHU W3CJIEIABAHUSA IIPU CHUCTEMHO
JEYEHMUME C KPBBOIIYCKAHUA

1. HeoOxoaumu mokaszaTeMd W MUHUMAJIHUTE MM CTOMHOCTH, ITO3BOJISBAIIU
3al0YBaHE HAa CUCTEMHO JICUEHUE C KPbBOIYCKAHMUS:

IMoka3arenu MuHuMaJIHA CTOMHOCT
ApTepHuanHo HajlsraHe 14,6 xPa (=110mm xuBaK) CUCTOIHO
XeMornoOuH 120 g/1

Epurponuru 4,0x10'/1

MCV 80 fl

JleBkonuru 3,5 x10%/1

Tpom6oruTH 100 x10%/1

CepyMHO KeJsi30 10,2 umol - mBxe u 9,2 pumol - xenu
Hacumane tpancdepun 20 %

CepymeH anOyMuH 35 g/l

3abenexka: [lo-HHMCKM OT TOPEMOCOYEHUTE CTOWHOCTH Ha XEMOTJIOOWHA,
eputpountute 1 MCV mipu juIa cbC CUTYPHO J0Ka3aHa XeTEepO3UroTHa 3-TasiaceMus He ca
IIPOTHBOIIOKA3aHUE 32 3alI0YBAaHE Ha JIEYCHHE C KPBBOITYCKaHMs, aKO TO € HE0OXO0AUMO.

2. [IpocnensBanu moka3aTeNy B X0/1a Ha JICYEHUETO ChC CUCTEMHH KPbBOITYCKAHUS.

e Jlpu Bcuuku OOJHM HENOCPEACTBEHO MpPEAM BCIKO KPBBOIYCKAaHE C€ M3MEpBa
apTepUaIHOTO Hajsirane. MuHUManHaTa CTOMHOCT, TTO3BOJIsIBalllA KpbhBOIyckaHe € 14,6
kPa (=110mm xwuBak) cucronuuno. [Ipu noHmxenne ce mocraps moakoxxkHo Etilefrine
WM Jpyr aHAJIENTUK, 3a Ja Cce€ JOCTUrHE TopHara ctoilHocT. Ilpum mo-
M3pa3eHa XWUIOTEH3Us] KPbBOMYCKAHETO C€ OTJjiara 3a HSKOJKO JHH, MpPEe3 KOUTO Ce
Ha3HayaBa CbOTBETHA TEpAINUsl C aHAJIETITEIH.

° [Ipy nOAHOrpaHWYHM CTOMHOCTH Ha HSKOM OT JIaDOpaTOPHUTE IOKa3aTellu,
YCTaHOBEHU MPEU 3all04YBaHE HA JICUEHUETO, HAJIOXKUTEIIHO € KOHTPOJUPAHETO UM 1-2
JHU TIpeau BCAKO KpbBomyckaHe. [lpu Bcuuku OonHM mnokaszarenure B T. | ce
KOHTponupaT mpe3 4-6 KpbBomyckaHus. B xoma Ha J€YEHHETO € JOIMYCTHMO
U3BBPIIBAHETO HA KPBBOIYCKAHE MIPU CIEAHUTE CTOMHOCTHU:

Moka3zaren MuHMMaJIHA CTOMHOCT
Xemornooux 110 g/

Eputponutu 3,8 x10'/1

JleBkomuTH 3,5 x10°/1

Tpombouutu 80 x10%/1

CepyMHO kens30 10 umol 3a MBxe 1 9 pmol 3a sxeHu
Hacumiane Ha Tpanchepuna 15 %

CepymeH anOymMuH 34 g/l



XIII. YEPHOAPOBHA IIMPO3A - YCJIIOKHEHU A

1. HIOPTAJIHA XUITIEPTOHMUS — Bapuuym Ha XpaHONPOBOAA, BAPHIU HA
CTOMaxa U XMIIEPTECH3UBHA racrpomnaTust

1.1.OBIA XAPAKTEPUCTHUKA

[lopTanHata XUMepTOHUs NPEAU3BHKBA Hail-CEpUO3HUTE U CMBPTOHOCTHU
YCIIO)KHEHHS Ha 4YepHOJApoOHAaTa 1upo3a, KaTro acuuT, eHuedanonatus U
KPbBOM3JIMBH OT BapuIl Ha XpaHOIpOBOJAa M cTomaxa. KpbpBoM3IuBUTE OT
M3TOYHULIM Ha MOPTaJHATAa XUIEPTOHMSI Ca CIIEIIHO ChCTOSHUE, CBbP3aHO C BUCOKA
CMBPTHOCT ¥ KOMIUIMKAlUHU. Pa3ziMyHOTO HO TeXecT MOAJIEeXaI0 YEpHOJIPOOHO
3a0oJsiBaHe,  MPOMEHSIIO  JUAarHOCTUYHUS W TEPANeBTHUYEH  AITOPHUTHM,
JOMBJIHUTENIHO YCIOXKHsABAa Mpobiiema. HeobGxoaumocTra OT YHUUUUpPAHU SICHU
KpUTEPUM 3a JMarHo3a, MNpoQuiIakTHMKa W TepamneBTUYEeH TMOJXOX BOAU J0
n3pabOTBAaHETO U  IIOCJIEOBATETHOTO YCHBBPUIEHCTBAHE HA  MEKIYHapOJIHU

KOHCEHCYCH 3a IOpTajHa XUIIEPTOHUs, Hali- U3BECTHU OT KOMUTO ca Te3u oT Baveno
LILII m IV.

1.2. JUATHO3A HA ITOPTAJIHATA XUIIEPTOHUSA
Ouyenka Ha cbCMoAHUEMO HA nayueHma
1.2.1. TexecT Ha YepHOAPOOHOTO 327100/ 15IBaHe:
1.2.1.1. Haii-uecto u3nonsBano e cragupaneTo mo Child-Pugh.
1.2.1.2. Craguu Ha yepHOApOOHATA ITUPO3A 10
Baveno IV: Cr.I - 6e3 Bapuiu, 6e3 aciut
Cr. II - Hanmuume Ha Bapuiy, 6€3
actut Ct.I1I - acuut +/- Bapuim
Cr.IV - kbpBeHe oT BapulM +/- acLUT
1.2.2. ETHOJIOTHS HA YePHOAPOOHOTO 3200J/IsIBaHe
- QJIKOXOJIHA €TUOJIOTHS; JaHHU 32 MPObJKABAIlla KOHCYMalIUs
- BUpyCcHA UHEKITUSI
1.2.3. llpuapy-xkaBaimu 3a00/11BaAaHUSA
- HaJuuue Ha ObOpedyHa Hel0CTaThbUHOCT
- Kapuo-I1yJIMOHAJIHU 3a00JIIBaHUS
- CEICHC
- HeJIOXpaHBaHe

JAuaznocmuyunu memoou

1. ®u3ukannm Oesie3m: Kojarepaad MO KOpEMHATa CTEHA; NEPKYTOPHU JAaHHU 3a
acIUT; TBHP YepeH ApoO(yBEIMYEH UK HE), CTUICHOMETaJIHsI

2. JlaGopaTopHu AaHHM — ynoMmeHatute no-rope + nosumeHu ACAT, AJIAT,
ITTII u A®, makpouuTHa aHEMHs, TPOMOOIUTONECHHUS, JICBKOICHUS, KPECATHHHH,
ypes, Na, K, Cl, wmapkepu 3a xponmuna wuHpekmus c¢ HBV, HCV,
Andaderonporenn

3. AdnomuHaaHa exorpadusi: exorpadcka XapakTepuUCTHKa Ha HaIlpeIHaio
TUQy3HO YepHOAPOOHO 3aboisBaHe, CIUICHOMETANHs, AaclUuT, JIuiaTanus Ha
MOPTAJIHUTE CHJIOBE, BU3yaJU3MpaHe Ha MOPTO-CUCTEMHA KoJlaTepaiu, TpoMOo3a Ha
BEHA IMOPTE.

4. Jlomsep-exorpadusi - OI€HKAa Ha MPOMEHUTE B CpeaHaTa CKOpPOCT Ha
KpPbBOTOKa B TMOPTAJIHUTE CbHIOBE M KOHIECTHBHUS MHJAEKC, IPOMEHH B
PE3UCTEHTHOCTTA Ha CINITAHXHUKYCOBHUTE apTEPUU U YEPHAPOOHHUTE ChIOBU WHICKCH.
Jloxa3BaHe Ha TOPTO-CUCTEMHM KOJjaTepalu, IWIaTHpaHa B. racTpUKa CHH. C
MOBUIIICH KPBBOTOK. LleHeH wMeTon 3a mpoyyBaHe Ha eQUKACHOCTTa Ha
MEKMMEHTO3HU TE€PANIeBTUYHU PEKUMH.

5. I'opHa eHicKonusl - OCHOBEH JUArHOCTHUYEH METO/I 32 I0Ka3BaHE Ha BapUIH (BXK.



o- JI0Ty).

6. I'opnoennockoncka exorpagusi — OPEIUMCTBO IpU  OLEHKA  Ha
napaeszoareannu Bapuly, nepHoOpaHTHU ChIOBE U KPBBOTOKA BBB V. azygos Mpeau
U clle]] JIeYeHHE, J0Ka3BaHE HA MaJIKU CTOMAIIHH BapHUIM.

7. U3mepBaHe HA YePHOAPOOHHUSAT IpaJveHT HA NOPTaaHOTO HaasAarane (HVPG)
— JlaBa Hail-TOYHa MpEeLEeHKa 32 HAIMYMETO Ha MOPTaJHA XUIEPTOHUS U €BEHTYaIHU
BapHIlM, KaKTO M 3a e(QHUKACHOCTTAa Ha JIEKapCTBEHATa TEPAaNeBTHUUYHU PEKUMHU.
ITopaau UHBa3UBHOCTTAa My HE CE NMPENOPbUBA PYTUHHO NpHIIaraHe.

8. Amnruorpapusa m MR anruorpapmus - camMo npu KaHIUAATH 32 XUPYPrUYHO
JICYCHHUE.

9. Cnupanen KAT - npeauMHO 3a OLIEHKA HAa MaJKW OTHUIIHM JIE3UHM B Xerapa
cycnektHu 3a HCC

10.KonTpacTHa peHTreHorpagusi Ha XpaHONPOBOJ U CTOMAX

1.3. BAPUIIN HA XPAHOIIPOBO/JA

IlosiBa M ecTeCTBEH X0

Bapuuure Ha xpaHONpOBOAA U cTOMaxa ca KIMHUYHO Hal-3HAYUMUTE MOPTO-
CUCTEMHHU KoJlaTepajlH IpU MOpTajHa XUrepToHus. YecrtoTara Ha MosBa Ha BapuLU
npu mupo3a ce wuszuuciasBa Ha 8-10% roaumHo, cpeaHo 12% € roauIIHOTO
nporpecupane B pa3Mmepute uM. Bwopeku, ue okomo 90% oT OGomHHMTE € IHpo3a
pa3BUBaT BapuIlM, KPbBOM3IUBU ce HabmonaBatT npu 25-30%, kato B okono 70%
TOBA CTaBa IIpe3 I'bPBUTE JIBE MOJMHU ciie]l AuarHo3ata. CMbpPTHOCTTA clie IbpBU
€MH130/1 Ha KbpBEHE, HE3aBUCUMO OT JUArHOCTHYHUS U TEpareBTUYEH MpOTpec mpes3
nocinenHure naBe nekaau, crnaga ot 40% na 20% 3a mbpButre 6 ceamuuu. Crep
HOBTOpEH KpbBoM3UB ex3utupar 50-70% ot 6omnute, 60% 10 BTOpaTa roauHa.

[IponbikaBaiiara ajaKoOXOJHAa KOHCymalMs € JokasaH (akrtop 3a
MPOTPECUPAHETO HA BapUIUTE M OOpaTHO, TpaliHaTa aOCTUHEHIMS MOXE /a OB
JI0 HaMaJisIBaHe U JOPH 10 U3UE3BAHETO Ha MAJIKU BapHIIU.

PuckoBute Qaxtopu, mnpeacka3Balld W TPOBOKUPAIIM KPHBUIOBUTE OT
BapHIIM, HE C€ HAI'BJIHO SICHU. JloKa3aHo €, 4e MPpU HaJU4Ke Ha TOJIEMU BapULU U MPU
kpbBom3iBH HVPG e nag 12 mm Hg wu obpatHO, Xemoparuu He ce HaOIro1aBat
npu HVPG <12 mm Hg. Pa3mepsT Ha BapumuTe, OIIEHEH €HI0OCKOIICKH, € Oe3CTIopeH
npejckasBail (GakTop ¢ pucK OT KbpBeHe 7% mnpu manku Bapuiu 10 60-70% mpu
rojieMd, HarbHaTU Ch0Be. Halnunero Ha 4epBEeHU METHA, KaTO M3pa3 Ha MOBUIIEHO
HaJsiraHe Ha BapUKO3HATa cTeHa, ce ycraHoBsaBar B 80%. CrenenTa Ha uepHApoOHaTa
yBpena (Child B,C) e ocHoBen mpesckaszBail (akTop 3a MosiBa HA MAaCHUBEH IIbPBU
KPBBOM3JIMB, PHUCK OT MOBTOPHO KPbBEHE M HaMalleHa ABJITOTpaiiHa MPEKUBIEMOCT
ciell KpPbBOMM3JIMBUM OT Bapulud. B pamkure Ha €IHOTOAMIIHO MPOCIEIsSBAHE
cpeaHaTa CMBPTHOCT OT KPBBOW3IHMBH OT Bapumu € 5% npwu namuentu ¢ Child A
uposa, 25% - nmpu Child B u 50% npu Child C.

Knacndukauus

Haii- yecTo m3non3BaHaTa u JIECHO MPUWIIOKHUMA € KJIacu(UKaIUATA Ha
BapHIIMTE 10 cCKajiaTa Ha Sarin:
I cT. Manku npaBu BapuI, KOMTO KOJIaOUPAT JIECHO MPU MHCY(UIalusl Ha Bb3IyX.
Il cr. Yromemenu, HarbHaTH BapuIM, KOUTO OOTypupar mo- Majako or 1/3 or
JyMEHa Ha XPaHOIPOBOAA.
I cr. Tonmemu, cuIHO HarbHaTd, KOH(IyHpaIlld Bapuld, KOUTO HE ce
MOTUCKAT MNpU UHCY(DIanus Ha Bb3AYX.
IV cr. I'onemu, cuiaHO HarpHATH, HAITPETHATH BapULU C YEPBEHU IIETHA.

EH10CcKONCKY CKPUHUHT 32 HAJIMYHMe HA BAPUIU M IIPOCJIesiIBAHETO UM
1. Bceuukm  manumeHTd  cienBa  Ja  ce  M3CieIBaT  3a  BapULM  IIpH



IFPBOHAYAYATTHOTO TIOCTABSIHE HA JMArHO3aTa IUPO3a.

2. Tlpu xoMIIeHCHpaHU MALMEHTH Oe3 gapuyu, CHIOCKOMUATA ClIe[Ba JIa C€ TIOBTaps
Ha 2-3 rOJUIIHYA UHTEPBAJIM 3a OI[EHKA Ha MOsIBaTa UM.

3. HpI/I KOMHGHCI/IpaHI/I IMaMuCHTU C MAaJlKUu eapuyu CHAOCKOIIUATAa cCjJeaBa Jda CC
MOBTaps BCsAKA TOAMHA 32 OIICHKA Ha MTPOTPECUPAHETO UM.

4. Ilpu nbpBOHAYATHO €HJIOCKOIICKO YCTAHOBSIBAHE HA 20/1eMU 8apuyy HE CE HajlaraT
HOBTOpHI/I M3CJICABAHUS.

IIpornocTuynu (pakTOpHU 32 HAJTUUYKME HA BAPUIU
-Hsma noxa3zaHm 3aJ0BOJMTENHM HEEHIOCKOIICKM WHJIMKATOPU 3a HaJIW4YuEe Ha
BapullM. B MHOXeCTBO MOZENH ce 00CHKIAT pa3IMyHi HEWHBA3WBHU MPOTHOCTHYHHU
(dakTopHy, KaTo Hal-4ecTUTE ca: JWIaTUpaHa B. IOpTE, CIJICHOMEralus, aclLuT,
TPOMOOIIUTONCHHUS U JIP.
-Ilopumennsar HVPG e Hail-HaneKOHUAT KpPUTEPUU 32 pA3BUTHE HaA BapHIU
[IOHACTOSIIIEM.

IIporHocTuyHu (akTopy 3a KbPBEHe OT BAPUIIM HA XPAHONIPOBO/A
Hsma ennosnauHo nokaszanu. C mo- royisiMa HaJesKJHOCT Ce MOJI3BaT:
UepnoapoOeH rpaaueHT Ha mopTanHoTo Hansrane - HVPG > 12mm Hg.
I'omsim pazmep Ha BapuLIUTe.
Hanuuue Ha yepBeHH neTHa.
Bucoko Hansirane BbB BapULIUTE.
Texect Ha yepHoapoOHO 3abossBane (Child B/C).
Koncymanus Ha ajikoxout.

Sk WD =

IIpeBeHnust Ha 00pa3yBaHeTO/HAPACTBHETO HA BAPHIIUTE HA XPAHONPOBOAA
- [lopTrocucreMHuTE KOJIATEpad YECTO TMPENNIeCTBAT IOsBaTa HAa BapULUTE U
noJuiexaT Ha JIOKa3BaHE C HEWHBa3uBHU Meroau (abnomuHanHa U Jlomiep
exorpadusi).
- Bcnukn manumeHTH ¢ 1ppo3a MmoJuIexar Ha €HIOCKOINCKH CKPUHHT 3a BapWLU IPH
NIOCTaBSIHE HA TMarHO3aTa.
- IloBumenust HVPG e mnpenckasBany ¢(axktop 3a Hajnuuume Ha BapulM. 3acera
HE Ce MpernopbyuBa PyTHHHOTO MY NPHIIOKEHUE.
- IIpodunakrrnunoro dapMakoIOTHYHO  TpeTHpaHe  He  NpPeAOoTBpaTsIBa
(dhopMHUpaHETO Ha BapHIIH
- [Ipodunakruyno nedenue ¢ - 6oKepu HE € MHIUIMPAHO MPEAU JTOKa3BAHETO Ha
BapUIIH.

IIbpBuyHa npoduIaKTHKa HAa KPbBOU3JIMBHTE OT BapuIU Ha
XpaHomnpoBoja [IpoBexaa ce ¢ yen na NMpeanasu WIN OTIOXKH IIbPBHUS €MHU301 Ha
KbPBEHE, a MPU MAJKH BapHLHY - U Ja ce 3a0aBU HAPACTBAHETO UM.

Nuaunupanu 00JHU:

BonHM ¢ MaJKu BapuIy C YSPBEHU TIETHA

bonuu ¢ manku Bapuiy u craauii Ha yepHapooOnara nupo3a B u C mo Child.

3. BomHU CBC CpeqHM W TOJIEMH BAapUIM HA XPaHOMPOBOJA, HE3aBUCHUMO OT
CTagusl Ha 4epPHOIPOOHOTO 3a00JIsIBaHE.

N —

Dapmakonozuuna npogunakmuxa:
1. Hecenexmuenu f3- 610xepu (Propranolol)- ocHOBHO cpencTBO Ha U300p.
- Jloxazano namansBar HVPG rpaaguenra, HamansBarT KpbBOTOKa BBB V.
azygos U MHTPaBapUKO3HOTO HANSTAHE.
- Jlo3a: 3anouBa ce ¢ 20 mg, 2 mbTH AHEBHO JI0 JIOCTUTaHe Ha [3- OJokaa.
- MonuTopupane Ha 3- O10KagaTa- MOBHUILIABAHE HA J03aTa O JOCTUTAHE HA



25% wnamaneHue Ha MyJIcoBaTa YecTOTa B MOKOM, JOCTUTaHe Ha MyJc 55 ya/MUHYyTa
WY TI0SIBA HA CTPAHUYHU €(PEKTH.

- Hamanasanero nHa HVPG rpaguenta <12 mm Hg wmm ¢ 20 % ot
U3XOOAHUTEC CTOMHOCTH € CAUHCTBCHUAT CUT'YPCH MApaMCThP 3a 3aliUuTa OT BAPUKO3HO
KbpBeHE. 3acera He ce MpernopbyBa pyTUHHOTO My MIpHJIaraHe.

- Tepanusrta ce npoBexaa 10)KMBOTHO.

2. H3zocopoum mononumpam (IS-5-MN). Ilpunara ce npu
MPOTHBOIOKA3aHUS 3a JICYEHUE WIM HEMOHOCHUMOCT KbM [3- Oiokepu; mo3a 20mg,
2 IBTHU JHEBHO.

3. KomOuHpano Jjedenue: [-Onokepu M HU30COPOMT MOMOHHMTpAT; [-
omokepu u Spironolactone.

Enoockoncku memoou:

1. Enoockonckomo  epwv3koeo  aucupane  (EBJI) e  edukacHa
npoduIakTUKa Ha KPbBOU3IMBUTE OT CPEIHU U TOJIEMHU e30(¢areaaHu BapuLy.
- MeronsT e no- epekTuBeH OT 3-OJ0KepUTe MO OTHOLICHHE PEBEHIIHS HAa KbPEHETO,
HO HE 10J100psiBa MPEKUBIEMOCTTA.
- EBJI cnegBa na ce mpwiara NOpud  MAalUMEHTH C  YMEPEHH U TOJIeMH
Bapuiyd W KOHTpPAMHJAUWKAIIUU UJIW HCITIOHOCUMOCT KbM B-6HOKepl/l.

2. Enoockoncko ckneposupane - He ce npuiiara npouiiakTHIHO.

KpbBoM3/1MBY OT BApUIIU HA XPAHONIPOBOJA

Jepunuyuu na knrowosume nousamus

Hyneso epeme
[IpencrasnsiBa BpeMeTo Ha MprUeMaHe Ha OOJTHUS B MEAUIIMHCKH LIEHTHP.

AxmusHno Kvpsene

3a aKTUBHOTO KBbPBEHE MO BpeMe€ Ha €HIOCKOMHS Ce OMpejesis HajJudhe Ha
KpbB, U3THYAILA OT BapuKc. FiMa MpOrHOCTHYHA CTOMHOCT MO OTHOIIEHHE HeycIexa
3a KOHTPOJI Ha KbPBEHETO MPE3 IbPBUTE HAKOJKO JTHHU.

Knunuuno 3nauumo kvpsene

Heo6xomumocT ot TpaHchy3usi Ha JBE WU TOBEYE SAWMHHUIM KpbB 3a 24h,
CUUTAHO OT HYJEBOTO BpEME, MapajieIH0 ChC CHaJ HAa CUCTOJIMYHOTO HaJsraHe
<100mm Hg wnu oprtocratnunHa npomsiHa >20 mm Hg w/wnm mysncoBa yectoTa
>100/min nmpu npuemMaHe B OOJIHUYHOTO 3aBE/ICHUE.

Hesvsmoorcnocm 3a koumpon na _xvpeenemo

1. IlepuoasT OT Bpeme, B KOMTO ce AeduHUpa TBPBH €MH30/1 Ha OCTPO
kbpBeHe € 120h (5aum).

2. HeBB3MOXKHOCTTA 32 KOHTPOJI Ha KbPBEHETO OMpPEIEIsi HEOOXOIMMOCTTa OT
cMsiHa Ha TepanusTa. JlehuHupa ce upe3 euH OT CISTHUTE KPUTCPUH:

A. Xemareme3za >2h cnmem 3amouBaHeTO0 Ha  cnenuUYHO
(hapMakoJIOTHYHO WJIM EHJIOCKOIICKO JiedeHue. [Ipn MankoTo manueHTH ¢
Ha3oracTpajiHa COH/a 3a HEeYCIeX Ce ONpe/essl acCHUpUpPaHeTO Ha MOBeYe OT
100ml cBexa KpbB.

b. 3g cmag B Hb (okomo 9% B Ht) mpu HempumaraHe Ha

XeMOTpaHCy3uH.

B. Nunekc Ha HeoOXxoaumust 06eM XxeMOoTpaHc(y3uu 1o BCsiko Bpeme > 0,75.
bpoii xemotpaHcy3uu



WNHunekc Ha HeoOxoauMus 00eM XxeMoTpaHChy3un = - -—--

(xpaen Ht- nauanen Ht)+0,01
* Ht (Hb) ce uamepsar :
-Ha Bceku 6 h npe3 nepBuTe 2 1HU
-Ha 12h npe3 3-5 nen

Heevsmooicnocm _3a_KOHMPON _HA NOSBMOPHOMO KbpEeHe (HeyCneuina 6mopuyHd
npodunaxmuxa)

JleuHupa ce Karo enu3oa Ha KIMHHYHO 3HAYUMO ITOBTOPHO BHPBEHE OT
W3TOYHHUK Ha MOPTaJHATa XUIICPTOHUSI.

Knunuuno snauumo nosmopno kvpeene:
A. Hannume Ha xemaramesa/meneHa. IIpy MalkoTO HanueHTH ¢ Ha30racTpajiHa COHAA -
acriupauus Ha noseye oT 100ml cBexka KpbB.
b. Uunekc Ha HeoOxoaumust ooem xeMoTpancdys3uu > 0,5.
B. 3g cnan B Hb npu Henpunarane Ha XxeMoTpaHc]y3HuH.

Hnoexc na nosmopno kvpsene
Mecenu Ha npociieiiBaHe

bpoii peunuBy Ha KpBbBOU3IMBH +1

3abenexka: Ilokazarenure He XEeMOJUMHAMHUKATa IIOHACTOSILIEM HE Ce
npuemar 3a CaMOCTOSITEJIHM HaJeXKJHU KpUTepuu Oe3 KIMHUYHU JIaHHU 3a
KBbPBEHE.

Jloka3BaHeTO HA OCTHP KPbBOM3JINB OT BAPUIH

I/ISB"I)pHIBa C€ €HJOCKOIICKHM C OIICHKAa Ha aKTUBHOCTTA, U3TOYHHUKA U O6€Ma Ha
kbpBeHe. [Ipy manMeHTH ¢ KIMHHUYHO 3HAYMMO KbPBEHE ClIe/Ba Ja C€ H3BBPIIH
PanHo eHOocKoncko u3cieoeane (1o 12h ciaex mnpuemaHero), BenHara Ciej
cTaOWIM3upaHe Ha XeMoJauHamukara. [Ipw Jleku KpbBOM3IWBH, 0€3 MPOMSHA B
XeMOJMHAMUKATAa M HEW3HMCKBAIIH XEMOTpaHC(y3Hs, €HIOCKOINCKOTO H3CIEABAHE
MOJKE JIa C€ U3BBPIIHN B TUTAHOB TOPSIBK.

JleyeHue Ha OCTBHP KPbBOM3JIMB OT BAPULIH
OcTpoTo KbpBEHE OT BapHULM Ha XPaHOMPOBOJA NMPHU OONHU € YepHOAPOOHA IHpO3a
MOJJIEXKU Ha JIEYEHHUE CIOJIpe]l KPUTEPUUTE Ha KOHCeHcyca ,,OCTpU KpbBOU3IUBHU OT
rmur”.

lleﬂma Ha Jeueénuemo € BB3CTAHOBSABAHC W KOHTPOJ Ha XCMOAWKAHUKATA,
JICUCHUC Ha KPbBOU3JIMBA, HpO(i)I/IJIaKTI/IKa " JICUCHUC Ha YCIIOXKHCHUATA.

1. Konmpon na xemoounamuxama

- moAabpkaHe Ha nepudepeH(2) uiu [eHTpaleH BEHO3EH ITbT.
- Bb3CTAaHOBSIBaHE Ha KPBBHHS 00eM upe3 onTuMalieH ooeM xemorpanchysuu. [lenra
e na ce nocturne Hb oxomno 80g/L.
- KOpUTHpaHe Ha KoaryjomaTustTa U TpomOomutonenusara — Bur. K,
TpaHcy3uss Ha TPOMOOIMTHA Maca.
- UHTYOAIMs Ha OOJTHUS Ce TIpHJiara Mpu:

-Texko HEKOHTPOIUPYEMO KbPBEHE

-Texka eHnedanonaTus

-Herb3MoxHoCT Aa ce noaabpxka 0> caryparus Hax 90%.



-AcnupanoHHa THEBMOHHUS
2. Konmpon na xvpeenemo om sapuyu:

gbapmaxonozuqu Jleqerue.

[Ipu cycneknuu 3a BapUKO3HO KbPBEHE, BA30AKTUBHUTE JIEKAPCTBEHU MPOJYKTH CE
npusaraT Bb3MOXKHO Haii-paHo - Ipey JUarHOCTHYHATA €HICKOIIHSL.

- Bazoaxmuenume nexapcmeenu npooykmu (terlipressin, somatostatin, octreotide)
ce IpuJjarar B JI03UTE€, YTOUHEHU B KOHceHcyca ,, Octpu kpbBouznusu o ['UT” 3a
CpPOK OT 2-5 1HH.

Enoockoncko nevenue

Ennockonckara Tepamusi ce mpujara Nnpu BCEKH cllydyall Ha aKTUBHO KBbPBEHE C
M3TOYHHK OT BapHIId HA XPAHOIIPOBOA.

-Ilpeanountan  MeTon €  eHOOCKONCKOmMO  6pPb3K060  auzupane;  TpU
HEBBH3MOXKHOCT 3a HETOBOTO MBBPIIBAHE € MOKA3aHO €HOOCKONCKO CKlepo3upane
Ha BapHIIHTE.

- EHpockorckoro  jeyeHMe ce  U3BBpIIBA HAa (OHAa HAa  HENpEKbCHATa
(dhapmakosoruyHaTepanusi.

Heycnex 3a koumpon na Kbpeenemo

[Tpu Heycnex oT KOMOMHUpPaHaTa (papMaKoJIOTHYHA U €HACOKIICKA Tepamus Ce MpaBu
BTOPH OTIHT 32 €HJOCKOIICKH KOHTPOJ HA KBPBEHETO WJIM CE MTOCTaBsI TPAHCIOTYJIapeH
WHTpaxemnarajieH nopro-cuctemer mrepHT (TIPS).

banonna mamnonaoa
[lpumara ce camo TmpW MacMBHO KBpPBEHE KaTO BpPEMEHHAa MspKa [0
OCHUTypsiBaHE Ha Je()UHUTUBHO JICUCHUE.

3. Ilpogpunaxkmuxa na ycnoxcrnenuama:
Aumubuomuuna npogurakmuxa Ha  OaxkmepuaiHume  UHQEKYUU/CNHOHMAHHUSL
oaxmepuanen nepumonum (ChII)
- UHTerpanna yact ot Tepanusra
- [Ipunaranero u 3ano4yBa ¢ nMpUeMaHeTo Ha OOJIHUS.
- IlpoBexna ce c ce opanHu Hepe3opOMpyeMU aHTUOMOTHIM - neomycin,
XMHOJIOHHU- ciprofloxacin, amoxicillin

Ipoghunaxmuxa na wepnoopobnama enyegharonamus
-M3BBpI11IBa Ce ¢ KIacu4eckuTe MeTou- npueM Ha Lactulose, kiu3mu, Ha30-TacTpaiHa COH/IA

IIpoduiiakTHKa HA NOBTOPHUTE KPbBOM3JIMBYU OT Bapuili (BTOPUYHA NMPOPHIAKTHKA)
Bpeme na 3anousane na émopuunama npoguiaxmuxa

CrnenBa na 3amoyHe BB3MOXKHO Hal-paHO - OT 6-us JIeH cJed KIWHUYHO 3HAYMMO
KbPBEHE OT BapuIly.

Ilayuenmu c yupo3a, npu KOUmMo He e npUIaA2ana NoPEUUHA NPOPUIAKMUKA

- [Ipodpunakruka c - 6moxepure, EBJI mim komOuHanus ot BeTe.

- OneHkara Ha XEMOJMHAMUYHHUS OTTOBOpP KbM Tepamuara ¢ [-OJokepu e
INPOTHOCTHYHA 110 OTHOIICHNE HA PHCKA OT IIOBTOPHO KBPBEHE.

THayuenmu ¢ yuposa u KvpeeHe Ha hoHa HA NBPEUUHA NPOGUIAKMUKA C - bioKepu
- Nomsnuutenno EBJI

Ilayuenmu ¢ HenoHOCUMOCH UMY KOHMPAUHOUKAYUU 30 npuiaeane Ha f3- noxepu
IIpunara ce EBJI



HaquHmu C Heycneuilna qbapmaxoxzoeulma U eHOOCKONCKA npeseHyusl  Ha
noenopHonio KbpeeHe

- XupypruueH IIBHT- 32 NPEAINOYHMTAHE TUCTAJICH CIUICHO-pEHAICH WM § mm
noptokaBaieH H-rpadt wnu TIPS npu nanuentu ¢ nuposa Child A/B.
- [Ipu npotuBonoKkazanus 3a Xupypruyto jeuenue — TIPS

- YUepHoapoOHaTa TpaHCIUIAHTAIMSA € C J0Opa ABIroTpaiiHa MPOrHO3a M ClIeBa Ja
ce o0cwxaa nmpu nanueHtu ¢ nupo3a Child B/C.

1.4. BAPUIIN HA CTOMAXA

YecToTa M €CTECTBEH XO0]1

Bapuuu Ha cTtomaxa ce nokasBar npu okoio 30% OT ciayudauTte ¢ mopTaiaHa
xunepronusa. Cren epanukanusi Ha e3odareannu Bapunm, ome 10% pasBuBat
CTOMAIIIHA Bapulld B ciaefBauute jaBe roauHu. Oxono 10% oT KpbBOU3IUBUTE MIPU
MOpTaJHA XUIEPTOHHUS Ca OT BApUIIM HA CTOMaxa.

Kaacudukanus (mo Sarin):
1.Criopes pa3noa0KEHUETO CH :
a. Tacrpoesodarcanam Bapuim (I'EB)- mnpencarBisBar NIpOaBIDKCHHE Ha
ezopareannute: Tum EB 1 - pasnonarar ce mo majikata KpuBUHa, OOMKHOBEHO Ha
MPOABILKEHUE OT 2-3CM- Hall-ueCT BapHaHT IPU UPO3a.
Tun 'EB 2 - pasmomarar ce mo rojisiMarta KpuBMHA ¢ oOXBamiaTHe Ha (QyHIyca HA
ctomaxa. b. M3onupanu cromamau Bapunm (MCB):
Tun UCB 1 — u3oaupanu rpynu Bapuiy BB PyHIyca Ha cTOMaxa.
Tun UCB 2- uzonupaHu CTOMAIIIHA BapUIY B IPYTU OTAEIU HA CTOMAaxa.
2.Cnopen nosiata:
A. IIbpBUYHM- PA3BUBAT CE MAPAJIEIHO C €30(arcaIHUTEe BapHUIIH.
b. Bropu4Hu - B3HUKBAT CJe]l epaguKalis Ha e30(hareaiHuTe BapUIIH.

Puckosu paxmopu 3a kvpeene om eapuyu na cmomaxa..
- ®ynnycuu Bapunu tunose ['EB2 u VICB 1

- Hanuune Ha uepBeHu neTHa

- 'onemu pa3zmepu Ha Bapuure

- Huposa B craauit mo Child B/C

IIpoduniakTnka Ha KPHLBOU3JIMBUTE OT BAPUIM HA CTOMAaxa
[Tpunarar ce B- GnokepH.

JleueHne Ha ocTpUTe KPHBOU3JIMBY OT BAPMIIH HA CTOMAaxa
1. Ilpn nanueHTH ¢ KbpBeHe OT cToMalHu Bapunu Tunose 'EB 2
u UCB 1:
- Enockoricko nHKeKkTHpaHe Ha ThKaHHO Jenuiio —N-butyl-cyanoacrilate
- Enytockoricko ckiiepo3upane Ha BapHIIATE
- B-6;10xepu

2. IIpu nauueHTH ¢ KbpBeHe OT BapuuM Ha cromaxa tun 'EB1:
-Enpockorncko nnxekTupane Ha ThbkaHHO Jenuio —N-butyl-cyanoacrilate
-Enpockoricko Bpbh3KOBO JIMTHpaHE HA BAPHUIIUTE HA XPaHOIPOBO/IA
-B-6nokepu

3. Ilpu Heycmex Ha eHJAOCKONCKHTE MeTOOM Ha
JieyeHHe ce 00CHKIa MPOBEXKIAHETO Ha XUpyprudeH mbpHT wim TIPS.



1.5. MOPTAJIHA XUIIEPTEH3UBHA I'ACTPOITATHUSA (IIXT)

Omnpenenenue

I[IXT' ce xapakrepusupa ¢ JAWIaTalys Ha KanWIsPUTE W BEHYJIUTE Ha
CTOMAIIHaTa MYKO3a, YeCTO ChUETAHO C BB3MaJeHWE Ha JmraBuiara. CienBa ma ce
pa3iuuaBa OT T.Hap CcToOMaiiHa aHTpanHa chaoBa ekrasus (GAVE — gastric antral
vascular ectasia), KOATO MOXe Ja ce HaOmojaBa W 0e3 HaJIMuhe Ha MOpTajiHa
XUMEPTOHHUS.

YecroTa u ecrecTBeH xox Ha IIXT
1. HaGmronaBa ce npu okosio 70% oT GoJIHUTE C MUPO3a, MO- YECTO B ChUYCTAHUE C
ractpoe3odarearHi BapHIIHd.
2. Octpoto kbpBeHe oT IIXI' e panko - < 3% 3a 3r.; peuuaUBHOTO KbPBEHE CIIE]
I'BPBU €Nn30[ € uecTo - 60-75%. Karo npasuiio kpeonznusute ot IIXI" ca no- nexu
OT BapUKO3HUTE.
3.Xponununo kepaene ot IIXI" ce nabmonasa B 10-15% 3a 3r.
4.1IXI" MoXke 1a ThpIU AMHAMHKA 10 CTETIEH Ha U3Pa3€HOCT.

Kaacunpukanus (cnopexn koncencyca or BAVENO III)

[IXT:
1. Jleka - nex MO3aliKOBHJIEH aCIEKT Ha JIMTaBuLlaTa Oe3 3auepBsiBaHE Ha apeoJara.
2. Texka - MO3alKOBHJIEH acCHEKT CbC CYNEpPHOHMpAIIM YEPBEHU IIETHA,

Jpyr THUI 3a4€pBsIBAaHMS HA JIMTABULUTA WIN KbPBEHE.
CromaiiHa aHTpassa cboBa ekrazusi-GAVE:
Arperati OT YepBEHHU I€THA, Pa3MOJIOKEHU JIMHEApHO WM TUu(y3HO B aHTpyMa.
Jluarnosara ce g0ka3Ba OUITOTNICUYHO.

Kbpsene ot IIXI'

Ocmpo kvpeene om I1XT:

Enpockoncku gaHHM 32 aKTUBHO KBPBSIIM JIE3UU B CTOMaxa, J0Ka3aHH B
YCIIOBUSITA HA HAII'BJIHO U3MUT U J0Ope pa3rbHAT CTOMax.

Xponuuno kvpeene om IILXT:
-HaJIM4Me Ha €HJICOKIIOCKH JIe3UH
-HaIMure Ha ¢eKalHa KpbBo3aryoa
-cniag Ha Hb>2g 3a 3 mecemna

Jleuenue Ha kpbBousauBuTe OoT IIXI

Ocmpo kvpeene om IIXT:
1. BazoakTuBHM NekapcTBeHH MPOAYKTH (terlipressin, somatostatin, octreotide).
2. Ilpu Heycnex- xupyprudeH WoHT uian TIPS, n3BbpiieHn 1o cremH-ocr.

Xponuuno xkvpeene om IIXT:
1. B- 6;okepH, MpH HYXJ1a KENE3HU MPOIAYKTH.
2. ITpu Heycnex-xupyprudeH mbHT win TIPS, u3pbpiiieHu miaHoso.

Bropuyna npodpunakruka Ha kKpbBousausurTe ot IIXI:
[Tpunarat ce B-610kepu.

Ycio:xxHeHus ciiell Tepanus HA MOPTAJIHATA XHIIEPTOHUS

Yenoorcnenus cneo papmakonoeuuno nevenue:

L YmMopsieMocT.

2. AOIOMUHAIHYM KpaMIid - 0OJIKa, 3armoyBaiia ciie]] Tepanus U MpoIbiDKaBalia



Haj 4h, ciex W3KIIOYBAHE HA JPYrd NPUYMHU 3a a0JOMHUHAiHA OOJKa

(Bxa. CBII).

Texka Opagukapaus - criajlane Ha ImyJicoBata yectora rmoj 5S0/min.

ApTepuanHa XUIIOTOHUS - CIaJ] HAa apTEPUATIHOTO HAJISTaHE C [10BEYE

oT 25% , cutonuyHo Hamsirane <70mm Hg.

5. ['maBoOonue - mosBa WM BJOlIaBaHE Ha TiaBobonme 0Oe3
OTTOBOp Ha aHAJIrCTUYHU JICKAPCTBCHU MMPOAYKTH.

AW

Yenooicnenusn cneo endockoncko nevenue:

1. SI3Bu Ha xpaHOMpOBOAA - ToJeMu, KoH(yupamu s3Bu. [losiBsiBaT ce 2 wnm
IIOBEYE CEJIMULIM CJIE]] MTOCIIEIHATa CECUsl Ha €HJO0CKOIICKO JIEYEHHUE U MPOTUYaT ChC
CUMIITOMH.

2. KbpBeHe OoT BapuLM Ha XpaHOIIPOBOAA

a. AKTHBHO KbpBEHE OT sI3BaTa.
b. Koarynym, nokpusaiy si3Bara.
c. Jlunca Ha Ipyru NOTEHUUAIHU U3TOYHHUIIM HA KbpPBEHE

ot ['UT.

3. Hucdarus. [Mepcuctupa oxono 1 cemmuiia cien eHI0CKONCKOTO JICYCHHUE.

4. bonka B TpBAHMS KOILI - HEKapAuWayHa OOJKa, MepcucTHUpalia IMoBeYe OT
48h cnen MmanumynamusaTa ¥ U3MCKBaIa oo0e3001sBaHe.

5. EHOOCKONCKM CTPUKTYpH - TOCTOSHHO CTECHEHUE Ha XpaHONpPOBOAA,
JUAarHOCTUIIMPAHO EHJOCKOIICKH WM C KOHTPAacTHa PEeHTreHorpadus, cBbp3aHO C
nucdarus 2 WiM IoBeye CeIMULIU CIIe]] €HIOCKOTICKOTO JICYCHHUE.

Jlnarnosara, IpocaesiBaHeTO U NPOQPHIAKTUYHOTO JICYCHUE Ha BapUIIUTE Ha
XpaHOIMpPOBOJIa, CTOMaxa M XUIIEPTEH3UBHA TaCTPONATHs CE U3BBPILBA OT CHEILHUAIIUCT
racTpOEHTEPOJIOT.

[IspBOHavanHara oneHka Ha KpbBou3iauB oT [ T ce u3BbpmiBa OT nekapute
oT BMII u exunure OT CHENIHUTE TEPANEBTUYHU U XUPYPTUYHU 3BEHA, KAKTO U OT
BCEKM NbpBU Jiekap. JIeueHWeTo Ha KPHBOUBIMBUTE C M3TOYHUK OT MOpTaIHA
XUIMEPTOHUS CE€ TMPOBEXKJA C€ B XUPYPTUYHH, PEAHUMALMOHHH (MHTEH3UBHU) WIH
CHeLMATM3UpaHU TEPANleBTUYHU 3B€HA (OTIEJIEHUS U KJIMHUKM 32 CIEIIHA Teparwsi)
CTIOpe/l TEeKECTTa Ha KbPBEHETO M OOIIOTO CHhCTOSHME Ha manueHta. JleueHueTo ce
BOJM CbBMECTHO OT XHUPYPT, pEAHUMATOP U TaCTPOECHTEPOJIOT (BIaJEeI] METOAUTE HA
ropHa €HJOCKOIIHS).

2. ACIIMT, PE®PAKTEPEH ACHUT, CIIOHTAHEH
BAKTEPHUAJIEH IEPUTOHUT

2.1. ACLIUT

2.1.1. OBIIIA XAPAKTEPUCTHKA

ACHHTBT € CBBP3aH C BJIOIIABAaHE Ha MTPOTHO3aTa MPHU OOJHUTE C YEPHOAPOOHA
nupo3a. ExHoronuninaTta M NMETrouIIHa MPeXUBIEMOCT CJe/ MosBaTa Ha acIuT €
cboTBeTHO 50% 1 20%.

Pa3ButHeTo Ha acuuT € CBBP3aHO C PSI3KO BIIOIIABAaHE HA KAayeCTBOTO Ha
KUBOT TpU OONHHWTE ¢ uyepHOoIpoOHa I1mpo3a. Toil MoOke Aa cTaHe NMpUYMHA 3a
Pa3BUTHETO HAa TMOTEHLIHAIHO CMBPTOHOCHU YCIOXHEHUS KaTo CIIOHTaHEH
OaKTepHaJIeH MEPUTOHUT U XETIaTOPEHAJICH CHUHIPOM.

Ilosedenue npu 601U ¢ 4ePHOOPOOHA UUPO3A U ACYUM

1. Benuknm mnanWeHTH ¢ NObpBa MNOSIBA Ha acuMT TpsdBa fJa Obaar
XOCHUTAIM3UPAHU BbB BbTPEIIHO WM CHenHATU3HPAHO
racTpOeHTEePOJIOrHYHO OT/IeJICHHE 32 YCTAHOBSIBAHE IPUYHMHATA 32 aCLUTA.



2. Ilpp BCHYKM MalMEHTH C AaCHHUT € 3aJAb/DKUTEIIHO MPOBEKIAHETO Ha
JIMarHOCTUYHA MapaleHTe3a.

3. Ilpm BcuukM TanueHTH TPsAOBa 1@ ce OOCHAM BB3MOXKHOCTTA aCIUTHT Ja CE
IBIDKU Ha pyTa MPUUYMHA, a HE Ha YePHOPOOHA 1IMPO3a.

2.1.2. JTUATHO3A
AHaMHe3a 1 (PU3NKATHO U3CJIeIBaHe

JlaGopaTopHu u3c/jieIBaAHUS:
- [KKc KK

- 00w 6enThK, andyMuH, OWIMPYyOUH, KpbBHA 3aXap, KpEaTUHUH, ypes,

- eNEeKTPOJIUTH,

- amunotpancdepazu, GGTP, AP

- KoarynalMoHHHU NoKa3aTenu —(huOpHHOTeH, TpoTpoMOMHOBO Bpeme, INR
- 24-yacoBa ypuHa 3a HaTPHype3a U OENTHK

N3caenBaHe HA ACIUTHA TEYHOCT
- OmoxuMH4HO — 00111 OeNTHK, andymuH,3axap, JI/IX, xonecrepon, amunasza
- Opoii 1eBKoUTH/0011] OpOii KJIETKH, OpOil CErMEHTOSIPEHH JeBKOIUTH -PMN
- omgersBane o Gram
- MHKPOOHMOJIOTUYHO — aepoOHA U aHepoOHa KyATypa, I'bOu
- ousersaBane 1o Zeel-Nielsen
- LUTOJIOTUYHO

HNHCcTpyMeHTAIHU H3C/IeIBAHUSA
- Penrtrenorpadus na 6su1 1po0 u cvpiie
- Exorpadus na kopemuu opranu ¢ Jloruep
- Ilpu nHeooxogumocT-KAT u ap.

2.1.3. JEYEHHUE
2.1.3.1. Jleuenue na neycnoixcnen acyum
Onpenesnenne
Acuut 0Ge3 Oene3n 3a MHQpEKIMs Ha aclUUTHATaA TEYHOCT WM
HaJINYME Ha XENaTOPEHAJIEH CUH/IPOM

en

Mobwin3upane Ha UWHTpaaOAOMHHAIHATA TEYHOCT 4Ype3 IIOCTUTaHE Ha

OTpHILaTeNIeH HATpUEB OaaHC.
2.1.3.1.2. ba3ucHa Tepanus

1. [locTenen pexuMm — Hal-moOBp edexkT mpu OOJHUM ¢ HapylieHa ObOpedHa
(GYHKIMS WM JIOUT OTTOBOP HA TUYPETUYHOTO JICUCHUE
2. Hamanenue Ha mpuema Ha roTBapcka coyn — 3 r/aHeBHO. be3conmnara nmera ce
Clia3Ba U NPU BKJIFOYBAHE HA JUYPETHIIH
3. Hamanenne Ha mnpuema Ha Teynoctd — 1000 wmu/maeBHo. Ilpm Hanmuume Ha
XHIIOHATPHEMUS TIPUEMBT HAa TEUHOCTH ce orpaHuyana 10 500 Mi/THEBHO

2.1.3.1.3. ImypeTudHa Tepanus
[Ipn numnca Ha edekr oT Oa3ucHaTa Tepamusi ce BKIIOYBAT JAUYPETHUILIH.
JleuenuneTo ce nmpoBexkaa CTHIATOBUIHO — 3aI0YBA CE C HUCKA J103a, KOATO MPH JIUIICA
Ha e(l)CKT CC IoBHUIIIaBa IMPE3 HAKOJIKO JHHU, ITPU HCO6XO]II/IMOCT CC BKJIFOYBA U BTOpPHU
TUYPETHK

en

Hamanenwue na tenecHoro terso ¢ 1000 r qHEBHO, IpH HaTMUKE Ha epu(epHu OTOIH



—10 2000 gHeBHO
1. Spironolactone —cpeacTBo Ha mbpBH U300p, n03a 50-400 mr/aueBno Hauwano: 50-100
MI/JHEBHO- B €THOKPATEH MPUEM, CYyTPUH
IIpu nunca Ha edekT qo3ara ce yBeiauuyaBa mpe3 3-5 THHM 10 MakcumaiHa jo3a 400

MI/THEBHO

Oo6wnuaiina gosa: 100-150 mr/naeBHo
2. Furosemide — noza 20- 160 mr/ nHeBHO. 3aJbJKUTENEH KOHTPOJ HAa HATpUl U
kanui! MHouKanuuuy:
1. Ilpu nunca Ha HaTpUype3a MpU MakCUMallHa J1o3a Ha Spironolactone
2. JleuenneTo MoXxe J1a 3armoyHe ¥ ¢ KoMOuHanusara Spironolactone-Furosemide

OOuyaiina 103UpOBKA HA KOMOMHHMpaAHATA TEPAITHSL:
Spironolactone —100-200 mr/qHEBHO
Furosemide — 20 - 40 Mr/nHeBHO

[Ipu nunca ©Ha edexkt mnpe3 4-5 aHUM [03aTa HA JUYPETULIUTE CE
noBumasa a0 MakcumanHo 400 mr/ma 3a Spironolactone m 160 Mr/mHeBHO 3a
Furosemide.

Ilogeoenue npu 006vp omeosop na mepanuama

en: JIumnca Ha aCUUT WJIM MUHUMAJIHO KOJIMYECTBO aCLIUT
1. HpoawbaxaBa 06a3ucHATA Tepamusi — OrpaHUYCHHEe Ha (QuU3NIECKaTa
aKTUBHOCT, PECTPUKILIMS HA HATPUEBUS TIPUEM
2. IlocTtemeHHo peayuupaHe Ha [J03UTe HAa AUYpPeTHLHTe W TNpeMHHABaHe
KbM MOHOTepamnus cbc Spironolactone BbB Bb3MOXKHO Hal-HHCKa /1032
3. Ilpy yacT OT MalMEHTUTE CE€ BB3CTAHOBSABA CIIOHTAHHATA HATpUype3a U Te
MOTaT Ja TMPEeMHHAT KbM JHETa C HOPMAJIHO ChIbpXKAaHUE HA HATPpUA 0€3 TUYPETUK

Ilogedenue npu 1unca na omz060p Ha mepanuama
1. Twpcene Ha pakTopu, HAMAIABALIM JEHCTBUETO HA JUYPETULIUTE
- HeaJIeKBaTHA HaTpUeBa PECTPUKIIMS
- moBHIIEHA (PU3NYECKAa AKTHBHOCT
- uHbeKIuH
- npuem Ha HCIIBC
2. OmnpexensiHe Ha HaTpUype3arTa B 24-yacoBa ypuHa
3. TepaneBTnuHa naparenresa ¢ BnuBane Ha 20% Human albumin.
4. Undy3un Ha 20% 50-100 m 1 Humanalbumin npu OoJHKM ¢ acUUT U HUCHK
anoymuH. EQexThT e BpeMeHeH.
5. Ilpu mnpoTHBONOKa3zaHWsl 3a THapaleHTe3a — J00aBsHE Ha TpeTu
munypetuk Hydrochlorothiazide

Cmpanuunu Oeilicmeusn Ha ouypemuuyHama mepanus u jedeHue

Konmpon na ouypemuunama mepanus

Enexrponurtu, kpeatnHuH, eBeHT. -AKP, ncuxomerpuyHu TecTOBE

1. BromaBane Ha ObOpeuHaTa ¢yHKIUs Mopaau xumnoBosiemusi [loBeneHwue:

Crupane Ha TUYPETUITUTE, BH3CTAHOBSIBAHE HA CHJIOBUSI 00EM

2. YepHoapoOHa eHiedamonaTus

IloBenenue:

Jleka: IlpoabpmkaBaHe HAa TUYPETUYHOTO JIeUEHHE, OOMYaiiHA Tepanusl 3a eHiedanomarusara
(penyuupane Ha 6enTbuHMs BHOC, Lactulose)

M3pazena: BpemenHo cnupane Ha auyperuuure, JiedeHue Ha YE mnpeoneHka Ha
U3IOJI3BAHETO UM

3. Xunoxkanuemus

[ToBenenue: Kombunupana tepanust Spironolactone mtoc Furosemide



4. XunepkaaueMmus
[ToBenenue: J{ombIHUTEIHO BKIIOYBAHE HA OPUMKOB JHUYPETUK
5. XunoHaTpueMus

IloBeneHue:
Jleka (>125 mmol/l): ymepeHo HamManeHue Ha IpreMa Ha TEYHOCTH - O] | J1 AHEBHO
Texka (Hatpuit mox 120-125 mmol/l) - cnupane Ha  auypeTHyHaTa  Tepamnus,

npueM Ha Teunoctu noa 500 mur nueBHO, Human albumin

6. MyckynHU Kpammu

[Tpu cumHa U3Pa3eHOCT — HAMAJIEHUE WIIM CITUPAHe HA IUYPEeTUYHATA TEPAITHS,
€BEHTYaJIHO €)XeCeJIMHYHO BauBaHe Ha Human albumin.

7. T'muexomactus (Spironolactone)

[ToBeneHue: ONKT 32 HaMAJIEHHE Ha f03aTa, Apyru K chxpanssamy quypeTHiu

2.2. PE®PAKTEPEH ACLHUT

2.2.1. OBIIA XAPAKTEPUCTHUKA
Omnpenenenue: Kato pedpaxTepeH ce oO3HayaBa acUUTBT, KOWTO HE ce
MOBJIUSIBA WJIK HE MOXeE J1a ObJie €PEeKTUBHO KOHTPOJIUPAH OT WM PELUIMBUPA CKOPO
cJie/l UHTEH3UBHA JIEKAPCTBEHA Teparusl.
Bunose:
1. Pe3ucreHTeH Ha IUYpPETHLM acUUT —acIUT, KOWTO HE ce BiMse OT HaTpuena
PECTPUKIMA 1 UHTCH3UMBHA JUYPCTHUYHA TCpaAIlni
2. TpyaHo noajasalll ce Ha JIEYEHUE C JUYPETULM aCLUT — aCLIUT, IIPH JIEUEHUETO Ha
KOMTO He MoraTt Ja ObAarT M3MOJI3BAaHM €(QEKTHBHU JUYPETUYHM J03U IMOpaau
Pa3BUTHEC HAa KOMIUIMKALIMA HA JTUYPETUIHOTO JICUCHUC.
3. PeumauBupal acuT — aclUT, KOMTO ce MoJAaBa Ha JIeYeHUe, HO peruauBupa 2-3
BT B paMKUTe Ha 12 Mmecena.

Yecmoma u npoznosa

Pedpakrepausar acuut ce cpema easa npu 5 —10% ot muporuure. ChCTOSHUETO Ce
HaOJroAaBa MpU MAIMEHTH C HUCBHK 4YEpHOApPOOEH (DyHKIMOHAJIEH pe3epB, BHUCOK
4EepHOAPOOEH BEHO3CH IPECOPEH TPAJAMEHT U XENaTOpeHaleH CUHIPOM Tum 2.
[Iporno3ata mpu Ta3u Kareropus MNANUEHTH € M3KIIOYUTENIHO Jioma —
npexussemoctTa € 50% 3a 6 mecena.

2.2.2. JUATHO3A
Jluaznocmuynu Kpumepuu
1. Heo0xoamMa NpoABJIKUTETHOCT HA JUYPETHYHATA Tepanus
3a ompejesisiHe Ha aclUTa KaTo pedpaKkTepeH - MHTEH3MBHA
TUypeTHYHA Teparnus B IpoAb/DKeHHe TToHe Ha 1 ceamuiia.
2. Jlumca Ha OTroBOP: HaMallIBaHE Ha TEJIECHOTO TEIJIO C TMOJ
200r/nen  mpe3  mocienHuTe 4 AHM  HA ~ WMHTE3WBHA
JTUypEeTHUYHA Tepanus/ Spironolactone-400mr/qHeBHO,
Furosemide- 160 mr/mueBHo/ u HaTpuypesa nmoa S0 mEq/nen
HamansiBane Ha npuema Ha HaTpuii 10 50 mEq/mHeBHO
4. PaHeH pelUIMB HA aCIUTA - PA3BUTUE HA YMEPEH 10 MAaCUBEH
W HamperHar aciuuT B paMKuTe Ha 4 CeAMHIM CJel
I'bPBOHAYAIIHOTO MOBJIMSBAHE. /TIOBTOPHOTO CHOMpaHE HA acIUT
B paMKHTe Ha 2-3 [HU CcIeJ MapaleHTe3a ce IbIKU Ha
IIPEMECTBaHE HAa MHTEPCTHULIMATIHA TEYHOCT B NEPUTOHEATHATa
KyXUHa/.

5. CTpaHM4YHM [eiicTBHSI Ha JAUYPeTHYHATA Tepanus —
yepHOApoOHa eHiedamonaTus, ObBOpeYHa HEIOCTATHUYHOCT,

(98]



XUIIOHATPUEMMUS, XUIIO- U XHUIICPKAJINEMHUL.

2.2.3. JEYEHHUE

1. TloBeuero mammeHTH ¢ pedpakTepeH acUUT HE OTroBapAT Ha JAUYypeTHYHATa
Tepanusi — TUypeTHYHATa Tepanus MoXKe Ja ObJe MpONBIDKeHAa TpU HaJIMdHA
Hatpuypes3a (>30 mEq/d). IIpu ocranamuTe manueHTH AWYpeTHLIUTE TpsiOBa Aa
ObIaT CIIpeHH.

2. CraHpapTHa Tepamusi — MACUBHU IapalleHTe3U ¢ €IHOBPEMEHHO MPHIIOKEHHE Ha
MHTPABEHO3EH alIOyMHUH

IToBenenue:

1. TlapamenTesa c oTcTpaHsiBaHe Ha 5-8 J1 aCLIMTHA TEYHOCT HaA JIEH

2. BuuBane Ha 20% Human albumin cnex npukirouBaHe Ha mapaleHTe3aTa B /1032
6- 8 r Ha BCEKM JINTHpP aclUT

3. BxurouBaHe Ha Ge3coiHA UETa U JUYPETHUYHA Tepanus B ONTHMAaJIHA 1032 CKOPO

CJIC NPOBCKIAHEC HA MaHUITyJIalUsATa. Axo npeau rnapanecHTe3atra OOIHUAT € OuJI
Ha JUypeTUYHa TCpaliuid, IMypCTULUTC CC BKIIFOUBAT B IIO-BUCOKA 1034a.

Ilpenna3znu MepKu:

1.

Jluncear cnenuduyHu TPOTUBOMOKA3aHUS 3a MPOBEXkAaHe Ha mapaientesa.llpu
B3MMaHEe Ha pEIICHHWEe 3a TMapaneHTe3a TpsOBa Ja ce MPeleHH PHCKBT OT
XUMOBOJIEMHsST  MPU  HECTaOWIHM  MAlMEeHTH /TeXKa  eHiedanonarus,
nporpecupamo ObOpeyHO YBpEXKIaHe, CTOMAITHO-YpeBEeH KpbBou3nuB/. [lpu
HapylleHus B KpPbBOCHCHPBAHETO TpsibBa Ja ce€ TMpeueHd pPUCKBT OT
MHTPANEPUTOHEATHO KbPBEHE WIIH MapUETAICH XEMATOM.

OTtcTpaHsiBaHETO Ha TOJIIMO KOJIMYECTBO aciuT 0e3 BiamBaHe Ha Human albumin
BOAM IO Pa3BUTHE HA OCTpa LUPKYyJIaTOpHA AUCPYHKIMS U HE TpsAOBa na Obue
npennpuemano. Ciel IpoBeXIaHETO Ha MapalleHTe3ara € HE0OXO0AUM CTPUKTEH
KOHTPOJI Ha KpPBBHOTO HaJsraHe, IIyJIcOBaTa 4YECTOTa, EJIEKTPOJMUTUTE U
O0bOpeuHaTa QyHKLHMS.

[TapanenTesure TpssOBa na OBIAT W3BBPIIBAHM MPH Cla3BaHE Ha IMpaBUiaTa 3a
acemnTHKa W aHTUCENTHKA 32 N30SrBaHe Ha PUCKA OT WH(DEKITHS.

N.B. IIpu HE0OXOIUMOCT OT YECTH MACUBHH IMAPAIIEHTE3H MPHU MOAXOISAIIHN MAITUCHTH
MOJKe Jia ce 00CH/IM HATaraHeTo Ha TIEPUTOHEO -BEHO3CH ITHHT.

2.3. CIOHTAHEH BAKTEPUAJIEH IEPUTOHUT
2.3.1. OBIIA XAPAKTEPUCTHUKA

Crnonrtannusar  OakrepuaneH nepuroHut /CBIl/ e wuHdexuus Ha

NepUTOHeallHaTa KyXyuHa /Ha aciuTa/ mpu OOMHU C IUPO3a U aCUUT MpH JIMICA HA
SIBEH M3TOYHUK HAa MHQEKIUs KaTo abJoMUHaNeH abcIiec WM YpeBHA repdoparusi.
PazBuBa ce mpu 10 g0 30 % oOT mamueHTUTE ¢ YEPHOAPOOHA MMPO3a M ACIHT.
Brrpekun mnojgoOpeHara paMarHocTuka W JiedeHHe cMbpTtHocTTa mpu CBII B
nocneauute 10 rogunam e TpaitHo okoiio 30%-50% mnipu Bcexu enuzon u 69% penuaus
J0 mhpBaTa roauHa. [Ipornosara 3aBUCH OT TeXeCTTa Ha MH(EKIUATA, CTEIIEHTa Ha
yepHOApoOHaTa W OBOpeYHa HEJOCTaThYHOCT W HAJIMYMETO WM OTCHCTBHE Ha
kbpBane ot I'UT.

2.3.2. JUATHO3A

1. CBII tpsi6Ba ma 6b1€ MoA03UpaH MpH BCEKH OOJICH ¢ IUPO3a, IPH KOKUTO € HAJIHIIC



TeMIiepaTypa, KOpeMHa OoJika | JIEBKOIIMTO3a WJIM Cc€ HaOJoaBa BHE3AITHO
BJIOIIIABAaHE HA CHCTOSHUETO C Pa3BUTHE Ha OBbOpeYHa HEOCTATHYHOCT, YePHOAPOOHA
eHnedanonaTs, CTOMalIHO-YPEBEH KPbBOU3JIHB.
2. Jluncata Ha TMNMuYHA KiIMHWYHA KaptuHa npu CBII Hamara u3BbpLIBaHETO Ha
JMAaTHOCTHYHA ITaparieHTe3a MPH BCEKHW XOCIHTAIU3WPAH TAIMCHT C YepHOJIPOOHA
[[MPO3a U aCIUT, HE3aBUCHUMO OT JIUIICAaTa Ha CUMIITOMU, ChbMHHUTENHH 32 CBIT.
3. Cpmuenne 3a CBIl nHamara  xocnuTanmzauus B CIEHUAIM3UPAHO
racTPOEHTEPOJOTUYHO OT/CIICHUE.
4. JIMarHOCTUYHH KPUTEPUU:
- JleBkormty > 500/ml acuuTHA TEYHOCT
- PMN > 250/ ml acuuTHa TE4HOCT
- OngetsiBade 1Mo ['paM OT aciuTHA TEYHOCT— TMOJIOKUTEITHO 32 HATMYUETO Ha OaKTepUH
- [lonoxuTenna KynTypa OT acIUTHA TEYHOCT MPEMOPBUYUTETHO € IUPEKTHA
MOCSIBKA Ha aCIlUTa B Cpejia JIo JISTJIOTO Ha OOJTHUS.

- CI/IMHTOMI/I, CBbMHUTCJIHHU 3a CEH U HHUCKO KOJIMYECTBO GCHTBK B aCliiTHATa TCYHOCT
(<10g/1)

2.3.3. EYHEHUE

[Ipy wanmuyme Ha TOPHUTE KPUTEPHH HE3a0aBHO C€ 3alloyHa EMITMpUYHA
napeHTepasHa aHTHOMOTHYHA Tepanus C €IMH OT CIEeIHHTE aHTHOMOTHIM, 32 KOHTO
Yype3 paHAOMHU3UPAHU KIMHUYHU POYUYBaHUs € Aoka3aHa HaJ 80% edheKkTuBHOCT.

1. Tpera reneparus nedanocnopunu, Hanpumep Cefotaxime -2 g/12h i.v. (4-8 g/24
h)

2. Amoxicillin/clavulanic acid —1g/0,2 g 8h i.v.

3. Twpasuu wunaxuOuropm — Hamp. Ofloxacin 2x 100-200 mg/24h iv. wm
Ciprofloxacin 2 x 200 mg/24 h i.v

4. Tlpu namuentu ¢ T.H. Hekomiuunupad CBII /HopMmaneH cepyMeH KpeaTWHUH U
JWICca Ha BCEKH OT CJCTHUTE KPUTEPHH |/CTOMAIIHO-YpEBEH KPBHBOH3IIMUB,
2/enuedanonarus —II- IV craawmii, 3/uneyc 4/centudeH mok/ MOxe Ja ce 3arlo4He
IUpeKkTHO TmepopanmHa Tepamms — Hamp. Ofloxacin, Ciprofloxacin = 2.
Amoxicillin/clavulanic acid.

Kontpon Ha epekTHBHOCTTA Ha TEepanys

[ToBTOpHA AMAarHocTHYHA NapaleHTe3a cieja JBa JeHa aHTHUOMOTUYHO JIEYeHHE -

Edexr namanenue Ha 6post Ha PMN <50% ot u3xoaHara croitHocT Jlumnca Ha edexT —

Hamanienue Ha 6post Ha PMN <25 % ot uzxoguure

[ToBenenne mnpu mnunca Ha e(ekT: MpeolleHKa Ha BB3MOXKHOCTTA 32 BTOPUYEH

MIEPUTOHUT ¥ MOJIU(DUKAIUS Ha TepamusTa.

IIpoabixuTenHocT Ha Tepanusita — 8-10 1Hu

Kputepun 3a noma nporuno3a npu CBII: mporpecuBHO BiomiaBaHe Ha ObOpedHaTa

¢bynkus — cmbpTHOCT 100%

Ilpogpunaxmuka na cnonmannus 6aKkmepuanen nePUMOHUm

OCHOBHHUST TATOTEHETHYEH MOMEHT 3a Bb3HMkBaHeTo Ha CBII e
TPAHCIIOKAIUATa HAa YPEBHH MHUKPOOPTaHU3MHU B ME3CHTECPHATHHUTE JTUM(PHH BB3IH U
cucTeMHaTa nupkymanus. Haif-uecto wHbexnusara ce npuumHaBa oT Gram-
oTpuuaTenHu Oanuiau.3a mbpBUYHA U BTOpuyHa npodunaktuka Ha CBII ce mpoBexaa
CeNIeKTHBHA MHTECTHHAIHA IEKOHTAMUHANNS C NIEPOPATHA Hepe30pOnupyeMu MM JIOIIO
pe3opOupyemMu aHTHOMOTHIIM, Ype3 KOUTO C€ eTUMHHHUpaT ['pam oTpHIaTelTHUTE
OakTepun B upeBHaTa (opa M ce 3ama3BaT OCTAHAJIUTE aepoOHU U aHaepoOHU
OaKkTepHH.

Hnouxayuu 3a nposexcoane na npoguraxmuxa na ChIT
1. Tamumentu, npesxxuBenu CBII — mpodurakTMYHOTO JIe4eHNE € HEMPEKbCHATO.



[TpoBexna ce ¢ nmepopanen xunonoH- Norfloxacin 400 mr/nen wim Ciprofloxacin 2
x 500 Mr ceaAMHYHO.
[TareHTH ¢ OCTHp CTOMAIIIHO- YPEBEH KPBHBOUZJIHMB — MPOBEXK/IA CE 3abJDKUTEIHA 7

JTHEBHAa MpO(QWIAKTHKA - MbPBOHAYAIHO C MAapeHTepalieH AaHTUOMOTHK, B
ITOCJIEJICTBHE C NTEPOPAJICH.
3. [TaupenTH ¢ 1Mpo3a M HUCKO HMBO Ha OENThKAa B acUUTHATa TEYHOCT (<

10g/1) — 3a MOMEHTa JIUIICBa KOHCEHCYC 32 HEOOXOAUMOCTTA U MPOABIKUTEITHOCTTA
Ha TnpodmiakTuuHO JiedeHue. [IpemopwpuBame mpodwminaktuka ¢ Lactulose.



3. XEITATOPEHAJIEH CUHAPOM

3.1. OBIIIA XAPAKTEPUCTUKA

Xenatopenanuuar cuHjapom (XPC) ce cpema B 18 % ot OomHute ¢
JNEKOMIICHCHpaHa 4epHoApoOHa 1mwmpo3a u acuutr. XPC ce AbMKM Ha eKCTpeMHa
Ba30KOHCTPHKIIMSA, BOJIEIIA IO HaMaJlsIBaHE Ha TIOMepyiaHaTa (puiaTpamus mpu ChbXpaHeHa
¢dbyHkus Ha TyOynute U HOopMmasiHa Mopdomorust Ha 0sOperute. I — Bu Tun XPC mpotuua
¢ OBp30 mporpecupania ¢GyHKIIMOHATHA OBbOpeuHa HemocTaThuHOCT, /II-pu THHI - ¢ TO-
MPOJIBDKUTEITHO BIIOIIaBaHe Ha ObOpedHaTa QyHKITHS.

bonnume ¢ xenamopernanen cunopom noonedxcam Ha XOCNUMATU3AYUSL 8 CNEYUATUSUPAHO
2aCmMpoeHmepoIo2U4HO OMOeIeHUe/KIUHUKA C 8b3MONCHOCT 3a NPOCIeO8aHe HA CleOHUme
nokazamenu:

- YacoBa u ICHOHOIIIHA IHype3a

- Harpuit u Kanmii B 24- yacoBa ypuHa

- H3crmensaHe Ha OCMOJAJIMTETA HA ypPUHATA U HA IUIa3MaTa € MPEenopbUUTEIHO.
- OTHOCHTEIIHO TErJI0 Ha yprHaTa

- KonuuectBo 6enTbk B 24- yacoBa ypuHa

- Hcnensane Ha anOyMHH U Ha CeTUMEHT B OaHaJIHA MOPLUS ypUHA
- TenecHo Terno

- XeMoAMHAMHMKa- yJIC U KPbBHO HAJIATaHE

- IleHTpaJIHO BEHO3HO HaJIATaHE

- EnexrtponuTu- BCeKU JcH

- VYpes u KpeaTuHUH

- AMOHSK B cepyMa — 110 BbB3MOYKHOCT

- AKP

- KpearnnunoB knmpbHC

- AOnomuHanHa exorpadus

3.2.IUATHO3A
JIMarHOCTHYHHM KPUTEPUH HA XeNATOPEHAJHUSI CHHAPOM
( International Ascites Club’s Diagnostic Criteria

3.2.1.'oieMu KpUTEPHH :
- XPOHHUYHO WJIM OCTPO HYEPHOAPOOHO 3aboisBaHE C HaAmpeaHala YepHOoaApoOHA
HEIOCTaThbUHOCT M MOPTAJIHA XUIEPTOHUS
- HHCKa riomepyiHa ¢untpauus - cepymMeH kpeaTuHuH > 133 umol/l unu 24 — yvacoB
KpeaTHHUHOB KIUpbHC <40 ml/min.
- HAMa JAaHHM 3a IIOK, CBITBTCTBAmIAa OakTepuaiHa WHQEKIUS W TEKYIo WIN
IPE/IIECTBAIO JIeYeHHe ¢ He(PPOTOKCHYHM JICKapCTBEHM MpOoAyKTH. He ce ycraHoBsBat
JTAHHU 32 3ary0a Ha TEYHOCTH IPe3 TaCTPOUHTECTUHAIHUS TPAKT (MOBPBINAHE UITH TUAPHS).
He ce yctaHoBsiBa excTpeMHa 3aryba Ha T€YHOCTH OT ObOpenure (cragaHe Ha TErJoToO ¢
noseye o1 0.5 kg nHeBHO Tpu GostHY ¢ acuT 6e3 nepudepHu otor uian Ha 1.0 kg mHEBHO
npu 601HU ¢ epudepHU OTOIIH.
- Hswma tpaiino nogobpenue Ha ObOpeunata ¢yHKuus (cepyMeH kpeatuHuH <133 umol/l,
KpeaTHHUHOB KIMpBHC Hax 40 ml/min ) ciex cnupaHe Ha JUYpeTHYHATa Tepamnus WM
MOBHUIIIABAHE Ha TJIa3MeHMs o0eM cien BauBane Ha 1.5 1 Serum physiologicum.
- Ilporennypus < 500 mg/dl npu numnca Ha exorpadcku AaHHM 3a OOCTPYKTHBHA
yponaTHsi Ui HapeHXUMHO ObOpeyHo 3a00IIABaHe.

3.2.2. JlonbJIHUTETHN KPUTEPUH
KoJim4ecTBO Ha ypuHata nmox 500 ml 3a 24 yaca



- Harpuii B ypuHara oa 10 mEq/1

- OCMOJIAJIUTET HAa ypUHATA MO- BUCOK OT TUIa3MEHHS OCMOIATUTET
- KpbBHH KJIEeTKHU B ypuHara <50 (per high power field).

- cepymen Hatpuii < 130 mEq/1.

3.3. JEYEHHUE
3.3.1. lloBeaenne npu 60sHu ¢ XPC
. [IpocneasiBat ce KpbBHO HAJSITaHE U MYJIC C MOHUTOP
. OrpannuaBa ce mpuemMa Ha coi mof 4.0 3a 24 gaca
. OrpannyaBa ce mpueMa Ha TEYHOCTHU A0 | nuThp 3a 24 yaca.
. 3BbpiiBa ce kopekius Ha kanemusara u Ha AKP.
. Criupar ce He)pOTOKCHYHU JIeKapCTBEHH MPOAyKTH, BKI. Gentamicin u HCIIBC.
. IIpu xunepkanuemus ce crupa ynorpedara Ha KaJui-cbXpaHsIBall JUYypETHLIH.
. Criupar ce OpUMKOBHTE INYPETULIM TIPH JIUTCA HAa €eKT OT MaKCUMaJIHa JI03UPOBKA.
. Ilpu HamperHaT acuuT ce MpaBsAT MapaleHTe3u, He ToBeue OT 3 JINTpa 3a HaMassiBaHe
Ha MHTPaabJOMUHAIHOTO HAJIATaHE.
9. INapanenTe3ure 3abKUTENHO ce KomOnHMpaT ¢ Human albumin — 8 g Ha Bcexu
eBaKyHUpaH JIUTHP aCLHUT.
10. Xemoaunanusa ce npuiara camo Ipv OOJIHU C YpeMHUs WM IIPU 3aIllallBally )KUBOTa
KPUTUYHH CHCTOSIHUS, KaTO OCTbp 0€10ApOOEH OTOK.

03N N KW~

3.3.2. ®apMaKoJOru4Ha Tepanus

Terlipressin- 6omyc 0.5 mMr 3a 4 vaca. Ako HsIMa TEHJCHIMSA 3a CMaJaHE Ha
CepyMHUSI KPEaTUHHUH [03aTa ce MOBUILIABA CTHIAJIOBUIHO BCEKH 3 JTHHM CHOTBETHO 70 1
Mr 3a 4 yaca u 2 mr 3a 4 yaca. Ycnopeano ¢ uHdy3uute Ha Terlipressin ce mpuiara
Humanalbumin B no3a 1 rpam/kr nipe3 [-us aen, cnexn koeto no 20-40 rpama JHEBHO.
WNn¢ysusta ¢ Human albumin ce mnpekparsBa npu HapacTBaHE Ha LIEHTPATHOTO
BeHO3HO HamsraHe Haa 18 cm H2O. Terlipressin 1 Human albumin ce mpumarar 1o
nznu3ane ot XPC, 3a koeTo cCBUIETENCTBA CHAJAAHETO HA CEpYMHUsS KpeaTWHUH noja 133
MHUKpPOMOJIa Ha JIUThP WU MaKCHUMYM 3a 15 aHu.

ITpu Gomam ¢ I-Bu tum XPC  Moke Ja ce OonmuTa KOMOMHHPAHO TPHIIOKECHUE
Ha octreotid + midodrin.

Octreotide ce mnpwiara NMOJKOXXHO B HaudaiHa jgo3a oT 100 Mukporpama Tpu
I'BTH THEBHO, CJIEJl KOETO J03aTta Moxe jaa ce moBumu 1o 200 mMukporpama Tpu HbTU
JTHEBHO.

Midodrine ce npunara npe3 ycrata B TpU JHEBHU MpUeMa OT 7.5 MT, KaTo J03ata
MOJK€ J1a ce MOBUILHU J0 TpU IbTU AHEBHO 1o 12.5 mr. Ta3u tepanus Moxe 1a KOMOMHUPA
c mpwiarane Ha 20- 40 rpama Human albumin nueBno. Llenta Ha jeueHueTo € ja ce
MOBMIIM CPEHOTO apTepHalHO HaysAiraHe Hail- manko ¢ 15 mm Hg m ga ce namanu
IUIa3MeHaTa PEHHHOBA aKTUBHOCT ¢ noBeue oT 50 % Ha 3-Us JIeH OT JeUEHUETO.



4. YEPHOJAPOBHA (ITOPTAJIHA) EHIIE®AJIOITATHUSA

4.1. OBIIA XAPAKTEPUCTHUKA
Onpeoenenue
UepHoapoOHaTa eHiedamonaTus € HapyleHue BbB (QYHKIMATA HA [IEHTpaIHaTa HEpBHA
cUcTeMa B pe3yaraT oOT oOcTpa WIM XPOHUYHA YEepHOAPOOHA HEAOCTAThUYHOCT.
XapakTepu3upa ce ¢ MUPOK CIIEKThP OT HEBPOIICUXHUATPUYHU TPOSBU — OT JICKH IIPOMECHH B
CH3HAHUETO 70 ABIOOKA KOMa, KOUTO Ca MOTEHIIMATHO 00paTHMH.
Knacugpukayus
1. Octpa uepHOapOOHA eHlledanonaThs — OCTPO ChCTOSHUE Ha OOBPKAHOCT, KOETO MOXKE
na mporpecupa A0 Koma. HabmiomaBa ce mpu OOMHM C OCTpa 4YEpHOAPOOHA
HEJOCTAaThYHOCT U OOJHU ¢ yepHOApoOHa nuposa. Ilpu manmenTuTe ¢ yepHOApPOOHA
[Mpo3a MOsBaTa Ha OCTpa YepHOApoOHA eHIledanonaThs Hail-uecTo € CBBbp3aHa C
HAJIMYUETO Ha MpeUUunUTHpay GakTopH.
2. PexypentHa eHuedanmomatus — pEeNUAMBHpAINA €NU30AM HA  YEpHOAPOOHA
eHredaionatisi Tpu OOJHHA ¢ IUpo3a 0e3 HAIWYUEe Ha MPEHUIHUTHpAINd (aKTOpH ¢
II'BJIHO BH3CTAHOBSBAHE HA HEBPOIICUXUATPHYHUTE HAPYIIICHUSI.

3. Ilepcuctupama eHmedanonatus — HaJIAYHE HA TOCTOSHHH HEBPOIICHXUATPUIHHU
neGuIUTH pu OOJTHH € YEPHOAPOOHA IUPO3a
4. CyOkJIMHMYHAa WIA MUHUMajdHa  eHiedanonatus — JIMIICAa HAa  U3SBEHU

HEBPOICUXMATPUYHN aHOMAJIMU MpU OOJHU ¢ yepHOApoOHa nupo3a. Hamune ca neku
KOTHUTHBHH Pa3CTPONCTBA MPH MCUXOMETPUYHO M HEBPO(U3NOIOTUYHO HU3CIIEIBAHE.

Cragnu Ha 4YepHoapoOHaTta eHuedasonatusi — kpurepun Ha West —Haven 3a
NPOMEHHU B Ch3HAHUETO NP YePHOAPOOHA eHuedatonaTus
Craguit 0 - numncBaT JIMYHOCTOBUM M IOBEJEHYECKM IPOMEHH, HsIMa HEBPOJIOTMYHU
npoMeHu. Hanmune ca caMo JIEKOCTENEHHN OTKJIIOHEHMSI B ICUXOMETPUYHUTE TECTOBE
Craguit 1 — mpomeHH B maMmerTa, jJeKa OOBPKAaHOCT, BBH3OYAMUMOCT, pa3ipa3HUTEIHOCT,
HapylieHa KouueHTpauus. Hapymenuss Ha chHs. Eydopus wnu nenpecus. Moxe na uma
TpeMop
Cramuii 2 — Jlerapruss wim amartus. JlezopueHtupanoct. HeanexkBatHO TOBeIeHUE.
3aBasieH roBop. M3sBeHN aCTEpUKUCUC U aTaKCUs
Craguit 3 — COMHOJIEHTHOCT 10 CTYyNoOp, J€30pUEHTalus, IpOMSHA B IIOBEJIEHUETO,
arpecuBHOCT, aCTEPUKCHUC, XUIEPAKTUBHU pediekcu, monoxureneH pediaekc Ha babuncku
Cramuii 4 — Koma, 3aemane Ha jeniepeOpaliionHa mosa



Ilogedenue npu nayuenmu ¢ KIUHUYHO U3SBEHA YePHOOPOOHA yuposa /cmaduil 1 0o

4/ Bcuuku ManuCHTU C NPOMCHHU B CBCTOAHHUCTO Ha CHb3HAHUCTO U KIIMHUYHU JaHHU 34
YEepHOAPOOHO 3acsraHe TpsOBa Ja OBAAT XOCMUTAIM3UPAHU B  CICHHAIM3UPAHU
raCTpoCHTCPOJIOTUYHU OTILGHCHI/IH/KHI/IHI/IKI/I Ha 6OJ'IHI/I]_[I/I C HaAJIUW4YHHU OTACJICHUA 3a
HWHTCH3MBHA TCparusi, C BbSMOXHOCT 3a KOHCYJITalluA U TCpaluAa OT Pa3jIndHu MCAUIUHCKHU
CHEIHMATUCTH /HEBPOJIO3U, TCUXUATPU, AHECTE3HOJIO3H-PEaHUMATOPH, XUPYp3u U Ap.) U
U3BBPIIBAHE HA Pa3HOOOpa3HU CICNHUATM3UPAHA JIA0OPATOPHU H HWHCTPYMECHTATHU
U3CIIC/IBAaHMSI

[ToBenenneTo npu OOJTHU ¢ YepHOApOOHATA eHIedaronaTrs TpsiOBa J1a ce PHKOBOIU OT

CJIICAHUTC MMPHUHIUIINA

1.

Jlnaruosara 4epHOApoOHa eHIedanonaTHs ce MOCTaBsl ciel M3KIYBaHE HAa BCHYKU
Bb3MOKHU W3BBHUEPHOIPOOHM NPUYMHM 3a NPOMEHM B CH3HAHMETO M IOsIBA Ha
HEBPOJIOTUYHU OTKJIIOHEHHUS.

JlnarnoszaTta ce mocrassi Bb3 OCHOBA Ha aHAMHECTHUYHUTE, (PU3UKAIHU U JabopaTopHU
JAaHHU 32 4epHOApOOHO 3a0ojsiBaHE W JIMIICAaTa Ha JAHHM 3a Jpyra €TUOJIOTHS Ha
LepeOpaJHUTE MPOMEHU. 3aAbKUTEIIHO € ONPEEISTHETO Ha CTENEHTA Ha 3acsraHe Ha
yepHOApoOHaTa (DYHKIIHSL.

OcHoBara Ha TepanusiTa € aKTUBHOTO ThPCEHE M JICYEHHWE Ha BCUUKH MPEHUNUTHPAILN
(akTOpH, KOUTO MOTAT J1a I0BeJIaT 10 Pa3BUTHETO HA YEpPHOAPOOHA eHIedatonaTus.
[lpu Bcmukwm craauu Ha dYepHOApoOHaTa eHredanonaThs € HeoOXOAWMO aKTHBHO
HaOJI0IeHNe Ha MAIMEHTUTE ChC CTPUKTHO CIIEJICHE Ha ChCTOSHUETO Ha Ch3HAHMETO, C
OCHUT'ypsIBaHE Ha MEPKH 3a IIpeJilla3BaHe MPU IPOMEHH B IIOBEJIEHUETO, C TOTOBHOCT IIPH
3a]/bJI00YaBaHE HA IPOMEHUTE B Ch3HAHUETO J]a c€ 0OCHIU U U3BBPILU €HAOTpaxeanaHa
MHTYOaLusl.

HHughepenyuannama ouaernosa npu YE exnrousa:

Memabonumnu enyeanonamuu

Jlnabert - XUTorIMKeMus, KETOaIu103a

Ypemus

Xunokcust

Tokcuunu enyegpanonamuu

AJKOXOJ - OCTpa aJKOXOJIHA HMHTOKCcWKaius, delirium tremens, cuaapom Ha Wernicke-
Korsakoff

Hapkoruun

Humpakpanuannu npoyecu

[TpocTpancTBO 3aeMam — KPBBOHW3JIMB, TYMOPH, MO3bYEH HHCYIT, adciec
Ennedanur, MeHuMHTrUT

Henpecun, ncuxo3u

Hpeuunurupamm paxkropu 3a passurue Ha YE no yecrora

Azotemus /29%/
CenaTuBHM, TPAHKBWIN3ATOPH, aHATITETUIH /24%/
["acTtpounTecTUHANEH KPBbBOU3IIUB /18%/

IToBunieHn BHOC Ha GenTbin /9%/
MerabonurHa ankainosa /11%/

Wudexius 3%/
Koncrunamus /3%/
Hpyru — tpomOo3a Ha MoOpTajgHATa BEHA, OCTHDP AaTKOXOJEH XEMaTUT, OIEPATHBHH

HWHTCPBCHUIUH ITPHU UPOTHUILHN, ITBHTOBC- CIIOHTAHHU U OIICPAaTUBHU.



4.2. TMATHO3A
4.2.1. AnamHe3a U PU3NKAIHO U3CJIeIBAHE
4.2.2. JlabopaTopHu U3CJIeABAHUS

* U3crenBaHe Ha CepyMHHS aMOHSK, II0 BB3MOXXHOCT B apTepUalHa KpPBB.
[ToBumennero My mnoakpens nuarHosara YE. M3cneaBaHeTro Ha CepyMHHUST aMOHSK B
TUHAMUKA € TI0Ka3aHO TPU HECHTypHa JWAarHo3a, BBIPEKH BB3MOXKHOCTTA 3a (DajmmBO
3aBUIIEHN CTOMHOCT (OT MYCKYJEH MpOM3X0A) WM (alIMBO TMOHWKEHH Ppe3yiaTaTu
(aMOHAKBT BHB BEHO3HATa KPbB € MHOTO MajlKa YacT OT OOIIMS aMOHSK B OpTraHU3Ma).
CreneHTa Ha XMIIEPAMOHMEMHSATA KOpeJIHMpa C TeXKecTTa Ha ocTpaTra YepHOJpOoOHa
HEJIOCTaThYHOCT.

e [IIKK/ Ep, Hs, Xr, JleBk, Tp,/, AKK
OO0 GenThK, andymuH, OMIUPYOUH, KPEaTHHHH, ypes,KpbBHA 3aXap
Enexrponuru
AST,ALT, GGTP, AP, HE
[Tporpom6uHOBO Bpeme, INR, pubpunoren
AKP
Ypuna
Ypokynrypa
XeMoKynTypa- Npy KIMHUYHU JaHHU 32 HHPEKIUsA
MHUKpOOHOIOTHYHO M LUTOJIOIMYHO, H3CjieaBaHe U Opoil Ha JIEBKOLUTHTE B
aCIIMTHA TEYHOCT MPH HAJIMYHE HA aCIUT
e l3cienBaHe 3a OKYJITHM KPBBOM3JIMBU — IIPHU JIMICA HAa KJIMHUYHO IPOSBEHO

KbpBEHE

4.2.3. HNHcTpyMeHTAJIHU U3C/IeIBAHUS

e EKT

e Penrrenorpadus Ha 6su1 1po0 U cbplie

e Exorpadus Ha kopemMHu opranu u Jlomneposa exorpadus. [locneqnara e nmokazana
npu penuauBupaiia v xpoHuyHa YE, oco0eHO mNpu CpaBHHUTEIHO CbXpaHEHa
YepHOAPOOHA QYHKIIUS.

e KAT

e EEI

e SMP —1ipu HescHa 1MarHo3a U HaJM4yHa TEXHUYECKA Bb3MOKHOCT

4.2.4. Koncyarauuu
- Hespounor
- [Icuxmatsp

4.3. JEYEHHUE
4.3.1. Octpa enuedasonarus
Tobpcene u edeHrne Ha NPEHUNUTHPALTITE (PaKTOPU
2. Huera
- OrpaHuWYeHHE Ha MpueMa Ha OeNTHK Mpu ocTpa eHiedanonarus Ha 0,5 r/Kr/aeH
- II'BJIHO M3KJIIOYBaHE Ha OENTHYHUSA BHOC 3a 1-3 JHU NMPH CTOMAIIHO YPEBEH KPHBOU3IIUB.
Kanopuen BHOC — upe3 IIFOKO3HU BIMBAHHUS
- TMOCTENEeHHO MMOKauyBaHe Ha OENTHhYHMS BHOC, 32 J1a CE ONpe/ied MOHOCUMOCTTA - Lel: 1-
1,5 r/kr/nen. M3non3Bar ce pacTUTENHU U MJICYHU OENTHIIH.
- XpaHEHEeTOo ce U3BBPIIIBA IEPOPATHO, TPH HEBB3MOKHOCT Mpe3 Ha30-racTpajaHa COHa
3. HamansBane Ha MPOJyKIMATA HA aMOHSK OT YepBaTa

[S—



- Tlouucmeane na uepsama

1.
2. JlakcatuBa — nepopajiiHo Win ype3 conza — MgSO4, upuramusi ¢ TEYHOCTH NEPOPATTHO

Bucoku mouncTBaIy KIn3MHu

3. HepesopOupyemu auzaxapuau

- Hamansasane na NH3-npooyyupawama upesna ghnopa

N —

1. Lactulose — cpencTBo Ha MbpBH U300P

— nep oc uim npe3 conaa 100 mi, cnen koero 3x10-50 mi

— WM — IbpBa J03a 45 MJI, clie]] KOeTO ChIllaTa J103a Ha Jac J0 MosiBa Ha U3X0XK/IaHe,
cien toBa 3x10-50mn

— Kmusma (mipu koma) - 300 mur B 1 11 Boga 1 3abprkaHe Ha pa3TBopa moHe 1 yac
(manueHThT MOCHeoBaTeIHO ce OOpbIlla Ha JsiBAa M JsICHA CTpaHa, NpHU
HEOOXOMMOCT U B MOJI0KeHHEe TpeHaeneHoypr)
Llen: 2-3 kammaBu U3X0XKAAHUS JHEBHO
CpaHn4HH ACWCTBUS: KOPEMHHU OOJIKH, TaJIeHE, TUapUsl — BDEMEHHO CITUPAHE HITH
HaMaJsIBaHe Ha J03aTa
JlombnHuTETHA BB3MOXKHOCT: Lactitol — Haganmna mgoza 0,5 —0,7 g/kg/d

Hepezop6upyemu aHTHOMOTUIH

- Neomycin mbpBOHa4YaIHO 6 g, ciieq KoeTo 2-4 g/nHeBHO 3a 1-2 ceaqmMuIm

- Streptomycin - 1-2g/d

- Rifaximin - ¢unm tabnerkn nmo 200 mg u cycnencun BB (iaakonu 60 ml (100
mg/5ml). JlozoB pexum: 3-4 mpuema mo 15 mg/kg. Tasm Tepamusi € HOBa
CTpaTerusi 3a JIeYeHHEe Ha eHue(alonaTusiTa HacoueHa CPeIly EH03CTHHUTE.
benzonuaszenuHuTe ce MOrABIIAT C XpaHaTa /MpPeJUMHO 3eleH4Yyuu/ u
ce oOpa3yBar oT 6akTepuaigHara ¢opa — eH103en1HU. Te NpUINHABAT CTYIOp U
ca mpenunutupai paxkTop mnpu yepHoapoodHara earnedanonarus  /YE/.
[lepuonuunoro neuenue c Rifaximin e mNoka3aHO MNpU TEXKKU XPOHUYHH
4epHOApOOHM  3a0omsiBaHusi W mpeanasBa ot YE w cnoHTaHeH

OakTepuareH TEPUTOHUT —  TMPUYUHSIBA  CEJICKTHMBHA  WHTECTHHAIHA
nexkoHtamuHanms nomnooHo Ha Norfloxacin
Crpannunu nevictBus: 3% oT aHTHOMOTHIIMTE ce pe3opOupar - Hedpo-

¥ OTOTOKCHYHOCT, JHAPUU
- Metronidazole —2 x 250 mr p.o.
Crpannunu neicTBus: HeBpOTOKCHYHOCT MPU MANKUEHT ¢ mupo3a. HTPaBEeHO3HOTO
MPUJIOKCHNE HAa aHTUOWOTHIIM € BTOpa JIMHUS HA JICYCHHE INPH YepHOIpOOHAaTa
eHIedanonarus.

3. lpyru TepaneBTUYHH Bb3MOKHOCTH

- Flumazenil -1 mg Gomyc i.v.-nipu nanpenty ¢ YE, npuunHena ot 6eH30A1a3eNMHU
- Pasknonenn amuHokucennuu (Aminosteril-N-Xena —no3a no 40 g/d) — npu nunca
Ha e(eKT OT FOPHUTE MEPOIPHUATUS M IpPHU JIOIIA MOHOCUMOCT KbM alMMEHTapeH
BHOC Ha OENTHK.

- L-ornitine-L-aspartate (—no3a 20 —40g/di.v. ) — npu mnauueHtu 6e3 ObBOpeuHa
HEJIOCTaThbUHOCT H Jmnca Ha edext or ropuure wmepku B II-IV  cramwmit
YE L-ornitine-L-aspartate (rpaHynar) € TOKa3aH 3a JIEYCHHUE M Ha TO-PaHHUTE
CTaguM Ha dYepHOJpoOHa eHuedantonaTtus, BKIIOYUTEIHO W IMPH MHUHUMAalHATa
/cyOknuuuuHa, jateHtHa/ YE. Ilpwmema ce 3 mbrm aHeBHO 1o 1-2 mpaxuera
Pa3TBOPEHH B Yallla ¢ BOJa WM Jpyra TEYHOCT CJIe]l XpaHEeHe.

4.3.2. PekypeHTHA 1 XpPOHUYHA YepPHOAPOOHA eHuedaonaTus

N30sareane v mpeBeHIIUS Ha MPEHUMUTHPAIINTE PaKTOpH

XpaHeHe — mocTurase Ha OenTp4yeH BHOC a0l1-1,5 T/Kr/mH 3a cMeTKa Ha pacTHTEITHU
A MJIEYHU OeNThIU

Lactulose — 11e1 2-3 xamraBy U3X0K/IaHus JHEBHO



. Neomycin /2r/an/ u qpyru Hepe3opOupyeMu aHTHOMOTHUITN, XUHOJIOHH— CaMo TIpu OOJTHH,
npu  KOWTO JHMcBa edeKT OT JakTyino3ara. Heobxomumo e crTporo OBOpedHo,
HEBPOJIOTUYHO ¥ OTOJIOTUYHO MOHUTOpPUPAHE.

L-ornitine-L-aspartate ( 18g/nH p.o) — mpu aunca Ha eheKT OT TOPHUTE MEPKH, TPsSOBa
na ce cienu ObOpeuHaTa pyHKIIHS.

4.3.3. MuHMMa/THA WK CYOKJIMHNYHA eHIedaTonaTus
ToBa e nHaii-uectara ¢opma Ha UE — cpema ce npu 60% ot GosnHuTe ¢ 4epHOApOoOHA
UpO3a.
IIpu Bcuuku GONHM C yepHOAPOOHA IMpo3a Oe3 JaHHM 3a sIBHA eHuedaonaTus e
HE00XO0IMMO U3BBPIIBAHETO HA CTAaHAAPTHUTE IICUXOMETPUYHHU TeCcTOBE. M3cieqBaneTo
TpsiOBa J1a ce MOBTapsl Ha BCEKH 6 Mecela.
[Ipu HaNMUMYHU 3HAYUTETHU NEeDUIMTH WM OIJIAKBAHM, HAPYIIABAIIM KaueCTBOTO Ha
XKUBOT (O€3ChHUE, PAIPAa3HUTEITHOCT) € HEOOXOIUMO OOCHKIAHETO Ha HEOOXOJUMOCTTA
oT JieyeHue. JleueHnero BKIIOYBA TUETHYHN MepkH n/unu Lactulose.
[Ipy HanUyHM 3HAYUTENHW HEBPOJOTWYHM jAepuuuTH TpsOBa Ja ce o0chau
HE00X0AMMOCTTa OT 3a0paHa 3a yIpaBjeHHE Ha MOTOPHU MPEBO3HU CPEJCTBA U paboTa
Ha MalluHHU.



XIV. HOPOUPUN

[Mopdupuure ca cpaBHUTENHO peAku 3a0oisiBaHus. JIUIICBAT HAACKIHU JaHHU 32

JeCTBUTEIHATA UM YecToTa. BbH OT chbMHEHMe € o0aue, 4e MPOTUYAHETO C KIMHUYHU
U34BM Ha BCUYKUTE 7 TuUNa mopdupuu B3eTH 3aelHO He HAaaXBbpis yectora oT 1:1000.
Borpeku ToBa mopdupuuTe MMaT 3HAYUMOCT 3a OOLIECTBEHOTO 3ipaBeomna3BaHe. Ts ce
o0yciaBs OT CIEAHOTO:

[IpakTukara cucTeMHO J0Ka3Ba, Y€ T€ C€ CPeIlaT MO0-4eCTO, OTKOJIKOTO JIEKYBAIIUTE
JIEKapy T OYaKBar.
MHO3HMHCTBOTO OT OOJTHUTE ca B TPYAOCTIOCOOHA BB3PACT.
[Topagn HEMOCTaTPYHOTO UM IMO3HABAHE OT KIMHUIUCTHUTE, HEPSJIKO CE JIOMYyCKAaT
AWArHoCTUYHU TPCIIKH, KOUTO BOLAT 0 TCPalICBTUYHU He6ﬂarononyq1/151. He
JUICBAT Clyyau, KOraTo B pe3yJTaT HAa HENPaBWJIHO IMOBEJEHHE Ce JOCTUra J0
TpaﬁHO WHBAJIMAU3UPAHC WA CMBPTCH U3XO/, ITPU KOUTO KIIMHUIIUCTUTE JOPHU HE Ca
MIperoiarajiv Haluuue Ha nophupus.
IIpu Haif-yecto cperanuTe NOpGUPUU HEPSIKO CE€ pa3BUBAa IbPBUYEH paK Ha
yepHus Apod, KoeTo OM MOIJVIO Ja ce NPeJoTBpaTH uYpe3 paHHa JUarHOCTHKa U
JieyeHre Ha MoppUpHsITa.

[Ipu wmHOTO OONECTHU CBHCTOSAHMS U(epeHnnanTHaTa JuarHo3a Hajara
W3KJII0YBAaHE HA BH3MOXKHA TOpHUPHSL.

Y nHac ca ycraHoBeHu 6 oT 7-Te u3BecTHU nopdupuu. llpencraBenure mo-mony

JaHHU ca U3roTBeHu ot Jlabopartopusra na noppupuu keM Yb ,,Ce.MBan Puncku”, xosto
oT 1965r. ¢ enmHCTBEeHOTO 3BeHO B bhbJirapus, crnenuanu3upaHoOB B JUAarHOCTHKATa,
JICYEHUETO U ABITOCPOYHOTO MPOCTeAsIBaHe HAa OOTHHUTE C IOPHUPHH.

[TOPOUPUN Jannu 3a bearapus Jannu 3a EBporna
1976-1980 2010-2014
Porphyria cutanea tarda
3abosieBaeMOCT 1,32 0,25 ~1,5
BonectHocT 29 5,7 ~ 40

Octpa uMHTEpMHTHpaILA

nopgupus

3abosieBaeMoOCT 0,19 0,05 0,13
bonectrocr | 7,8 2,7 5,4

Porphyria variegata

3a001eBaeMOCT 0,05 0,08
Bonectnoct 2.4 3,2

Epurponoernyna

nporonopgupua

3abosieBaeMOCT Bcenuko 19 nuarnoctunmpanu auna
BbonectHoct | karo 17 OT TAX 0sixa OTKPUTH A0

1994 1.

Ot 1965r. Hacam ca ycraHOBEHM caMO 3 JMIA C BpoaeHa Komnponopdupus
(npeanonaraema OonectHocT B cBeta ~ 2/1 000 000 nHacenenue) u 1 ¢ BpoaeHa

eputponoetuyHa mnoppupus (npeanonaraema OosectHocT B cBera ~ 1/1 000 000
HAaCeJICHHE).




1. XAPAKTEPUCTHUKA HA IOP®UPUUTE

[Mopdupuute ca xeTeporeHHa rpymna BelecTBOOOMEHHHU 3a0oisiBaHusa. B ocHoBara
Ha BCSIKa OT ceZieMTe TTOp(QHUPHH CTOM BPOJICH WM PUIOOHUT AePUIIUT Ha TOYHO OIpeesieH
eH3UM OT OMOCHHTe3aTa Ha Xema. B pesynrtar Ha chb3faleHHss MeTabonuTeH OJOoK ce
HATPYNBaT MEXIUHHH TMPOAYKTH Ha OOMsSHATa, KOWTO OOYCIaBAT TBBpAe Oorarta
cuMIToMaruka. MHOrooOpasueTo Ha KIMHWYHUTE U3SBH TpH nopdupuute U
XapakTepu3nupa KaTo MYJITHAWNCIHHUILIMHAPHA 00JacT (BX. AUATHOCTHYHUTE KPUTEPUU TIPH
nopupunTe B MOCIEABANIOTO M3JIOXKEHHEe). Benuku nopdupun obade, B mo-roismMa MM
M0-MaJIka CTENeH, MMaT TacCTPOCHTEPOJIOTUYHU acrekTd. [Ipy MHO3MHCTBOTO OOJIHU
racTPOCHTEPOJIIOTUYHUTE CHMIITOMH ca BOJCIIM, a Hal-paslpocTpaHeHaTa mophupus -
porphyria cu tanea tarda - mpoTH4a ¢ IPOrpecUpaio XpOHHYHO YEPHOAPOOHO YBPEKAAHE.
HecnyuaiiHo 3BeHaTa crelualu3UpaHd B JWAarHOCTHUKATa M JIEUEHUETO Ha MOppUpUUTE
4ecTO €€ HaMuUpaT B TaCTPOCHTEPOJIOTMYHM KIMHMKH. [lopaau TOBa, BBIPEKU
MYJITHIUCIHMIUIMHAPHAS XapakTep Ha MOpOUPHUUTE, YMECTHO € KOHCEHCYCHT OTHOCHO
JUAarHOCTHKAaTa, JIEYEHHETO M JBIATOTPAiHOTO TpociensBaHe Ha OOJHUTE OT Te3u
3a00JsIBaHMA Ja ObJIe MPEII0KEH HMEHHO OT IacTPOSHTEPOJIOrHYHa KIMHHUKA ChC 3BEHO,
CIeUaTN3UpPaHo B ChOTBETHATA 00JIACT.

[Mopdupuure ce pa3mensT Ha YEPHOAPOOHU M EPUTPONOSTHYHH B 3aBUCHMOCT OT
TOBa JIAJI EH3UMHUAT OJIOK, T.€. aDHOPMHOTO O0Opa3yBaHe Ha MEKAWHHH METaOOJHTH, € B
YepHHsI P00 MM KOCTHUS MO3BK.

Yepuoapoouu nopupuu:
Octpa uHTepMHTHpAIIA TOPPHUPHS
Porphyria variegata
Bponena konponopdupus
[TnymGonopdupus
Porphyria cutanea tarda

Epurponoernunun noppupumn:
o Epurpomnoerndna nporonopdupust
. Bpoaena eputponoernyuna noppupus (6onect Ha Giinther)

C uskmoueHue Ha Hskou ¢opmu Ha porphyria cutanea tarda, Bcuuku nmopdupuu ca
TeHeTUYHU 3a0oiisiBaHus. BpojaeHata epuUTpomoeTHYHAa TMOpPPHUPUS U BEPOSTHO
M3KITIOYUTETHO psAIKaTa IuTyMOomophupHs ce TmpemaBaT aBTO30MHO-PEIECHBHO, a
OCTaHAJIUTE aBTO30MHO- JIOMUHAHTHO.

CrpuiecTBeHa 0COOEHOCT B IaTOreHe3ara Ha BpoJieHuTe mnophupuu €, 4e mpu
MHO3MHCTBOTO T€HHU HOCHUTEIH €H3UMHHUAT Ae(eKT caM 1o cede CH He € JOCTAaTh4eH 3a
KJIMHUYHATA U3s1Ba Ha OoJiecTTa. HGO6XO)II/IMO € B’I)SI[CI\/IICTBI/IG Ha JOITBJIHUTCIIHU €K30I'CHHU
npuurHE (JIEKapCTBa, aJKOXOJ, CIbHYEBO OONBYBAaHE W JIp.) WIM CHIOTCHHH (hakTopu
(xopMoHaITHU KOJIeOaHusi, OPEeMEHHOCT), 3a Ja NMPEeMHHE 3a00JSIBAHETO OT JIATCHTHO B
nposiBeHo. ToBa mpaBu maroreHe3aTa Ha NOPQUPHUUTE OCOOCHO CIIOKHA, TH KaTo Te ce
OKa3BaT HE CaMO FeHETUYHH, & MHOTO(aKTOpHHU 3a00IIIBaHUSI.

JlokaTo MeXIy HAKOM OT TNOp(UPHUTE MMa 3HAYUTEIHO KIMHUYHO CXOJACTBO,
OMOXUMUYHNATE MNPOMCHU IIpU OTACITHUTC HO3O0JOTHUYHU CAWMHUIHN HUMAT JO MHOI'O TOJIsIMa
creneH crenuduyen xapakrep. Ilopaam ToBa, cHenMAIM3UpAaHUTE JAOOPATOPHU
U3CIIeBaHMs ca NPUIOOMIM pellaBalia pojsl NpU IMOCTaBsSHE HA TOYHATa JMArHosa.
3HaueHUEeTo Ha MPO(UIMpPAaHUTE 3BEHA € OCOOEHO CBHIIECTBEHO, ThH KaTO 4pe3 TAX ce
OTKPHBAT CBOEBPEMEHHO M JIATCHTHUTE HOCUTEIN NU3MEKAY KPHBHUTE POAHUHH Ha OOIHUTE
KaTo Ce M3CIe/IBa EH3UMBT, KOWTO € Ne(DUIIUTEH NPU YCTaHOBEHATA MOp(UpPHSL.

[Topagu TOBa, We mMOpGUPHHUTE NTPEACTABISABAT CPABHUTEIHO 000COOEH ASI OT



MEIWIIMHCKOTO TIO3HAHHWE, MPH IOBEYETO CIIy4aW MNPOPIIIMPAHUTE 3BEHA MPOBEKIAT U
JICYCHUETO, U ABJITOTPAWNHOTO HAOI0IeHNE HA OOJTHUTE.

2. JUATHOCTHYEH W TEPAIIEBTUYEH AJITOPUTBM IIPHU
MOP®UPUU, ITIPOTUYALIU C OCTDHP IPUCTHII

C mnopdupruueH NPUCTBI MPOTHYAT TEHETHYHO MpeJaBaHHUTE 3a00JSBAaHUS OCTpa
WHTEepMUTHpama mnopdupus, porphyria variegata, BpojeHata Kompornophupus u
M3KIIIOUUTENHO psakaTa rurymoonopdupus. [lpuctenuTte, ¢ HM3KIIOYEHHE HA TE3U MPHU
ryMmOonopdupusi, ce pa3BUBAT IO MPABUIIO CJIE] ITyOepTeTa.

2.1.AHaAaMHeCTHYHH KPUTEPHH 32 THATHO3ATA

2.1.1. OmnakBanus, 0HhOPMSIINA TACTPOCHTEPOIOTHYEH CUHIPOM: KOPEMHHU OOJIKU
¢ pasHooOpazHa xapakTepucTuka (Audy3HH WM JIOKAJU3UPAHU, TOCTOSHHH WU
KOJIMNKOOOpPAa3HU, WpaguHpalld WM HEHpaJuUpalid B ONPEACTICHHU IOCOKH), TaJeHE,
MOBPBIIAHE, 3aMeK, CyOuseyc.

2.1.2. OmakBanusi, opOpMsIIKA HEBPOJIOTHYEH CUHAPOM: OOJIKH B MYCKYJIaTypara
Ha KpaiiHunuTe, Tbp0Oa, TPBAHMS KO M KPBCTa; MYCKYJIHA CIIA0OCT, AECHEHICHTHO
pa3BUBAIllM CE Tape3d U Mapalu3d Ha KpaWHUIINTE, CETUBHU HAPYIICHHS, T'bPUOBE H
enmuaenTu(OpPMEHH TIPUITATBIN; 3a1yX OT pa3BUBAaIla C€ Mapaju3a Ha JUxaTejHara
MyCKynaTypa; MpOsiBU OT CTpaHa Ha 3acerHaTH YEpermHo- MO3bUHU HepBU (aucdarus,
IU3apTpus, apOHUS, BPEMEHHA CIIETIOTA).

2.1.3. OmurakBanus, oGOPMSIIIM TCUXUYCH CHHAPOM: JENpecus, Oe3MOKOHCTBO,
TPEBOXKHOCT; YACTUYHA WJIU ITBJIHA AE30PUEHTHPAHOCT (BKJI. IEIUP U AMEHLIUA).

2.1.4. Jlpyru omnakBaHUsS: OTHAJHAIOCT, TU3YPUYHH CMYIICHHS, ChpICOMCHE, B
PEAKU cIlydau AUapusi.

2.1.5. YepBena ypuHa.

2.1.6. [lanHuM 3a TpeIIIECTBALl0 BB3JACHCTBUE Ha CJIETHUTE OTKIIIOYBAIIU
Pa3BUTHETO HA MPUCTHIA (PaKTOpPH:
- IlopdupuHorennu nekapcTBa: BCHUKM OapOurypaTtH; antubuotuum (doxicyclin,
nedamocnopunn, makponuau, tubocin, cycloserin, ketoconazol, griseofulvin, u np.);
BCUYKU CYN(QOHAMUAN; aHTUKOHBYJICAHTH; IHPA30JIOHOBH TMpemapaTH; €CTPOTeHH U
mporecTareHu, BKJI.OpasHM  KoHTpamentuBu; diclofenac, piroxicam;  aluminium
oxide/magnesium oxide; lidocain, verapamil, nifedipin, diltiazem, enalapril, captopril,
reserpine, clonidine; fu rosemide, spironolacton; aHTHAENpecaHTH W TPAHKBHIU3ATOPH,
metoclopramide, pitofenone and analgesics, drotaverine; eproTaMHHOBU TIIpemnaparty;
dimenhydrinat, clemastine, chloropyramine; mercaptopurine, methotrexate, busulfan,
tamoxifen u ap.
Bpb3ka Ha mpUCTHIIa ¢ MEHCTPYaTHUS [IUKBI; OPEMEHHOCT.
I'manyBane, HeOXpaHBaHe, ocTpa GU3NIECKa IIPEYyMOpa.
Ckopo mpekapaHa Wi HaTnyHa HHQEKIIUS.
- AKOXOJ.

2.2.Du3uKaAIHA HAXOAKA

2.2.1. b

OJIE3HEHOCT TP Tajmaius Ha KopeMa ¢ Bb3MOXKHA JieKa PUTHIHOCT, HO 0Oe3
nedanc.

2.2.2. WzpazeHa B pasiuyHa cCTeneH (B 3aBHUCHUMOCT OT JaBHOCTTa Ha
MPOMEHUTE W WHAUBHAYyaTHHS OojeH) mnepudepHa (Bsja) WIM LEHTpaTHA
HEBPOIIATHSI.

2.2.3. Taxukapaus U XUIEPTEH3NUS.

2.2.4. B uskou ciydau cy0heOprIHOCT.

2.2.5.
pU 3amoyBala Mapanu3a Ha JuXaTeiqHaTa MYCKyJlaTypa OTClIa0BaT riachT U
EKCITUPUYMBT.

I1



[TB1HOTO pa3BUTHE HA KIIMHUYHATA KAPTUHA OTHEMA 2 - 4 CEIMUIIH.

2.3. O0mm J1a00paTOPHM U3CICABAHUSA
He ce ycranoBsiBaT cieniuuuHu IPOMEHU B KPbBTA, OCBEH XUIIOHATPUEMHUS [IPU HAKOU
60J1HU (C IpUNaIbIH, T'EPUYOBE WK TEKKU NOBPBIIaHU). Psko nMa Jieka JIeBKOIIUTO3a.
[Ipu wu3cneaBane Ha ypuHATA 4YECTO CE€ YCTaHOBsABa (aJIIMBO TOBUIIECHWE Ha
YpOOHIMHOTEHA, KOETO € ABJIKH Ha yBENINYeH MOPPOOMIHHOTEH.

2.4.CnieunajTu3upPaHu Ja00PATOPHHU U3CJIeIBAHUS

2.4.1. U3BbpmiBa ce CKPUHUHIOBO H3CJCABAaHE HA ypHHATa 3a IOBHUIIEH
nopdodunuuoreH. [Ipennounta ce npodara Ha Hoesch, kosiTo mpakTH4ecku € ¢ abCoIfoTHA
JTUarHOCTUYHA YyBCTBUTEIHOCT M JUAarHoCcTH4YHA crieruduunoct. [lonoxutennara npoda e
CUTYPHO yKa3aHHE€ 3a pa3BUTHETO Ha mopdupuyeH npuctbil. [Ipu orpunarenna npobda ce
OTXBBPJISI OCTPUAT NOPPUPHUEH MPUCTHII U TUATHOCTHYHUTE YCUIIMS Ce HACOYBAT ApYraje
(M3KJIIOUYCHHME TIpaBU KpaHO psAaKaTta IutyMOomopdupus, YUUTO OCOOCHOCTH IIe Ce
NPEJCTaBAT I0-HATaThK). TEeXHUUECKOTO U3MbJIIHEHHEe Ha mpobatra Ha Hoesch e
m3kmounTenHo JecHo: Kem  1-2 mn peaktuB Ha Ehrlich (2% napangumeru-
amuHOOeH3anaexua B 6 M conmHa kucenuHa) ce A00aBsT 1- 2 xamku (He moBede!) ypuHa.
[Ipu monmokutenHa mnpoba, T.e. TPU HIKOJIKOKPATHO WJIM ITO-BHCOKO ITIOKAa4YBaHE Ha
nophobuImHOreHa BeJiHara ce MmosiBsiBa OT 0JIeJOPO30BO /10 MATMHEHOUYEPBEHO OLBETSBAHE.
Kenarenno e mpobata Ha Hoesch ga moxe na O0be u3BbpIeHa B JabopaTopusTa Ha BCSKa
MFBAJIL. B npotuBeH ciydail O0oHUS ce HacoyBa HE3a0aBHO KbM JIeYEOHO 3aBEJIEHUE ChC
CHOTBETHATA Bb3MOXKHOCT.

2.4.2. ITpu nmonoxxutenHa npo6a Ha Hoesch ce 3amouBa BepHara jeueHue u
Ce U3BBpILIBA KOJMYECTBEHO OINpeAeisHE Ha  aMUHOJIEBYJIMHOBaTa  KHUCEIMHA,
nopdoOmimHorena, yponoppupusa u korponopdupuna B 24-qyacosa ypuna. OnpeaenstHeTo
Ha TOCJEIHUTE CEe W3BBpIIBA CAMO B CHELMAIU3UPAHO 3BEHO, KBAETO TpsiOBa na Obae
usnpareHa npoba. [Ipu npuctbn nopdoOUIMHOTEHBT c€ TOBHUIIABA JECETKU MBTU HAJ
ropuata pedepentna rtpanuna (10umol/24h). IloBumeHueTo Ha aMHHOJEBYJIMHOBATA
KHCEJIMHA € MT0-yMEPEeHO. Y poropUpUHBT ChILO € YBEJINUEH, KATO OOMKHOBEHO ITPEBUIIIABA
konporniopdupuna. IlocnennustT obade € mMO-BUCOK OT ypomopdupuHa MpU BpOJCHA
Kornpornophupus.

2.4.3. B cnenmanm3upaHOTO 3BEHO C€ YTOUYHSBA TUIBT Ha mopdupHsTa
JIOBeNla 10 OCTBP MPHUCTBI upe3 (IyopecleHTHO M3CIeABaHe Ha CHelu(HuyYeH 3a AajieHa
HO30JIOTMYHA eIWHHUIA TMOop(GUPHH-OENThYEH KOMIUIEKC B HaTHBHA KpbBHA IIjIa3Ma
paspeneHa c docdatHo-Oydepen duznosornueH paszrBop. Ilpm BB30Oyk)maHe 398 n m
a3Mara (ayopecurpa MakCUMaiaHO Ha 626 nm rpu porphyria variegata u Ha 618 nm npu
BpojieHa komponopdupus. Ilpu octpa wuHTepMuUTHpamia nophUpUs WM  JIUICBA
(iyopeclieHTeH MaKCHUMyM, MJIM TOW (TBBpAE HHUCBHK) € chllo Ha 618 nm. BbB BTOpHSA
ciydail JudepeHIHaTHaTa TUarHo3a MEXIy OcCTpaTra HMHTepMUTHpama mopdupus u
BpOJZICHaTa Konponophupus ce OCHOBaBa Ha TOBa, Y€ MU MOoCcjeHaTa KOPONOP(PUPUHBT B
ypUHATa € CHJIHO TIOBUIIIEH.

2.5. Jlmarno3a u audepeHnna Ha AUATHO32 HA OCTPUs NOP(HUPHYCH NPHUCTBHII.

OCHOBHUTE IMATHOCTUYHM KpuTepuu ca ciaegHute: 1. OuepTaBaHETO Ha TpUTE
KJIMHUYHUA CUH/APOMA - TaCTPOMHTECTUHAJIEH (C KOPEMHHU OOJIKM KaTo Haill-uyecT CHUMIITOM),
HEBpOJIOTHYEH U ncuxudeH. 2. YepBenara ypuna. 3. [Tonoxutennara mpobda Ha Hoesch. 4 .
CrnenuduyHUTE TPOMEHU NMPU KOJIMYECTBEHOTO M3CIICABAHE HA ypUHATA.

Hudepennmannata auarHosa MeXIy HopdHUpUUTe, BOJEHIM IO OCTBbp NpUCThI (0e3
wiymOonopdupusita) Oeme onucana B [V.3.

2.6. Jleyenue Ha ocTpus nop¢upuYeH NPUCTHIIL.
dapMakoJIOTHYHO OBNAJSBAHE HA MPHUCThIIA OM MOTJIO Ja C€ HU3BBPIIM BHB BCAKO
BBTPEIIHO WJIM HEBPOJOTHYHO OTAesneHue Ha Bcsika MBAJIL, HO camo mpu ycioBue, ye
JIeKyBaIllUTe JeKapu UMaT HeoOxoaumaTa KBamu(UKalus 3a TOBa. B mpoTuBeH ciydaii
OOMHUAT BeIHAra C€ Haco4YBa KBbM CHEIUAIM3UPAHO 3BEHO - TacCTPOSHTEPOJIOTHYHA



KJIMHUKA CbC CHOTBETHOTO 3BeHO. [Ipu odopmenu napesu u napanusu OOJHHS ce HacOUBa
KbM HCBPOJIOTMYHA KJIIMHUKA. B TakbB CJIy‘-IElfI C€ OCBhLICCTBsBA HGO6XOI{I/IMI/I$IT KOHTPOJI OT
CTpaHa Ha CIELUAIN3UPAHOTO 3BEHO.

HezabaBHo ce mpeycTaHOBsiBA BB3JCHCTBUETO HA BCHUYKM €K30T€HHH (akTopw,
OTKJIFOYBAIH ITPUCTBIIA.

2.6.1. IIaToreHeTu4HO JIeUEHHE.
CecTOM ce B MacUBHU MHTPABEHO3HU BJIMBAHMS Ha IJIIOKO3a, KOATO TMOJTHCKA
ouocunTe3ata Ha nopdupunure. [loctass ce abokat. Bausart ce ot 200 mo 400g riaroko3a
naeBHo. [Ipenmounta ce 10% rmoko3a (4 mo 8 6anku mo 500 ml). [Tpu xunonarpuemus ce
usnomnssa 20% raoko3a. JledueHneTo npoabKaBa 10 MOCTUTAHETO Ha KIMHUYHA PEMHCHS,
KaTo J03ara ce HamansBa mnocreneHHo. [locturanero Ha OHMOXMMHYHA pEeMHCHUS HE €
3abJKUTENHA 1edl. [Ipu nunca Ha raeHe U NOBPBIIAHE C€ Ha3HAayaBa MaKCUMAJIEH [IPUEM
Ha OJMTO3axapuau Tpe3 ycrata (KOHPUTIOp, MapMmaiaa, CHpPONH, Men U Jp.). AKO
JICYCHUETO HA MPUCTHIIA HE € OWIIO MPOBEACHO B CIICIUANM3UpPAaHA KIMHUKA, OOTHUSIT Ce
HACOYBa KbM TaKaBa 32 OKOHUYATEIIHO YTOYHSBAaHE Ha IMAarHO3aTa.
AntepHaTHBeH (M I0-HOB) TEpaNeBTHUYEH IaTOT€HETUYEH IOJX0J € HHTPaBEHO3HOTO
MpuUjaraHe Ha XeMaTHH, KOUTO e(peKTHBHO MOATHUCKA OMOCHHTe3aTa Ha Mop(UpuHUTE.
[Tpu XpOHUYHM MTOBTAPSIIH c€ MOPPUPUIYHM aTaKU C€ MPENOPHUBA JICKAPCTBEHUAT MPOIYKT
Givosiran 189 mg/ml, nnxexkunoHeH pa3rsop, 1 ¢makon x 1 ml.
Bceeku ml pa3tBop cbabpxka Givosiran HaTpuii, ekBuBaJieHTeH Ha 189 mg givosiran - 3a
MIOJIKOYKHO ITPHJIOKEHHUE.
TepaneBtuynu mnokazanus: Givosiran € IMOKa3aH 3a JICYEHHWE Ha OCTpa YepHOJpoOHa
nopdupusi (acute hepatic porphyria, AHP) npu BB3pacTHM W IOHOImM Ha BB3pacT 12
TOJIMHU U [TOBEYE.
[Tpenopbuntennara no3a Givosiran e 2,5 mg/kg BeaHBXK MeceuHOo, NpWIIaraH upes3
MOAKOKHA MHXKeKIus. [lo3aTa ce 6a3upa Ha MEHCTBUTEIIHOTO TEJIECHO Teruo. JleueHnero
TpsiOBa J1a 3alMovHe MOJ HAaJa30pa HAa MEAMIIMHCKH CICHUAINCT C OMHUT B JICYCHHETO Ha
nophupus. ®apmakogMHaMUYHU CcBoMcTBa M MexaHu3bM Ha aeiictBue: GIVOSIRAN e
JIBOITHOBEpM)KHA Malika HHTepdepupamia pudonykienHoBa kucenuHa (MuPHK), kosro
MPUYMHSBA pa3rpakJaHe Ha aMHHOJEBYJIMHOBAa KucenuHa cuHTazara 1 (ALAS1) nHa
uHpopmannoHHa pubonykienHoBa kucenuHa (MPHK) B xenmatoumture upe3 PHK
uHTepdepeHIns, KaTo Taka BOJM J0 HaMasBaHe Ha WHIylIHpaHaTa yepHoapooHa ALAS]
nPHK xbM HoOpmamHu croiiHOocTH. ToBa BOAM [0 HamalsiBaHE Ha HHUBaTa B
KPBBOOOPBIIEHUETO HAa HEBPOTOKCHUYHUTE MEXIWHHU BEIIECTBA AMHMHOJIEBYJIMHOBA
kucenmmaa (ALA) u mopdobmwmnoren (PBG), kxouto ca xmodoBute (akrtopu 3a
NPUYMHABAHE HA TPUCTBIM M Jpyrn OojectHu mnposiBu Ha AHP. MakcumanHoTo
HamansiBane Ha HuBara Ha ALA u PBG ce moctura okono meceny 3 cbC CpenHO
HaMaJsiBaHe crpsiMmo 0a3oBoto HUBO 93,8 % 3a ALA u 94,5 % 3a PBG u ce mogabpxka ¢
MHOTOKPAaTHO MpujlaraHe Ha 103aTa BeIHBX MECEUHO.
Knunnunara edukacHoct Ha Givosiran € OlEHEHAa B PaHJOMM3HPAHO, IBOMHOCIAINO,
1are00KOHTPOIMPaHO, MHOTOHaITMoHaTHO ipoyuBade (ENVISION).

2.6.2. CuMNOTOMAaTHYHO JieYeHHe.
Jlo3ara Ha mpuIaraHuTe JeKapcTBa ce ChoOpa3sBa ¢ TEXKECTTa HA CUMIITOMHUTE.
- 3a Oonkute. Ilapentepanno - Fentanyl, Pethidine hydrochloride. Ilpu numca Ha
nospbiane - ACKK, Acetaminophen u Codeine.
- AnTtHemernuHo u HeBposenThuuHo - Chlorpromazsine.

3a TaxuKapausATa U XUIEPTEH3UATa - OeTa- OIoKepH.

- Tlpu repuoBe W emmwIenTUGOPMEHU TPHUITATBIM - OPOMHIM WIM MarHe3ueB cyidar
BEHO3HO.

- Ilpm 3amouyBamia mapanu3a Ha AMXaTelHAaTa MYCKyJarypa - He3a0aBHO TOCTaBsIHE Ha



KOMaH/HO JIMIIaHE.
- Ilpu mape3u u napanusu Ha KPAaMHUIIUTE - aKTHBHA (PU3MKATHA peXaOMINTaIIHA.

- IIpu 3anek — ylakcaTusa.

- Ilpu cybuneyc - Neostigmine.

- Ilpu xunonarpuemusi - MHTpaBEHO3HO Npusiarane Ha HaTpues xyiopun (10%)

- Ilpu wuHbexuus - NEHUIMIUHOBA AHTHOMOTHUIM, aMUHOTJIMKO3UAM, KBHUHOJIOHH,
Metronidazol.

[Tpuo’keHOTO JeueHue, ako HE € 3al0YHAJIO C TOJIIMO 3aKbCHEHUE, JOBEXKIA 10 PEMUCHS.
[Tape3n u mapanu3u ¢ Mo-rojisiMa JaBHOCT MOTAT Jla OCTaHAT U CieJl NpEeMHHABaHE Ha
IIPUCTBIIA, TPUYHUHIBAUKY TpailHa MHBAIUIHOCT. IIpy KBbCHO JieueHHME Ha Napaju3aTa Ha
JXaTesHaTa MyCKyJIaTypa 3aBbpIIEKbT MOXKe /1a Ob/e (aTasieH.

2.6.3. IloBenenue cjien mpeoaossiBaHe HA MPUCTHIIA

Haii-uectoro 3abomnsiBaHe, BOJEIIO A0 MPHUCTHII € OCTpara MHTEpMHUTHpaIla nopdupus,
KOSITO C€ IBbJKM Ha BPOJIEHO HUCKA aKTMBHOCT Ha €H3MMa nopdolOunnHorenieamunasa. [Ipu
yCTaHOBEHHU JaOOpAaTOpHU JaHHU 3a ToBa 3aboisBaHe (Bx. [V.) mpu OGonHuS U HEroBUTE
KPBBHHM POJAHUHU CJE] MPHUCThIA CE U3BBPILBA M3CIEABAHE HA TO3U C€H3UM B €PUTPOLIUTHUTE.
[ToHmxeHnara akTUBHOCT Ha €H3UMa y POAHUHUTE CBHUJICTEIICTBA 3a JJATEHTHO HOCUTEJICTBO HA
3a00JsIBAHETO M PHUCK OT pa3BUTHE HA NPUCTBI NPH BB3JACHCTBHE HAa OTKIFOYBAIINTE
¢akropu. Ha Bcuuku GOJIHU U JTaTEHTHU HOCUTENU C€ BpbyBa OpolIypa, B KOATO MOAPOOHO U
Ha JIOCTBIIEH €3UK ca OMMCAaHU NPUYMHUTE, BOJCIIM IO IMPHUCTBI, KaTO M34YepHaTeaHo ca
CUCTEMAaTU3HpaHu ‘‘3a0bpaHeHuTe” U “‘paszpemieHute” jekapcTsa. [IpencraBeHn ca naHHM 3a
XUTUEHHO-TUETUYHUS PEXUM, KOWTO TpsiOBa Ja ObJe cra3BaH (BUCOKOBBIVIEXHJIPATHA JHETA
IpU JOCTaThYCH IMpHEeM Ha OeNThIM, BUTAMHUHM W BIAKHMHU; W30sArBaHe Ha (HU3MUECKa
npeymopa u uHdpekuun). bpourypara, ocBeH ue moi3Ba OOJHUS M JATEHTHUTE HOCUTEIH, Ce
MpesicTaBs OT TAX Ha JieKapsl MpU pa3BUTHE HA Apyro 3abosisiBaHe, 3a Aa ObAAT MpearnucaHu
camo “Oe3omacHu’ nekapcTBa. CBOEBPEMEHHOTO YCTAHOBSIBAHE Ha JIATEHTHO HOCUTEJICTBO U
CMa3BaHETO Ha yKazaHUATa B Opollypara ca OT M3KJIIOYUTETHA BaKHOCT 3a INPelOoTBpaTsIBaHe
Ha OCTPUTE MPHUCTBIIN, a MPH PA3BUTHETO MM - 32 PAHHOTO W OBP30 MOCTUTAHE HA PEMHUCHS
ype3 MOAXOAsIo JeueHue. bpomrypara cbabpka HeoOXoanMmaTa MH(pOpMalMs HE caMmo 3a
OOJIHUSA, HO U 3a JIEKyBallUTE IO JICKapU W3BBH CHEIMAIM3UPAHOTO 3BEHO, BKIHOUHUTEIHO
JTMYHUS JIEKap.

[Ipu ycranoBsiBane Ha porphyria variegata (Bx. [V), B ocHOBaTa Ha KOSITO CTOM YHACJIEACH
neeKT Ha eH3uMa MPOTONOPPUPUHOTEH-OKCH/IA3a, TIPH POJHUHHUTE Ha OOIHHUS C€ THPCH
cneunpuyHaTa ¢uyopecueHIMs Ha KpbBHATa Iuia3Ma Ha 626nm. Ilpu 50% ot BB3pacTHUTE
JATEHTHU HOCHUTENU C€ YCTAHOBSIBA TakaBa (PIIyopecleHlMs, T.€. JOKa3BaHEeTo u e Oeyer Ha
JaTEHTHO HOCHUTEJCTBO, HO OTCHCTBHETO U HE MOJXKE Jla OTXBBPJIM TaKOBa HOCHUTEJCTBO.
[locnennoro moxke na ce ycraHoBu B 100% upe3 m3cienBaHe Ha JEUIMTHUS €H3UM B
mumpouutute. Ha Gomuute ¢ porphyria variegata ¥ JaTeHTHUTE U HOCUTEIM, KAaKTO M Ha
60sHUTE ¢ BpoJieHa Komponopdupus (Ts € MHOTO PsIIKO 3a00JIABaHe, IBJIXKAILO C€ Ha BPOJCH
nedeKT Ha KonponophUpUHOTeH-0KCH1a3aTa, KOSATO ce ONpeaels B JIUM(OLUTHUTE), CHIIO ce
BpbuUBa CIIOMEHaTarta Opomrypa 3a IMpeanasBaHe OT OCTbp MpucThl. OnpenensHe Ha
neUIMTHATE €H3MMH TpU porphyria variegata u BpojieHa Komponop@upusi Bce OIIe He ce
U3BBPIIBA Y HAC.

2.7. Oco0eHOCTH HA MPOTUYAHETO HA MPUCTHIA NPH IIyMOonopgupus
3a0o0nsBaHEeTO € M3KIIOYHUTENHO psAnko. Jlocera ca omucanu camo 4 ciaydas B
muteparypara. B bwirapus He e ycranossiBaHo. [IpucrensT npu 3 ot Te3m 4 ciaydas ce e
pa3BuWJI Ipeau myoepreTa.
buoxumuuHuTE MYy OCOOCHOCTH ca CIEAHHUTE: CUJIHO TOHIKEHAa AaKTUBHOCT Ha €H3UMMa
Jexujpara3a Ha O-aMUHOJIEBYJIMHOBaTa KHCEJIMHA B  EPUTPOLUTUTE  (BPOJEHOTO
reHepaIn3upaHo MOHUKEHHE Ha €H3UMa € IbPBOIPUYMHATA 32 3a00JSIBAHETO);



CuiHO TOBHMIIEHHE Ha O-aMHHOJIEBYJIMHOBAaTa KHCEJIMHA B ypPHHATA, IPEBHUIIABAIIO
MHOTOKpPATHO TOBa Ha nopdoduimHorena (mpobdara Ha Hoesch Moke u 1a He ce Mo3UTHUBUpA);
[ToBumenne Ha KonponoppupuHa B ypHUHATA,;

[loBumenne Ha mpoTtonopdupuHa B €pPUTPOLUTHTE. THH Karo HM30pOCHHUTE MPOMEHU Ce
cpeliaT ¥ TMpU OJIOBHA MHTOKCUKALMS, HEOOXOAMMO € TS Ja Oblie OTXBbpJEHa upe3
U3CJIe/IBAaHE Ha OJIOBOTO B KPBBTA.

TepaneBTHYHOTO TIOBEJICHHWE HE C€ pasjnyaBa OT OMUCAHOTO TPU IPYyTruTe mopdupum,
nporuyamy ¢ npucthll. daMunHaTa TUArHOCTHKA (OTKPUBAHETO Ha JIATEHTHH HOCHTENN
U3MEXAY PpOAHMHHUTE Ha OOJIHHSA) C€ OCBHIIECTBABA Ype3 M3CIEBAHE AKTUBHOCTTA Ha
JexuapaTasara Ha O-aMHHOJIEBYJIMHOBATA KHCEIMHA B €PUTPOLIUTHTE.

Creunanu3upaHoTo 3BEHO TpsAOBa 1a yBEIOMH JIMYHUS Jekap Ha OOJHMA 3a TOYHATa
JUarHo3a 4pe3 MEIUIMHCKO HalpaBiieHue wind enukpusza. Cries HaBIU3aHE B PEMUCHS
OonHus ce HaOM0JaBa KIMHWYECKH OT JIMYHUS JIeKap, a MO HeroBa MpeleHKa - U OT
CHEIMATM3UPAHOTO 3BEHO, KOETO, aKO0 € HEeO0OXOIMMO, WM3BBPIIBA CHOTBETHU MU3CIIEABAHUS
U TIpenpremMa JiedeOHN MEpOTIPHSTHSL.

3. PORPHYRIA CUTANEA TARDA

Knunnynara xaptuna npu porphyria cutanea tarda (PCT), kosiTo e Haii-yectata noppupus
B YOBELIKATa MATOJIOTHUS, Ce BJIaJee OT JIBa OCHOBHU CHHJpPOMA - I€pPMATOJIOrMYeH (€pO3UBHO-
Oyno3Ha poToceHCcHOMIM3alus) U XPOHUUHO YyepHoApoOHO yBpexnane. OoukHoeHo PCT ce
pa3BuBa ciej; 30-rouinHa Bh3pacT (Hai-4ecTo Mpe3 MeToTo U LIeCTOTo AeceTuinerre). MHoro
mo-yecta € y MBKe. B ocHoBara M CTOM TUpUIOOMT WIM BpOJAeH Ae(eKkT Ha eH3uMa
ypornophupHHOTEH JeKkapOoKcuIa3a B YepHHs 1po0.

3.1. AHAMHECTUYHU U KIIMHUYHU KPUTEPUU 3A TUATHO3ATA

3.1.1. KoxHuTEe cHUMITOMM IO MPaBUIIO MPEeAxoXKAaT 4yepHoapoOHuTe. bomHute ce
OIIAKBAT OT MHOTO JIECHa KOXXHAa PAHUMOCT 10 OTKPUTUTE 4YacTU Ha TSIOTO - I'bpba Ha
KATKUTE, JUIAHUTE W TMPBCTHUTE, JIMIETO, Bpara M ymuTe. Ha chimuTe Mecta ce sBsiBatT
pasHOKaIMOpeHn Mexypu (OT MPOCEHO 3bPHO A0 Oynu ¢ rojemMuHa 3-4 c¢M), KOUTO HAMAT
BB3IMAINTENICH BAI M CE ITBJIHMA ¢ OMUCTpa TEYHOCT. B HSAKOW cilyuan TS MMa XeMOparuieH
xapakTep. Mexypure OOMKHOBEHO C€ pa3KbCBAaT CIOHTAHHO. Pa3kbcaHUTE MeXypu H
MOJIyYEHUTE OT JIECHATa PAaHUMOCT €pO3HH OABHO CE TTOKPUBAT ¢ KaheHUKaBU KPYCTH, CIIEH
OTIIAJIAHETO HAa KOMTO OCTABAT XMIIEPIUIMEHTUpPaHU (MopaBu) nukarpukcu. Ilociennure
0aBHO ce JIEMUTMEHTHpAT U cTaBaT Oene3HuKaBu. KokaTa MO OTKPUTHUTE YacTH Ha TSAJIOTO €
MO-ThbMHO MMIMEHTHpaHa. YecTo Mo 3UuroMaTHYHUTE 00JIACTH U MapaopOUTAIIHO ce MOsIBsIBA
xurepTpuxo3a. KomenoHuTe U MIINYM-NOJOOHUTE KUCTH MO OTKPUTHTE YacTH Ca 4YecTa
Haxonka. Ilpu mo-rossiMa JaBHOCT Ha TMPOMEHUTE KOXKaTa MPHUA00MBa CKIEPOJICPMOUICH
xapaktep. ['openucanurte npoOieMu ca Mmo-u3pa3eHu Mnpe3 Ce30HUTE C M0-YCHIIEHO CIIbHYEBO
o0JrpUBaHe, a Ipe3 3MMaTa HaMaJIsBarT.

3.1.2. OmulakBaHusATa OT CTpaHa Ha YEPHUs JIpoO 3aBUCAT OT CTENEHTa HAa U3Pa3eHOCT
Ha XpOHMYHOTO My YBpeXaaHe. B pemumna cimydyam te ca MUHHMaiHH (c1abo M3pa3eHa
TEXECT B JIICHOTO Mojpebpue) uiau nopu juncsar. [loHskora, mpu u3cieaBaHe MO JApYyr
MOBOJI, CE OTKPUBAT BJIOIICHW YEPHOJPOOHHM JIabopaTOpHH Nokaszarenw. llpu HampemHamo
YBpEeXJIaHe ca HaJIUIle OIUIaKBAaHUsI KaKTO MpU 0(hopMeHa YepHOApoOHa LIUPO3a.

3.1.3. [Ipy MHO3MHCTBOTO Ciy4aW C€ YCTaHOBSIBA NPOABDKUTENHA M CHCTEMHA
ynoTpeba Ha aJKOXOJHM HamuTKU. Yecto e Hamuie XxpoHudHa uHpekuus c¢ xenmatutr C
BUpyc. B HAKOM cilyyam MMa MpeIIecTBAaIlO JICYCHHE C KEJE3HU TpernapaTd W/Win
KpBBOIIpENMBaHUs. YTOTpebaTa Ha €CTPOreHu (BKJI. OPaJTHU KOHTPAICNTHBU) CHIIO0 MOXKE
na 0bae orkitoyBail gaxtop. IIpu HAKOM ciydan UMa JaHHM 32 (PaMUITHOCT, HO M TIPU TAX
CIIOMEHATUTE €K30TeHHH (HaKTOpU YecTO WUrpasT IyckoBa poiisi. Hepsimko OonHHTE ca
3abensizaiy, 4ye ypuHaTa UM € YepBeHa.

3.1.4. JunabetsT 1 s3BeHata 6onect yecto npuapyxasat PCT.

3.2 OU3NKAJTHA HAXO/IKA npu nperyieaa v JaHHH OT MHCTPYMEHTAJHUTE



U 001U JIA0OPATOPHU M3CJIeIBAHNUS

3.2.1. Ilo oTkpuTHTE 4YacTM Ha TSUIOTO CE€ YCTAHOBSABAT CIIOMEHATUTE BEYE KOXKHU
MPOMEHHU, KAaTO €THOBPEMEHHO Ca HAIMIIEC PA3IMYHU TeXHU (a3ud - NMPECHU MEXYpH,
€po3uu, KpPYCTH, XWIIEp- U JICIUIMEHTUPAHU IUKATPUKCH, XUIEPHUTMEHTAlus W
XUMEePTpHUX03a (3UTOMATHYHO M MapaopOuTanHo). Hepsako ca Hamuie KOMEIOHH W H
MUJTUYM-TIOJ0OHM KucTU. [IpaBu BreuaTieHHWE KOHTPACTHT MEXAY THMHHS IBSIT Ha
JULETO U MO-CBETaTa KoXkKa Ha Topca.

3.2.2. Tloutn BWHArW € HaJMIEC PA3TUYHO H3pa3eHa XemaTtoMmeranus. UepHOapoOHOTO
yBpeXIaHe OuBa B paznu4HU (a3ud - OT JieKa CTearos3a, Mpe3 CTaAHuUTe Ha XPOHUYEH
XEMaTuT, 10 HalpeaHasa upo3a.

Ha Tax cboTBeTCTBAT M MNPOMEHUTE YCTAaHOBEHH TNpU (DU3MKATHOTO U
WHCTPYMEHTAITHUTE U3cienBanus. Exorpadckure n3menenus ca nudysHu, HO TpsOBa na
ce uma mnpeasua, 4ye npu HenekyBaHa PCT MHOro decto ce pa3BuBa IbPBHYEH PaK Ha
yepHHUsT ApoO, T.e. TpsOBa 1a ce ThPCAT M OTHMIMHM TpomeHu. IIpu obmbuBaHe Ha
yepHoapoOen Ouonrtat ¢ UV- cBernmHa ce HabOmomaBa depBeHa (iyopecieHIus B
OTJICJTHH MO33a€YHO Pa3IMOJIOKEHHU YYaCTBIU, KOSITO CE ABKA Ha OTIOKEHU MOpHUPUHM.
XHUCTOJIOTUYHO C€ YCTAHOBSIBA TOBUIICHO OTJIaraHE Ha JKENA30 B XCMATOLMTHUTE U
Kyndeposure kierku. Cuzneposara € OT MO-JIeKa CTENEH B CPaBHEHUE C MJIMONMATUYHATA
XeMOXpoMaTo3a, HO € IMO- M3pa3eHa, OTKOJKOTO MPU JIPYTHTE€ XPOHUYHH YEPHOIPOOHH
3a001sBaHUsT W Wrpae Ba)KHA TMATOTeHETHYHa poJid. CBETIMHHO-MHKPOCKOIICKUA C€
YCTaHOBSBAT (MPEIUMHO MEPUMOPTAIHO) BH3MATUTEIHU U HEKPOTHYHU TPOMEHH, CTE€aTO3a
1 GuOpo3HU M3MeHeHUs1. Hepsako apXUTeKTOHMKATA € TPOMEHEHA IIHPOTHYHO.

XeMOrjo0MHbT W EPUTPOLUTUTE Ca C TOPHOTPAHUYHU CcTOiHOCTH. CepyMHOTO
XKEeIA30 4ecTo € Jieko moBuieHo. Hacumanero Ha TpaHchepuHa € C JIEKO MU YMEPEHO
MOBUIIIEHU CTOWHOCTU (Hax 45%), HO HEe JOCTUra CpeulaHuTe NpH UIMONaTHYHATa
xemoxpomatosa 90 - 100%. depuTHUHBT B cepyma P HIKOU OT OOJHHUTE € TIOBUILEH JBY-
WJIU TPUKPATHO.

Uepnoapobuute ensumu B cepyma (ACAT, AJIAT u ITT) ca pasHOCTEEeHHO
yBenuueHH. [Ipu nekoMIieHcupaHa 1upo3a MoKa3aTeIuTe 3a OeNThKOCHHTE3HATa (YHKITUS
Ha 4YepHus Jpod KIOHAT KbM HamasneHue. Bonpeku nosumenara I'T'T, nunceat gaHHu 3a
u3paseHa xoynecraza. Y poOUINHOTEHBT B YpUHATA HEPSAIKO € MOBHUIIICH.

JlunicBar siBIeHUS HAa OCTHP MOp(PUpPHUYEH TPUCTHII.

3.3. JAHHHU OT IOPOUPUHOBATA OBMSHA

Te morar na ce momyyaT camMO B CHELUAIM3UPAHO 3BEHO, KOETO IpeAroJiara
HACOYBAHETO Ha OOJIHMS KbM HEro MPHU CbOTBETHO ChbMHEHUE.

[IpenBapuTenHo ce M3BbpLIBA HAAEKIAHO CKPUHUHIOBO M3CIIEIABAHE HA €JUHUYHA
nopuus ypusa. [Ipu Hanmune Ha PCT pe3ynTaTsT OT HEro BUHATU € IMOJIOXKUTENIECH, a IIPU
OTCBCTBUE - OTPULIATENIEH, KOETO OTXBBpJsd nuar”o3ara PCT, Hamupaima ce B aKTUBHA
¢daza. Ilpu mnonoxxkuTenHa CKpUHUHIOBAa Ipo0a ce NpEeMHHaBa KbM H3CIEABAHETO Ha
noppupuHuTe B 24-yacoBa ypuHa, H3cJelBaHE Ha ypomnoppupuUH B KpbBHA IUIa3Ma,
noppupruH-0ENTHUEH KOMIUIEKC U IOP(PUPUHU B EPUTPOIIUTHUTE.

IIpu n3cnenBane Ha 24-4acoBa ypHUHa c€ YCTAaHOBSIBA CHJIHO IOKayBaHe (AECETKU WIN
CTOTHIIM ITBTH) HA yporiop(UpHHA TPH JIEKO J0 YMEPEHO MOBHUILIEHHE HA KOMPOOphUpHHA.
AMUHOJIEBY/IMHOBAaTAa KHUCEIMHA U MOp(OOMIMHOreHBT B YpHUHATa HE C€ IPOMEHST.
YponoppupuHbT B KpbBHaTa Iia3ma (pedepeHTHa rpanuua 1o 1,4nmol/24h) cwimo ce
IOBMIIABA JIECETKU WM CTOTULM MbTH. IlopdupuHure B epUTPOLUTHTE Ca HOPMAJIHU.
[TopduprH-0eNTHUHUAT KOMIUIEKC B pa3peleHa KpbBHA IUIa3Ma JaBa CHJIHO H3pa3eHa
bayopecrieniuss Ha 618 nm. EputpornutHara akTHBHOCT Ha €H3MMa ypOnop(pUPHUHOTEH-
nexapOoKcuia3a e HaMajieHa caMo npu ciaydaite ¢ pammina PCT u 1aTeHTHUTE U HOCUTENN
U3MEXAY POAHUHUTE.

JlurcBa Kopenanusi MeXAy HapyLUIeHHeTO B MOppUpUHOBAaTA OOMSIHA U TEKECTTa Ha
4epHOIPOOHOTO YBPEXKIaHE.

3.4. IJUATHO3A U JUPEPEHIIUAJTHA JTUAT'HO3A



JlnarHosarta ce MOCTaBs Bb3 OCHOBA Ha OMHCaHATa MOJUMOpQHA JEepPMATOJOTHYHA
KapTuHa, xapaktepHure 3a PCT mpomenu B nopdupuHOBaTta OOMsSHA M KIMHUYHUTE U
NapakJIMHUYHY U3CIIEBAHMS OT CTpaHa Ha YepHUS APOO.

Hanoxxurenna e nudepennuaninara auarnosa cbC clieqHuTe 0yino3Hu nophupun:

- Porphyria variegata. Ko>knata cumMnTomMaTka rpu Hesl € IpakTUYEeCKH ChIaTa
kakTo npu PCT, Ho nopupuH-6enThuHUAT KOMILUIEKC (iayopecuupa He Ha 618nm, a Ha
626nm. B u3BBHIIPUCTBIIEH NEPUO/] KOTPONOPGHUPUHBT YECTO € MO-BUCOK OT
yponop¢upuHa.

- Bpoznena konponopdupus. Mma cxonna ¢ PCT ko)kHa cuMITOMaTuKa U NOpQUPUH-
OENTHUHUAT KOMILJIEKC CBIIO € Ha 618nm, HO BoJemIa Npu Hesl € KONponoppupuHypusTa, a
He yponopdupunypusita. OCBEH TOBa, TSI BUHAIM IIPOTHYA C OCTPH MPUCTBIIH.

- Bponena epurpornoernyna mopdupus (6omect Ha Gunther). Como ce
XapakTepu3upa C MOBUILEHHE Ha ypornopdupuHa (nopu B no-ronsMa crenedH ot PCT) u
noppupuH- 6eNTHUHUAT KoMIuIeke € Ha 618nm. [Topdupunute B epurporuTute obaue He ca
HopMmasHu, kakto nipu PCT, a ca MHOTO CHMJTHO MOBUILIEHH. 3all04YBa B HAl-paHHO JETCTBO U
KO)KHUTE IPOMEHM HE ca epo3MBHO-OyNO3HH, a OyJ03HO-YILIEepo3HH U OyJI03HO-
HEKPOTHUYHH, KaTO BOJAT 110 TEXKKHU 00e300pa3siBaHMsl, KakBUTO He ce HabmoaasaT npu PCT.
Xemonutuynute mnpossu (kakButo juncBar npu PCT) ca mMHOro uectu, a IOHsSKOra
¢daramau. Te BoasaT 10 u3pazeHa cruieHoMeranus, kakBato Hsama npu PCT.

[Ipn nenmopdupuuynure Oyno3nu aepmaro3u (Oosect Ha Duhring, epidermolysis
bullosa, erythema exsudativum multiforme, hydroa aes tivale, pemphigus vulgaris) ne ce
otkpuBat onucanute npu PCT oTkioHeHuss B oOMsHaTa Ha nopdupuHuTe. CHIIOTO Ce
OTHacs W 3a Jpyrure 3a00NIsIBaHUS, KOWTO NPOTHYAT C XHIIECPIUTMEHTAIMS W
xurepTpuxo3a. [loHsKora mpu nenarpa Win Mexarpou]i ce CpeliaT HexapaKTepHH IPOMEHU
B op¢upruHOBaTa OOMsIHA, HO TaM JIeCHATa KOXKHA PAHUMOCT, MEXYPHUTE M XUIIEPTPUX03aTa
HE Ca TUIIUYHU.

3.5. JEYEHHUE na PCT

[IbpBaTa TepanmeBTHMYHA Hameca TpsiOBa Aa ObJe BB3MOKHOTO OTCTPAaHSBAaHE Ha
OCHOBHHUTE IyCKOBH (DaKTOpU - aJKOXOJHAa KOHCyMmallus, ynorpeda Ha €CTpOreHu u
JKeNe3Hu Tmpenaparu. M3cienBaT ce MapKepuTe Ha XENaTUTHUTE BUPYCHU MH(EKLUH.
VYcranossBanero Ha xematut C jgousdcHsaBa eruosiorusara. llenecroOpazHocTTa Ha
IPOBEXXJAHETO HAa aHTMBHUPYCHA Tepanus TpsOBa Ja 0bjie 00ChAeHAa KOHKPETHO MPH BCEKU
6oneH. YepHOApOOHOTO yBpexkaaHe ce€ JieKyBa CHOOpa3HO HeroBaTa H3pa3eHOCT.
[Tpunoxenne HaMUPAT PA3IUYHU XENATONPOTEKTOPH.

Bpemenno TpsiOBa na ce m30sTrBa CIBHYEBOTO OOMBUBAaHE M paboTaTa BOJEHIA 0
TpaBMHU (BKJI. MUKPOTpPaBMHM) Ha pbleTe. B cTbHYEBH JHU € yMECTHO HOCEHETO Ha IlaIka ¢
MIMpOKa nepudepus U J10pH ThHKU PbKaBHIIH.

3a crneunduyHO JeueHue Ha nmoppupruHOBaTa OOMsIHA MPU HOBOOTKPUTHUTE CIIydau C
ycrex ce IpuiaraT JBa QITEPHATUBHU IAaTOTEHETWYHM MeToma: A. MacuBHu
kpbBonyckanusi U b. Hucku no3um Chloroquine. YponopoupuusT B masmara U3nojia3BaMe
KaTO OCHOBEH KpUTEPHil 38 MOHUTOPHPAHE HA JICYEHUETO.

3.5.1. Macueénu Kpveonyckanus

brnarompustTHusT UM e(ekT ce CBBbp3Ba C HaMalsgBaHE Ha XeEMmaToCHIepo3aTa.
W3pppiiBar ce Mo cienHaTa cxeMma: 1o eIHO KpbBomyckane oT 500 m 1 cemmuuno B 4
MOPEHH CeIMUIIH, TTOCEIBaHU OT MO eAHO KpbBomyckaHne oT 500 ml Ha Bceku 4 ceAMUIIN.
KpbBonyckanusiTa ce mpeycTaHOBSIBAT MU ClajaHe Ha yporopdupuHa B rma3mara moxa 10
nmol/l. YcnopeaHo ¢ ToBa ce MOHWXaBa W IbPBOHAYAIHO BHCOKAaTa yporophupuHOBA
ekckpeuusi B ypuHata. IlogoOpenuero B oOMsiHaTa Ha NMOP(GUPUHUTE CE€ CHIIBTCTBA OT
U3pa3eHO MOAOOpEeHHE Ha JAepMATOJOTHYHUS CHUHAPOM, JOCTUTAIIO /A0 MPAKTHYECKO
03/paBsiBaHe. 3HAYUTEITHO C€ MOAO0OpSABAT M YEPHOAPOOHUTE J1a0OPaATOPHU IOKA3aTeIH.
Pemucusi ce moctura npu BcUYKM OOJIHM JIEKyBaHM C KpbBomyckaHus. KomaumuecTtBoTo
mycHaTta KpbB Bapupa Mexay 2 u 6L mpu pasnumunute 6omam (cpenno 3,5 L, t.e. 7
KPbBOIYCKaHHs, YMETO U3BBPIIBAHE OTHEMA OKOIIO 3 '/2 Mecena).



KppBomyckaHusaTa ce W3BBPIIBAT MPU MUHUMAIHA CTOWHOCT HAa CHUCTOJIMYHOTO
aprepuanHo HansiraHe oT 110 mmHg. Te He ce mpunarat npu u3pa3eHa CbpJl€UHA WIIH
JIUXaTeaHa HeIOCTaThYHOCT, HECTAa0MIIHA CTEHOKap s, JeKOMIIEHCUPaH quader, 0bOpedHa
HEJOCTAaThbYHOCT M JPYrHM 3acTpalllaBallld KUBOTA CBHCTOSIHUS. ['pUmbT U JApyru
UHTEPKYpeHTHH  3a0OJNsBaHUs  MPEACTABISBAT  BPEMEHHH  MPOTHBOMOKA3AHMSL.
KpbBomyckanusTa ce M3BbPIIBAT U IIPH MOPPHUPHUITA C XETSPO3UTOTHA []- TaTaceMusl.

KppBomyckaHnusaTa ce moHacAT y4yABamio 1o0pe oT OomHuTe. B Kpas Ha JiedeHHeTo
XEMOTJIOOMHBT M EPUTPOLIUTHUTE CIIAJAT ChOTBETHO ¢ He mosede ot 20g/1 m 0,5 - 1 x 10 /1.
KpbBomyckanusaTa OOMKHOBEHHO C€ H3BBPIIBAT aMOymaTOPHO, HO TpPU MO-BB3PACTHU
OOJHHM WJIM HaJW4uie Ha CHITBTCTBAIIM XPOHWYHHU 3a0O0JSIBaHUS € YMECTHO IbpBHUTE 4
KPBBOMYCKaHUsl Jla C€ HampaBAT B KIMHUYHA oOcTaHoBKa. HeoOxogumo e cruef
KPBBOITyCKaHe OOHUAT J]a OCTaHE B JIKAIIO MOJI0KEHUE 0KOJIO 15 - 20 MUH.

3.5.2. Hucku 0o3u Chloroquine

Mexay XJOpOKBHHA W OTJIOKEHHWTE B 4YepHUs aApod mopdupuHu ce oOpa3zyBaT BOJHO
pPa3sTBOPHMHU KOMIUIEKCH, KOUTO JIECHO MOMaJaT B Ila3MaTa M YCHWJIEHO C€ OTHEINST C
ypuHata. Taka yepHUAT ApoO ce oTOpeMeHsIBa OT MOP(PUPUHUTE U CE MOCTUra PEMUCHSL.
Jleuennero ce MPOBEkKAA 3aIBIKUTEIIHO ¢ MHOTO HUCKH JIO3M - CaMO 2 JIHU B CEIMHIIATA 110
0,125 nmm 0,250g opanHO npu eqHOKpaTeH OHEBeH npueMm. [lo-romemure no3u Morar na
JIOBEJIAT /10 pa3BUTHE Ha OCTpa LEHTPOJOOYIapHa XErnaTOHEKPO3a NpU HIKOW OOJHU ¢
PCT. Haii-uecto ce mpumara Chloroquine diphosphate. Jleuenuero ce mnpoBexaa
amOynaTtopHo. Ilpu HOBOOTKpPUTH ciydyau TO OTHEMA IO-IBJIIO BpeME OT JIEYEHHUETO C
KpbBomyckaHus (Mexay 5 u 15 mecena). [Ipy MHO3MHCTBOTO ce MojyyaBa KJIMHHYHA U
OouoxumuyHa pemucus. HerossimMa yacT oT OOJHMTE HE OTroBapsAT Ha XJOPOKBHHOBOTO
JICUYEHUE.

I[Ipu HoBoOTKpuTH ciydau ¢ PCT npenmoyuTtaHoTo JieUeHHME € TOBa C
KPBBOITYCKaHUS, MOPAJAN MOJYyYaBaHETO Ha Mo-0bp3 mojoxkureaeH epekt ¢ Hero. [Ipu no-
TEeXKKO 3acerHara mnopdupuHoBa obOMmsHa (rasmed ypomoppupun > 200 nmol/l) ro
KoMOuHupame ¢ Hucku 1o3u Chloroquine, KoeTo yckopsiBa IOCTUTaHETO HA PEMHCHS.

KpbBonyckanusTa (HO HE ¥ NPUAPYKABALUAT TH OMOXUMUYEH KOHTPOJI) OMXa MOTIIN
Jla ce M3BBPILBAT OT JUYHUSA JieKap Ha OoiHMs. Becuuku 60HM ca HEeTpy0cnocoOHu mpe3
IBPBHUSI Mecel] OT JICYEHHETO, 3a KOETO ce u3JgaBa OoJIHMYEH JHCT. BpemeHHara
HETPYJOCMOCOOHOCT Npu (PU3MUECKUTe pPAOOTHUIM U pabOTEelUTe Ha OTKPUTO Ce
IIPOJbJIKABA /10 [IOCTUTAHE Ha JIEpPMaTOJIOrMYHA PEMUCHS.

3.6. HOBEJEHUE INPU ITIOCTUT'AHE HA PEMUCUS

Haneunurte pesynratu ot jedeHuero Ha PCT 3aBucAT OoT TOBa Aanu MpOIbJKaBa
BB3JICHCTBUETO Ha (HAKTOpUTE, OTKIIOYBALIM pA3BUTHETO HA KIMHUYHUTE SIBICHUS
(anmkoxo:1, HocuTencTBo Ha xenatut C BUpycHa HH(eKus, paMuIHocT). MHOro OT juiara,
Opd KOUTO € TOJIydeHa pEMHUCHs, I[oJlyyaBaT pEeLUUAMB CJell pa3jIMdHU CpPOKOBE.
[Topamm TOBa, clex MOCTUTHATA PEMHCHUS, OOJHUTE Ce TPUBUKBAT BEAHBXK TOAWIIHO HA
KOHTPOJIHO H3CJIE€[[BaHE B CIEIHATU3UPaHOTO 3BeHo. I[IpoBepsBa ce HHUBOTO Ha
yporopduprna B mazmara. llpu 3amoyBaiml penuauB TO CE IMOKA4Ba MPEIU Ja Ce SBST
JepMaTOJIOTMYHUTE M3MEHEHHUs W Mpenu Jla ce BJOUIAT YEepHOJIPOOHUTE J1abopaToOpHU
nokazarenu. Ilpm T1e3u paHHM CYOKIMHMYHM (MM “OMOXMMHUYHM’) pPELUIUBH C€
npusara HAKOJIKOMECeuyHO amOynaTopHo JieueHue ¢ Hucku fo03u Chloroquine, cnex koeto
OOJIHUAT OTHOBO HaBJIM3a B OMOXUMHUYHA peMucHs. CaMo MpH JIHIa, KOUTO HE OTIOBapAT Ha
XJIODOKBUHOBOTO JIEYEHHE C€ MpujaraT KpbBOIYCKaHHA. Ej>KErogHOTO KOHTPOJHO
u3cieqBaHe € BaxkeH (pakTop 3a IMpeNoTBpaTsBaHE HA KIMHUYHHUTE PpEHUIUBUH MU IIO-
HATATBIIHOTO Pa3BUTHE HA YEPHOJIPOOHOTO YBpEKIaHE.

[Tpu nmopdupummre ¢ xematut C, KOUTO ca MOIXOSIIHN 32 HHTEP(HEPOHOBO JIeUEHHE, €
JKeNaTeJTHO MPeIBapUTENHO J1a ce nocturne pemucus Ha PCT upe3 kpbBoIlyckaHus, T.€. Ja
ce OTcTpaHH xemarocujepo3ata. [Ipu mumara ¢ opopMeHa 1Hpo3a € HeOOXOUM PEIOBEH
exorpa)cku KOHTPOJ ¢ OIJIel] CBOEBPEMEHHOTO YCTAaHOBSIBAHE HAa IIbPBUYEH YEPHOAPOOEH
paxk.



3.7.MH®OPMAIIUS 3A BOJIHUS

Ha Gomnute ce choOmaBa, 4e CTpajar OT CPABHHUTEIHO PSAIKO BEIIECTBOOOMEHHO
3a0o0s1BaHe, KOETO 0Oayve MoK Ha ycHeniHo Jieuenne. Habmsra ce Ha HeoOxoauMocTTa
oT CHI/IpaHC yHOTpe6aTa Ha AJIKOXOJIHU HAIIUTKH. I/I3TT>KB3. CC€ BaxKxHaTa pOJBI Ha TOOAUIIIHOTO
KOHTpOHHO N3CJICABAHC 3a HpeHOTBpaTSIBaHe Ha KIMHUYHUTC peI_[I/II[I/IBI/I.

4. PORPHYRIA VARIEGATA, u3siBeHa ¢ KO’KHA CHMIITOMAaTHKA

OcBeH C OCTBp HPHUCTHII, porphyria variegata MoXe Ja ce U3pa3sd U C epO3UBHO-
Oyno3Ha (oroceHcHOMIM3aNMs, MPUUYMHEHA OT OTJIOKEHHUTE B KOXara MOpQUPUHU U
BB3JICHCTBUETO HA CIbHUYEBUTE JIbYM. [Ipn MHOTO OT OOJIHUTE HUKOTa HE CE Pa3BUBA OCTHP
MIPUCTBII, & €AUHCTBEHUAT CUHIPOM € KOXKHUAT. Tol € HanbJIHO cXxoJeH ¢ To3u npu PCT.

Tounata pamarHo3a ce TOCTaBs OT CHEHMUATM3UPAHOTO 3BEHO BBH3 OCHOBA Ha
MOBUIIIEHATA EKCKpelus Ha MNOpQUPUHU C ypuHaTa (4ecTo, HO HE 3aJbDKUTEIHO,
KOMpormopGUpUHBT € TOo- BHCOK OT ypormopdupuHa) H CTpOro crenupuyHus 3a
3a00JIIBaHETO TMOPPUPUH-OENTHUEH KOMIUIEKC B HAaTHBHA KpbBHA IUIa3Ma C WU3SIBEH
dnyopecueHTeH MakcuMyM Ha 626 nm. B u3npaxkHeHuATa CHIHO C€ YBelIM4yaBa
MPOTONOPPUPUHBT U MO-MaJIKO KompomnoppupunbT. 3a paznuka or PCT, xpoHudHo
4epHOIPOOHO YBPEXKIaHE HE CE pa3BUBa.

EdukacHo nedyenune Ha QoToceHcuOMnMM3aImsaTa HE ChilecTByBa. HeoOxomumo e
Ipejna3BaHe OT JEHCTBHETO Ha CIBbHUYEBUTE JIbYM U OT TPaBMU (BKJI. MHUKPOTPAaBMH)
no pouiiere. Be3amoxkHoCcTUTE Ha (pamMHMITHATA AMATHOCTHKA Ca OMHKCAHU B alTOPUTHMA MPHU
nopupum, MPOTUYAIIHN C OCTHP MPHUCTBHII.

HeoOxomumo e GostHuTe OT porphyria variegata ¢ M3sBeHa KOKHa CUMITOMATHKa J1a
OpaaT npodeCuOHATHO OPUEHTUPAHU KbM padoTa Ha 3aKPUTO, U30sATBaIa MUKPOTPABMH IO
peuete. [Ipu nunca Ha TakaBa BB3MOXKHOCT (HAIp. MpU HUCHK 00pa30BaTENICH 1IEH3) TE ca
TpaiHO HETPYIOCIOCOOHHU.

5. BPOJAEHA KOIIPOIIOP®UPHUSI ¢ ko:kHA CUMIITOMATHKA

Bponenara xonponopdupus, KOATO € 10CTa psIKo 3a00JsBaHe, ce U3pa3siBa IVIaBHO C
Hesposucyepannu cumnmomu, Ho npu okoido 30% oOT ciaydauTe AONBIHUTEIHO Ce
HaOmromaBa M (HOTOCCHCHOMIU3AIMS, KOSTO C€ M3pa3siBa TJIABHO B XWUIEPHUTMEHTALUS H
XUIIEPTPUX03a 10 OTKPUTUTE YACTH HA TSIIOTO.

I[Mlomo6no wna PCT, nopdupuH-OeNTHYHUAT KOMIUIEKC B IUla3MaTa HMa
dbayopeciieHTeH MakcMMyM Ha 618nm, HO KompomopupuHBT B ypWUHATa H3Pa3EHO
npeobnanaBa Haj yponopdupuHa. IIpu ocTbp mopdupuueH NPUCTBI CE€ MOBHIIABAT B
ypHHaTa 0-aMUHOJIEBYJIMHOBATa KUCEINHA U 0coOeHo nopdoOunnHorensT. M3cnenBanusra
Ce M3BBPIIBAT B CHEIMATUZUPAHOTO 3BEHO.

Koxxuute mnpomenu He momnexar Ha edexkTtuBHO Jjedenne. Heobxomumo e
npeanasBaHe OT JEHCTBHETO Ha CIBbHYEBUTE JbUM W MHUKPOTPaBMHM IO pBIETE.
HeoOxonuma e cpoTBeTHa mpodecroHanHa opueHTauus. [Ipu HEBB3MOXKHOCT 3a TakaBa
OoJIHUTE ca TpailHO HETPYJOCHOCOOHH.

6. EPUTPOIIOETUYHA ITPOTOIIOP®UPHUSA
Epurponoernynara npotonopdupus € reHeTHYHO 3a00isBaHE, IB/DKAIIO Ce Ha
yHacJe/leH yacTU4eH AeuuuT Ha eH3uMa (epoxernarasa.

6.1. KIMHUYHU KPUTEPUU 3A JTUATHO3ATA

3a0075BaHETO CE€ XapaKTepusupa € EpUTEeMHO-eIeMaTo3Ha (POoTOCeHCHOMIM3anus,
MpOosIBSIBAIlla CE OIlle B JeTCKa Bb3pacT. Cien KpaTKOTpaiHO W3JaraHe Ha CIBHIIE CE SBSIBA
00JIE3HEHO U OTOYHO 3a4YEPBSBAHE MO0 OTKPUTHTE YaCTH Ha TsIOTO. TO IMpeMruHaBa U3BECTHO
BpeMe ClieJl MpeKpaTsBaHe Ha OOJ'bYBAHETO, HO CIIE] MOpPEAulia OT IMOJOOHU EMH30/H



penedbT Ha KOXKara IOCTENeHHO 3arpydsBa. Tsa nmxenunpunmpa, mnpugoOuBa
BOCHYHOIOI00CH I[BAT W HAIo00siBa MOPTOKaJIOBa Kopa. Te3n MpoOMeHU ca Hal-U3sSBCHH
o Hoca u Oy3ute. OKOJNIO YCTHHTE ce 00pa3yBaT paJuallHd paragd U HaOpBYKBAHUsS, HO
HUKOTa HE Ce JIoCTUra /10 o0e300pa3saBanus. YecTo ce yCTaHOBSBAT JaHHU 3a (DaMIITHOCT,
HO HEC HpI/I BCHUYKHUTC HOCUTCIIN UMA KIIMHUYHU U35BU.

6.2. PUBUKAJIHA HAXO/IKA ITPU ITPEIJIEJA

Cnen u3naraHe Ha CI'bHIIE 110 JIMLETO, BpaTa, YUIMTE U I'bpOa Ha JUIAHUTE U IPHCTUTE
ce HaOnromaBa OoJie3HEH eeMaTo3eH epuTeM. Jlopy M Aa He € HMMalo CKOPOILIHO
oOpYBaHe, HANWIE € TpallHO 3arpyOsBaHe Ha peneda Ha KOKaTa MO OTKPUTHUTE YaCTH C
onucaHus no- rope xapakrep. OOGMKHOBEHO HE CE€ YCTAHOBSIBAT €pO3UM, MEXYPH M JIeCHA
paHUMOCT.

6.3. OBIIIU IABOPATOPHU U3CJIEIBAHUSA

[Tpu moBeyeTo oT OOJNIHUTE HE Ce YCTaHOBSBAT MpoMeHu. Ipu HAKOM OT TSIX MMa JieKa
MHUKPOILIUTHA XMIIOXPOMHA aHEMHs, a MpU Jpyrd - ciabu, Hecrnenu(pUUHU TMPOMEHU B
4epHOAPOOHUTE JTaOOpaTOpPHU MOKazaTeau. JIumnesar JaHHH 3a XeMOJIU3a.

6.4. CIEIMAJIN3UPAHU JIABOPATOPHU U3CJIEIBAHUA

[TpoTonophupuHBT B €PUTPOLUTUTE € YBEIUYEH JAECETKH IbTU HaJ ropHara pedepeHTHa
rpanuna. IIpogupuH-0eNTHUHUAT KOMIUIEKC B KpbBHATa IIa3Ma HMa (IyopeclieHTeH
MakcuMyM Ha 632 nm npu Bb30yxaane 408 nm. JluncBar mpomMeHu Mpu HU3CIEABAHE HA
nop$UpUHUTE B ypHHATa, ThH KaTO NMPOTONOPOUPHHBT HE NMpEeMHHABa Ipe3 ObOpedHus
¢buntep. Ilpu poaHMHUTE-NATEHTHU HOCHTENHM HE C€ YCTAaHOBSBA IOBUIICHHE Ha
npoTtonoppupuHa.

6.5. TNPOTUYAHE HA EPUTPOIIOETUYHATA IMPOTOINIOP®UPUSA

[Tpu moBeuyeTo OONMHU 3a0OJNSBAaHETO MMa JOOPOKAYECTBEH XOJI, OCOOCHO akKo ce
n305TBa  CIPHYEBOTO oOmbuBaHe. CpaBHHUTEIIHO 4YeCTa € XOJeJIWTHhaszara, Karo
KOHKPEMEHTHTE ChABPKAT U nporonopuput (uyopecuupat yepBeHo Ha UV-cBeTnuHa).
[Ipu oxomno 5-10% ot OomHutTe, 6€3 SICHO YCTAaHOBMMA MPUYHHA, CE€ Pa3BHBa TEXKKO
TU(PY3HO YEPHOJIPOOHO YBPEKIaHE C HMHTPAxemaralHa XoJecTa3a, KOeTO B TOBEYETO
ciyyan HampenBa Obp30 W 3aBbpmBa (atamHo. OTiarar ce M3KIIOYUTETHO TOJeMHU
KOJINYECTBA NPOTONOPPHUPUH B YEPHHS P00 M *¥IIbYHUTE MbTUINA. KonpornophupuHsT B
ypUHaTa MOXe J]a c€ YBEJIHYH.

6.6. JTUATHO3A

[TocTaBs ce OT cHenMATM3MPAHOTO 3BEHO BBH3 OCHOBA HA EPUTEMHO-EJEeMaTO3HATA
¢dorocencubuUIM3anys, chueTaHa CbC CTPOro CHeUU(PUUHUTE NMPOMEHH B MOP(PUPHUHOBATA
oOmsHa. [locneanure nM3KI0OYBaT HEOOXOAUMOCTTA OT AU(epeHIaliHa AUarHos3a ¢ Apyru
¢doroxgepmarosu. [Ipu pa3BuTHEe Ha TEKKO TU(PY3HO YSPHOAPOOHO YBpEkKAAaHE M XOJIECTa3a
C HECACHA C€THOJIOTHUsA, aHAMHCCTHYHUTC JaHHU 3a TaKbB THII (1)OTOCCHCI/I6I/IJII/I3aIII/I$I u
XapaKTEepPHUTE KOXKHU MIPOMEHM Ca OCHOBAHHE 3a M3CJIEABaHE HAa MOpPUPHUHOBATA OOMSHA,
Ype3 KOETO IIe Ce MOCTaBU AUArHO3aTa.

6.7. JEYUEHUE

N30sarBaneTo Ha CIIbHYEBATa CBETJIMHA € OCHOBEH (aKTOp 3a MPEIOTBpaTsABaHE Ha
dboTtomepmaro3ara. ToBa Hamara OCBOOOXKJIAaBaHETO OT BOEHHA CIY)X0a W TMOAXOJINA
npodecrnonanta opueHranus (padora Ha 3akputo). [lonsara ot opanHOTO pHemMane Ha [ -
KapoTuH (TOW ce oTjiara B KoXkaTa, KbJIETO abcopOupa CBETIMHATA U CBBP3Ba CBOOOTHUTE
pajuKaiy) € TUCKYCHOHHA.

3acera y Hac He CHIIECTBYBA HAJICKIHO JICUCHHUE MPHU Pa3BUTHE HA OCTPO JU(PY3HO
XOJIECTAaTHYHO yBpekaaHe. [Ipuara ce cuMnToMaTHYHA TEPAITUs.



7. BPOAEHA EPUTPOITIOETUYHA ITIOP®UPUSA

Bponenara eputponoernuna nopdupusi (BEIL, Gonmect na Gunther) e TBBpAE
psnko 3aboinsaBaHe. B nureparypara ca onucanu okosio 100 6omHM, a B bearapus mocera e
yctaHoBeH camo 1 cmywait. BEIl ce npmkum Ha dYacTHYeH ACPHUIIMT HA EH3UMaA
yponopupunores [II-kocunTaza.

7.1. KKIMHUYHA KAPTHUHA U JAHHHU OT
JIABOPATOPHUTE U3CJIEIBAHUA
BEII e naii-Te:xko mpoTryamara oT Bcuuku nopdupun. [IposiBsBa ce omie B Haii-
paHHO JIeTCTBO (HAyajJHaTa U IOsBAa y Bb3pacTHU € psakocT). KimHuyHata kapTuHa ce
BIIajiee ot ABa cuuapoma: A. Jlepmaranoruuer u b. XemonutuueH.

7.1.1. Jlepmamonocuuen cunopom. OOyciaBs ce OT OTJIOKEHH B KOXKaTa
nopupunu (ypornoppupus I, konpornopdupun I), cBppxoOpazyBaHu B epUTPONOECTHYHATA
THKaH, TOpaJx BPOACHUS eH3UMeH JedekT. KpaTkoTpaiftHOTO H3/iarane Ha CI'bHIIE BOJIU JI0
TeXKa OyJIO3HO-yIlepo3Ha M JA0pU  OyJ03HO-HEKPOTHYHA  (POTOCEHCHOMIM3ALUS.
Cray4yallHUTE MHKPOTPaBMH M JIECHO Pa3KbCBALIMTE CE€ MEXYPH MO OTKPUTUTE YacTH Ha
TSUIOTO OCTaBSIT IIBJIIOOKM TOPIHIHH SI3BH, KOWTO dYecTo 3arHosBar. [Ipum GaBHOTO cHM
3apacTBaHe Te o0Opa3zyBaT MHOro TIpyOou o00e300pa3sBaliyM LUKATPUKCH, KOUTO ca
XHUIEPIIUTMEHTUPAHN WM JCTUTMEHTHpaHu. TexkuTe aeopManuy 3acirar Hal-4ecTo
npbetuTe (0coOeHO KpaitHWTe (anaHr), HOca, YCTHHUTE, Oy3WTe, KIEMauuTe U YIIHUTE.
Morar fa ce yBpemsT U POrOBUIIUTE, KOETO Ja MPUYHMHU cienoTa. B neHTuHa ce oTiarar
nopdupuHH, MOpaau KoeTo 3n0HuTe ca uepBeHokadsBu. Te (dayopecuupar uyepBeHO Ha
UV-cBerninna. Hanmue e wm3pasena xuneptpuxosa. [lopaau otaensmmre ce nophupuHu
ypUHaTa € ThMHO 4epBeHa. llerleHnTe Ha HOBOPOJIEHOTO CHIIO CE OLBETABAT B YEPBEHO OT
ypuHata u MekoHuyma. M3cienBanero Ha nopgupuHOBaTa 0OMSHA, KOETO CE€ M3BBHPILIBA B
CTIEIMAIM3UPAHOTO 3BEHO, YCTAHOBSBA CIEHOTO: MHOTO BUCOKO OT/EIISTHE Ha TOPPUPHUHU C
ypUHAaTa Mpu CUIIHO U3pa3eHo mpeobianaBane Ha yporopupun I Hag yponopdupun III; [1-
AMHHOJICBYJIMHOBATa KHCENIWHA W TOP(QOOMIMHOTEHBFT B ypWHATa HE ca MPOMEHEHHU;
nopGUPUHUTE B EPUTPOLIUTUTE Ca U3KIIIOYUTEIHO BUCOKH; YPOHNOP(PHUPUHBT B IUIa3MaTa €
CHJTHO TIOBHIIICH.

7.1.2. Xemonumuuen cunopom. Xemonuzara, AbJDKalla Cce Ha TOJIEMHUTE
KonuyecTBa yporopdupun I B epUTpOLIUTUTE, € PAa3HOCTEIIEHHO MPOSBEHA y Pa3IMYHUTE
OonHu. XapakTepusupa ce ¢ UKTep, MOHKEHHE Ha XeMOTJI00MHA U Oposi Ha epUTPOLIUTHUTE,
aHU30ILIMTO3a, MOWKUIIOLKTO3a, MOJUXPOMa3us, PETUKYILIUTO3a, 0a30(puiIHa MyHKTyallus,
HEKOHIOTHpaHa XUMNEepOWIMPYOMHEMHUSI M JIUICAa Ha XanTorioOuH. llpm KocTHO-MO3BbuUHA
MYHKIUS C€ YCTaHOBSIBA €PUTPOMAHA XHUIMepIuiasus. Pa3BuBa ce cruileHOMerajus, KOosTO
CBIIO JONpPUHACS 3a aHEMMATAa M MOXKE Ja JOBEAE 0 JIEBKONEHHS U TPOMOOLUTOIICHHUS.
[Tocnemnara Moke na ObJe TNpUYMHA 32 XEMOparuvHa amare3a. TeKKO W3SBEHUST
XEMOJIMTHYEH CUHAPOM MOHSAKOIa BOJIU /10 (haTajieH U3XOoI.

ITpu peaxute ciayuyau ¢ HayayiHa u3gsa Ha BEII B mo-kbCHa Bb3pacT XEMOJIUTUYHUTE
npoMenu ca jeku unu aurncsar. [Ipu BEII He ce pa3BuBat octpu noppupruHu OPUCTBIIN.

7.2. IMATHO3A

[ToctaBst ce OT cenuanIu3upPaHOTO 3BEHO Bb3 OCHOBA HA ChUETAHUETO MEXKIY TEXKKa
Oymno3Ha (oTtoaepmMaro3a W XEMOJMUTHYCH CHHIPOM, Pa3BHBAIIM C€ OT paHHA JETCKa
BB3paCT, U CUJIHO U3SBEHUTE MPOMEHH Ha mopdupruHoBaTa 0OMsHa.

7.3. JEYEHHUE

Heo0OxoaumMo € M3KIIOUUTENHO CTapaTelHO M30sTrBaHe Ha CIbHYEBATa CBETJIMHA.
[Ipu 3arHosiBaHe Ha KOKHUTE JIE3UW BHTPEIIIHO W BHHIIHO CE TIpWjaraT aHTHOMOTHUIIN, 32 1a
ce mpeAoTBpaTIAT 00e300pa3sBaHuATa Upe3 MO-0bP30 3apacTBaHe.

[Ipu mo-TeXKKM XEMOJUTHUYHH SIBJICHUS CE€ M3BBHPIIBAT KpbBompenuBaHusi. Korato
KPBHBOMPEIUBAHUITA Ca YECTH, HEOOXOUMO € ycropeaHo na ce mpunara u Desferal, 3a na



ce n3berne xenarocuzeposata. [Ipu uecTu )KMBOTO3aCTpaIlIaBall XEMOJIUTUYHHU TIPOSIBU CE
HpErnopbYBa CILUICHEKTOMUS, KOSTO MMa J00bp edexr. MHO3MHCTBOTO OT OOJNHHTE ca
NPAaKTUYECKHU HE TPYAOCTIOCOOHH.

8. Cnucbk Ha pa3pelnieHUTe JIeKapCTBA IPU NOP(GHPHUN, TPOTHYAIIM C OCTHP NPUCTHI

AHajnreTHuu, AHTHOAKTEpHAJIHHU CPeACTBA AHTHBHPYCHH CpeIcTBa
antunuperunu 1 HCIIBC
Acidum acetylsalicylicum Amuno2niokozuou Abacavir
Alfentanil Amikacin Aciclovir
Codeine Azithromycin Didanosine
Dihydrocodeine Gentamicin Famciclovir
Ethylmorphine Kanamycin Ganciclovir
Fentanyl Neomycin Interferon
Ibuprofen Streptomycin Lamivudine
Indometacin Tobramycin Ribavirin
Ketoprofen Henuyununu Tenofovir
Methadone Amoxicillin Valaciclovir
Morphine HCL Ampicillin Zalcitabine
Nalbuphine Amoxicillin and enzyme inhibitor
Naproxen Ampicillin + Sulbactam Anmumuxkomuuyu
Paracetamol Benzylpenicillin
Pethidine Clavulanic acid
Sufentanil Cloxacillin Flucytosine
Sulindac Dicloxacillin Nystatin
Tinctura opii simplex Oxacillin Anmunpomosoa
Piperacillin
Piperacillin + Tazobactam Quinine
Ticarcillin Chloroquine
XUHOJIOHU Primaquine
Ciprofloxacin Pyrimethamine
Norfloxacin Tybepxynocmamuuu
Ethambutol
Streptomycin
CpencrBa 3a MectHa | Cpeacrsa 3a 001a aHecTe3usi | AHKCHOJIMTHIIH,
aHecTe3ust U MHOpPEJaKCAHTH AHTH/IETPEeCaHTH,
CHLHOTBOPHU W CEAATHBHU
cpeacTBa
Benzocaine Aether pro narcosi Bromazepam
Bupivacaine Atropine Calcii bromidum
Cocaine hydrochloride Cyclopropane Clonazepam
Lidocaine Droperidol Diazepam
Procaine Epinephrine Estazolam
Tetracaine Fentanyl Fluoxetine
Ketamine Fluphenazin
Morphine Haloperidol
Naloxone Mianserin




Neostigmine Midazolam
He ca Ha0IoaBaly | Nitrogenii oxydum Natrii bromidum
NOPQUPHYHN HPHUCTBIN  CICT | Pancuronium Orocetam
npuJiarane Ha MECTHA | Pethidine Piracetam
aHeCTC3MsL. Propofol Temazepam
Suxamethonium Triazolam
Tubocurarin Valeriana
Zopiclone
AHTHAJIeprU4HA HW  aHTHACTMATHYHHU | [lepudepHn U MO3BYHM BA30ANJIATATOPH;
cpeacTBa AHTUMHIPEHO3HH CPeICTBA
Beclometasone Acetysal
Chlorpheniramine Ibuprofen
Diphenhydramine Dexamethasone
Epinephrine Naftidrofuryl
Hydrocortisone Piracetam
Mequitazine Pizotifen
Ketotifen
Promethazine
Salbutamol
AHTHCTEHOKAP/IHHU, Kapauoronuunu AHTH-PEBMATOU/IHH,
AHTHAPUTMUYHH, AHTHUXMIOTEH3MBHU AHTUIOAATPUYHH T
AHTHXUTIEPTEeH3UBHHI cpeacTBa AHTHOCTEONIOPO3HI
U INyPEeTHYHHU CPeICTBA cpeacraa
bera - 6mokepu:
KanueBu U MarHe3UeBH CONH Adenosine Kasuesu conmm
Acebutolol Digitoxin Allopurinol
Acetazolamide Digoxin Azathioprine
Acidum ethacrinicum Dobutamine Calcitonin
Amiloride Dopamine Chloroquine
Atenolol Epinephrine Colchicine
Bisoprolol Lanatoside Dexamethasone
Captopril Norepinephrine Glucosamine Sulfat
Carvedilol Propranolol Hydrocortisone
Cilazapril Ramipril Methylprednisolone
Diazoxide Sotalol D-Penicillamine
Triamterene/Hydrochlorothiazide | Streptokinase Prednisolone
Dipyridamole Trandolapril Prednisone
Triamterene/Hydrochlorothia
Eprosartan zide
Fosinopril Triamteren
Furosemide Trimetazidine
Glyceryl trinitrate Valsartan
Guanfacine Quinapril
Heparin




Hydrochlorothiazide

Labetalol

Lidocaine*
Lisinopril
Metoprolol
Molsidomine
Oxprenolol
Pindolol
Prazosin
Propranolol
AHTHENWIENTHYHHU AHTHKOHBYJICAHTH
AHTHTYMOPHH CpeCTBA AHTHIIADKHHCOHOBH CPelICTBA
L-Asparaginase Amantadine Clonazepam
Bleomycin Clonazepam Diazepam
Cisplatin Diazepam Gabapentin
Magnesii sulfas am
Dactinomycin Gabapentin (mapeHTepanHo)
Magnesii sulf. amp. Vigabatrin
Trihexyphenidyl
Vigabatrin
Bererorponnu cpeacrsa AHTHIICMXOTHLH U
IIcuxoTponHu cpeacrea
bera-610kepu Chlorpromazine
Atropine Clonazepam
Epinephrine Diazepam
Galantamine Droperidol
Neostigmine Estazolam
Nicergolin Fluphenazine
Prazosin Gabapentin
Reserpine Haloperidol
Salbutamol Lithium carbonate
Mianserin
Orocetam
Periciazine
Piracetam
Temazepam
Triazolam
Trifluoperazine
IIporuso-
JIMIHIEMHYHI
Cpencrsa, nopausBamm | Cpencrsa, NOBJIHSIBAIIA | cpeacTBa
AUXaTeJHATA cCHCTeMa OTJeJIMTETHATA CHCTEMA
Acetylcysteine Jnanu3uu pa3rsopu Colestipol
Atropine Colestiramine




Beclometason Lecithin
Budesonide Probucol
Codeine Bezafibrate
Dextromethorphan Clofibrate
Diphenhydramine/combinations YpoanTtucenTuuu
Diphenhydramine Hexamin
Epinephrin
Fusafungin
Ketotifen
Pseudoephedrine
Salbutamol
CpencrBa NOBJIMSABAIIM | AHTHALMIHA cpeacrsa, | Cpeacrsa npu
XPAaHOCMWJIATEJHUSA TPAKT, | MYKO3ONPOTEKTOPH, 3a00/1aBaHUsl HA YyepBaTa
NaHKpeaca, YepHUs] P00 M | NPOKUHETHIIM, U MaHKpeaca
KIBYHUTE MHTHIIA CNAa3MOJUTHIU "
aHTHEMeTHIH
AHTHXEJIMKOOAKTEPHH ANyMUHUEBH, OMCMYTOBH,
cpeacTBa KaJIIMeBH, MAarHe3WeBd W AKTHBCH BBIIICH
Amoxicilline HATPUEBU COJIM, OKHUCH | | [JIFOKOKOpTHKOUIU
Amoxicillin/Clavulanic acid MIPEKUCH [TankpeacHn eH3UMH
Aluminium
hydroxide/Magnesium
Azithromycin hydroxide/Simethicone TexTun
Bismuthi subcitras colloidalis | Almasilate Aprotinine
Famotidine Atropin Azathioprine
Chlorpromazine Beclometason
Domperidone Saccharomyces boulardii
Magaldrate Infliximab
Pirenzepine Kaolin
Sucralfat Loperamide
Mesalazine
Simethicone
Somatostatin

CaabuTesIHU cpeacTBa

CpeacrBa npu 3a00s11BaHuUs
HA YepHUS APO0 U KIBLYHUTE

IBTHIIA
Bisacodyl ['moxokopTHKOUIH
Macrogol,combinations Acidum tiocticum
Lactulose Ademetionine
Azathioprine
Magnesii sulfas Chenodeoxycholic acid
Neostigmine Chloroquine
Senna Deferoxamine
Beuuku  HepesopOuparium ce | Essentiale Phospholipids




CpencTBa (v
pe3opOupaiiu ce) mpenaparu

ci1abo

L-Ornithine-L-Aspartate

Interferon

Lamivudine

Lecitin

D-Penicillamin

Ribavirin

Tenofovir

Ursodeoxycholic acid




XV. MYKOBUCIHMJO3A -TACTPOEHTEPOJIOT'NTYHU ACITEKTH

1. OBIIIA XAPAKTEPUCTHUKA

MyxkoBucuumo3ara (Kucto3Ha ¢uoposa) € Hal-pa3npoCTPaHEHOTO aBTO30MHO-
peLieCUBHO T'€HETHYHO 3a00JIsiBaHe Cpell XopaTa OT Osjara paca C 4ecToTa Ha M3siBa OT
1:2000 mo 1:4000 xuBopoaeHu nena. Besika roguna B bbeiarapust ce peructpupar okosao 25
Jerna ¢ ToBa 3aloisiBaHe. 3acerHATUAT T'€H € JIOKAIM3MpaH B JBJITOTO pamMo Ha 7-Ma
Xpomo3omMa, yuuTo MyTrauuu ca mnosede oT 1000. Ilopaau BB3HUKHajIaTa MyTanus ce
KOJMpa CHHTE3UPAHETO Ha TAaTOJOTHMYeH NPOTEHH, OJIOKMpall XJIOpPHUTE KaHAIM Ha
MeMOpaHHUTE B ENUTEITHHUTE KIETKH, HapeueH KHCTUYeH (UOpPO3eH TpaHCcMeMOpaHEeH
perynatop (Cystic Fibrosis Transmembrane Conductance Regulator - CFTR). 3acsrat ce
BCHUYKH €K30KPUHHU KJIE3U, KaTO TMO-TEKKO C€ yBpEXJAT AMXaTeIHAaTa CUCTEMa, racTpo-
WHTECTHUHAIIHUS TPaKT W MaHKpeaca. 3a00JIIBAHETO C€ XapaKTepus3upa C IMPOrPECHBHO
yBpexaaHe Ha GyHKUUATA Ha Oenust ApoO 10 AUXaTelHa HEJOCTAaThYHOCT, MAHKPEATUT C
MaHKpeacHa HEeAOCTaThYHOCT, UYEPHOAPOOHO YBpEXKIaHE, MPOrpecupamio 10 Lupo3a,
HapyIIeH YpeBEH MOTHIUTET, O€31JI0/I1e, BUCOKU CTOMHOCTH Ha €JIEKTPOIUTHTE B MOTTA.

[TomopranHOTO 3acsiraHe Hajara MYJITHIWUCIHUILIMHAICH MOAXO]] 33 IUarHo3ara u
JICUCHUETO, KOETO J1a OCUTYPHU MO-IBJITra MPEXHUBIEMOCT U MO-I00pO KaueCTBOTO Ha JKUBOTA
Ha mMamueHTuTe. biaromapeHue Ha TOBa, CpenHATa NPOABIDKUTETHOCT Ha JKABOTAa Ha
6onaute B EBpoma ot 14 roaunu mpe3 1969 r. ce e moBummna ao Hag 40 roguHu
noHacrosmeM. [Ipu Bcuuky nanueHTH Bofemo € 6enoapodHoTo 3abonsBane. To e u Haii-
YyecTa MpUYMHA 32 JIETalleH U3XO0J], HO 3aCsiraHeTO Ha TaCTPOMHTECTUHATHUS TPAKT € ChIIO
Taka TEXKO W uWHBaMAM3Mpamo. OOeKT Ha TacTPOCHTEPOJIOTHATA Ca TalUeHTH,
JUArHOCTHIIMPAHU OIlle B paHHa JIETCKa Bb3PACT, HOBOJUArHOCTULIMPAHH MAllMEHTH C MO-
nexa (opma Ha 3a00JsIBAaHETO, KAKTO M TAKUBA C aTUNWYHU (JOPMU HA KUCTUYHA (hrOpo3a.

2. KKIMHUYHA U35BA U JTUAT'HO3A
2.1. ITankpeacHo 3acsirane

[Tanmenture Oe3 M3sIBEHa MaHKpeacHa EK30KpUHHA HEJOCTAaThYHOCT MOXKe
NEPUOANYHO J1a UMAT €MU30/11 Ha OCTbp MaHKPEATUT WM KIMHUYHU Oele3U Ha XPOHUYEH
naHkpeatut. Ilopagu ToBa mpu KopemHa Oojika € HeoOXOAMMO H3CJe/BaHE Ha aMmias3a
(cepym u ypuHa) win Jdnasza, C-peakTUBEH MPOTEUH, xeMarosoruuau nokasarenu, ACT,
AJIT, TTT, JIAX, rmoko3a, abgomMuHanHa exorpadus, 0030pHa peHTreHorpadus Ha
Kopema, a Mpu HeoOXOJUMOCT — IpYru JlabopatopHu U u3obpasurenau uscnensanus (KT
win MPT, Bki. BHpTyajgHa XOJIaHTHO-TIaHKpeaTorpadus, eHIOCKOIICKa exorpadus uiu
eHJIOCKOIICKA peTporpaaHa xosaHruo-naHkpearorpagus -EPXII. Yecro enuzoaute Ha
MaHKPEATHUT ce TOCJeIBaT OT HaMallsiBaHe Ha MaHKpeacHaTa eK30KpUHHA (QyHKIIHS.

[TankpeacHa eK30KpMHHA HEAOCTaThUHOCT ce OTkpuBa B 90% oT OonHUTE C
mykoBHucuuo3a. [IposiBsiBa ce B pa3iIWyHU €Tanmu OT XoJa Ha 3a00JIIBAHETO MOpajau
penyurpana 6ukapOOHaTHaTa CEeKpelMs (XHUIEpalUaAuTeT, Je3aKTUBHpPAHE HAa CH3UMMTE),
XUIMEPKOHIEHTPAUsl HA MaHKpeacHHUs! COK (MpeuunuTanus Ha OenThbLM B KaHAIYeTaTa).
HabmronaBa ce manabcopOumsi, ChbOTBETHO Ne(UIIMT HA MAaCTHOPA3TBOPUMM BUTAMUHU U
Ip. 3aAbJDKUTENIEH €Tall B JMAarHOCTUKATa W ONpENeNsiHE Ha HYXJIWTE Ha IMalueHTa OT
3aMECTUTENIHA TEPANMsl € MPOBEKJAHE HA AUXATEIHU TECTOBE, ONpPEACIIIHE HA KOJIUYECTBO
dekamHu MacTu WM enacrasza 1 u zp.

YecroTara Ha [uadera (€HIOKpHUHHA IAaHKPEacHa HEJOCTaThbUHOCT) MIPU NAIlUEHTH C
MYKOBHCIIM/I03a HapacTBa 3HAYMTEIIHO C BB3pAacTTa M C€ Cpella camMoO IpH MAalUEHTU C
€K30KpHHHA [TaHKpeacHa HejpocTaTbyHOCT. KaTto npuunHu 3a TOBa ce coyaT HapyllaBaHETO
Ha apXWUTEKTOHUKATa HAa OCTPOBHHUTE KJIETKH, (puOpo3aTa W MacTHaTa WHOUITpAIUS HA
nankpeaca. OI'TT e mpuer 3a OCHOBEH METOJ 3a IMAarHOCTUKA Ha AUA0ET MpH MAIMEeHTH C
MYKOBHUCIH103a. JIOMIBJIHUTEIHO € HEOOXOAUMO U3CJe/IBaHE HA TIIMKHUPAHUS XEMOTJIO0MH
(HbA1lc), xppBHO-3axapeH npodui, nciaeaBaHe Ha CepyMHUs UHCYIUH U C-nenTus.



2.2. UnTecTHAIHA 00CTPYKIUSA

MekonnyM wuiieyc ce cpemia npu okoiao 15% oOT HOBOpPOJEHHTE C KHCTHYHA
¢ubpo3sa, Haif-yecTo - pu OONHUTE ¢ MAHKpeacHa HeJocTaTb4yHOCT. [Ipu moapacTBamy u
BB3pAaCTHM TAIMeHTH C€ pa3BUBa YaCTUYHA MOJOCTpa OOCTpyKuus (AuCTaIeH
MHTECTUHAJICH OOCTpyKTHBEH cuHapoM — DIOS, wium ,,MeKoHMyM HJIeyC €KBUBAJIEHT).
KnuHuuHO ce u3sBsiBa ¢ TeXKa KOHCTHMNALMS U KopeMHa 0oika. YepBOTO € U3MBIHEHO C
TBBPIU (PEKAIHU MacH, KOUTO JIECHO C€ MaJMUpaT B JsCHATa WM JIIBa KOPEMHA MOJIOBHHA.
O030pHaTa peHTreHorpagusi Ha KOpeMa yCTaHOBSIBa JAMJIATUPAHU THHKOUPEBHU OpPUMKH,
XUIPO-aepUYHH CEHKU WM AUJIATHPaH KOJIOH, U3IBJIHEH ¢ (eKanHu Marepun. ChbCTOSIHUETO
MOXE Ja ce ycloxHu c nepdopamuss u neputonnt. KT Ha kopema € mone3eH B
nudepeHnramHaTa JMarHosa.

2.3.I'actpoe3odareanna pedaykcHa doJiect
I'actpoesodareannara peduykcna 6onect (I'EPB) ce cpemia 3HaunTe1HO YecTo npu
MMAUEHTH ¢ MYKOBHCIINM103a, TOPAX CTOMAIIHUS XHAIIEPALUIUTET.

2.4. /K1b4HO-4epHOAPOOHO 3acsiraHe

Oxono 30% mo 60% oT mamueHTUTe ¢ MYKOBUCIMIO3a pa3BUBAT YEepHOJIPOOHA
cTearos3a, (oOKaTHa WJIM MYJITHHOAYJIApHAa OWIMapHa NHPO3a, ¢ WIH 0e3 CHOTBETHUTE
YCIIO)KHEHHUA. XOJIeJUTHAa3a M XOJICHUCTUT ca CpeliaT MHOTO 4YecTo Mpu OonHUTE C
kuctuaHa ¢puodposa. [Ipu BCHUKH MalMEeHTH ce MpenopbyBa 1a ObJaT U3BBPILICHH CICIHUTE
nscnensanus: yepHoapoonu enzumu (ACT, AJIT, ITT, AD), OunupyOuH, o0 OENTHK,
anoymuH, porpoMOuHOBO Bpeme (INR), xemaromornunu mnokazatenu ¢ JKK, rmoko3sa;
abnomunanHa exorpadus ¢ Jlomep, a npu nokazanust u engockorcka (EPXIT) win MP-
(MPXITI) xonaHruo- iy xojgaHruonankpearorpagus, kakto 1 ®I'C 3a quarHos3a u KOHTPOI
Ha e3o0(areasHu BapuIly.

3. JEHEHHUE
3.1.Kopekuusi Ha MajaurecTuss 1 Mmajadcopoums

3.1.1. BucokoxkanopuiiHa quera

3arybaTa Ha TelleCHa Maca U MOJHOPMEHOTO TETJIO Ca YECTO CPELIaHU MpHU MallUeHTUTE
C MYKOBHUCIHMJ03a M 3aTOBA OLICHKAaTa HAa XPAaHUTEIHUS CTaTyC € HeAelIMMa 4acT OT
MperienTe u Beska xocnutanuzanus. [IpenopruBa ce 00I1a BUCOKOKAIOPHITHA AUETa ChC
3aMeCTBaHE Ha CHOTBETHHTE AehuiUTH. OCOOEHO TOAXOMISIIM Ca BHCOKOKAJOPUHWHUTE
XpaHu W MPOTEMHOBH pa3TBOpH (HamuTku). [Ipu Bcexku mamueHT TpsaOBa 1a ce OmpeaemnsiT
WHIUBUIYAIHUTE €HEPTrUWHU HYXIHU, BHOCHT HA MPOTEUHU W KAJIOPHUH, KAaKTO U Ja ObAaT
U3BBPIICHH HSIKOM clenupuyHUTe Ja0OpaTOPHU H3CIEABAaHUS (CEpyMHHM HHMBA Ha
BUTAMHUHH, aTOyMUH, CEpyMHa XOJUHECTEpa3a, MUKpoeJIeMeHTH u np.). [Ipu GomHUTE C
UTM mnoa 19 unu Te3u ¢ HampeAaHano 3a00NsBaHE CE MPEANOYUTa SHTEPATHO XpaHEHE.
Crnen TeXKH Onepanuy Win MpecTosa 6emo1podHa TPaHCIUTAHTAIUS 32 KPaTKO BpeMe ce
MpenopbYBa TOTAIHO MAPEHTEPATHO XpaHEHe. TelecCHOTO Terjao Ha MALMEHTHUTE Ce CIeau
Ha BCEKH 2-3 JTHU.
[Tpu Hanmnuue Ha arabeT HE ce OrpaHMyYaBa KaJIOPUWHUA BHOC. [larmeHTuTe Ce MmoBIUsBaT
no0pe oT OoraraTta BbIVIEXUIApATHA AUETA.

3.1.2. IlankpeacHa eH3MMHA 3aMeCTUTEIHA Tepanus
Enszumaunre npemnapaTtu, U3MoJI3BaH! 3a KOPCKIWA Ha TAHKPCACHUTEC CH3MMU CC ITpHUEMar
B HAYaJlOTO HAa BCAKO XpaHeHe. Te ce mo3upar MHAMBUAYAIHO C OTJEe] IJOCTUIaHE U
noAABPIKAHEC HA ONITUMAIHO TCTJI0, aICKBATCH YPEBCH MOTHJIMTCT U IMPCAIIa3BaAHC OT TCIKKaA
KoHcTunanusara. OGEKTUBEH METO[ 3a OLleHKa e(peKTUBHOCTTA HA €H3UMHATa 3aMEeCTUTENTHA



TEpanus € U3CJICABAHETO HaA (beuec 3a HCYTpaJIHU MaCTH WA emacrasal.

3.1.3. Buramunm

3a mauMeHTH C MYKOBHUCLMIO03a C€ MpenopbyBa 3aMECTUTENIHA TEpanus ¢ MAacTHO
pa3TBOpHMHM BUTaMHMHHU. [IpoBexna ce opaiHO MM MYCKyaHO. lIpenopbuuTenHure 103U
IpY TaHKpeacHa €K30KPHHHA HEJOCTAaThYHOCT ca MpelcTaBeHr Ha Tabmuma 33. OpanHusT
pUeM Ha KaJui TpsOBa 1a HajaBuiIasa 1.5 g/nHeBHO. 3aMecTUTeNHa Tepanus ¢ KaIueBU
IpernapaTy ce npoBexaa 00ukHoBeHO B 1032 oT 1000-15000 mg/nuesno. [Ipenopbuntenna
e u npodunakTHKa Ha ocreomnopo3aTta. llpm HopmasieH mpueM Ha XpaHa (ITbIHOLIEHHO
XpaHeHe) He € He0OXO0IMMO 3aMECTBAaHE C BOJHO-PAa3TBOPUMHU BUTAMUHH, OCBEH B CITy4anuTe
C OrpaHUYeH BHOC Ha XpaHa WJIM cJie]l pe3eKIUs Ha nieyma.
Buramun B 12 moxe n1a 0b/1e MPUITOKEH MPH TIOKA3BaHE HA TS(DUITUT.

Ta6muma 33. [IpenopbrunTeHa 3aMeCTUTETHA TEPANUs ¢ MAaCTHOPA3TBOPUMHU BUTAMHHHU U
KaJuil mpu 60JHU ¢ MYKOBHCIIM/I03a M MMAHKPEacHa €K30KPUHHA HEAOCTAThUHOCT

3amecTHTEIHA Tepanus /lo3a

Buramuu A 40 000-100 000 IU / naeBHO
Butamun E 100- 400 mg / nHeBHO

Buramun D 400-800 IU / gueBHO

Buramun K* 1 mg/ nueBHo 10 10 mg/ ceamuuHO

* X0JICCTa3a, CK30KpUHHA ITaHKpCaCHa HCAOCTATbYHOCT

3.2. JleyeHue HA OCTHP U XPOHUYEH NMAHKPEATHT
[IpoBexkaa ce CHLOTBETHO CTAaHJAPTHO JIEUEHHWE C aAHAITeTHIM, WHXUOUTOPU Ha
nporonnara nommna (UIIT), aHTHOMOTHIM, TAHKPEACHH €H3UMH U APYTH.

3.3. Kopexkuus Ha Xunepauuaurera
[IpenopbuBa ce mpu cumntomMu Ha ['EPB, kakTto M mpu OosHuUTE C €K30KpHHHA
[IAaHKPEACHa HEJOCTaThYHOCT, I1OPAaI NHAKTUBUPAHE HA €K30I'€HHUTE €H3MMHHU Mperaparu
OT IOJKHCEISBAHETO Ha IyOJEHAIHOTO Chbabpkumo. Ilpmmarar ce WIIII B cranmaptHn
J103H, IPUETH MTOJIOBUH Yac IIPEIU XPaHEHE.

3.4. Kopekuusi Ha MOTOPHHUTE HAPYLIICHUSI

[Tpu 6onHMTE ¢ KUCTUYHA (HPUOPO3a, HAPYILIEHUS B TACTPOMHTECTUHAIHUS MOTUIIUTET CE€
Ha0JI0/1aBaT Hall-4ecTo B CIy4yauTe Ha HEaJeKBaTHOTO €H3MMHO 3aMECTBaHE, HEKOPUTUPAH
XUMEePAUAUTET WK AraderT.

[Ipu mucranen mHTeCTHHANIEH O0O0CTpyKTHBEH cuHIapoM (DIOS) ce mpemopbuBa mpuem
Ha Tpenaparu, ChIbPXKAIIM MOJUETUIICH TIUKOJION, Pa3TBOPEHU B 4 IUTpa Boja 3a 2 daca
mpe3 ycTara, KakTo ¥ Kiau3Mu ¢be Sodium Amidotrizoate (Hanp. Gastrografin), B 06em 110
480 ml ¢ ¢usunonoruuen cepym ao 1 nutsp. [Ipu ontumanHo 3aabpkaHe KIU3MHUTE UMaT
n00Bp edexT. Psaako ce Hamara XUpyprudHa WHTEPBEHIIMS WA TIOCTaBsHE Ha MEpKyTaHHA
€H/IOCKOTICKa TacTpO-/€HTEepOCTOMA.

3.5. Jleuenne Ha qUA0ET
JledenueTo u KOHTpoJia Ha auabera, KakTo W MPOo(UIAKTUKATA HA YCIOKHEHUATA CE
MPOBEXAT MO OOIIUTE MpaBWiIa, HO 03 peayKIus Ha KaJopuiHUs BHOC. [Ipu HyxXma e
ITOKAa3aHO 3aMCCTHUTCIIHO I/IHCYJII/IHOBO JICUCHUC.

3.6. Jleuenne Ha HKIBYHO-4YEPHOAPOOHHUTE 3200/ IIBAHUS
3a npoduiIakTHKa U JeUYEHUE Ha MHTpaxenaTajHa X0JecTas3a, JIeYeHHe Ha YepHOpOoOHa
cTeaTo3a W HIKOM (HOpMHU Ha XOJETUTHA3a, € MOKA3aHO MPUIIOKEHUETO Ha YpP307E30KCH
XOJIeBA KUCEJIMHA B CTaHIAPTHH 103U — 15 mg/kg Tero.



[Ipu xipyHa wHGEKIUS ce MpOoBEXKIa JedeHue ¢ aHTuobuotuuu. B cimyuaute ¢
XOJIeJIUTHA3a c€ 00CHKIa HYXKIaTa OT XOJICIIUCTEKTOMHS, a IPH OOCTPYKIIUS HA KIHUHUTE
I'BTUILA — OMIEPATUBEH WK €HJAOCKOICKU APEHAXK.

TeXKOTO MYyATHOPTaHHO 3acAraHe MpPU MALUEHTUTE C MYKOBHCLMJ03a Hajara
CTPUKTHOTO MM IIPOCJEJsBaHE OT Hal-paHHAa Bb3pacT, ABJITOIOJUIIHA MOJIbprKalla
Tepanusi, KakTo M TAXHOTO 0Oy4eHHe C oriyiel n30ArpaHe Ha yCJIOKHEHUs. 3a aJleKBaTHOTO
JeyeHHe Ha KHUCTHYHaTa (GuOpo3a € HYXKHO c(hOopMUpaHE Ha EKUNH OT pPa3IUuHU
CHEeLHATUCTH (ITyJIMOJIOT, TAaCTPOEHTEPOJIOT, €HJOKPUHOJIOT, XUPYPT, JUETOJIOT U 1Ip.).

3abenesncka:

Jleuenuemo c¢ HepaspewieHu 3a ynompeba Jiekapcmeenu npooyKmu ce u3ebpuiea npu
yeaosuama u no peo, onpedenenu ¢ Hapeooa Ne 10 om 17 noemepu 2011 2. 3a ycrosusma u
peoa 3a nedeHue ¢ HepaspeuieHu 3a ynompeba Penyonuxa Bvneapus nexapcmeenu npooykmu,
KaKmo u 3a yCloeusama u peod 3a 6KIIOYEAHe, NPOMEHU, U3KIIY8aHe U 00CMmAKa Ha
JleKapcmeenu npooyKmu om cnucvka no 4i. 266a, an. 2 om 3akoHa 3a lekapcmeeHume
npooykmu 6 xymannama meouyuna (o6un. B 6p.95 om 2.12. 2011 2., oon. [IB 6p.24 om
12.03.20132.) na munucmuvpa Ha 30pageonaz8anemo.





