Ilpunoscenue
KbM 4jleH eOUHCmEeHn

DAPMAKO-TEPAIIEBTUYHO PBKOBOACTBO
HO EHAOKPUHOJIOI'USA U BOJIECTU HA OBMSAHATA

1. TIPOJTAKTHHOM (E22.1)

[IposlakTUHOMHUTE ca TYMOPH, MPOHM3XOKIAMMU OT JAKTOTPOPUTE, CUHTCIUPAIU H
CeKpeTupamu mposiaktuH. B 65% oT ciydaute ca MuUKpoaneHOMH (TIPEAMMHO IMpH
xKeHuTe), B 35% OT cilydaute - MaKpoaJeHOMH (TI0-4eCTH NMPU MbxkeTe). boammHcTBOTO
OT MPOJAKTUHOMUTE ca OEHUTHEHU TYMOPHU, MAIUTHEHUTE BAPUAHTH Ca M3KIIOUYUTEIIHO
peaKu.

1.1. luacnosza

JluarHocTukaTa Ha MPOJIAKTUHOMHUTE CE OCHOBAaBa Ha JIAOOPATOPHU U BU3yaJIM3HpAIIU
METOIH.

1.1.1. JlaGopaTopHa AMATHOCTHKA: CbC CHBPEMEHHHUTE KHUTOBE € JOCTATHUHO
€IHOKPATHO OTpe/eITHE Ha HUBOTO HA CEPYMHUS MPOJIAKTHH, HO TPsIOBa Ja
ce UMa NpeABHJ, Y€ MPOJAKTUHBT € CTpecoB XOpMoH! 3a aa ce u3berse
npelaHaATUTUYHA TabopaTopHa rpelIka, € He0OX0IUMO KPBBTa Jla ce B3eMe
cien 20 MUHYTH TTOKOH /B JIETHAJIO MIJTH CETHATIOTIONOKEHHE/ .

1.1.2. O0pa3Ha AWTHOCTHKA — C Hai-roisiMa WH(OPMATHBHA CTOWHOCT €
MarHUTHO-pE30HAaHCHaTa Tomorpadus Ha XUIOTalamMo-XurnoduzapHa
00J1aCT C KOHTPACTHO yCHJIBaHE HaoOpasa.

1.2. Jleuenue

JleueHneTo Ha NMpOJAKTUHOMHUTE MMa 3 OCHOBHHM Lenu: 1. Hopmanusupane HuBaTa Ha
nponaktuHa; 2. KOHTpoa Ha TYMOpHHUS pacTeX M peAyKUuss Ha TYMOpHHUS obem; 3.
Bb3craHoBsiBaHe Ha roHaJHATA (PYHKIUS;

JlekapcTBeHaTa Tepanmusl € Tepanus Ha IBPBH HM300p NpU Te3U XUMOPUZHU
TymopH. Ts e GazupaHa Ha pU3MOJOTHUHATA PETYJIAlMs Ha MPOJAKTHHOBATa CEKpeLus
— nonamuHoBute D2-penientopau aronrctu (DA) ca OCHOBHO CpeCTBO MPH JICUEHHETO



Ha MMPOJIAKTUHOMUTC.

Bromocriptine tabl. 2,5 mg e ¢ noka3ana epekTHBHOCT U 0€30MACHOCT, HO C YECTH
HCXKCJIaHU pCAKIIUU OT XUIIOTOHHA, OPTOCTATU3IBM U I'aCTPO-UHTCCTUHAJIHN OIIJIaKBAHU,
Iopajy KOETO Ce€ IMpernopbuBa HHMCKA HadainHa Jo3a (1,25 Mr Beuep mpeau Jsrase) c
MOCTETNICHHO MOKauBaHe Ipe3 2-3 THU JI0 MOCTHraHe Ha onTuMaiiHa no3a. OOuvaiinaTta
JHEBHA J103a Bapupa Mexay 5 u 15 mr. OntumManHara J103a € UHIAMBUAYaJlHA — TOBA €
7l03aTa, KOSTO OCUIrypaBa TpailHa HOPMOIPOJIAKTUHEMMs, JIMIICA Ha KIMHUYHA
CUMIITOMATHKa U €()eKTUBHA PEyKIMs Ha TYMOPHHUsSI 00eM.

ITpu okomo 10% ot manueHTHTE ce HabIIOMaBa PE3MCTEHTHOCT KbM Bromocriptine,
KOATO ce JeMHUpa KaTO HEMOBJIHMSBAILA CE XUIIEPIPOIAKTHUHEMHSI B TIPOIBIDKCHUE Ha
moHe 3 Meceria jieueHue Ha (poHa Ha 1032 OT MUHUMYM 15 MT JHEBHO.

Heskenanm peakuuu: rajeHe, MOBPHIIAHE, CBETOBBPTEXK, XUITOTOHUSA C OPTOCTATU3BM,
yMopa. [Ipu jieueHne ¢ BUCOKH 03U Ca Bb3MOKHHU HAKOW PEIAKH HEXKEJTAHU PEAKLINH:
XQIIOIMHAIMYA, OOBPKAHOCT, KCEPOCTOMUS, KOHCTHUMAIMA, AUCKUHE3MUS, KpamIiy,
3PUTETHU HAPYLLIEHUS.

Quinagolide tabl. 25, 50, 75 u 150 pg - He-eproTaMMHOB JEpHUBAT, KOUTO UMa JBE
OCHOBHHU TIpeiMMcTBa nipea Bromocriptine: Moske aa ce mpuiiara B €THOKpAaTeH JHEBCH
IIpUEM M MMa M0-100pa HOHOCUMOCT. BeposiTHOCTTa 3a KJIAlIHU JIE3UH IIPU MO-BUCOKH
71034 € II0-MaJIka B CPaBHEHHUE C JPYruTe JONAaMHHOBHU aroHUcTH. OOuyaiiHaTta 1HEBHA
71032 IIPU MPOJTAKTUHOM € 25— 75 pg.

Cabergoline tabl. 0,5 mg e mo-HOB A0MTAMHUHOB arOHKCT, MPUTEKABAI TPH OE3CIIOPHU
npeauMmcTBa Tipex Bromocriptine u Quinagolide: aemo-edext, KOWTO TMMO3BOJIsBA
JABYKPATHO | JIOPH €IHOKPATHO CEIMHUYHO TPHIOKEHHE; M0-100pa MOHOCHMOCT U I10-
100Bp eeKT Mo OTHOMICHHE Ha HOPMATU3HPAaHE Ha MPOJIAKTHHEMUSITA U PEAYKIINS HA
TYMOpPHHS 00€M, TOKa3aHU OT HAKOJIKO CpaBHUTEIHU poyuBaHus. Hauannara noza e 0,5
MrI ceIMUYHO (B 1 miu 2 npuema), a onTUMajiHaTa TepaleBTUYHA /1032 C€ JOCTUra 4pe3
MOCTENEHHO MoKayBaHe ¢ 0,5 Mr CeIMHYHO M €KEMECCUCH KOHTPOJ Ha MPOJAKTHHA.
MakcumarnHara JHEBHA 103a He TPpsAOBa 1a MpEBHINABA 3 MI, HO TaKMBa JO3M TOYTH
HHUKOTa HE CEe M3MOJ3BAT MPH JICUECHHE Ha MPOJAKTHHOM. B peku ciaydan Ha MHBa3UBHU
arpecHMBHU TYMOPH J103aTa MOXKe J1a TocTUrHe 4,5 — 5,0 M ceIMUYHO.

Heskenanu peakuuu: chiute kato mpu Bromocriptine, Ho ce u3siBSIBAT MHOTO TTO-PSIIKO
Konrpannaukauuu: anepruss kbpMm Cabergoline; dwepHoapoOHa HeIOCTATHUHOCT,
aHamMHe3a 3a TOKCHMKO3a Ha OpeMeHHOCTTa; (uOpO3Ha BaIBYJIONATHUS; IICHUXO3H;
OpeMEeHHOCT U KbpPMEHE.

Jlo MOMeHTa HsMa KaTeropu4YHU JaHHHU 3a npodudpoTrueH edekt na Cabergoline mpu
MAMCHTH C MPOJIAKTUHOM 3a pa3iiika OT Te3u ¢ [IapKMHCOHOB CHHAPOM, HPU KOHTO
oOHnyaifHuTe JIeueOHU JJ03U Ha JIEKAPCTBOTO Ca JIECETOKPATHO MO-BUCOKHU. HezaBucumo
OT TOBa, CIIELUATHO BHUMAHUE CE M3MCKBA MPH MAI[EHTH C BUCOKH MO UIBPKAIIH JI03H,
IPY KOUTO M3XOJJHOTO M €KETOJHOTO €XOKapIuorpadcko u3ciaeBaHe ca HaJOKUTEITHH.



XHpPYpPruyHo JedeHUHe - CPEICTBO Ha BTOPU HM300p MPHU MPOJAKTUHOM, Thil KaTo
ycIieBaeMOCTTa € MoJo0Ha Ha Tas3u MPH JIeKapCTBEHATa Tepamus, HO YCIOXKHEHHITa ca
3HAYUTEJIHO TMO0-YeCTH /PUHOJMKBOpesi, WHCHUIMIEH [uadeT, MEeHHHIHUT,
XUTIOMUTYUTAPU3IBM/.

I/IHIII/IKaIII/II/ITe 34 OIIEPATHBHO JE€YCHHE Ca OI'PAHUYCHHU U BKIIOYBAT:

1. Xunodwuzapna anoruiekcus (He BCHYKH CITydau; M0 KIIMHUYHA MTPEIICHKA);

2. Heycriex ot neyennero ¢ DA mpu MakpoNpoIaKTUHOM U JKellaHue 3a OpeMEHHOCT;
3. Pe3ucTeHTHOCT KBM JICYCHHETO C JIONAaMHUHOBH arOHHUCTH;

4. HemoHOCUMOCT KbM JJOTIAMHHOBHU arOHUCTH;

5. HSpI/I‘{HO JKCJIaHUC Ha IMalIMCHTA 3a OIICPATHBHO JICUCHUC.

JIbuerepanus

JIbuerepanusTa € «Tepanus Ha OTYAsIHUETO» NpU IpojakTuHoM. OT exHa cTpaHa,
MIPOJAKTUHOMMUTE ca cJ1a0do JIbYeUyBCTBUTENHU TyMopu. OT pyra cTpaHa, JbueTepanusra
YECTO €€ MOCIIe1Ba OT U351Ba HA XUIIONIUTYUTAPU3bM, YUUTO PUCK IIPOTPECUBHO HAPACTBA C
BCsIKa Cle/Balla roAvHa Clie]l U3BbPIIBAHETO H. 110-penku, HO U3KIIOYUTEIIHO CEPUO3HU
YCIIO)KHEHHUS Ha JIbYeTepanusaTa Morar ga ObAar: yBpela Ha 3pUTEIIHUS HEPB, PUCK OT
UHCYIT U BTOPUYHU MO3BbYHU TYMOPH.

HNupukanum 3a JpUueTrepanmus: HCYCIIEX OT KOM6I/IHI/IpaHOTO XUPYPTUYHO U
(l)apMaKOJ'IOFI/ILIHOTO JICUCHUC IIPU MHBA3UBHUTC MAKPOAJACHOMH H IIPU HU3KITHOYUYUTCIIHO
PECAKHUTC MAJIMTHCHU BAPUAHTH.

1.3. Ilpoovarcumennocm na nevenuemo:

Crnopen mocneAHUTE MPETNOPHKH KbM CIIUPaHE Ha JICYSHUETO MOXKE JIa CE MPUCTHIH CIE]
TpaﬁHO HOpMAJIU3UPAHEC Ha MPOJTAKTUHOBUTC HHBA WU HCYCTAHOBABAHC Ha aACHOM IIpHU
BH3YaJIM3UPAIIUTE METOAM (MarHUTHO-PE30HAHCHA TOMOTpadus ¢ KOHTPACT) 3a MEPHOJT
OT MUHUMYM 2 rOIMHU. Bblpeku Te3u npenopbku, Ha0Jt01aBaHUTE PELUINBH Ca B OKOJIO
50% ot ciyuaute, kato 90% OT TSX ca B IIbpBaTa TOJMHA CJIe]l CIIUpaHe Ha JICUEHUETO.

[Ipu nHBa3UBHUTE MaKpOaI€HOMH JICUEHUETO Ha MPAKTUKA € I0)KMUBOTHO.
1.4. IIpocneosasane 6 xo0a na ghapmaxkonozuunomo neueHue

1. JlaGopaTopeH KOHTPOJ:

H3cnenpane Ha IMMPOJIAKTUH 1 MECCl CJICA HAYaJIOTO Ha JICUCHUCTO 3a IMPCICHKA Ha
Jo3ara H3cnenpane Ha IMMPOJIAKTUH Ha 3 MEcCeCla npu IIOCTHUTHaTa
HOPMOIIPOJIAKTUHCMU A H3cnenpane Ha IMPOJIAKTUH Ha 3 MECCIla B ITbpBaTa roaAnHa CJICa



CIIMPAHC HA JICUCHUCTO

2. Od¢raamoJiornyeH nperjes

Bkirouba BU3YC, OYHU JbHA U ICPUMCTPUA

1. BasamHo HU3CJICABAaHC /HpI/I IIOCTaBsAHC HaI[I/IaFHOSaTa/

2. Ha 6 Mecera B Xxo01a HAJIEYEHUETO

w

Ha 3 MEcC€la B X01a Ha 6peMeHHOCT IIpH )KCHU C ITPOJTAKTUHOM

Oo6pa3na nnarnocruka /MPT ¢ koHTpacTHa maTepusi/

bazanHo u3cneaBaHe /mpu nNocTaBsHe Ha AuarHosara/

Exeronen MPT koHTpOI IpH MUKPOAZACHOMUTE U HEMHBA3UBHUTE MAKPOAJICHOMHU
Ha 2 ronuam npu nurica Ha AMHAMUKA B X012 Ha JieueHHeTo ¢ J{A mpu MUKpoaieHOM
Ha 6 Mecera B HKOM Cilydyau Ha MHBa3UBEH MAaKPOIPOJIAKTHHOM

[MocToneparuBHO /Ha 3T Mecery ciell TpaHcc(haHOUIAIHA aIeHOMEKTOMHUSI

o g~ w D Pow

Exokapauorpadust: H3X0IHO U €XKETOHO B X0/1a Ha JICYEHHETO C JOIIAMUHOBH arOHUCTH,
SIBSIBAIIM CE€ arOHUCTH ¥ Ha 2B cyOTHIT CEpOTOHHHOBHTE PELIENITOPH
/Cabergoline — mbaen aronuct; Bromocriptine — mapriuanes aronuct/

1.5. Kpumepuu 3a epekmuenocm na neuenuemo:

1. Knunnyen kputepuil — nurca Ha CUMITOMAaTHKa /JIUMIICA HA TalakTopes;
pPEIOBEH MEHCTPYaJieH IIUKbI/;

2. JlaGopaTopeH KpuTepuil — TpaifHO HOpMaJIM3UpaHe Ha MPOJAKTUHOBUTE HUBA —
Jla ce u3cieiBa CEpyMEH MPOJIaKTUH Ha 3 Mecela 3a KOHTPOJT,

3. MPT-00eKkTUBU3MpaHO CBUBaHE HAa XUNO(U3HHSA aJeHOM /B 4acT OT
CJIy4yauTe ¢ MUKPOIPOJAKTUHOM JI0 II'BJIHO M3U€3BaHE HA aJeHOMa IpH 00pa3Ho
u3Cie/BaHe/ .

2. AKPOMET AJIUA (MKB E22.0)

AKpoMeranusTa € KIMHUYCH CHHAPOM, PE3yJITaT OT MOBHIIEHA CEKPEIUs Ha PacTekeH
xopMmoH (PX). PX e or rpynara Ha coMaroMmamMOTpo(HUTE XOPMOHHU U CE€ CEKpEeTHpa OT
coMartoTpoduTe, pa3moyioKEHU B MpeNHUd A1 Ha xunodusara /aaeHoxurnoduzara/.
O6mara yectora /6onectHoctTa/ € Mexky 60 u 120 Ha 1 000 000 Hacenenue /3a bvarapus
—90Hal

000 000 nacenenme/. ['oguirHa yecToTa Ha HOBOOTKpHUTUTE /3aboneBaemoctta/ € 3-4 Ha 1

000 000 nacenenue. CrorHomennero Mbxe/XKenu e 1 : 1 /3a benrapus - 1 : 2/. Cpennara
BB3pacT Ha AuarHoctuuupane e 40-45r.



2.1. Eruomnarorenes3a

CoMaToTponHUTE aICHOMHU Ca Hal-yecTa NnpuuuHa - Hajx 95% ot ciyqaute. B okoino 20-
40% ot cnyyanuTe ca ChC CMECEHA CEKpelHUs U Ha MPOJaKTUH. buBar MukpoaseHoMH -
okono 25% mpu JOUArHOCTULIMPAHETO M MAakpoaJeHOMH - OKono /5% mpu
JTUarHOCTHIIMpaHOTO. Psaka

npuyrHa € ektonuuHa cekperust Ha OXPX /ocBoOOXkmaBail XOPMOH Ha PaCTEKHHA
XOPMOH/ U OlIIe TO-PsI/IKa € eKTONMUYHA cekpenus nupekTHo Ha PX. Haii-uectara npuunna
3a 00pa3yBaHETO Ha a/ICHOMH B XHIIO(H3aTa ca TCHHU MyTalluu. Bh3MOXKHO € IIpu HIKOH
CIIy4ad Jja ce JbJDKU Ha HapyLIEH XUIIOTaJaMU4€H KOHTPOJL.

2.2. KiIMHUYHA KapTHHA

Omnpenens ce oT egHa cTpaHa oT xunepcekpeuusta Ha PX u cebp3anust ¢ Hero IGF-1, koiito
ce MPOM3BEXJAa OCHOBHO B uepHHs JpoO. ToBa BOAM /10 COMAaTUYHU U METaOOIUTHU
npomenu. OT apyra cTpaHa TYMOPHHST Ipoliec B XumoduzaTra MOXKE Ja Mpeau3BHKa
KOMIIPECMBHA CHMITOMAaTHKa, H3pa3sBalla Cc€ B XUINONUTYUTApU3bM, OYHU U
HEBPOJOTMYHU HAPYIICHUS.

2.3. Jlmarno3a

[Tpu HanmuuKe Ha KIMHWYHY JaHHU ce ocHoBaBa Ha BUCOK IGF-I, PX /ciywaitna croitHOCT/,
KakTo M Junca Ha cynpecus Ha PX B xona OI'TT. Ilpu XxopMOHaIHO NOTBBPKIaBaHE Ha
JMarHo3ata ce MpeMuHaBa KbM oOpaszHa auarHoctuka - MPT Ha xunoduza. Heooxoaumu
ca M JONBJIHUTEIIHH I0KAa3aTeId, OCHOBHO OIPENCISINHA M3sBaTa Ha YCIOXHEHHs Ha
OCHOBHHUS ITPOLIEC.

2.4. Jleuyenue

Jleyenunero Ha aKpoMerajauaTa € OlICpaTuBHO, KOHCCPBATHBHO U JIBYCTCPAITHL.

2.4.1. OnepaTHBHOTO JIEYEHHE € ITHPBOCTAITHO CPEJICTBO 3a JICYCHHE Ha

akpomeranusara. M3pwpiiBa ce no 2 meroaa:

24.1.1 TpancpeHnonaaaHa aJeHOMEKTOMHSA — OCHOBEH METO/
VYcnexbT Ha TO3W METOA NMPH OnuTeH ekun e 10 60% /mpeneHeHo 10 S5 roauiieH
nepuon Ha mpocneassane/. [Ipu Mukpoanenomure ycreBaemoctTa € 10 70-85%.
[Tpu MmakpoazieHOMHTE Ta3u ycrieBaeMocT € 10 25-30%, a Ipu THraHTCKUTE aICHOMHU
1o 17%. Ilpu onurteH exun, ycinokHeHusATa ca peaku 10 3—6%. M3pazsasar ce B
XUIOMUTYUTAPU3bM, MEHUHTUT, CUHY3HUT, PUHOJIUKBOpPES!.

2.4.1.2. TpancKkpaHuaJHA aleHOMEKTOMMSI:

To3u 1oCTHI ce U3MOA3Ba MHOTO PSIIKO, CaMO TpHU CyIpacerlapHa KOMIIOHEHTa Ha
TymMOpa, OOMKHOBEHO KAaTO BTOpOETallHa olepainusi ciel TpaHccheHoUIanHa
aJICHOMEKTOMMUS.

2.4.2. ®DapMaK0JOrMYHO JeYeHHUe: M3M0JI3BAT ce 2 IPYIH JEeKAPCTBEHN NPOAVKTH:




2.4.2.1.11bpBa rpyna - 0JJ0Kepu Ha cekpenusaTa Ha PX.

B Ta3u rpyma ce BKIIIOYBAT JBE MOATPYIIH:
1. Comamocmamunoseu ananosu  (SSA)— wusnonzeam  ce
0/1200€liCIM8aU COMAMOCIMAMUHOBU AHAIO3U:

Takusa ca:

- Octreotide — mo3a 20—40 Mr/mMeceuHo
- Lanreotide - go3a 60—120 mr/meceuHo
- Pasireotide LAR — no3a 40-60 mr Ha 4 ceAMHIIN HHTPAMYCKYJIHO
HoB mynTupenentTopeH cOMaTOCTaTUHOB aHAjor ¢ BUCOK aduamTeT KbM SSTI1-, SST2,
SST3- u ocobeno kpM SSTS-penentopure. [lacupeorns nma no-cuiieH UHXUOUTOPEH ePEKT
BBPXY CEKpelusTa Ha pacTexnus xopmoH ot Octreotide.
Pasperien ot FDA, vHo He u B EBpoma. IlepopajgeH coMarocTaTHHOB aHAIOT
Octreotide.

EdexTuBHOCTTAa Ha coMarocTaTMHOBUTE aHano3u € 10 60%, HO JocTUraHe Ha
KPUTEPUUTE 32 IThJIHA PeMUCHS ce ocTrra mpu okosio 30% oT manueHTuTe.

Ctpanuynu epexTn
TakuBa ca: oOpa3yBaHe Ha ¥IJIbYHH KaMbHU — 25%; BIIOIIaBaHE HA BBIIICXUPATHUS
MeTabonu3bM; aneprun — 1-2%

HpOI[’bJ'DKI/ITCJ'IHOCTTa Ha JICUCHHUCTO € JOXKHNBOTHO.

2. Jonamunepzuunu aconucmu

Haii-uecto u3nomsBanusaT Takss npoaykT ¢ Cabergoline B 1o3a 10 4 mr/ceaMudHO.
[Mo-psiako ce m3mon3Ba Bromocriptine B 1o3a 10 15 mr/an. TexHUAT eheKT e 3HAUYUTETHO
no- cinab. Ha monotepanus ¢ DA otroBapsar moxa 30% ot GonHUTE, a KpUTEPUUTE 32 ITBITHA
pemucus gocturat 10 10% ot mauueHTuTe U TO CaMo IPU HE MHOT'O BUCOKHM M3XOJIHU HUBA
Ha PX ulGF-I.

HpOI[’I)J'DKI/ITCJ'[HOCTTa Ha JICYCHUETO € JOKHUBOTHO.

2.4.2.2. Bropa rpyna - penentopeH aHTArOHUCT

ToBa e 6mokep Ha penentopute 3a PX. HamansaBa cunrtezara Ha |IGF-l. B Tazu
rpyla uMa caMo eIuH MpoaykT - Pegvisomant. Hacumamiara qo3a ot 80 mg pegvisomant
TpsiOBa ma ObAE MPHIIOKEHA MOJKOXKHO IO MEAWIIMHCKO HaOmoneHue. MakcumamHaTa
no3a He TpsiOBa na HagxBBpia 30 mg/nen. [Ipunara ce Bequbxk MHEBHO 1MoJ ¢opmara Ha
nmojKkokHa WHKekusa. HeroBata edektuBHOCT € 10 65%, wu3siBsBama ce B
nopmasmsupane Ha IGF-1. HenoctaThk €, 4e He HamasisiBa TYMOPHHUS PacTeX B XUIoduzara.

Crpannynn epextTn

Haii-uecro cpoOmaBanuTe HeXelaHW peakuuu, HaOmonaBaHu npu >10% ot
MalMeHTUTE ¢ aKpoMeranus, JIeKyBaHH ¢ pegvisomant ca riaBobomnue 25%, apTpanrus



16% u nuapus 13%.

HpOI[’bJ'DKI/ITeJ'IHOCTTa Ha JICHCHUETO € JOKHBOTHO.

2.4.2.3. KomOunnpano (apmMakoJOruyHo JieyeHHe — TPH IMAIMCHTUTE, KOUTO
YaCTUYHO OTrOBapsAT Ha JICYCHHETO C OTJACITHHUTE TPYNU JICKAPCTBEHH IPOIYKTH.
[Ipunarat ce MHAUBUIYATH3UPAHU CXCMHU.
Cunepeucmuuru KOMOUHAUUU:

SSA-comarocTaTMHOBY aHano3u, DA-1011aMHMHOBHATOHUCTH
- SSA Pegvisomant

- SSA, DA Pegvisomant

- DA,Pegvisomant

HpOI[’bJ'DKI/ITeJ'IHOCT Ha JICUCHUCTO - JOKHBOTHO

2.5. JIbueneyenue
Bupnose:
OpakuroHupano ¢ epekTuBHOCT A0 75%, HO ¢ OaBeH edeKT

CrepeoraktuyHa xupyprusi ¢ edextuBHocT A0 50%, HO C OTHOCUTENHO MO-
OBbp3 eeKT.

HepnocraTpbk Ha Tasu Tepamus € 0aBHO HacThIBaIIMS €()EeKT U MHOTOTO
CTpaHUYHH e(DEeKTH.

CtpaHnuHu eQeKTH Ha TbUYEICUYEHUETO Cca:

- XUTIOMUTYUTAPH3IBM

- YBpEXKJaHE Ha OUHUTE HEPBU

- HEKp03a Ha MO3bYHA ThKaH U (YHKIIMOHATIHU 1eDULUTH

- PHCK OT pa3BUTHE Ha 3JI0KAUYECTBEHU MO3BYHU TYMOPHU

- CbA0OBU MO3BbYHHU MHIIUICHTH

Ilex HA TeYeHHETO
B OgnajasiBaHe Ha 00eMHUS MpoOIleC /IpeMaxBaHe Ha TymMOpa, HaMalsiBaHe Ha o0ema
My WM CIHpaHe Ha HapacTBaHeTOo My/, 0€3 HapylllaBaHe Ha HOpMajHaTa
xunodusapHa QyHKIUS
B Hopmanu3upaHe Ha OMOXUMUYHHUTE MTOKa3aTeNn

u I[OCTI/Il“aHC Ha HOpMaJIHAa MPOABIJLKUTCIITHOCT HA KMBOTA 3a CbOTBCTHATA IMOITYyJIAlUA

| OBJ'Ia,Z[}IBaHe Ha KIIMHUYHAaTa KapTuHa, MNpUYnHCHA oT
XUIIEPCOMATOTPOIIU3MA U 00eMHHUS mnpomnec

Iles1 — OMOXMMHYHM KPUTEPUH 32 KOHTPOJI HA XMIIEPCOMATOTPONM3MA

B IGF-l1 — Hopmanen 3a BB3pacTTa, Mojla M €THOca /mpu JiedeHue ¢ Pegvisomant—

€IMHCTBEH KpUTEpHUit/



B PX cnyuaitna ctoiiHOCT - oA 2,5 Mkr/it /unmu iof, 1,0 Mxr/n npu usmepsane mo WHO
98/574/

B PX norucHat B xona Ha OI'TT — mox 1 Mkr/n wiu oz 0,4 MKT/J Tpu U3MEpBaHe 10
WHO 98/574/. To3u Tect He ce nmpenopbuBa Ha (hoHA HA PapMAaKOJIOTUIHO JICYCHHE
ChC COMATOCTATHHOB aHAJIOT.

Axpomeranusra ce XapakTepusupa ¢ MHOXKECTBO ycllokHeHus. Heo6xoaumo e jiedeHue U Ha

yCIOXKHEHHUsATa Ha 3a00isaBaHeTo. TakuBa ca:
B XunonuTyuTapusbM

B besBkyceH nuaber

B CppaeyHO - CHJIOBU YCJIOKHEHHUS, KaTO HAW-4eCTUTE OT TIAX ca apTepuajHaTa
XUIIEPTOHKMSI W  KapAHOMETallusATa/KapJUOMHUOIIATHS C TOCHe/ABala ChpAcYHa
HEJIOCTATHYHOCT.
3axapeH quaber

Octeoaptposa

TymopoOpasyBane /HO103HA CTpyMa, TTOJIMITH Ha KOJIOHA | Ap./

CpHHA ammHes

3. CHHAPOM HA KYUWIHUHI (E24.0)

Onpenenenune: Ennorennust cunapom Ha Kymunr /CK/ e KIMHUYHO ChCTOSIHUE, KOETO
€ pe3yiaTaT Ha NPOABJIKUTEIHA EKCIIECUBHA CEKpeMs Ha KOPpTU30i. To ce xapakrepusnpa
ChC 3aryda Ha HOpMaJHUSI MEXaHU3bM Ha 00paTHA Bpb3Ka Ha XUIIOTAJIaMO-XUTTO(pU3apHO-
HaaO0BOpeyHaTa OC ¥ Ha HOPMAJTHUS IIUPKAJMAHEH PUTHM Ha KOPTH30JIOBATA CEKPEITHSI.

Kuaacudpukanus:
® AKTX 3asucum (80-85%):
Bostect na Cushing 68 %
Exronnuen AKTX cunapom 12 %
Exronuuna cexkpeuunsina KPX <1%

®  AKTX neszasucum (15-20%):

Han0n0peden ajeHoM 10%
Han6w0peuen kapruHoM 8 %
MukpoHoaynapHa XUInepIiasus 1%
MakpoHoaynapHa XxunepIruiasus <1%

KPX — KOPTUKOTPOIIMH PUIM3UHT XOPMOH

3.1. Jleuenue Ha cuHapoM Ha Kyumur

AKTX-3a6ucuma ¢popma na cunopoma na Kywune



JleueOeH anropuTnbm npu 6osect Ha Kymmnr

VcraHoBeHa JHATHO3A —
Bouect na Cushing

Tpanccpenonaana
XHPYPrU4YHA HHTEPBeHIHA

I
v L 4

Pemucns — IlepcucTupane
MOHHTOpPHpaHe Ha 3200/1BaHETO
3a peuHJIuB HJIH pelHIuB

‘_I

O0cbiRaa ce BTOpa onepanus Ha Xunodpusara

—

IlepcucTupane Ha 3a00/1ABaHeTO

WIH pelH/IuB
JIbYe/IeHHe
+ BpeMeHHO
MeNKAMEHTO3HO l l
JIeYeHHe
MeHKAMEHTO3HO JBYCTPAHHA
JIeYeHHe a/ipeHATIeKTOMHA

Xupypruydo  Jedyenue Ha Oosect Ha  Kymmur (BK):
TpaHcchenounnaana axgeHomekromusi (TCA) - merox Ha nzoop
e Tlokazanus: nokazana Oosect Ha Kymumnr
®  Venoowcnenus:
¢ Uncunuaen nuader
¢  XUNOMUTYUTAPU3HM (MaplHaieH WK NaHXUMOMUTYUTAPU3HM )

®  VCI0XXHEHUS, CBbP3aHU C XUPYpPru4ecKaTa HHTEPBEHIINS: PUHOJIMKBOPES,
MEHUHTHT, €HIIEPAINUT UT.H.

Ycnesaemocm:

® MuxkpoaaeHoM — pemucus 65-90% ciex TCA.

® MakpoaneHoM — pemucusi < 65%, no-uectu u no-panuu peuuausu cieq TCA.

¢ Jlpu bK ¢ Hopmanen IMP — nokazana ToTajiHa WM NapyaiHa XUuno(hu3eKTOMHs B

cilydall, ye MHTPAONEPaTUBHO HE C€ BU3yaIM3Upa aJ€HOMa— MO-PSAAKO €€ MOCTHra
pemucus (~ 70%), Ho-4eCTH YCIIOKHEHHUS.

o Kpumepuu 3a uznexysane:
® l3cnenBaHe npe3 IbpBaTa MOCTONEPATUBHA CEMUILIA — CYTPEIICH IJIa3MEH KOPTU30J

(Fpl)
e Fpl<50 nmol/l — pemucust 10% mo 10 T.



¢ Fpl>140 nmol/l Ha 6 cemMuIIa MOCTOTIEPAUTBHO — U3UCKBA JOMMBJIHUTEITHU
U3CIIEABAHUS — IPU U3KJI0uBaHe Ha rnepcuctupani CK- mo-BUCOK PHCK OT
PELMINB B CJIEIBAIINTE TOJUHU
¢ Fpl 50-140 nmol/l - pemucusi, He ca ¢ O-BUCOK PUCK OT PEILUINB B CPABHEHUE
¢ Te3u ¢ Fpl<50nmol/l
¢ [Ipu pa3HOIIOCOYHH Pe3yJITaTH- H3CIIeIBaHe Ha CBOOOIeH ypuHeH kopTu3on (CYK)

e (CVYK <55 nmol/24h -pemucus
e 55-276 nmol/24h — nomrenHUTETHUM3CIIEIBAHUS

e >276 nmol/24h — nepcuctupamo3abosBaHe

e TepaneBTUYHO NOBeJeHHE NPHU MEPCUCTHPALLA AKTUBHOCT HA OoJiecTTa ciaenq TCA

1. Peoneparust - TCA - mo-uuchk % Ha pemucus (50-70% cpery 65-90% ) u mo-Bucok

% YCIOXHCHUA. HpeHOpL‘IBa CC pcorcpanusd BB3MOXKHO Haﬁ-CKOpO CJIICA OOKa3BaHC Ha
INEPCUCTHpalIaTa aKTHBHOCT Ha bonecrra.

2. JIpueTepanusi — KJlacH4ecka MM CTepeOTaKCHuHa panuoxupyprus: pemucus B 50-60% B
pamkuTe Ha 3-5 r. JIpueTepanusaTa HE ce MPenopbyUBa KaTo MbpBOETANHO jeueHue. [lokasana
camo IpH NepCcUcTUpalla akTUBHOCT Ha 3a0omsBaHeTo. EdekTsT HacTbnBa ciep 1-2 ToauHu.
Y CnoKHEHHS: XUIMTOMUTYUTAPU3bM; 3pUTENIHHU, CIIyXOBU HAPYIIEHUS; TI1aBO0O0INE; BTOPHUHU
TYMOPH B IIOJIETO HA 00J'bUBAHE - MEHHHT€OMH U JIp.; OBUIIIEHA MO3bYHO-ChJ0BAa CMBPTHOCT!

3. bunarepanna agpeHaqeKTOMUS: HEOOXOIMMO CTPUKTHO IIpociesiBane Ha HuBata Ha AKTX
u SIMP na xunodmusa (puck ot cunapoMm Ha Hescon). He ce mpemoppuBa mpeBaHTHBHA
JpueTapanus!

3.1.1. dapmakoJOrn4yHO JeyeHue
(New developments in the medical treatment of Cushing's syndrome. Endocr Relat Cancer 2012
19:R205-R223)
(Treatment of Cushing's Syndrome: An Endocrine Society Clinical Practice Guideline The
Journal of Clinical Endocrinology & Metabolism, Volume 100, Issue 8, 1 August 2015, Pages
2807-2831)

MsicToTO Ha (PapMaKOJIOTUYHO JIEYEHUE:
¢ [lpu Heycrex OT ONEPATUBHO JICUCHHE WX TIPU HeollepaOuIeH peLy/IuB;

® B ouakBaHe u3sBa Ha eeKTa Ha JTbYCTEPATUSATA,;
¢ [IppBOETamHO — 3a MOATOTOBKA HA OOJHUTE 3a OTeparusl.
e [[anmnaTHUBHO JICUCHHE.

® Bujgose GpapMakoJIOrHIHO JCUCHUE!

1. Jleyenme Haco4yeHO cpemry Tporieca B HanOwbOpeunurte kimesn. brmokepu Ha
CTepoHIoreHe3aTa



e Bropoeranno neuyenue cinen TCA mpu OGonect Ha Kymmur c/6e3 mpyeneueHue
e [IbpBoeranHo sedeHue mnpu exkronudeH AKTX cuHIpoM M HESCHO MBPBHUYHO OTHUIIE
e JION'BJIHUTEINHO JIeYeHHE TP HaA0BOpedeH KapIMHOM

2. JlekapcTBeHa Tepanus, HacoueHa Cpelry TyMmopa Ha Xunogusara.

e [Ipu Gomuu c Gonect Ha Kymuur npotuBonokazanu 3a TCA WM ¢ mepcucTUpaio
3abomsaBane cieq TCA

3. biokepu Ha NIFOKOKOPTHKOUIHUTE PEIETITOPH — OOJIHU ChC CHITBTCTBAII 3aXapeH ruadeT
WJIM HapyIIEH TJIFOKO3€H TOJEPAHC, IIPH KOUTO € IMPOTHUBOIIOKA3aHO ONEPATUBHO JICUCHHE
WM KOMTO ca ¢ mepcuctupao 3adonsBane cien TCA

3.1.2. Jleuenune, HacoueHo cpemy Xunogu3Husi TyMop (KOPTHKOTPOIMTHUHOMA)

a. Jlomamunosu aronuctu: Bromocriptine, Cabergoline
b. Temozolomide (anaxunupal XUMHOTEPAIIEBTHK)

c. ComaTocTaTMHOBH aHAJIO3H.

3.1.2.1 lonamunoeu azonucmu- Bromocriptine, Cabergoline

i. edexruBHOCT 10 25-30% criopen pa3IUIHNATE KIMHUYHU TPOYUBAHUS

ii. Jlosuposku: Cabergoline: 0,5-7 Mr/ceiMu4HO, MPOIBIKUTEITHOCT
- criope/I IperieHKara Ha JIEKyBallus JieKap;

iii. Bromocriptine - 10 3Xx5 Mr AHEBHO, MPOIBIDKHUTEIHOCT - CIIOPET
HperieHKaTa Ha JEKyBaIus JIeKap;

iV. Bb3MoOKHa MOHOTEparus Wik KOMOMHUPAHO JICUCHHE.

V. Crpannuyau e¢eKkTH: rajeHe, MOBpbIIaHe, IIaBoOoiue, oOIra
3aMastHOCT, (puOpo3a Ha CHPIECYHHUTE KJIamu MPH MHOTO BHCOKA
KyMyJaTUBHA /103.

3.1.2.2. Comamocmamunosu ananosu:

Pasireotide — aroHuCcT Ha COMaTOCTaTUHOBUTE perientopH 1,2,3,5 — kpaTkoaeiicTBaim, 3a
cyOxyTanHo npuioxenue; gaaxonu 0,3 mr; 0,6 mr; 0,9 mr.

vi. EdexruBHOCT: HOpManu3upaHe Ha cBOOOMHHS ypuHEH KopTu3on B 20%
Ha 6- TH Mecell OT JICUEHUETO

vii. Jlo3uporku: 600-900 Mxr/aH S.C.

Viii. CTrpaHuuHr e(eKTH: XHUIEprIUKeMHUs, JePHUIUT Ha PACTEKEH XOPMOH,
CTOMAILIHO-YPEBHHU CMYIIEHHSI, XOJIEINTHA3a, [1aBO0OIHE



Pasireotide LAR — nemo-npoayKT 3a HHTPaMYCKYITHO IPUIOKEHHUE; 103a: HadanHa - 10

mr/Ha 4 cegmuiy; Mmakcumaina - 40 Mr Ha 4 cenMUILIH.

3.1.2.3. Xumuomepanesmuyu:

e Temozolomide (ankuimpam XHMHOTEPANEBTHK): IIPH JICYCHHE Ha
arpeCMBHA  KOPTUKOTPONIMHOMH, peppakTepHH Ha  XUPYPIrHYECKO U
apyesneyeHue. JIekapcTBOTO ce M3I0J3Ba 3a JICYCHHE HAa MATUTHEHU MO3bUHH
TyMOpH. BOJNHUST ciie/iBa [1a ce HACOYM 3a MPOABIKABAHE HA JICUCHHETO KbM
OHKOJIOTMYEH LIEHTHP.

3.2. JleyeHwe, HAcO4YeHO cpeunry HaAObLOpeyHHTe IKjI€3U: MHXMOUTOPH Ha
CTepou/ioreHe3ara

OO11a XxapakTepucTuKa:

e bbp3 edekr, BUCOKO epeKTUBHU U HAITBIHO OOPaTUMO JIEHCTBHUE.

e He Moxe /1a ce TIOCTUTHE TPAMHO H3JIEKyBaHE.
ITpencraBurenu: Ketoconazole, Aminogluthetimide, Etomidate
¢ [IpocrensBane eeKTa OT JIeUeHNE: KIMHNYHA KapTHHA ¥ CBOOOJICH YPHHEH KOPTU30JL.

e [[EJI Ha neueHune: HOpMaTU3UpaHe HA CBOOOTHUS YPUHEH KOPTU30J. PUTEMBT Ha
KOPTH30J1a HE € 33IBJDKUTENIHO /1a C€ Bb3CTaHOBH !

3.2.1. Ketoconazole
¢ [IbpBOHAYAIHO M OCHOBHO M3IIOJI3BaH KAaTO MPOTUBOI'EOMYKOBOCPEICTBO
® Hauun Ha neiictue: 6okupa ensumure: 20,22 desmolase (CYP11A1), 17 a
hydroxylase-17,20 lyase (CYP17), 11B-hydroxylase(CYP11B1).
¢ Jlosuporka: 2x200 mg mo 3x400 mg (maxc 1200-1600 mg) p.o. I[IpoabIKUTETHOCT -
IO MIPETICHKA Ha JICKYBaIIHsI JeKap.
¢ CrpaHUYHHU ACUCTBUS:
¢ XenmaToTOKCHMYHOCT: TIOKayBaHE Ha uyepHoApoOHHTE eH3umu (B 5-10% ot
ciydaute) a0 ¢pyamuranted xenatut (1/15 000). Bp3amMoXxkHO mokauBaHe Ha
EH3UMHTE 10 2-3 IbTH, OOMKHOBEHO MpexoHO. HeoOXxommmMo e CTpUKTHO
Mpociie/isiBaHe Ha YepHOIpoOHaTa PyHKITus!
¢ (CroManrHo-4peBHU OTUIAKBAHUS
® (Conpbex
® ['WHEKOMACTHS, XUTIOTOHAIU3HM

® Huxubupa 1-anda xuapoxcunupanero Ha 25(OH)D — Boau 10 HamansiBaHe Ha
HuBara Ha 1,25(OH)2D uxanuui.

3.2.2. Aminogluthetimide

® AHTHKOHBYJICUBHO CPEICTBO



¢ Hauun Ha aelictBue: 6iokupa ensumure: 20,22 desmolase
(CYP11A1), 11p- hydroxylase(CYP11B1).

e Jlosuposka: 2x500 mg mo 2x1000 mg (maxc 2000 mg) p.o.
[TpoXbIKUTETHOCT — N0 TPELeHKA Ha JISKYBaIIus JIeKap.

¢ CTpaHUYHH ICHCTBUS: aCTCHHsI, OOPUBH, XUTIOTHPEOUTUIBM,
XEMOTOJIOTHYHU OTKJIIOHEHUS, C BPEMETO — TOJIEPAHC KbM
JIEKapCTBEHHS MIPOIYKT.

3.2.3. Etomidate - nM11a30J10B IEpUBAT, KOWTO CE MPHUJIara KaTo aHECTETHUK.

e Karo crpanuueH edeKkT € YCTaHOBEHO TIOTHCKAaHE Ha
HanObOpeyHaTa QyHKITHUS.

e (OOwuuaiinara no3a ¢ 2.5 - 3.0 mg/4ac BEHO3HO B 3aBUCHMOCT OT
0a3ucCHUTE KOPTU30JOBU HUBA.

e Etomidate e edexTrBEH anIpEeHOIUTUK, KOWTO JEHCTBA OBP30, HO
Herosara ynorpeba € orpaHudceHa Mopaau MapeHTCPATHOTO MY
MIPHUJIOKCHHE.

3.2.4. Anpenosmutunm —o,p’DDD  o,p’DDD (opTo,mapa’ 1uxJopo-1udeHnI-TuXJI0POeTaH)
HauuH Ha neiicTBUE: IIMTOTOKCUYEH €(EKT BHPXY HaA0BOPEYHO-KOPOBHUTE
KIICTKH: ‘“XUMHUYECKa aJpEHOJICKTOMUS + OJIOKUpaHEe Ha CTPEOUOreHe3ara:
20,22 desmolase (CYP11A1) u 11B-hydroxylase (CYP11B1).

e EdekrpT HacTpnBa 0aBHO

e JlosupoBka: 3-4 g — max. 12 g. [IpoabmxuTenHocT — o
MpeleHKa Ha JIeKyBaIlus JeKap.

e JlunodwmiaHO BemiecTBO, HATPyNBa Cc€ B MacTHaTa TbHKaH, JIBIBT
MOJTY’)KUBOT, 0aBHO HacThIIBaHe Ha epekTa. He BuHaru eQexrsT e
TpaeH.

L4 OI_ICHKa Ha e(i)eKTa OT JICUCHHUC - CBO60I[CH YPHUHEH KOPTHU30JT H
CJIFOHYCH KOPTHU30JI.

e o,p’DDD  yckopsBa  4YepHOAPOOHUS  MeTabONMM3BM  Ha
TJIFOKOKOPTUKOUJUTE — TPU HACTHhBAaHE HA XUIMOKOPTUIIU3BM -
HEOOXOMMHU TMO-BUCOKM JI03M Ha 3aMECTBAIll0 JIEYEHHE C
KOPTHKOCTEPOUIN ).

o CrpaHuyHH edEeKTH:

° CroMamnrHo-4peBHHU: TaJIeHe, Oe3areTuTre, MOBPhIIaHe
° YepHoapoOHO yBpEKIaHE -X0JIecTa3a

° HeBposiornunu: atakcus, 1enpecust

° XHUNEPXOJIECTEPOIEMUS

° I'mnexomactus

o Teparorenen edext /2-5roaunn/



3.2.5. Osilodrostat
L4 HaLII/IH Ha HeﬁCTBHei ITIOTHUCKA HaI[6’b6pe‘lHOKOpOBaTa CHHTC3a Ha KOpTI/ISOJ'I qpe3

onokupane Ha enzuma 11B- hydroxylase (CYP11B1).

e Jlo3upoBKa: HauajmHa jo3a: 2Xx2 mg; obuyaiiHa fo3a: 2x5-7 MI; MakcHMalHa
noza: 2x30 mg; TUTpUpaHETO Ha J03ara Ja cTaBa IOCTETNCHHO, mpe3 1-2-
CEIMUYHU UHTEPBAIN

¢ [IpoabHKUTEHOCT Ha TepanusTa: Mo MpereHKa Ha JEKyBaIlus JeKap

® HeoOxonuMma e KOpeKIus Ha J103aTa IPpU YEPHOAPOOHO YBPEKIaHE B 3aBUCIMOCT
OT TeXecTTa Ha yBpeaara.

® Hexenanu peakuuu — Hali-uecTH HexenaHu peakuuu (¢ yectora > 10%) ca
Han0BOpeyHa HEeIO0CTaThYHOCT, YMOpA, OTOK, MOBPBILIAHE, rajeHe, MOHUKEH
arlieTUT, IJ1aB000INE, 3aMassHOCT, XUIIOTOHUS, apTPajrus, MUAITUS, TAXUKAPAUS
U XUP3yTU3BM /SKEHH/.

¢ Cneunannu npenynpexaenus: Koptusonosure HUBa TpsOBa Ja ce CIeAsT Ipe3
PEIOBHU MHTEPBAIIU, Thil KATO XUIMOKOPTH30JIU3bM MOXKE J1a C€ U3ABH 110 BCAKO
BpEME Ha JICUEHHETO; BB3MOXKHO € yaAbbkaBane Ha QTc wuHTepBama —
HeoOxonuma e uzxoana EKI mpeau na ce 3amoyHe jeueHUe ¢ OCHIOAPOCTAT, 1
CelIMHUIIa CJe/l HAyaloTO Ha JICYEHUETO, a CJeJ TOBa CIOpel KIMHUYHHUTE
MOKa3aHUS.

¢ JloreHuMasHU JIEKAPCTBEHHU B3aMMOJICUCTBUS: MEIMKAMEHTH yabbkaBay QT-
UHTEpBaJla, CUJIHU eH3uMHHU uHaykropu u mHxubutopu (CYP1A2, CYP2B6,
CYP3A4/5, CYP2C19, CYP2E1 u UGT1A1).

3.3. Baokepu Ha IIIOKOKOPTUKOUIHUTE PELENTOPH :

e Mifepristone — 300-1200 mr aHEBHO

3.4. JleyeHue Ha ekTONMMYeH CHHAPOM Ha KymmuHr

1. Jleuenue, HACOUEHO CpeEIy TYMOpPA: XUPYPrHUUHO (METOJT HA U300D).

2. Jleyenue, HACOUCHO CpeIly HAAOBOPEUHHUTE JKJIE3H (B CITydail Ha HEYCIEX OT
XUPYPTrUYHOTO JIEUEHUE)

e JlekapcTBeHa Tepanus (00M4aifHO: OJIOKEPH Ha CTEPOUIOTCHE3aTa UITH
ONOKepHHA TIIOKOKOPTUKOUTHUTE  PELENTOpPH, MHOTO  PSAKO
JIOTIAMUHOBY arOHUCTH WJIM COMAaTOCTAaTUHOBY aHAIO3H) — pasriielaHu
M0-TOpe Uu

® ByCTpaHHA apEHAICKTOMUSL.

3.5. Jleuenue na AKTX-ne3aBucuma ¢popma Ha CK:

Merton Ha I/I360p2 OIICPATUBHO JICUCHUC



e KopTuzon mpoayuupaiiy aeHOMHU: €IHOCTPaHHA aJICHOMEKTOMHUS WU MPU
HEBB3MOXKHOCT aJIpeHaIeKTOMUSL (MO0 EHJOCKONCKM NIbT WM KJIachyecka
JIarapoTOMHUs).

e KopTtuzon mpoayuupamyd KapuuHOMH — €AHOCTpaHHA aJApPEHANCKTOMHSA, MpPH
HaJIMYME HAa METAcTa3d - MO BB3MOXKHOCT OTCTPAaHSBAHE HA METACTa3UTe I10
OTepaTUBEH MbT (Hali-BeUe YEPHOAPOOHHN).

¢ AKTX- He3aBUCMMM MHKPO- U MaKpOHOIYJEPHU XUIEpILIa3uu —
JBYCTpaHHA apEHATEKTOMHUSI.

VYClo)KHEHHs Ha OTMIEPaTUBHOTO JICYEHUE: TPOMOOEMOOIUYHHN YCIIOKHEHHS (BUCOK
puck!); xemaroM OKojJOo ObOpeka WIM OlepaTUBHATA paHa, WHPEKTHpPaHE Ha
orepaTuBHaTa paHa u Jip. [locTonepaTuBHO ChILIECTBYBA PUCK OT XUIIOKOPTUIIUZBM
— OoMHMTE CclelBa J]a C€ XOCIUTAIN3UPAT B CIEHUAIU3UPAHO €HIOKPUHOIOTHYHO
OTJICJICHUE/KIIMHUKA W CIieJl W3Cle[BaHe Ja Ce 3alo4YHe CHUCTEMHO 3aMeCcTBaIlo
neyeHne (TITFOKOKOPTHKOUAM ¥ MUHEPATOKOPTHKOUIN TpU HeoOxomumocT). [Ipu
IBYCTpaHHA aJIpEeHAJICKTOMHs 3aMECTBAIIOTO JIEYCHHE € MO0 JKUBOT. llpm
€IHOCTpaHHA - JI0 Bb3CTAHOBSIBaHE HA (DYHKIMATA HA KOHTpajaTepaaHaTa jkje3a.

HpI/I Ha,I[6’b6pCLIHI/I KapuHOMHA OCBCH OIICPATUBHOTO JICYHCHUC CC IIPOBCIKIA U

Jlekapcmeena mepanus c e perpecust Ha TyMOpa U METacTa3uTe.
® Pesynraru: 25-30 % perpecust Harymopa
¢ [lpu BUIAMMO TOTaJHO OTCTpaHsSBaHE Ha HaAOBOpeuHUs
KAapLUMHOM ITPWJIOKEHUETO My BOJM /10 YBEJIMYaBAHE HA
IIPEKUBIEMOCTTA 2-31IBTH.
® [IppBOETAanHO JEKAPCTBEHO CpeAcTBO: 0,p”’ DDD
CaMOCTOSITEITHO WM B KoMOuHanus ¢ Ketoconazole —
pasriegaHuIo-rope.
[lpu aBaHcupanu KapiuuHoMH: xumuotrepanus: Etoposide, Doxorubicin,
Cisplatin, camocrositento uin B komouHaius ¢ o,p’DDD. BonHusr ce Haco4Ba
3a IPOBEXKJAaHE Ha XUMHOTepanusaTa B OHKOJIOTHYEH LIEHTBD.

Pe3yJ1TaTl/I OT KOMIVIEKCHOTO JICYCHUE HA MAIUECHTUTE CbC CHHAPOM Ha KyIHI/IHF

i Z[OKa?»aHO MEpCUCTUPAHEC Ha MeTa0OJUTHHUTE OTKJIOHCHUS Ha 5 T. CJICa
IOCTUTAaHC HAa PEMHCH Ha 3a00JIIBAHETO
L HepCI/ICTI/IpaHe Ha NCUXWYHU U KOTHUTHBHHU ITPOMCHHU.

L TpaﬁHo BJIOIICHO Ka4Y€CTBO HA KUBOT.

¢ (CkenerHu aedopMalvy OT €BEeHTYaTHH (PPaKTYypH, BIOIIABAIIN
JOM'BJIHUTEITHO (PU3NUECKUs U (PYHKIIMOHAJIEH KalaluTeT Ha
MAIUEHTHTE.

HoBu nexapcTBeHH MPOAYKTH:

e Levoketoconazole — mepopanta popma



e Osilodrostat (LCI699) — nepopanna popma

4. XUMIOIMUTYUTAPU3BM (MKB E23.0)

XI/IHOHI/ITYI/ITapI/ISM"bT npeacraBirsiBa CbCTOAHHUEC HA YaCTUYHA WK ITbJIHA
HEAOCTAaThbYHOCT Ha XOpMOHA/JIHAaTa CEKpEUsA OT IMMPECAHUA A1 Ha xnnodmr«;aTa.

Mosxke ce moapasjae/u Ha:
v’ BPOJIEH WK IIPUI00UT;

v\ mbpBUYEH /XUNo(pU3eH/ UK BTOPHYEH/XUIIOTATaAMUYEH/ ;
v opranuueH win (GpyHKIHOHAJIEH;

v JlaTeHTEeH WJIM MaHU(ECTEH;

v\ M30JIMpaH WX MHOKECTBEH.

v

XUNONMUTYUTAPU3MBT MOKe 1a Bb3HHKHE B Pe3yJITAT HA HAKOJIKO THUIIA IPHYMHH:
V' Tymopu;

CHJIOBH HapyIIICHUS,

UHQUITPATUBHU IIPOLIECH;

YepEIHO-MO3bYHH TPABMHU;

UMYHOJIOTHYHH HAPYIICHUS;

ATPOTEHHO BH3ACHUCTBHE;

UHEKINH;

HINUONATUYCH XUIIOIIUTYUTAPUIBM;

RN N N N N AN

H30JIMpAaH XUIIOIIUTYUTAPHU3BM;

4.1. XunonuTyuTapu3bM — KJIMHMYHA KAPTHHA

Koprukorponen aepuunt: Ocmvp - u3TONIEHUE, CIabOCT, TajieHe, MOBPBHIIAHE,
CBJIOB KOJIAIC;

Xponuuen - cnaboct, 61€10CT, aHOPEKCHs, OTCIabBaHe, XUIOTIUKEMHUs; TIPU Jiena -
3a0aBeH pacTex

Tupeorponen neguuurt: ymopa, 3anek, 3MMOPHHUYABOCT, YBEJIMYaBaHE Ha TETJIOTO,
cyxa Koxka, Koconaj, OpaguKapus, Jpe3raBocT, 3a0aBeHH MEHTAJIHH MTPOLECH.

I'onagorponen nepunur: /leya - 3abaBeH mybepret; /Kenu - 3aryba Ha nuOumo,
IWMCTIAPEYHHS,  OJNIMTOMEHOpesi,  aMeHopes,  HWH(EpPTHIUTET,  OCTEOIopo3a,
MIPEXIEBPEMEHHA aTepOCKIepo3a; Muwoice - 3aryda Ha TUOUI0, HapyIIeHa CeKcyallHa
GyHKIUS, peAyIMpaHo OKOCMSBAHE; HAMAJICHH MYCKYJIHA M KOCTHA Maca, aHEeMHUSL.



Pacrexxen nedpunur: /Jeya - 3a06aBeH pacTex; Bwv3pacmHu - BIOIIEHO KAa4eCTBO Ha
KUBOT W HamasleH (UM3MYECKH KaraluTeT. YBEIWYeHa MacTHa Maca U peaylupaHa
MycKylHa Maca. HamansBane Ha KOocTHaTa MUHEpajHa IUTBTHOCT M TOBHILIABAaHE Ha
ChPACUHO-CHIOBHSI PHUCK.

Ha wuscnensane 3a nmepunur Ha PX moiexxar BCHYKM BB3PACTHH, NMPH KOMTO ca
HaJIMIIC: aHAMHe3a 3a IS(HUIUT Ha PaCTEeKEH XOPMOH B JIETCKa Bb3pacT; 3a00JIsiBaHE Ha
XHUMOTaIaMO- XHIopu3apHaTa 001acT U/ WK OTIEPAaTUBHO/ IbYEIICUCHHE B Ta31 00JIaCT;
aHaMHe3a 3a TpaBMa Ha IJ1aBaTa; APYyrd TPOIHU ACHHUIIUTH.

4.2. XunonuTyuTapu3bM — IUATrHO3a
> bBa3ucHu u3ciaeaBaHus HA XUNO(U3apHUTE XOPMOHM:

v Aopenoxopmuxanna oc: cepyMeH KOPTH30JI B 8
V' Tupeouona oc: c. T4, TCX;
v' Tonaoua oc:

-Mmbxe — JIX, DCX, TecTOCTepOH;

-xxenn — JIX, ®CX, ectpaanoii, mporecTepoH;

<\

IIponaktun;
v IGF-1;

- HUICKOTO 3a ChOTBeTHaTa Bb3pacT HUBO Ha IGF-1 (mpu oTchcTBHE HA
JEKOMIICHCUPAH 3aXxapeH AuadeT, TeKKO YEepPHOAPOOHO YyBpEXKIaHE U
Ip.) € JOCTaThbYyHO 3a JIOKa3BaHE Ha XWUIIOCOMATOTPOMH3bM IPHU
HaJIM4Yue Ha MOoHe 3 APy TPOIHU ACPUIMTH, JOKa3aHa B JIETCTBOTO
TeHeTUYHAa AaHOMaJ s WIM HeoOpaTUMa CTPYKTypHa Iie3us B
XUMnoTajiamMo-  xunoduszapHara oOmact  KaTo  NpUYMHA 32
XUTIOTIUTYUTAPU3BM.

» CTUMYyJalMOHHH TeCTOBE 3a MpeaHaTa xunodusa

- TtecT cbc CHMHAKTEH, TECT C KOPTUKOTPOIIMH — OCBOOOKJaBalll XOPMOH;

- TECT C TUPEOTPOIINH OCBOOOXKAAaBaIll XOPMOH;

- TeCT C TOHAaJOTPONMH OCBOOOKIaBalll XOPMOH;

- KOMOMHHUPaH TECT ¢ OCBOOOXK/IaBAI1 XOPMOHH;

- UMHCYJIMH-WMHIYLMpPaHa XWIOINIMKEMHMs: ,,3JIaT€H CTaHIapT 3a JOKa3BaHE
Ha XUIIOCOMATOTPOIIM3bM € MUK Ha PAaCTEKHHS XOPMOH B Xo/a Ha TecTa < 5.1 Mkr/JI).
Korato To# € nporuBonokasan (npu aHamue3a 3a enwiencus, MBC, npexussn OMU unu
HNMMU, mpomenn B EKI', HanpenHana Bp3pacT), CieBa a ce mpuioxkar: Tect ¢ PXPX +

Arginine /i CTUMyJIalOHEH TECT C TIIIOKAroH.

- Ilpu cbmMHeHHME 3a H30JUMpaH XUIOCOMATOTPOIM3bBM € Heo0X0IuMo
MOTBBPXK/AABAHETO MY ITOCPEACTBOM 2 CTUMYJIALIMOHHU TecTa. HopmanHoTo 3a
CbhOTBETHaTa Bb3pacT HUMBO Ha IGF-1 He M3KIIOYBA XUIIOCOMATOTPOIIU3BM.



[Ipenu M3BBPUIBAHETO HA TECTOBE CIICABA Jia € MPEYCTAHOBCHO CBEHTYAITHO
npe/ecTano jJeueHre ¢ PX Hali- Mamko equH Mecell peau TUHAMHYHUS
tect. HeoOXoaumo € ChIO aJeKBAaTHO 3aMECTBAaHE Ha OCTAHAIHUTE
XUnopu3apHU TPOITHH JeHUITUTH.

4.3. XunonuTyuTapu3bM — JieyeHue

1. JleueHue Ha BozelaTa NpUYMHA

2. XOpMOHAJIHO 3aMECTBAILIO JIeUECHHE

Hen:
= JlocTurane Ha aJiekBaTHa XOPMOHAJTHA CYOCTUTYITHS ;

= Bp3cTaHoBsIBaHE Ha HApyHICHUTC (1)I/I3I/IOJ'I01"I/I‘{HI/I IIponeCHu;

= Bp3cTaHoBsIBaHE HAa Ka4€CTBOTO HA KUBOT Upe3 00ydeHUE Ha OOJIHUTE.

XHHOCOMaTOTpOHI/I3'I)M - 3aMECTBAIIOTO JICUCHUC C YOBCIIKH peKOMﬁl/IHaHTeH
PACTEKECH XOPMOH IIPpU BB3PaCTHU LCIN non06p;1BaHe Ha Ka4C€CTBOTO Ha KHMBOT, HA
TCJICCHUA CBCTAB U CTPYKTYpPA, HAa KOCTHATAa MHUHCpAJIHA IUIBTHOCT U Ha ChbPACUHO-
CbAOBHUA PUCK.

YoBellkH peKOMOMHAHTEH PacTeKeH XOPMOH

» HavajgHaTa J103a 3aBHCH OT BB3pacTTa Ha marueHTa: npu jumna < 30 rog —
0.4/0.5 mMr mHEBHO (IIPH MMOAPACTBAIIM MOTAT Jia C€ MPUJIaraT U MO-BHCOKH
HavyaJIHM 1031 ); ipu jura > 30 rox — 0.2/0.3 Mr gHeBHO (MIpU O-BB3PaCTHU
MalUEeHTH Ce MpUiIaraT MUHUMaIHU JHeBHU 1031 OT (.1/0.2 mMr ¢ mo-6aBHO
tuTpupane). OnuThT NpHU NauueHTH > 60 rox € orpaHuyeH.

» TIpH TO3MPAHETO CJIe/Ba Ja Ce B3eMaT MPEABHI U 10JIa Ha MAIlEeHTa, KAKTO
Y HaJMYUETO Ha CHIIBTCTBAIIA TIEpOpaliHa eCTPOTEeH-3aMeCTBaIla TepaTHsI
TIPH JKEHHU.

» JIeYEHWETO Cce TUTpupa Tpe3 1-2 Mecema, Karo yBEIMYaBAaHETO Ha
cyOctutymupamara no3a cieasa aa 0pae ¢ mo 0.1-0.2 mr mo gocrturane Ha
cepymuu HUBa Ha IGF-1 okomo cpenara Ha HoOpMara 3a ChOTBETHATa BH3PACT.
[IperoppuBa ce MPHUIOKEHUETO HA Hali- HUCKaTa eeKTHBHA 7103a, KOSTO HE
BOJIM /IO HEXKEJIAaHU PEaKIIIH.

» MuHuMaHaTa MPOIB/DKATEIIHOCT HA TepANMATa 3a Pa3rphIIaHe Ha ITbIHHS
edekt Ha aPX e 2 roauHu, KaTo MpU JTUIca Ha €PEeKT OT JICYCHHETO MOXKE Ja
ce 00ChIM MPEyCTaHOBSIBAHETO MY.

Somatrogon
» Somatrogon e 1moka3aH 3a JICYeHHE Ha Jiela U FOHOIIM Ha Bh3PacT Ha U HAJ 3
TOJVMHM C HapylieHMsS B pacTeXa Iopaau HEAOoCTaTbYHA CEKpeuus Ha
pacTexeH XOpPMOH. S0matrogon e TIWKONMPOTEWH, CBCTOSII C€ OT
AMHWHOKHCCIIMHHATa IIOCIICA0BATCIIHOCT Ha YOBCHIKUA PACTCIKEH XOPMOH,



cBbp3aHa ¢ eqHo korme Ha C-tepmuHannaus nentuy (CTP) ot 6eta Bepurara
Ha YOBEUIKHS XOPHOHTOHAAOTPOIUH npu N- kpas u ase konus Ha CTP B C-
Kpasi. Somatrogon ce cBbp3Ba € PelenTopa 3a pacTeKeH XOPMOH U MOBHILIABA
cepymHara koHreHTpamnus Ha IGF-1.

» Tlpenopbunrtennara qo3a ¢ 0,66 mg/kg TejaecHO Terio, mpujaraHa BEIHBK
CEJIMHYHO Ype3 MOJIKOXKHA MHXKEKIIHSI, KaTO 3all0YBAHETO ¥ MOHUTOPUPAHETO
Ha TepanusiTa cjie[Ba Ja Ce OChUIECTBABA OT AETCKU €HAOKPHHOJIOT C OIHT B
JICYEHUETO HA XHIIOCOMATOTPOITH3BM.

» Somatrogon He € MmokKas3aH IpH Jela ChC 3aTBOPEHH enu(U3u ¥ Bb3PACTHU
MalyCHTH.

HpOTI/IBOHOKa3aHI/IH 3a 3aMCCTBAIIO JICYCHUC C PACTCIKCH XOPMOH U Somatrogon:

- Hanuune Ha 1aHHU 32 aKTUBEH TYMOPEH MpOIIeC

- OCTpOo KpUTHYHO CHCTOSIHUE

- IlponudeparuBHa quabeTHa peTHHONATHS

- VHTtpakpaHunanHa XurepTeH3us

- CBpBbXYYBCTBUTEIHOCT KbM aKTUBHOTO WJIM TOMOIIIHUTE BEIIECTBA

- bpemeHHOCT U KbpMeHE

He:kes1anu JekapcTBeHN peaKIMU U CTPAHUYHU SIBJICHUS IIPU YIOTpeOa Ha pacTeXeH XOPMOH:
- Ilepudepnu otouy;
- Ilapecresuu;
- ApTpanruu U MUAITHY;
- CuHApOM Ha KapHaJlHus TYHEI;

- JlobpokauecTBeHa MHTpAKpAaHUAIHA XUIIEPTEH3MUsI, THHEKOMACTHS
(M3KITIOYUTEITHO PENIKH).

MOHHTOpI/IpaHe Ha 3aMECTBAlIOTO JICUCHUC CJICABA Oa CC U3BBPIIIBA HA BCCKU 6
MEceua CJICH AO0CTUTaHC Ha OIITHMaJIHaTa cy6CTHTprau1a J03a C OICHKa Ha
KIIMHUYHHA OTTOBOP, KAKTO U Ha:

- Hexenanu wim CTpaHUYHH PEAKIINU;
- OOuKoIKa Ha TajMsl; IUIa3MeHa III0KO03a Ha [VIJHO, JIMIUIECH Ipodu;

- Tlommepkane croiiHocTrTe Ha IGF-1 okoTO cpenaTa Ha HOpMaTa 3a
ChOTBETHATa Bb3PAacT;

- 3aMecTBaIIOTO JeUueHUE BbB BPb3Ka C OCTAHAIUTE TPOIHU JEPUIIUTH
(BB3MOXKHO € MOoHMKaBaHe Ha HUBaTa Ha CT4 u cepyMHUsI KOPTHU307);

- MPT Ha xunoranamo-xunogusHaTta o01acT 3a npeleHka Ha TMHAMUKAaTa B
pa3MepuTe Ha TyMOpHarta ¢opMalus (aKo TakaBa € HaJIM4Ha IPU CTapTHpaHe
Ha TepanusiTa);



- OcreonensuromeTpus (Hali-paHoO 2 TOJAWHH CJIE]] 3aII0YBaHE HA JICYCHUETO);

- AdrtunuaberHara Tepanus npu AuaOeTHIH (Bb3MOXKHO BIIOIIABaHE HA
WHCYJIUHOBATa YyBCTBUTEIIHOCT)

XUNOKOPTHIM3BM — [PENopbYBa C€ 3aMECTUTEJIHO JICYEHHE C
koptukocrepouan: Hydrocortisone (20 mr/muesno); Prednisone — (5-7,5
mr/mHeBHo).  OOwnvailHo He e  HeoOxomumo — no0aBsiHE — Ha
MHHEPATOKOPTUKOU/IH.

» EdexT ot ie4eHneTo — MOHUTOPUPAHETO Ha TepanusTa ce 0a3upa Ha
KJIMHUYHHUTE TPU3HAIM [TOPAJIN JIUIICA Ha 00EKTUBEH JabopaTopeH
TIOKa3aTell.

» CtpaHu4HH e(EeKTH - OCTEOIOPO3a, XUIEPTOHUS, 3aTIBCTABAHE, HAPYIICH
TIIFOKO3€H TOJICPAHC | Jp. /MOAPOOHOCTH B pa3jael Han0bopenw/.

» Ilo BpeMe Ha JieKH 3a00JIIBaHKsI CE MTPEMOPhYBA YBEIUYaBaHE HA
nepopaiHaTa 103a 2- 3 IbTH.

» Ilpu cepro3nu 3a00sIBAaHKS /TPaBMH, OIepaliy/ ce MpHUiaraT BEHO3HH alUTMKAI[MH Ha
Hydrocortisone 100-150mr/aHeBHO.

> 3aI[’I)JI)KI/IT€J'IHO € MAaOUCHTUTEC Aa HOCAT MOCTOAHHO I'PUBHA, KOATO Aa
o0o3HavaBa 00JIeCTTa UM, TaKa Y€ MPH CIEIIEeH CIIydail 1a UM Oble
IIOCTaBEH KOpTUKOCcTEpous!

XHHOTHpBOI/II{I/IS'bM - IIPpCIu 3all0YBAaHC Ha TUPCOUIHA CY6CTI/ITYI_II/I${ TpH6B8. Ja Cc€
H3KJIIIOYHU KOPTHU30JIOB ,[[e(i)I/H_[I/IT, 3a 1a HE CC IIPOBOKUpA A,I[I/ICOHOBa Kpu3a nopaau

YCKOpPEH KOPTU30JI0B KIUPBHC. JIe4eHHeTO C KOPTHKOCTEPOMIM IPEAIIeCTBa
npuemaneto Ha Levothyroxine.

» Hawamnata 1mo3a Ha JeKapcTBOTO 3aBHCH OT BB3pacrra u
CBHITHTCTBAIIUTE 3a00JIIBaHUS Ha MAIMEHTA;
» fT4 — mapkep 3a aznekBaTHa J103a, KOMTO cjelBa Ja ce MOJAIbpKa B ropHaTa
Tpeta Ha pedepeHTHHs wuHTepBan. [Ipu mnpeno3upaHe Ha THUPEOUTHUTE
XOPMOHU € BB3MOXKEH HEONarompusareH e(eKkT BBPXY ChbpACYHO-ChAOBATa
cUCTeMa /IpeIChPIHO MBXKJIEHe/ U KOCTHATa TUTBTHOCT /0co0eHO Ha (hoHa Ha
JPYTU MPENOCTaBKU KaTO XUMOTOHAIU3BM U 1e(DUIIUT Ha PACTEKEH XOPMOH/.
XunoroHagu3bM - TMPOBEXKJA C€ CTaHAApTHA XOPMOHO-3aMECTHTENTHA Tepanus MpH KEHH U
CYOCTHTYITUS C aHJIPOTCHU — IIPH MBXKE;

» Tlpwm xenanue 3a Gpeprunmter — pekomOuHaHTHH Gopmu Ha PCX u JIX. [pn
XUMoTajaMuyHa Je3usi — myncatuBHa Tepanus ¢ LH-RH /monpoGnoctu B
pasiennTe MBXKKU U )KEHCKH XUITIOTOHATU3BM/.

4.4 KoMOMHMPAHO JleyeHHe HA NAHXUTIONUTYUTAPU3bM

» XunoxoptunuswsM: Prednisone 5-7.5 mg/d; Hydrocortisone 15-30mg/d.



>
>

Xwunorupeounausbm: Levothyroxine 100-200mcg/d.

Xumnoronaau3bM: X3T ¢ ecTporeHu W recTareHu IpH KEHU; CYOCTUTYIHS C
TECTOCTEPOH MPHU MBKE;
PacrexxeH XxopMOH;

Adiuretin SD nipu chIrbTCTBAI HHCHITUAECH AHA0ET.

Jleyennero IIpu  XHUIIOIIUTYUTAPHU3BM /TOTajJeH WIIH napuHaneH/ € JOXXHBOTHO.

HaHI/IeHTI/ITC cjIcaBa Ja 6’BI[aT PIH(bOpMI/IpaHI/I 3a PHUCKOBETE OT CaMOBOJHO

HPEYCTAaHOBSIBAHE Ha JICYCHUETO.
5. BE3BKYCEH JJUABET (E23.2; N25.1)

besBkycuuar nuaber (BJl) € KIMHWYEH CHHAPOM, KOWTO C€ XapaKTepu3upa C

IMOBHUIICHA CKCKPCLUA HAa YpUHA C HUCKO OTHOCHUTCIIHO TCIJIO TOpaan a0COJIFOTEH WU

OTHOCHUTCJICH

,Z[e(i)I/H_[I/IT Ha aHTUIUYPCTUYCH XOPMOH, PE3UCTCHTHOCT KbM HeﬁCTBHeTO Ha XOpMOHa
HJIM CKCLCCHUBCH IMPUEM HA TCUHOCTH.

e

A

e

A

5.1. Bugose:

Ilentpanen 6e3Bkycen auaber (E23.2)
Hedporenen 6e3Bkycen auader (N25.1)
['ectarmmonen 6e3BkyceH anadeT

[IppBruHa nonauauncus (ICUXOreHHa, JUICOreHHa)
5.2. KilMHNYHA KapTHHA U YCJI0KHEHHUS:

[Momnypus 5-20 n gHEBHO ¢ nocieaBama noauauncus. Hukrypusra e yecra u
Moke J1a Obie IbpBO omtakBaHe. [pu nerara 3a001BaHETO MOXKE J1a C€ U3SBU
KaTo €Hype3a;

be3cbHME, HEBpaCTEHHU OIUIAKBaHUS;

[Ipu Ge3ch3HaHME WM HENOCTAThUYEH MPUEM HAa TEUYHOCTH - JAEXUApaTalvs,
XUINEPTOHUYHA eHIleaonaTus U CMbPT;

HpI/I TCKKA MOJINYPHUA - pa3IIMPCHUEC HAa TMKOYHUA MECXYP U THCIIOKAJIMKCHATa
cucreMa JoXuapoHedpo3a;

[Ipu nemna c¢ HenmekyBaHa OnOpeuHa (opma Ha Oe3BKyceH nuabeT - 3abaBeH
pacTex U XUnepTpopusi Ha FEHUTOYPUHAPHUSI TPAKT.

5. 3. Jlnarno3a:

b/l TpsibBa ma ce momosupa mpu auype3a Hax 4 a1 3a 24 uwaca /30-40
MJI/KT/244/ ¥ OTHOCUTENHO Teryio Ha ypuHata moj 1005 /ypuHeH ocMoaauTer



mox 200 MmocM/Kr/.

% KimupbHc Ha cBoOOgHATa BOAAa - C IMOJOKHUTEICH 3HAK /IUIa3MEHUST
OCMOJIAJIUTET € TI0-BUCOK OT YPUHHHUSA/ U Ipo0da ¢ )KayBaHe;

R/

¢ PasrpannuaBaneTo Ha neHTpalieH ot HepporeHeH b/l ce u3BbpIIBa Uupe3 Tecta
c

Adiuretin SD;
‘:‘ HpI/I H€O6XOI[I/IMOCT MOXE HJa CC HU3BbpHIBAT JOII'BJIHUTCIIHU TCCTOBC

(HuKoTHHOBa Tpoba, oOmpeeNsHe Ha IUIa3MEH Ba3ONpEecHH, TeCT C
XUMEPTOHUYEH Pa3TBOP HA HATPUEB XJIOPHI);

K/
L 44

OO06pa3Hu u3cneBaHus 1o MPELEeHKa OT CHEIUAIIUCT.

5.4. Jleuenue:

HeJl.' Aa C€ HaMallIT YYBCTBOTO Ha KaXJa MU MNOJUYpHUATAa OO0 CTCICH, KOATO
II03BOJIsIBA Ha TIanueHTa Aga HOoAAdbpKa HOPMAJIHO KAa4YC€CTBO Ha  JKHMBOT.
HpOIL’bH)KI/ITeJIHOCTTa U MHTCH3UTCTAa

Ha TepanusTa C€ OIpCACIAT HHANBUAYATHO 34 BCCKU ITAITUCHT.

5.4.1. Ilpu yenmpanen 6e36Kycen ouadem- 0CHOGHO e CyOCMUmMYUpPauiomo ieyenue c:

Desamino-8-D-arginine vasopressin - (DDAVP, desmopressin) cHHTeTHYEH aHaIOT
Ha Ba3oIlIpeCUHa:

% JlesaMuHHMpaHETO Ha MbpPBaTa AMUHOKHCEIIMHA [IUCTEHH ITOBHIABA
aHTUUYPETUYHUS eeKT,
)/

¢ 3aMecTBaHETO Ha JIIBOBBPTSIILA APTUHUH C ASICHOBBPTSIIA HAa 8-MO MSCTO
HaMmassiBa PECOPHOTO MY JAEHCTBHE U yIbJKaBa eeKTa My.

Cmpanuunu eghexmu - TnaBoOoMe, rajieHe, MoJyBaHe Ha HOCHATa JMIaBHIIA,
PUHUTH, 3a4yepBsiBaHE Ha JIMIIETO, KopeMHU Oosku. [Ipu 00sHU CbC ChPIEUHO-
CHJIOBU 3a00JI5IBaHUsl TO-BUCOKUTE JO3M MOTaT Ja NpPEJU3BUKAT CTEHOKapIus H
MOBUIIIEHHE Ha KPBBHOTO HaJsiraHe. Pe3uCTeHTHOCT, AbKalla ce Ha MPOAYKIIHS Ha

ABTOAHTUTEIIA, TPAKTUYCCKH HE CC Ha6J'IIOI[aBa. PasButuero Ha
XUIIOHATPCMUA / npu aJICKBATHO OoIpecaciiCHa
J03a Ha JICKapCTBCH HpO,Z[yKT/ € PAAKO U OOMKHOBEHO TroBOpH

3a HapyIlIEeHHs B IIEHThPA Ha KaXK/1aTa WK HeCla3BaHe Ha TEPAICBTHYHNTE
NPENOPBKU OT CTpaHa Ha manueHTa. Moxe 1a Objie HHIUKAIKS 3a CIIMpaHe Ha
neuenrero ¢ Desamino-8-D-arginine vasopressin u mpeolieHKa Ha JHar{o3ara.

[Ipn mpenosupane ce HaOmoAaBa 3aapbXKKa Ha TEYHOCTH, XHUIOHATPUEMHUS,
BOJIHA MHTOKCHUKalUsl (MOHUTOPUPAHE HA TEJIECHO TErJ0, HAJIMYMe Ha OTOLU, CEpyMEH
HaTpui).



AcuMINTOMHATA JIeKa XUIIOHATPUEMHUS Ce€ JIEKyBa Ype3 CIUpPaHE HA MPUTIOKEHUETO Ha
desmopressin u orpaHuYaBaHe Ha MpHeMa Ha TCYHOCTH. [Ipu TekKa XUIMIOHATPUEMHUS
OOJMHUAT ce XOCHUTAIM3Upa B MHTEH3UBHO OTJEJIEHHE U ce Mpuiiarar uHQy3uu Ha
XUIMEPTOHUYEH Pa3TBOP HA HATPUEB XJIOPHI.

Dopmu Ha npunodxicenue:

¢ Hepopannu dopmu: Tabn. 0.1 mr u Tada. 0.2 mr. Cpenna qaeBHa go03a — 0.1-0.2 mg

TpU I'bTU AHCBHO.

¢ Hazanen mmnpeit/na3annu kanku: J{nesna no3a: 5-40 ug /1-8 kankwu/, pasnenenu Ha 1-3

nprueMa/IHEBHO.

« IlapeHTepanHM JIEKAPCTBEHH MPOAYKTH /ammyiau 4 ug/ml 3a s.c., im., i.v./,

uMart 5-10 mpTH MOo- MoIeH eeKT oT uHTpaHazanHute Gpopmu. M3nonsysar
ce PAAKO - MpH Jena, OOMHU clie[ ONepaTUBHU MHTEPBEHIUU U OOJIHH C
HaMajieHa pe30opOIus Mpe3 HocHara JuraBuia. /[HeBHara no3a e 2-4 ug
MYCKYJIHO UJIM BEHO3HO.

JIpyru HeXOpMOHAJIHHU JIeKAPCTBEHU MPOAYKTH:

<> Carbamazepine — Tabm. 200 mg; crumynupa OCBOOOXKIABaHETO W
nepudepHus edext Ha BazonpecuHa. [Ipuara ce B HOCTENEHHO MOBUILABAIIN CE 103U
1o noaabpkama: 2- 3x200 mg/aHeBHoO.

% Jluypemuyu: TeXHUAT NAPaIOKCAICH aHTHAUYPETHUYCH €PEKT ce OOsICHsIBA
C HETaTWBHHUS COJEeB OanaHC, KOWTO MpPEIU3BUKBAT M HaMajJeHaTa TJIOMepyJHa
¢bunTpanus, B pe3yaTaT Ha KOETO CE yBelIHyaBa peadcopOmusITa Ha M300CMOTHYHHU
TEYHOCTHU B MPOKCUMANIHUS He(poH. Haii-uecmo ce uznoazysam caiuouypemuyume:
Hydrochlorothiazide 1. 25 mg B aueBHa no3a 25-50 mg u Chlorthalidone - 50-100 r
IHEBHO. B penku ciydan ce HaOitoaBa XMIIOKAJIEMUs, KOETO Hajara rnepuoandHo
IpoclieisIBaHe Ha CEPYMHUS KaJluil M €BEHTYAIHO ITpUeMaHe Ha KaJIMeBU JIEKapCTBEHU
TPOIYKTH.

5.4.2. Ilpu negppozenen de3sxkycen ouadem:

% XpaHUTEJCH PeKUM C HaMalleHO chabpxkanue Ha mporerHd u NaCl ¢ men
HaMaJsiBaHe Ha OCMOTUYHOTOHATOBAPBAHE;

s Camuauyperuny;

% brokepu Ha mpocTariaHanHOBaTa CUHTE3a - Thil kKaro PGE2 naxubupa egexra
Ha Ba3OMNpecHMHa Ha peHaaHo HuUBO — Indomethacin. [loza 100-150 mg aHEeBHO,
CaMOCTOSITEJTHO WJIM B KOMOMHALIMS C THa3UAU UMa 100bp eeKT npu HIKou OOJIHU ¢
Heporenen Oe3Bkycen nuaber. KoMmOuHanmara oOT XUIIOHATpWeBa JUETa |
crannaptau no3u Hydrochlorothiazide, Amiloride wim Indomethacin moxe na cHrxu
nonuypusra ¢ 50-70%.

+« Amiloride /amiloride hydrochloride/. CpeactBo Ha n300p 3a JieueHHE Ha
0€3BKyCeH auadeT, WHIYIHpPaH OT JUTHH /mpu Jurca Ha ObOpPEYHO yBpEKIaHE/.
BepositHo Amiloride Omokupa nuTHeBata peabcopOums B AWCTATHHAS HEe(POH.
EdexTsT My € momobeH Ha TO3M Ha THA3UAHUTE nuypetuuu. Komounupanemo na



Amiloride u muasuou wma amuTEBeH e(peKT W HaMalsgBa OMACHOCTTa OT
XUIOKAJIEMHUSL.

X/
£

Bucoxu 0o3u Desamino-8-D-arginine vasopressin /200-400 pg Ha3aiaHo mnpe3

8 uaca/ ca edexruBHM mpu OonHU ¢ mapuuanHa Gopma Ha HedporeHeH OE3BKyCceH
nuabet. [IpakTudyecku TOBa JIeYeHHE HE ce TMpUIIara mopajayd BUCOKATa IIeHa.

5.4.3. Ilpu Ouncozenen 0e3eéKycen Ouabdem: HE ca HamepeHU (HAPMAKOIOTUIHH
CpeAcTBa, upe3 KOUTO Jia Ce OTpaHMYM IpueMa Ha BOJa MpU OOJHU C MCHXOTEHHA

TIOJIMIUIICHUA NJIIN JUIICOT'CHCH 6€3BKyceH I[I/Ia6eT.

2
*¢

5.4.4.

Jleuennero ¢ Desamino-8-D-arginine vasopressin u Chlorothiazide namanssa
MOJIMYPHSATa, HO MO’KE Ja I0Beae 10 BoaHa nHToKcukarusa. Chlorpropamide e
0e3 edekr.

[Ipu GonHUTE C AUTICOTEHEH OE3BKYCEH nualdeT NMpUEeMaHeTO Ha MaJKH 03U
Adiuretin SD Beuep npeau jsiraHe MOKe Ja Hamau HUKTypusta. OCBEH TOBa,
CIIaJaHeTO Ha IUIA3MCHHUS OCMOJAIMTET MOTHCKA JKaKAara Npead Ja ¢
HACTBIIMIA 3HAYMUTEIHA 3a[pHKKAa HAa TEYHOCTH. HsiMa OMacHOCT OT BOJHA
MHTOKCHKAIUS, Thil KAaTO MNPUEMBT Ha BOJa € HAMaJeH Mpe3 HOIITa.
Heob6xoaumMo e 00yueHue 3a aJieKBaTeH pUeM Ha BOJIA.

IIpu 2ecmayuonen 6e36Kycen ouabem: eIUHCTBEHOTO e(h)UKACHO CPEACTBO €

Desamino-8-D- arginine vasopressin. I[IpenopsuBa ce B CHIIUTE WIM MAJIKO IO-
BHMCOKH JIO3H OT TE€3U MPH IIEHTPATHUSA 0€3BKYCEH AHA0ET.

e

A

TpsiOBa nma ce MMa MNpeaBu, Y€ MO BpeMe Ha OpPEMEHHOCT HOPMAaTHHUTE
CTOMHOCTH Ha TUIa3MEHHS OCMOJAUTET U HaTpHii criagat ¢ okono SmEq/1.

JleuenneTo cienBa a ce MPEKpaTH MPU OT3ByYaBaHE HAa OE3BKYCHUS JAHa0eT,
T.€. 1- 2 cenMuIu e paxxnIaHeTo.

Adiuretin SD ce ekckpeTupa B MajKO KOJIHYECTBO B MJISIKOTO, HO Thil KaTO
abcopOrusaTa mpe3 TaCTPOMHTECTUHATHHUS TPakT € ciaba, JIeKapCTBEHUS
MIPOJYKT HE OKa3Ba BIUSHUE BbPXY BOJHMS OalaHC HA JETETO.

Kpurepumn 3a epeKTHBHOCT HA JI€YEHHETO:

JIMIICA Ha KIIMHUYHAaCUMIITOMAaTHKa

NOJIbp)KaHe Ha HOpMaJleH BOJEH OaynaHC ¢ quypes3a okojio 2-3 11/24 4 mnpu
JIMIICa Ha CUMIITOMH Ha MpeI03upaHe /BoJHA HHTOKCUKALUS;
HOpPMaJIHHU CEPYMHU €JIEKTPOJIUTH.

6. IbPBUYEH AJIIOCTEPOHU3BM (E26.0)

6.1.0npenenenne:
* TIpymna OT HapyUIeHHs, NPHU KOUTO MPOAYKLHUATA Ha alJOCTEpOH €
HEChOTBETHO BHCOKA, OTHOCUTEIHO aBTOHOMHA 10 OTHOIIEHHE Ha PEeHUH-
anruorensuHonara cucreMa (PAC) u He ce moTHcKa Mpu HATOBapBaHE C



HaTpU.

6.2.11eJ1 HA JIe4eHUETO

Jla ce HaMaJIAT YCIOXKHEHUATA U CMBPTHOCTTA CBBP3aHM C apTepuaHaTa
XUIEPTOHMSI, XUMOKaJIueMusiTa, ObOpeuHaTa M ChPIEYHO-ChA0OBATA
yBpena. HopmanusupaneTo Ha apTepHaaHOTO HAJITaHE HE € €IUHCTBEHA
el Ha JICUYEHMETO, 3all0TO BUCOKMTE HHMBA HAa  alJIOCTEPOH
JOIBJIHUTENIHO C€a CBBbpP3aHM C IOBHUILEH CbPJEYHO-CHJIOB PUCK.
CrnenoBaTenHO OCHOBEH KOMIIOHEHT Ha JICYEHUETO € HOpMaJIU3UpaHe Ha
LU PKYIUPALIIS aJJI0CTEPOH I O10KMpaHe Ha
MHUHEPaIIOKOPTUKOUHUTE PELIETITOPH.

6.3./luaraosza

Jlnarno3ata Ha IbPBUYHUS AJFAOCTEPOHU3ZBM CE IIOCTABS UpE3:
— W3CIeJBaHe Ha ChOTHOIIEHHETO aJJIOCTEPOH/PEHIUH

— OCBILECTBSIBAaHE Ha MOTBBbpAUTENEH TecT /B boarapus
Haii-uecto ce m3noi3Ba Kanronpuios tect/

6.4.IndepeHnnanta AMarH03a u jieyeHue

CrhIiecTByBarT IB€ OCHOBHH (DOPMH Ha ITbPBUYHUSAIIOCTCPOHNUZHM:
— Anesom Ha Kon
— HWpauonatnyeH XxunepajigoCcTepOHU3bM

. JudepeHnunanHata guar{osa ce IOCTaBs 4pe3
U3IOJI3BAHETO HA OO0pa3HM MeToau /KOMIIOThpHA ToMorpadus Ha
Ha10b0peyHuTE XKIIe3u/

Jleuenuero npu ageHoma Ha KoH e omepaTuBHO, a NpU UaUONATHYHATA
¢dopMa- c JiekapCTBeHH NMPOAYKTH

6.5.JlekapcTBeHa Tepanus:

Spironolactone

[punara ce mMpW WAMOMATHYHHS AJTOCTCPOHU3BM W MPU MAIUCHTH C
aZICHOM Ha KOH, P KOUTO ONCPATHUBHOTO JICHCHUC € HEBB3MOKHO HUJIN
HEKEIaTeTHO

OcHOBEH JIeKapCTBEH MPOIYKT Ha u300p ¢ Spironolactone - anrtaroHuct
HAa MHHEPAIOKOPTUKOUIHUTE PELENTOPH, IMPOreCTEPOH- PELENTOPEH
arOHUCT, aHIPOTEH-PEIENITOPEH AaHTATOHUCT

Havamnara mo3a e 12.5-25 mg/mHeBHO eqHOKpaTHO

Tutpupanero Ha no3ara g0 makcumanHa 100 mg/nHeBHO TpsiOBa na ce
OCBIIIECTBSIBA CIIOPE] HUBOTO HA CEPYMHHUS KaJIHIA.

IIporuBomokaszanus



*  CBpBXYYBCTBUTEIHOCT KbM aKTHBHOTO BemiecTBo Spironolactone wmm
KBM HAKOE OT ITIOMOIIHUTE BEIIECTBA B TAOIETKUTE
* Texka Ob0peuHa HEAOCTATHYHOCT

+  Xunepkanmuemus win xunonarpuemus (K > 5.5 mmon/i; Na 130 <mmon/m)
* bpemeHHOCT U KbpMEHE

* Ilpu GosnHu ¢ kpeaTHHUHOB KIKUpbHC <60 ml/min-1.73m2 Tps6Ba na ce
M3II0JI3Ba BHUMATEIHO MOPAIH PUCK OT XUIEPKATEMUS

Hexenann JICKAPCTBCHHU PCAKIUHU

* (CBbp3aHM C €HJIOKPUHHATA CUCTEMA
e Mnpxe
- I'maexomactus

- Hamangasane Ha nubunoro
XKeun

MGHCpraJ'IHI/I HapyLICHUs, aMCHOPCA
OKOCMHBaHe, IIOHM>XaBaHC Ha Irjiaca
EJ'IeKTI)OJ'II/ITHI/I HapyHICHUs

XI/IHepKaJ'II/IeMI/IH, XUIIOHAaTPUCMUA

Eplerenone
. [Ipu u3siBa Ha HEXEJTAHU JICKAPCTBEHU PEaKIMU TPHU ymoTpedaTa
Ha Spironolactone ce npenopbuBa u3nonzBaHero Ha Eplerenone
. Eplerenone - BHCOKO CEJIEKTUBEH AHTArOHUCT Ha
MHUHEPATOKOPTUKOUIHUTE PELIETITOPH
. Hauannara mo3a Ha eplerenone e 25 MQ eIHOKpAaTHO WIIH
JIBYKPaTHO THEBHO C TUTPHPAHE JI0 MaKCHUMaIHa j103a oT 100mr/mH
« Eplerenone e ¢ mo-HHCKAa aAHTHU-XHUIICPTECH3MBHA
eeKTUBHOCT B cpaBHEHHUE ChC Spironolactone
IIporuBonoxkaszanus

*  CBpBXUYYBCTBHUTEIHOCT KbM aKTHBHOTO BeliecTBo Eplerenone
WIA KBbM HSAKOE OT MOMOIIHUTE BELECTBA B TAOJIETKUTE
* Texka uepHOApOOHa U OBOpeUHa HEAOCTATHYHOCT

» Ilpu GomHu ¢ kpearmHMHOB KIMpBHC <60 ml/min-1.73m2
TpsiOBa J1a ce M3IO0JI3Ba BHUMATEITHO OPaIu PUCK OT
XHUIEpKaJIEeMHUsL.

Hexenanu 1exkapcTBeHN peaKkuu

* Hwcka yecToTa Ha CTpaHUYIHHA C(I)CKTI/I, CBBbpP3aHU C CHAOKpHUHATA
CUCTEMA

*  XunepkaliueMus

* Hapymena 660peuna ¢pyHkuus



MoHuTopHpaHe Ha JleKAPCTBeHATA Tepanus

* Ilpe3 mnbpBuTe 4-6 ceaMHIM Ja CE€ OCBILIECTBABA YECTO
MOHMTOPHUpPAHE Ha Kajuil, KpEaTUHUH U apTEpUAIHO HaJSATaHE,
0COOEHO MpH MalUEeHTH ¢ ObOpPeYHa HEJJOCTATHYHOCT WM 3aXapeH
nuader

* B nocneaBamus nepruoa MOHUTOPUPAHETO C€ OCHOBABA OCHOBHO
Ha KJIMHUYHU OKa3aTesld /HUBa Ha apTepuaiHOTO HajsraHe/

Kpurepumn 3a epeKTHBHOCT HA JIeYeHHUE:

- HU3JICKYBAHC Ha apTC€pHaiHATa XUIICPTOHUSA IIPpHU OIICPaTUBHO JICUCHUEC

- nojoOpsiBaHe Ha KOHTPOJIAa Ha apTepHallHaTa XUIIEPTOHUs/peaylipaHe Ha
ocTaHajlaTa aHTUXUIIEPTEH3UBHA Teparus
- HOpMaJIU3HpaHE Ha eJIEKTPOJIUTHUTE, TOCTUTAaHE HA HOPMOKAIIUEMHUSL.

7. ®EOXPOMOILIUTOM (E27.5)

Onpenenenne:  OeoXpoMOLUTOMBT €  HEBPOEHAOKPHUHEH  TyMOp,
OpoM3XOXKAalml oT HaaObOpeyHata weayna. TymopuTe, TNPOU3XOXKAANIM  OT
eKCTpaaApeHATHUTE XpOMaQHHHU KIICTKH, CE HapU4aT MaparaHrinoMH U MOTaT Ja ce
pasBUAT OT BCEKH OTHEN Ha TPYHKYC CHMIATHKyc.Te3u TymMOpH CHHTE3HpaT u
CeKpeTHpaT B CyNpagu3UOJIOTMYHH KOJMYECTBA KATEXOJAMHHH U TEXHUTE
METa0OJUTH, a B PEIIKH CIIy4au — U IPYTH NENTUIHA XOPMOHH.

Kiannuyna kapTuna: AprepuaiiHnata XunepToHus € Bojen| cuaapom npu 90%
oT OonHUTE, KaTo 00MYAIHO € C KPU3UCEH X0, MHOTO YeCTO TEKKa, PE3UCTEHTHA Ha
KOHBEHIIMOHAJIHATA aHTUXUIIEPTEH3MBHA TEpaIusl UM MAJWIHEHa (C peTHMHOMATus,
u3paseHa nporeuHypus, eHuedanonatuss). Ilpu okomo 60% ot caydaute
XHUIIEPTOHMATA € TpaiiHa, ¢ HACI0XKEHU KPU3H, C ToJisiMa JTaOMIIHOCT U Obp3H Bapualiuu
B CTOMHOCTUTE Ha apTepuasHoTO HajsraHe.B ocranamure 40% ca Hanume camo
XUIEPTOHUYHU KPH3H, a apTepPHaTIHOTO HalsTaHe B MEXKIYKPHU3UCHUS TIEPUOJ €
HopManHo. Kracudeckata Tpuana rimaBoOoive, M3MOTABAaHE M ChpleOMEHE HAacouBa
KbM (EOXpOMOIIMTOM, HO HE PSIKO 3a00JIIBaHETO MPOTHYA ATHIHUYHO, & B €lIHA
JieceTa OT Cy4yauTe JOpH JIMIICBA XUMEPTOHUS (IIPU T.HAp.,,TUXH (PEOXPOMOLIUTOMU ).

Junar"Hocruka: J[uarnosara ce 6a3upa Ha 1a0OpaTOpHU U OOpa3HU METOAM.

7.1. JlabopaTopHa IMATHOCTHKA:
7.1.1. HN3caenBane Ha ypMHHM MeTaHe(pUuHM B 24-yacoBa ypuHa, chbOpaHa
cjiel XHUNEPTOHUYHA KPHU3Aa — <«BJATeH CTaHIapT» B JAWArHOCTHKAaTa Ha

deoxpomorutoM. Crerdranoct 94%; cersutuBHOCT- 97%. HopmanHu HUBa Ha
YpUHHUTE METaHE(PPUHU ClIe]] KpU3a U3KITI0YBAT IMarHo3ara (heoXpoMOIUTOM.
7.1.2. H3caenBane Ha m1a3MeHU MeTaHe(pHHHU — IMa MHOTO BUCOKa CEH3UTHBHOCT

/99%/, Ho mo-Hucka crieunduyHocT /89%/ OT N3cnenBaHe HA yPUHHUTE METaHEPPUHHU.
[To- noOpa nHpopMaTHBHA CTOWHOCT UMa NpHU paMUIHUTE (POPMH U 3a OTKpHUBAHE Ha
(heoXpOMOITUTOM MPU CKPUHHMHT Ha HAAOBOPEUHUTE UHIIHICHTAIOMH.



7.2. O0pa3Ha TMATHOCTHKA:

Kommniorspua Tomorpagus (CT): uma 93-100% ceH3UTUBHOCT NPU HAOBOpEUHUTE
(beoxpoMoruToMu, 0K0J10 90% CEH3UTUBHOCT MPH €KCTpa-aipeHATHUTE.
MaruutHo-pe3onancHa Tomorpadus (MRI) — mo-rossima nHGOpMaTUBHA CTOHHOCT
— XUTNepUHTEHCEH 00pa3 B T2; mo-Bucoka ceH3utuBHOCT 0T CT 3a ekcTpaapeHaATHUTE
(heoxXpoMOITUTOMU

Cuunturpapus ¢ meta-iodobenzylguanidine (MIBG) — crpykrypen aHaior Ha
HOpPAJIpEHaINH, KOUTO IO U3MECTBA U CE CKJIAIUPa B CEKPETOPHUTE TPAHYIIH — IO TO3U
HaYMH ce BU3yanu3upa xpomadunHa Tekad. CeH3utuBHoCT — 7 7-90%; crenupuyHocTt
95-100%.

IMo3uTponno-emucuonna tomorpadusi (PET) ¢ 18F-fluorodeoxyglucose (FDG)
nau 18F- fluorodopamine. Tlpu TbpceHe Ha maparaHrivoM € MPENOPbYUTETHO
u3BbpIIBaHeTO Ha XuOpuaHo miciaeasane — MIBG/SPECT-CT wiu PET/SPECT-
CT, mpu KOETO €IHOBPEMEHHO C€ OmpeAess JIOKalu3u3alsaTa W MOraT Ja ce
OIPEEISIT TOYHUTE Pa3MEPH M XapaKTEPUCTUKU HA TYMODa.

7.3. JleueHue:

7.3.1. OHepaTHBHOTO JeYeHHe € IIbPBOCTAIIHO BHB BCHUYKHU ClIydaud Ha
(beOXpOMOLII/ITOM C M3KIIIOYCHHME Ha KBCHO AUArHOCTULUPAHUTC I/IHOHepa6I/IJIHI/I
MalMCHTHU C MAJIMTHCH TYMOP C MHOXXCCTBCHU XCMATOI'CHHU METACTA3H.

7.3.2. IlpeponepaTuBHa MNOATOTOBKA HUMa 2 OCHOBHU IEJIH: TpaiHO
HOpMaJIU3MpaHe Ha apTepHaIHOTO HAJATaHe M Bh3CTAHOBSBAaHE Ha IJIa3MEHUs 00eM.
[TaneHTsT ¢ heoxpomonuToM TpsiOBa Aa ObJe HACOUEH 3a ONIEPATUBHO JICUEHHE CIIE]]
MIOHE JIByCEeMHMYHA IpeonepaTHBHA MOJATOTOBKA € 1IeJ Ja C€ HaMaJAT 10 MUHUMYM
MEPUOTIEPATUBHUTE YCIOKHEHHUSL.

Angpa-adpenepzuunu 610kepu ca CpelicTBO Ha MTbPBHU U300p MPU MAIMEHTUTE
¢ ¢peoxpomonuToM. Ha BTOpHS MM TpeTHs JIeH OT o-aJipeHepruyHara 6j1okana, cies
OBJIa/IIBaHE HA XMIIEPTOHMATA, MALMEHTUTE TpsOBa Jia 3alO4YHAT JAMETa C BHCOKO
chabpkaHue Ha conl (=5000 mg AHEBHO) ¢ Iel BBb3CTAHOBSBAaHE Ha HaMaJCHUS
wia3MeH obem. C BHHUMaHue TpsOBa Ja ce MOJAXO0XkJAa MpH OOJMHH ChC 3aCTOWHA
cbpieyHa WM OBOpeuHa HEeMOoCTAaThYHOCT. HavdamHWTe M MakCHMalHUTE TO3U Ha
OTJEITHUTE JICKAPCTBA, KAKTO U CTPAaHUYHHUTE UM e(EeKTH ca TIOCOUeHH B Tabmuma 1.
Phenoxybenzamine e HekommeTUTHBEH, IbiTOACiCTBRAI, HecnenududeH (a-1 moc
a-2 ) a-agpenepruycH Onokep. CenekTuBHHUTE al-ampeHepruunu Ogokepu Prazosin,
Terazosin u Doxazosin ce peanoynTar rnpe phenoxybenzamine nopaau no-KpaTkus
UM IIJIa3MEH MOJTY)KUBOT U MO-PEAKUTE HEXKEIIAHU PEaKIUH.

Ilpooykmu ¢ angpa- u oOema-onoxupawga axmusenocm (Labetalol,



Carvedilol) wmorar ma Obagar u3mOA3BaHW, HO TpsAOBa Ja Ce WMa MPEIABUI
npeoOiaaBaiara - aHTarOHUCTHYHA aKTUBHOCT | J1a ObJAaT KOMOWHUpaAHU ¢ anda-
OJ10Kep.

f-adpenepzuunu 610Kkepu TpsOBa Na ce Ha3HAYaBaT caMO B CIIy4auTe Ha
HEOBJIaJsieMa TaXWUKapJus WIM apuTMHUS, Ha BTOpPU e€Tam, clie[ MOCTUrHaTa
eeKTHUBHA O- aJpeHeprudHa OJ0Kaaa, Thil KATO CAMOCTOSITETHO UM TPHIIOKEHHUE
KpHE PHCK OT XWMIIEPTOHMYHH KPHU3U TOpagd HEONO3MpaHaTa o-aJpeHeprauHa
CTHMYJIAIHS C MTOCIIe/IBaIa BA30KOHCTPUKINSA. Te3u IeKapCTBEHU POAYKTH TpsOBa
Jla ce JaBaT MpPEeIa3iivBO MpH OOJMHMU C OpOHXHMAlHA acTMa, 3aCTOMHA ChpAcYHA
HEJOCTaThYHOCT W KaTeXxoJaMHHOBa Kapauomuomnarus. [IpenmoppuBa ce ma ce
3aroy4Bar ¢ MHOTO HUCKH JIO3H.

Kanyuesume anmazonucmu ce no0sIBSIT Ha BTOPH €Tall, IPU HEaJEKBATCH
KOHTPOJI Ha apTepUATHOTO HallsAraHe Ha (poHa Ha MoHOTepanus ¢ anda-oiokep. 3a
OpeAnoYnTaHe €  HW3MOJ3BAaHETO  Ha  JIGKAPCTBEHH  MHPOAYKTH  OT
HEUXHUIPOIUPUANHOB TUII C OTJIe] OpaJuKapHUs UM e(eKT.

Taonuua 1. Ilepopannu nekapcmeenu npooyKmu, U3HON36AHU 8
Jleuenuemo Ha peoxpomoyumonm.

JlekapcTBo Jlo3a, Mr/nH CTpaHM4HM peakuuu
a-AJpeHepruYHy 0J10KepHu

Phenoxybenzamine

20 -100

OprtocraTiyuHa XUIOTOHMS, TaXUKapaus,
MHO03a,Ha3alHa KOHI'eCTHs, Iuapus, MNOTUCKaHE
Ha eAKyJalusaTa, ymopa

Prazosin

Edexr Ha mppBara mo3a, 3amaiiBaHe, CHHJIMBOCT,
ri1aBoOoIre, yMopa, MajanuTaluu, TaJeHe

Terazosin

Edext na mepBaTa 103a, 3aMBIIEHO 3pEHUE,
3aMaiiBaHe, Ha3aJgHa  KOHTECTHS,  TajcHe,
nepudepeH 0ToK, HAMUTAUN, COMHOJIEHTHOCT

Doxazosin

Edexr Ha mbpBara no3a, oprocrasza, nepudepex
OTOK, yMOPa, COMHOJIEHTHOCT

KomOuHupaum o- u B-aapeHeprudHu 0JJ0Kepu

Labetalol

200 - 1200

3aMaﬁBaHC, ymMopa, raicHe, Ha3aJlHa KOHI'CCTUA,
HUMITIOTCHTHOCT

KajumneBu aHTaroHucTu

Verapamil

120 — 360

Ortok, 3amaiiBane, ria1aBo0oIIme,
3auepBsBaHe, rajicHe, AUCIIETCUs

NHXuOUTOPH HA KATEX0JAMHHOBATA CHHTE3a




Cenmanmsi, auapus, O€3MOKOMCTRBO,

CHMIITOMAaTHKa

KOIIIMapH,
a-Methyl-p-L-tyrosine |1000 - 4000 KPUCTaIypus, TallaKTopes, CKCTpalMpaMHIHa

Huxuoumopume na xamexonamunosama cunmesa (a-Methyl-paratyrosine) ce
U3II0JI3BAT P OOJIHU, IPU KOUTO HE € TIOCTUTHAT e(heKT C IPYTUTe JIEKapCcTBa, PU
I/IHOHepa6I/IJIHI/I 6OHHI/I WKW TIpHU NAaUCHTH, IIPU KOUTO CC HAJlaraT MaHUITyJIalluU
BBPXY TyMopa (HarpuMmep, paJuov4ecTOTHa abialys Ha METacTas3H).

7.3.3. JleueHHe HA XUTIEPTOHMYHUTE KPU3H

3a JIeYEHWUETO HA  XUMNCPTOHUYHUTEC KPH3HM, TPEAU3BHKAHH  OT
(beoxpoMoITOM, CpeACcTBO Ha n360p ca BeHo3uuTe anda-oaokepu — Phentolamine.
Toli e KpaTKoJeHCTBAIl HECENIEKTUBECH O-aJIpeHeprudeH Oyokep moxa ¢opma Ha
muodumsnpanHa cyOcTaHmus BBB (prakoHW oT 5-mg. Jlo3uTte M peXuMUTE Ha
IPWIOKEHNE Ha pa3IMYHUTE JIEKAPCTBEHU NMPOJAYKTH ca nokazaHu B TaOnuma 2.
Sodium nitroprusside e anrepHaruBeH BapuanT. KaTo MolieH Ba301uIataTop TOi
€ WjeaJICH 3a MHTPAOIICPATUBHO IMOBJIMSIBAHE HA XMIIEPTOHHYHH CMH30M OPaIU
OBP30TO HAYAIHO JICHCTBUE U KPATKOTPACH €PEKT. 3a OBJIa/IIBaHE HA KPUZUTE MOXKE
na ce msnomsa u Clonidin, koiito ¢ IeHTpaleH aApeHOMUMETHK, pearuparl c
NPECUHANTHYHUTE 02—PEIENTOPH B MOHTOMEYJApHUTE CUHAICH U nepudepHure
NA HEBpPOHU W TMOCTCUHANTHYHUTE 02 — PEelenTopu B Mo3bka. Toll HamalsiBa
apTepUAIHOTO HaJsIraHe, ChpJIeUHaTa YeCTOTa U YAapHUs 00eM 0e3 ChIECTBEHO
NOBJIMsABa eprdepHaTa Ch0Ba PE3UCTCHTHOCT.
[peamountanu cpeacTBa npu cbpaeunute apurmuu ca Lidocain u Esmolol.

Taﬁfmua 2. Humpaeeuomu JieKapcmea, U3noji36anu 3a jiedeénue Ha c])eoxpomouumom.

JlekapcrBo | /lo3a

3a aprepuaJiHaTa XMIIEPTOHMSA

Phentolamine | 1 mr i.v. mpoOHa f03a, ciieq Koeto 2 10 5 Mr 1.V. 6oiyc npu HyX/1a WId Ha

HOCTOSIHHA MH(DY3Us

Nitroprusside |3a Ge3omacHu ce mpuemaT HH(Y3UH B 1032 2 MKI/KT TEJIECHO TErJIO B

MUHYTA, a 031 TI0-BUCOKHU OT 4 MKI/KT B MUHYTa MOTaT J1a JOBEJaT 10
[IMAaHUTHO OTPaBSHE B paMKuTe Ha 3 4yaca. Jlo3u Hax 10 MKT/KT B MUHYTA PSJIKO
ce M3M0JI3BaT, a MaKCUMAaJIHATa /1032 He TpsAOBa Aa npesuiiasa 800 MKr/min

Nicardipine | Hagamna mo3a ot 5.0 mg/4ac, ciieJ; KOeTo CKOpOCTTa Ha HHQY3HUITa MOXKE 1a
ObJie yBenuueHa ¢ 2.5 mMr/4ac Ha Bcekn 15 MUH 10 MaKCHMIJIaHa CKOPOCT OT
15mr/g9ac

Clonidin amm. 0,01% 1 mn /=0,1 mr/ i.m umu i.v./pa3tBopet B 10 Ma ¢u3.p-p/- MHOTO

0aBHO BEHO3HO




3a chpaeYHUTEe APUTMHUM

Lidocaine

Havamna Tepanust ¢ 6onyc or 1 mgo 1.5 mr/kr (75 no 100 mr); mpu Hyxnaa
nonbJiHUTENTHH O60aycn oT 0.5 mo 0.75 mr/kr (25 mo 50 mr) morar nma Obaar
npuiaraHd Ha Bcekd 5 1o 10 MUHYTHM 10 MakcMMaiaHa J03a OT 3 MI/KT.
[Tpoxpmxkasa ce ¢ momabpxaia uHpysus ot 2 g0 4 mr/mus (30 10 50 MKT/KT B
MUHYTa), choOpa3eHa C KPBHBHUTC HHBA M C MIPOMEHEHUS MeTaboIM3bM
(crpeyHa HEOCTATHYHOCT, YEPHOAPOOCH 3aCTOH )

Esmolol

[TbpBOoHayamHa Hacumama go3a or 0.5 MI/Kr ce BiMBa 3a €JHa MHHYTA,
noclieiBaHa OT moaabprkamia uapy3us ot 0.05 Mr/kr B MuHyTa 32 ciaenBamure 4
MUHYTH. B 3aBHCHMOCT OT THPCEHHAT KaMepeH eeKT MoaabppiKanara HPy3us
MOXke J1a Ob1e mpoabkeHa cbe ckopocT 0.05 Mr/kr B MUHYTa U yBeIWYeHa
CTHIaNOBUAHO (cbe cThKHU 0T 0.1 MI/KT B MUHYTa A0

MakcuMyMm 0.2 MI/KT B MUHYTa), KaTO BCSAKA CTHIIKA MPOABIKaBa >4MUHYTH.

7.3.4. IloBeieHue MO0 BpeMe HA AHECTEe3UsITA U XMPYPrUYHATA HHTEPBEHIUs
XUpypruvaHOTO OTCTpaHsIBaHE HAa (HPEOXPOMOLMTOMA € MPOILEAYypa, CBhP3aHa C BHCOK
PHCK, IOPaJ KOETO TPsIOBa Jie ce U3BBPIIBA OT €KUII ¢ ToJsM onuT. CyTpuHTa Ipean
orepanusra TpsaoBa na ce npueMar  MOCIeTHHUTE

OpaJIHU JI03H Ha o- U B-anpenepruuHuTe
omokepu. TpsiOBa nma ce m30srBa mpuiiaranero Ha phentanyl, ketamine m morphine,
3aI0TO T€ MOraT Ja CTUMYJIHpaT OCBOOOXKAABAHETO HA KATEXOJaMHHU OT
deoxpomorutoma. TpsOBa ma ce w30srBa ChIIO ©  OJIOKMPAHETO  HA
napacuMIIaTUKycoBaTa HEpBHa cucrema c atropine sulphate mopaau omacHOCT OT
Taxukapaus. BeBex1aHeTo B aHecTe3Us MOXKeE /1a Ce U3BBPIIN C BEHO3HO MHKEKTHpPaHe
Ha propofol, etomidate, barbiturates B komMOMHanMsg CbC CHUHTETHYHHM onuouau. Ot
ra3oBeTe 3a aHecTe3us TpsOBa na ce u3osaraar halothane n desflurane. Heo6xonumo e
MOHUTOpPHpPAHE Ha CHPACYHOCHIOBUTE U XEMOJAMHAMHUYHUTE IOKA3aTeNd, KaKToO MU
NPOJBIDKUTETHO HM3MEpBaHE HA HHTPAAPTEPHATHOTO HalsTaHE W ChPACYHHUS
pUTBM.AKO OOJHHSAT € CBhC 3aCTOMHA ChpJEYHA HEIOCTATHYHOCT WM HaMalleHH
CBhPJICUYHU pe3epPBH, HEOOXOIUMO € MOHUTOPUpPaHE Ha 0€10[poOHOTO KammisspHO wedge
HaJIATaHe.

OneparuBHo Jedyenne: Knacuueckara omnepaius € cBbp3aHa ¢ 2% nepuonepaTuBHa
cMbpTHOCT. [IpH nanapockonckara xupyprus e Haiaune 10 mbTi no-mansk puck /0,2%
CMBpPTHOCT/, HO TO3W METOJ € TMPUIOKUM CcamMO TpHU  TO-MaJKUTE
(heoxpomMoruToMu /MakCUMyM 10 6-8 cMm/. JlamapckorickaTta aapeHaTeKTOMUSI MOXKE J1a
IIpEMHHE B OTBOPEHA aJpPEHAJIEKTOMHUS IpPU HaIWYMEe HAa aaXxe3ud, MHBAa3UU WIH
HeZocTaTbueH XupypruueH onutT. [lpm manurHeH Tymop TpsiOBa Ja ce HampaBu
BB3MOXXHO Hal-IIMpOKa pe3eKuus. AKO IpPEONEpaTUBHO € IJIaHyBaHA JIBYCTpaHHA
aJipeHaJIeKTOMUs, OONHUAT TpsOBa Ja MOJIyYd TIHOKOKOPTHKOWUIM HEMOCPEICTBEHO
npenu omnepauusara. IIpu OGomnu cbe cuHzapoma Ha VHL TpsbGBa na ce HampaBu
OunarepaiiHa aJpPEHAJEKTOMHUs CbC 3ama3BaHe Ha HajgObOpeuHata kopa. Ilpu
a0JIOMMHAJTHUTE MaparaHrjimoMH ce MpenopbuBa OTBOPEHA JAapoTOMUs C JOCTBI MO
Ipe/iHaTa CpellMHHA JIMHUS. 3a OTCTpaHSIBAaHETO HA MaparaHriMoMUTEe B o0iacTTa Ha



IUATa, TPHAHUS KOII W MUKOYHHUS MeXyp Ou TpsOBaio Aa ce GopMupar €KUIU ChC
CTICIUAIHCTH OT pa3inyau o0nactu. ChpaeyHuTe HeoXpoMOIIUTOMU MOXKE J]a HAIOXKAT
TpPaHCIUIAHTAIMS Ha Chple. AKO 1O BpeMEe Ha XUpypruyHata HWHTEPBECHIHUS ca
W3BBPIIBAHN MAHHITYJAIMH W BBPXY IBETC HAIOBOPEUYHH KIIE3U, KATO TMOTCHIIMATHA
IIpUYMHA 3a IOCTONEpaTUBHA XWIIOTOHHMA TpsAOBa Ja Bie€3e B CbOOpakeHHE
Ha10b0peyHaTa He0OCTaTbYHOCT.

7.3.5. [locTonepaTuBHO MOBeeHHE

AKO ce yCTaHOBM XMIIOTOHHS IO BpEeMeE Ha orepauusra (ciea OTCTpaHsIBaHE Ha
TyMOpa) WIH B MOCTONECPATHBHHS IIEPHOJ] CE€ Hajlara Bh3CTAHOBSBAHE HA TUIA3MEHUSI
obem: okoiyio 2-3 11 (u3nosorudeH pa3TBop B AeHs npeau U 0.5-1.5 mbtu oT oOmmMs
KpbBEH 00E€M Ha MAaIlleHTa B MbpBUTE 2448 yaca cliell OTCTPaHSIBaHETO HA TyMOpa.
[MonmyxuBoThT Ha metyrosine u phenoxybenzamine e 12 daca, mopaaud KOeTO ca
He00X0MMHU 0KOJI0 36 Yaca 3a BH3CTAHOBSIBAHE HA CHMITATUKYCOBAaTa aBTOPETYIIAIIUs.
Cren To3u mepuol HACTHIIBA MOBUIICHNE HA ObOpeyHHs KpbBOTOK, AH u chprednara
9YecToTa CTaBaT CTAOWIHU. 3aMECTBAHETO C TEYHOCTH C€ ONpEAEs OT CTOMHOCTHTE Ha
AH, cppreunara yecTora, HEHTPAIHOTO BEHO3HO HAISTAHE U JUype3ara.

B paHHus mocromepaTMBeH NEPUOJ MOXE Jia Cce HaOJI0/IaBa XHUITOTIIMKEMHUS,
KOETO Hajlara MOHUTOPHUpaHe Ha KpbBHATA 3axap.

[Ipy HAKOM NANMEHTH XWIIEPTOHHATA MOXE Ja NPOABIDKH 4-6 ceaMumu
MOCTONEPATHUBHO.

7.3.6. MIpocnensiBane: I[locTomeparuBHO TpsiOBa Ja Cce  HW3CISABAT
(pakuuoHUpaHU KaTeXoJlaMUHU U MeTaHepuHu B 24 yacoBa ypuHa. [IpenopbuBa ce
W3CIIEIBAHETO Jla Ce M3BBPIIM TNOHE 2 CEIMHUIM CIIe]] OlepaTHBHATa WHTEPBEHIIHS.
Hopmanuute pesynratu npearnosarar mbJIHO OTCTpaHsABaHe Ha (heoxpomoruToma. Cren
onepauusATa BeIHBK TOAMIIHO TpsAOBa 1a ce u3cieABaT (ppakIMOHUPAHU YPUHHU
KaTeXxoJlaMUHU WM MeTaHeppuHHM WM IulazMeHu MeraHepunu. Ilpu nokaszan
MAQJIMTHEH TYMOP €IUH I'bT FOJUIIIHO CE Hajlara NpoBeXJaHe Ha OMOXUMHUYHH M 00pa3HU
W3CIEBAaHMs 33 TBPCEHE HAa METacTa3d WM MYITHIDICHH WTbPBHYHU TYMOPHU.
[IpocnensBane upe3 CT wim MRI He € HE0OXOaMMO, OCBEH B CIIydauTe, KOraTo
MeTaHe()PHUHUTE W/MITH KAaTeXOJaMUHUTE Ca BUCOKH WJIM KOTATO OIIE TPU OTKPHBAHETO
Ha TyMOpa ca OMJIM yCTAaHOBEHH JIEKO MOBHIIICHN HUBA Ha KaTeXOJaMUHU/MeTaHe()pUHH.

8. AIMCOHOBA BOJIECT (E27.1)
8.1. IIbpBHYHa HAA0BOPEYHA HEIOCTATHYHOCT
8.1.1. OmnpenejieHue:  CbCTOSHUE,  CBBP3aHO  C

HeJloCTaThbuHa MPOAYKILUS HA XOPMOHUTE, CEKPETHPaHH
OT HaObOpeyHaTa Kopa



8.1.2. Etmosnornyna kjgacupukanus: ABTOUMYHEH: 80% ot
cryyaute TBC HA HAABBBPELIUTE: 20% otca. PEAKU IPUYUHU: nox 1%
OT cJIydauTe:

. XeMoparus 1 nHdapuupane Ha HaJOBOpEUTe /MEHUHTUT, CETICUC,aHTUKOAryIanTH/;
. Bupycu /rputn, HIV,CMV/;

. bakrepun /myec, Opyienosa/;

. TBOWYKY /KaH/I1/103a, XUCTOIIIa3M03a, KOKIIUIMOMHKO34,071aCTOMUKO3a/

. IBYCTpaHHAaJPEHATICKTOMHS,

. Mmeractasu /BJI, mi.okiesa, menanom, I'UT/;

. MM oMH;

coO N o o A WO DN P

. ”HQUITPATUBHH 3a00JI51BaHUsI /aMUJION 1032, XEMOXPOMaT03a/;
9. rpanynomaro3Hu /capkou103a/;

10. JlekapcTBa /IIUTOCTATUIH, OJIOKEPH HA CTEPOUIOTCHE3aTa/;
11. Bpoaena HanOBOPEYHOKOPOBAXUITOTLIA3HS,

12. Bponenu eH3uMHH 1eEKTH B CTEPONIOTCHE3aTa;

13. AnpeHoneBkonuctpodus U ajpeHOMHETIOHEBPONIATHS.
8.1.3. KamHMYHA KAPTHHA: BOACIIUTE CHHIPOMH U CHMIITOMH Ca CIICTHUTE:

ACTEHOAIMHAMMUS - paneH CUMIITOM; OT CyTPHHTA IPU ChOYKIaHE; Mporpecupa
npe3 JIeHs; 3a1bJi00ouaBa ce mpu (pru3ndecka akTUBHOCT U MHTEPKYPEHTHU 3a00JsIBaHUS;
ChUETaBa CE U C ICUXUYECKA ACTECHUS;

PEAVKIINA HA TEI'JIO — 3nauutenna! CrneacTBue Ha HaMmaleHUs alleTHT,
pe3opOrusi Ha XpaHUTETHH BelIecTBa, |pe3opOuus, | OenTbueH MeTaboIu3bM,
NeXUApaTaIus;

MEJIAHOJJEPMUMS — ot noBumenute HuBa Ha MCX. 3acsira OTKpUTUTE YacTH Ha
TSJIOTO; HOBUTE IIMKATPHUKCH;

- (PMBUOJIOTUYHUTE XUTIEPITUTMEHTAIIMN C€ 3aCHJIBAT /aKCHIIU, IEPUHEYM, THbHKUTE Ha
JUTaHUTE, apeoITuTe/;

- MOsIBa HA MATOJIOTUYHH MUTMEHTAIMH M0/ €3MKa /TaTOTHOMOHUYHH/, BEHIIU, OyKamHa
MYKO03a;

IF'ACTPOMHTECTUHAJIEH CHUHJ/IPOM: O0e3anetuThe; TrajeHe;, TIOBPbIIAHE;
abToMUHAITHU OOJIKY /T.Hap. AJTUCOHOBU CTOMAIITHO-YPEBHU KPU3H/;

XUITOTOHUSA C OPTOCTATU3BM: obuuaiino AH <90/60;

XUIIOI'JIMKEMUWU:  cyrpeminu /ciaen HOIIHUSA —1afl/; TPOBOKUpPaHH — OT
(Gu3nyecko HaTOBapBaHE, AJIKOXOJI, IJ1a/lyBaHE,;

AHEMMUSI: HopMOXpOMHA, HOPMOLIMTHA;



I[TOJIOBU HAPYHIEHUS: namaneno nuOumo0; HamMalieHO MyOMCHO U aKCHUJIAPHO
OKOCMSIBaHE, MEHCTPYaJlHU HapyIICHHs- OJIMTO- M aMeHopes /OT u3pa3eHaTta
PEIyKIIUs Ha TETJI0/;

[ICUXNYHN CUMIITOMMU: anarusi; HEeraTUBU3bM; IaMETOBU HAPYIICHUS;
JETIPeCcHsl.

8.1.4. JImarno3za

» Jluarnozara Ha AjrcoHOBaTa OOJIECT ce MOCTaBs Ype3:
— W3CIJIeZBaHE HA HUBATa HA CEPYMHUS KOPTU30JI ¥ aIpEHOKOPTUKOTPOITHHS
xopmoH /AKTX/

—  TIpH HEOOXOAMMOCT OCBHIIECTBSIBAHE HA IOTBJIHUTEITHA TECTOBE /TECT ChC
Cunaxren/

8.1.5. Ilexa Ha Jie4eHNETO

 Ilen nHa nedeHueTo: ageKBAaTHO 3aMECTBAHE Ha JIMIICBAIUTE TJIOKO- U
MUHEPATIOKOPTUKOUIN O€3 /1a ce I0IycKa Mpeao3upaHe

8.1.6. JleyeHue — 1O KMBOTHO 3aMECTBAIIO JeYCHUE
8.1.6.1. JlekapcTBeHM MPOAYKTH € JOMHUHUPAIIA INIIOKOKOPTUKOU/IHA AKTHUBHOCT:

« Hydrocortisone ta6s. 10 mr; 20 mr; ammymnu 100 mr
« Prednisone, Tabmx. S5mr
« Prednisolone, Ta6m.5mr

*  Hsmomnssar ce B 1o3a 5-10mr/qaeBHO
He:xenanu JekapcTBeHU peakiuu

* IlokxayBaHe Ha TEMJIOTO

* AprepuranHa XUIIEPTOHUS

e XUp3yTussM

+ IlosBa Ha cTpuu, aKHe, IETEXUH, 3a0aBEHO 3a3/paBsiBaHE HApaHU
*  MeHcTpyanHu HapyIEeHUs

* AdexTuBHU HapylIeHUs /pa3apasHUMOCT, eyQopus, qenpecus 1 JabUITHOCT Ha
HACTPOEHHUETO,BBH30yTMMOCT,0€3MOKONCTBO/

8.1.6.2. JlekapcTBeHH NPOAYKTH ¢ MUHEPATOKOPTHKONIHA AKTHBHOCT

* Fludrocortisone acetate, Ta6. 0,1mr



[TpoTrBoOMOKa3aHus: XurepuyBcTBuTeHOCT KbM fludrocortisone wiu Hakou oT
JPYTUTE KOMIIOHEHTH Ha MTPOIYKTa; CHCTEMHA I'bOMYHA HHPEKIINS

Hexenann JekapcTBeHU peaKknu

* AprepuanaHa XUNEPTOHUS

e Oromu

* 3acTOiHU SABJICHUS B KPHBOOOPAIICHUETO
*  XHIOKaJIUEeMHUS

*  XWnokaJMeMHYHA ajKajao3a
MOHI/ITOPI/IpaHe Ha JICYCHUECTO

»  KiuHMYHO - 32 CHMIITOMH Ha MPeI03upaHe- KYIIHHTOUJIHN CUMIITOMHU
/mpocieasiBaT ce apTepHaIHO HAJIAraHe, TEIECHO TEIJI0, HATUYHE Ha CTPUHU
u orouu/

*  BHOXUMHYHO — CJIEKTPOJIUTH; IJIa3MeHa peHHHOBa akTHUBHOCT /TTPA/-
[MOKa3areJ 3a 3aMECTBAHETO ¢ MUHEPAIOKOPTUKOUIH

Kpurepuu 3a epeKTUBHOCT HA JIeYeHHETO
- [IOCTUTAHE Ha HOPMOTOHHS/TIOI00OPSBAHE HA OPTOCTATU3MA U XUITOTOHUSATA

- HOpMAJIU3UPAHC Ha CJIICKTPOJIUTUTEC
9. JKEHCKH XHIIOTOHAJM3BM (E28.8; E28.3; Q96.0; E23.0; E23.3)

Hamanenue unm oThagaHe Ha SMYHHUKOBHUTE (I)YHKI_II/II/I B PE3YyJITaT HA YBPCIKIAHC Ha
TOHaIUTC (H’LpBI/I‘-IeH HJIN XUTICPTrOHAAOTPOIICH XI/IHOFOHa,I[I/IS’bM) HJIK IPpH 3aCATaHE HA
peryinpamoTo JIelicTBHE Ha XI/IHO(i)I/ISaTa, CbOTB. XHUIIOTaJlaMyCa (BTOpI/ILIeH NN
XHUIIOTOHAAOTPOIICH XI/IHOFOHaI[I/IB’bM).

9.1. KbM KeHCKUS XHIIOrOHAAU3HM CIIAAAT:

e Osgapuanna qucdynkius E 28.8

e Cunapom Ha TepHBp Q 96.0; Q96.1 Kapuotun 46,X iso (Xq); Q96.2 Kapuotun
46,X cbc cTpYKTypHO aOHOpMaJlHa MOJI0BAa XPOMO30Ma, pasziauyHa oT iso (Xq);
Q96.3 Mozaunuzbm, 45,X/46, XX umn XV; Q96.4 Mozaunuszsm, 45,X/npyra
KJIeThYHA JUHUS (TUHUHU) ¢ aOHOpMayiHa TojioBa xpomoszoma; Q96.8 Jlpyru
BapHaHTH Ha cuHapoMa Ha Turner; Q99.1 46,XX ¢ uBULIECTH TOHAIH;

o XunonurtyntapuszsMm E23.0

o XwumnotamamuuHa guchyakmms E 23.3

o IIBpBHYHA AWYHHKOBA
HenocTtaTbuHoCT E28.3

9.2. luarHo3ara ce mMoCTaBsi Bb3 OCHOBA Ha:



e KIMHWYHHU IIPpHU3HAOU 3a OTIIaJaHE Ha SIMYHUKOBATAa XOpMOHaJIHA CEKpEUA
e AHOBYJIalHWsA, CbOTBETHO aMCHOPECH.

9.3. 3BAMECTBALIO JJEHEHHE C XOPMOHH

C J1e4eHHeTo ce LeJIu:

[Ipenu3BuKkBaHe W MOAIBbpPKAHE HA BTOPUYHUTE IMOJIOBU IPU3HAIM M CEKCyajHaTa
(GyHKIMS, BKIIFOUUTENHO (TICEBI0-) MEHCTPYAllUU, a ChIO YKPENBaHEe U MOIAbpiKaHe
Ha KOCTHAaTa MUHEpaIHa IUTbTHOCT.

Upe3 XOPMOHAJIHO 3aMeCTBaHe ¢ Nepu(epHH SHYHMKOBH XOPMOHHU HE € BB3MOYKHO
o100psiBaHe Ha PEMPOYKTHBHATA (DYHKIIKSA. 32 BH3CTAHOBSABAHETO U MOIHPIKAHETO
i (110 IPaBWJIO MPH XHUITOTOHAIOTPOIHUS XMIIOTOHAJAN3BM) CE MPHUIIara XOpMOHAIHO
JICUEHHE ¢ FOHAJAO0TpONMHHU, choTBeTHO clomiphene citrate, Ho mopamu omacHOCT OT
YCIIOKHEHHS (CBPBXCTUMYJIAIIMOHEH CHHIPOM) TO3H BUJI TEPAITUS CE N3BBPIIBA B EKHUIT
WK CAMOCTOSITEITHO OT THHEKOJIOT.

MoHoxopMOHATHATA Tepamusi ¢ eCTPOreHHM Cce I[pwiara camMo IpH
XUCTCPCKTOMUPAHHU KCHU WM IIPU MJIaJA MOMMHYECTA 3a OIrPaHUYCH IICPUOJ OT BPEMC
C 1IeJ1 MTHUIIMMpaHe Ha ImyoepTeTa.

KOMﬁHHI/IpaHaTa Tepanus BKIIOYBa €CTPOT€HU U I'€CTAar€Hu 1o YCTaHOBCHA CXEMaA.

IIpuiaaranu JekapcrBeHu GpopMu:

Tadnerku, crappkany ectporenu karo Estradiol hemihydrate u Estradiol valerate
CaMOCTOSATeNTHO WM B KomOuHainus ¢ levonorgestrel, dydrogesterone, cyproterone
acetate, norgestrel, norethisterone acetate u ap.

Inacrupu c estradiol hemihydrate u np.

Taonerku c¢ recrarenu: dydrogesterone, lynestrenol, norethisterone acetate,
medroxyprogesterone.
IIporuBonokazanus:

0 HEH3ICHEHO ICHUTAJIHO KbPBEHE
aKTHUBHO YE€PHOIPOOHO 3a00s1BaHe
TBJIOOKHA BEHO3HH TPOMOO3H1

0CTPO TPOMOOEMOOTHYHO 3a00IIsIBaHe

CHAOMCTPHAJICH KapIIUHOM

O O O O O

KapOoyHOM Ha MJICUHATa KJI€3a

MoHuTOpHpaHe HA JICYEHHETO!
O KJIMHUYHO — Pa3BUTHUE U NOJbpKAHE Ha )KEHCKUS (DEeHOTUIT

O yITpa3BYKOBO IpOCie/IsIBaHe Ha €HIOMETpUaIHaTa 1e0enHa;



O MNEPHUOANYCCKHU — KOHTPOJICH IMPETJIC OT TMHEKOJIOT,

O YJITpa3BYKOBO IIPOCIIE/ISIBaHE HA MIIEUHUTE HKIIE3H.

Jleuenne ¢ Clomiphene citrate:

Tokazanus.
O JKCHHU C aHOBYJIATOPHU MCHCTPYAlIlMOHHHU ITUKJIN
O XHIIOTaJlaMHU4YHa aMCHOPECA
O JIYTCHMHOBA HCAOCTATBYHOCT

3amnoyBa ce ¢ 25 — 50 Mr JHEeBHO 3a 5 IHM, IPH JIMIICA HA YCIEX J03aTa ce MOoKayBa Ha
100, eentyasino Ha 150 mr aa. C TOBa JIeUGHUE CE 1EJH Ja CE CTUMYJIMPA OBYJIAIUATA,
CBHOTBETHO 3a0pEMEHSIBAaHETO.

Hexej1aHu ¥ CTPAaHUYHU ABJICHHUA:
O CBPBXCTUMYJIUPAHE HA SMUHULUTE (PSAKO C TO3U JIEKAPCTBEH IPOIYKT)
O JAUCKOM(OPT B MIICUHUTEKIIEIU

O TaJiICHC, IIOBPbIIAHC

9.4. KPUTEPUU 3A ECEKTUBHOCT HA JIEYUEHUETO

- Npeau3BHKBAaHE W TOJIbPKAHE HA BTOPUYHHUTE TOJIOBH IMPHU3HAIU H
CeKcyanHaTa (PYHKIIMSI, BKIIFOUHUTEIHO (TIPH JKeJaHKe) — peAoBHHU (TICEBIO-
)MEHCTpYallnu;

- KOpeKIHs Ha HHPEPTUIUTETa, KOTaTO TOBA € BH3MOXKHO;

- HOOAABp:KaHC HAa KOCTHATA MUHCPAJTHAIIIIBTHOCT

- I[O6p0 Ka4C€CTBO HaA XHUBOT.

10. CHHAPOM HA IIOJIMKUCTO3HUTE SIMYHUIIU (CTIKA) (E28.2)

XPpOHUYHO HApYIIICHUE, U3SBSBAIIO CE C AHOBYJIAIUS U C XUIIEPAHIPOTCHU3BM.
CHUHIPOMBT € HAli-ueCTOTO €HJOKPUHHO HApPYIIIEHUE MPHU )KEHUTE B PeNPOIYKTHBHA
BB3pacT — 3acsara 5-149% or Tax.

10.1. Anarno3ata ce mocTaBss Bb3 OCHOBA Ha JBa OT CJeIHUTEe TpH
kpuTepuute oT PorepaaMckus KOHceHcyC:

o buoxumuuen w/nnm KIMHUYEH xunepanaporenn3sM (E28.1 Xunepanaporenus)
o XpOHHMYHA AaHOBYJIALUSI
o Tlomukuctnunu sitaauny (> 12 ¢posukyna BbB BCEKU SHUHUK ¢ pazmep 2-9 mm)

Crnen M3KIIIOYBAHE HA IPYTH HapyLLIEHUS

[Ipu cunApOMa Ha HOTUKUCTUYHUTE SHYHUIIM € TOBUILIEHO CEPYMHOTO HUBO Ha OOIIHS



TECTOCTEPOH, Ha CBOOOJHATA (hpaKIUsl HAa TECTOCTEPOHA (B Hali- BUCOK % OT CITy4auTe)
n/umu cepymaoTto HuBo Ha JIXEAC. B nocneaHo Bpeme 3a onpeensiie Ha SHIHUKOBUS
pe3epB, KaTo Mo-A00bp METO/ OT YJITPa3ByBOTO U3CIIEABAHE HA SHYHHUIIUTE CE HAJIOKHU
OTIpe/ICNITHETO HAa CEPYMHOTO HUBO Ha aHTUMIONIEPOBUS XOpMOH (AMX).

OT :KeHHnTe ChC CHHAPOMA:

o 40-70% ca ¢ HATHOPMEHO TETJIO WIIH ChC 3aTIBCTABAHE,
o 75% oTroBapsT Ha KPUTEPUHUTE 32 PE3UCTCHTHOCT KbM MHCYJIMHA,

o MerabonureH cunapom ce HabmoaaBa y 62% ot xenure cbe CITIKSA n
3aTIIbCTSIBAHE.

CI/IH)IpOM'LT Ce aconuupa C NIOBUIIIECH PUCK OT Pa3BUTHE HA PaK Ha:

O EHIOMEeTpUuyMa
O Tbplara

O SIMYHUIIUTE
IIpu CIIKS e noBumeHa 4ecTorara Ha:

O 3axapeH auadeT TUI2
O MeTaboJIUTEH CHHIPOM

O CbpPACYHO-CHAOBU 3a00JIIBaHUS

10.2. JleyeHnue

Len:

O OBJagsBaHC Ha CUMIITOMUTEC
O HIpcAmnasBaHE OT MOTCHIUATHUTC YCIIOKHCHHUA

O MIpeoaOIIBAHC HAa aHOBYJIallMATAa, CbOTBETHO Ha I/IH(i)epTI/IJ'II/ITCTa

Jlexapcmea:
o OpajiHu KOHTpaLENTHBH

AHTHaHAPOTreHN
Knomucgen uutpar
ApomaTtazHu HHXHOUTOpHU
Pexombunanren ®CX

JwarogericTBaniu aronucta Ha GNRH

O O O O O O

So-peayKTa3Hu HHXHOUTOPH

JledeHneTo ¢ mociuegHuTe TPpU NPOAYKTA CJICABA J1a C€ U3BLHPIIIBA B CKUII HJIU CaMO OT
THUHECKOJIOT .



Opaanu kourpanentusu: Ethinylestradiol nnm estetrol B komOuHanus ¢ pa3nuyHu
rectareHy/ aHTHaHAPOTeHH KaTo Cyproterone acetate, chlormadinone acetate,
dienogest, levonorgestrel, desogestrel, drospirenone.

JleueHnuero ce HN3BBpPHIBA I10 CXEMaA.

W3nonsBar ce B ciiydanuTe, KOraTo Ha MaljMeHTKaTa He PeICTON OPEMEHHOCT.
Jleuennero uma GnaronpusaTeH eheKT BbpXY peryyMpane Ha UKbJIA U [0 OTHOIICHHE
Ha XUIIEPAHAPOTCHUATA — XUP3yTU3bM, AKHE.

Clomiphene citrate:
3anouBa ce ¢ 25-50 Mr m1HEBHO 3a 5 JTHU, TIPH JIMIICA Ha ycreXx go3arta ce mokaysa Ha 100,

eBeHTyasHo Ha 150 Mr 1HeBHoO.

C ToBa JIeueHHE ce LEIH J1a CE CTUMYJINPA OBYJIALUSTA, CbOTBETHO 3a0PEMEHSIBAHETO.
EdexTpT BbpXy XUIEpaHAPOT€HHUTE MPOSIBU € HECUTYPEH U OTPAHUYEH.
Ilpomueonokazanusma W TpU JABET€ TPYHH MPOAYKTH Ca CBhIIUTE, KAaKTO
3aMeCTBAIOTO JICUEHUE C ECTPOI'CHHU.

HucynnnoBu ouyBcrBuTean: Metformin

B HNOCIICAHUTC I'OAWMHH TOBA JICUHCHHUC CC HAJIOXKHK KAaTO IIBbPBOCTCIICHHO IIOpain
BOACIINA ITIATOICHCTUYCH (l)aKTOp Ha UHCYJIMHOBA HCUYBCTBUTCIIHOCT.

Mo3xe Ja ce Ha3HayaBa U Ha MOMMYETA CIIES] HaBBPIIBAHC HA 13 T'OAMHHU.

Jleuenuemo ¢ metformin cnomaza 3a:

O TIPEOMOIIABAHE HAa XUIIEPUHCYIMHU3MA U CTEPOUIHATA AUCHYHKIIUSL

O peryjupaHe Ha OBYJIAIUATA U TIOBHUINIABaHE HA (DEPTUIINTETHHS IOTEHIIHAIT

o Jleuennero ¢ metformin BB3CTaHOBSBA OBYNAI[MMTE WM IOBHIIIABA
BB3MOKHOCTTa 3a 3a0peMeHsiBaHe, 0coOeHO Koraro ce komoOumuupa ¢ clomiphene
citrate.

Heorcenanu u cmpanuunu oeticmsus na metformin:
TI'acmpounmecmunannu: nuapusi, rajieHe Uid NOBpbIIaHe, (GIaTyIeHIHs, KOpeMeH
JTUCKOMQOPT.

Jlakmamna ayuodo3a — KpaitHO psIIKO IPU MOMHYETA U KEHH B MJIa/Ia U CpeHa Bb3pacT.
Peodykyusn na upeenama adcopoyus na eumamvun B12 .

Metformin re 6uea oa ce usnonssa 3aeomo c:
cimetidine, ranitidine, digoxin, amiloride, quinidine, triamterene, trimethoprim,
vancomycin, #HoachAbpKaAIlId KOHTPACTHU BellecTBa MOHHUTOPHPAHETO C¢
HU3BBPIIBA UPC3:

O MEHCTpYaJIEH KajaeHaap

O VYITPa3BYKOBO IPOCIICAABAHC HA (bOJ'II/II(YJ'IapHI/ISI pacTeK

O YATPa3BYKOBO OIpejesisiHe Ha JebeTuHaTa Ha eHIOMEeTpuyMa



O OompenesiHE Ha CEPYMHOTO HUBO HAa AMX

O OIpeJelisiHe Ha CEpYMHOTO HMBO Ha OOIIHUS TECTOCTEPOH (€B. ¥ Ha CBOOOIHATA
(bpaxius Ha TECTOCTEPOHA)

10.3. KPUTEPUU 3A EPEKTUBHOCT HA JIEHUEHUETO:

- pemyKIus Ha MPU3HAIUTE Ha XUTICPAaHAPOTCHUS (aKHE, XUP3YTH3IbM)

- TPEoJIoJIsIBaHE HA AaHOBYJIAIMSITA, ChOTBETHO HA MHPEPTHIIUTETA

- peryiapu3upaHe Ha MCHCTPYaJTHUS UK,

- Tpeama3BaHe OT MOTCHIIMAIHHWTE MeTaboiuTHH (3axapeH auader, CC3) u

HEMETA0O0JIUTEHH YCIIOKHCHHUA Ha bonecrtra (CHI[OMeTpI/IaJ'IHa XUIIEPIIIasusd U

ap.)
- 7100po KauecTBO Ha >KUBOT.

11. MBbKKU XUIMOTI'OHAIU3BM (E29.1; Q98.0; E89.5; E23.0)

Hamanenuwe wim oTmajgaHe Ha eqHa OT (QYHKIUUTE HA TECTHUCHTE - CHIOKPUHHATA
(XopMOHaIHaTa) WM EK30KpUHHATA (CIIEpPMATOTCHHATA), WM Ha JBETE 3aeIHO.
XUINOrOHAIU3MBT MOXKE JIa B3HUKHE NP YBPEXKIaHE HA CAMUTE TECTHCHU (ITbPBUYCH
WIH XUIIEPTOHAIOTPONICH XHUIIOTOHAJU3bM) HIIM TPU 3acsAraHe Ha pPEeryJaupaiioTo
neicTBre Ha xunodusara, CbOTB. XUINOTaIaMyca (BTOPUYCH WIIH XHIIOTOHAOTPOIICH
XUTIOTOHATU3BM).

KBM MBKKHSA XHMIIOI'OHAAU3BbM Ciajaart:

o Tecruxynapna xuno¢pysnkus E29.1
o Cunapom Ha Knaitadentsp Q98.0

o Xuno@yHKIMs HA TECTUCUTE ClIe]] MEAUIIMHCKU Tipotienypu E89.5

XUMOroHaAU3MBT MOXKE J1a ChIIBTCTBA H:
Xunonuryurapuzsm E23.0
Xunotanamuuna gucyukmus E23.3
Merabonuten cunnpom E66.8
Jua6er Tum 2 E11.1-11.9;

o O O O

11.1./Iluarno3ara MbKKH XHIIOTOHAIU3bM Ce NMOCTABS Bb3 OCHOBA HA:

O KJIMHHUYHU NPU3HAIU 3a OTIIAAAaHC Ha TCCTUKYJIApHATAa XOpMOHAaJIHA CCKPCI U,

O HHCKH HHUBA Ha 06]1_[1/151 TCCTOCTCPOH B KPBBHUA CCPYM.

MB3keTe ChC 3aTIIBCTABAHE U C META0OIUTEH CUHAPOM U BCUYKH C HAMAJICHO J'II/I6I/IJIO
U CPCKTUIIHA }II/IC(bYHKHI/IfI MmoAJIC)KaT Ha H3CJICABAHC W IIPHU HUCKHU CTOMHOCTH Ha



TECTOCTEPOHA — Ha 3aMECTBaHE MIPH MOJIOKEHHE, Y€ HSIMa IPOTUBOIIOKA3aHHUS.
11.1.1. BAMECTBAIIO JIEYEHHUE C TECTOCTEPOH

ITpu croiinoctu Ha o6mus TecroctepoH Hax 12 nmol/l e ce Hamara 3amecTBaIIoO
XOPMOHAJTHO JICYCHHE.

Korato HuBOTO Ha 00mIHUsA TecTOCTEpoH € TpaitHo mox 8 nmol/l e HeobxomrMO
W3BBPIIBAHETO HAa  XOpPMOHAjJHA CYOCTUTYIMs, KOATO TP JMIca Ha
MIPOTUBOINOKA3aHUS B TIOBEUETO CIIYUaH € HONHCUSHEHA.

ITpu cepyMHO TECTOCTEPOHOBO HHUBO MEKIY Te3u jBe croinHoctH (8 — 12 nmol/l)
3aMeCTBaHe C TECTOCTEPOH ce MpEANpHEMa CIIOpe] HAIMYHUTE CHMIITOMH W IIPU
MOHIKEeHA CBOOOIHA (DpaKIIKs HA TECTOCTEPOHA.

o6w T
+ 8HBG

Hucek obw T I'paHuyeH o6, T Hopmanen 06w T

< 8 nmoi V 8-12 nmoll w =12 nmoll
¢ vy ¢
V ® b‘ ’A ®
ComnTomn + CeoGopeH T CeobogeH T
NOTBBLEWKAEBEHE < 0.2 nmol/l > .2 nmolft
Ha uarHoaata ¢
NOBTOPHO
u3cnegeaxe u
LI M
XUNOrOHAAN3bM

Bes nevenme c T

\

’ 3amecTBaHe ¢ T t

IIpoaykru:

O KOMOHMHAIMsI OT TECTOCTEPOHOBH €CTEpU: TECTOCTEPOHOB MPOMHOHAT,
TECTOCTEPOHOB  (EHWINPONUOHAT,  TECTOCTEPOHOB  H30Kampoar U
TECTOCTEPOHOB JIEKaHOAT (3a MYCKYJIHO IPUJIOKEHUE);

O TECTOCTEPOHOB YHJEKaHOAT (32 MYCKYJIHO NPUJIOKEHNUE);

O TECTOCTEPOH —TeJl.
11.1.2. C 1eyeHuneTo ce mejn:

HpC,Z[I/ISBI/IKBaHe U NOAABPIKAaHC HA BTOPUYHUTC I1IOJIOBU IPU3HAILIA U CCKCYAJIHATA
(1JYHKL[I/I}I, YKpCHBAHC U MMOAABPIKAHC HA KOCTHATA MUHCPAJIHA IIJIBTHOCT.



CepyMHOTO HHUBO Ha TCCTOCTCPOHA B X0/J4a Ha 3aMCCTBAIIIOTO JICHCHUC CJICABA a CC
moaabpIKa OKOJIO CpE€aTa Ha HOpMaTa 3a MJIad 3JpaBHu MBXKE.

Upe3 XOPMOHATIHO 3aMECTBAHE C TECTOCTEPOH HE € BH3MOXHO IOAOOpsIBaHE Ha
penpoaykTuBHaTa (yHKUMSA (CrepMaTroreHe3ara). 3a BbB3CTAHOBSIBAHETO H
MOAIBPKAHETO ¥ (IO IPAaBWIO IPU XUIIOTOHAJOTPONHHUS XMIIOTOHAAU3bM) CE
IIpUjIara JIpyro XOpMOHAIHO JICYCHHE.

11.1.3.IIpoTuBONOKA3aHUS

A. Abconromnu:
O KapIMHOM Ha IMPOCTaTHATa XKJIe3a,
o kapiuaoM Ha glandula mammae,
O CBPBXYYBCTBHTEITHOCT KbM TECTOCTECPOH.
b. Omuocumennu.
O EpHUTPOIMTO3a U XUIICPBUCKO3UTET,
O HETpeTHpaHa ChHHA alHes,
O U3pa3zeHa JoOpOKaYeCTBEHA MTPOCTATHA XUIICPILIA3HS,
o

HEKOMITCHCHpaHa TeXKa ChpCUHa HEIOCTAThYHOCT.
11.1.4. He:ke1aHU M CTPAHUYHHU JeHCTBHS HA TECTOCTEPOHOBOTO JieUeHHe:

OMa3HsJIBaHC Ha KOXXaTa U aKHE,

OINICHINBABAHC OT MBXKKHU THII,

IIOKa4YBaHC Ha XEMATOKpHUTa (O6I/IKHOB6HO ITpU MMO-BB3PaCTHU M’b)Ke),
THHCKOMACTHA,

IOTHUCKAHC Ha CTICpMaTOrcHe3ara,

0O O O O O O

NPEeIU3BUKBAHE WM YTEXKHSIBaHE HA ChHHA alHes
11.1.5. MoHuTOpPHpAaHE HA JIEYECHUETO:

O KJIMHUYHO — MNOAIbpPKaHE Ha MBXKKUS XaOUTYC,

O CEepyMHO HHMBO Ha OOIIHUs TECTOCTEPOH — B Kpasl Ha IbPBUTE TPU MECELa CIIe ]
BKJIIOYBAHE Ha JICYCHHE U CJIE]] TOBA IO MPELEHKA €KErOIHO;

O XeMaToKpuT u PSA — mpenn u Ha BCEKH TpU Mecela mpe3 IbpBaTa ToAnHA
CJIe/] 3aII04BaHe Ha JICYEHUETO U CJIe/l TOBA — BETHBK/TOAUIIHO;

O PpEKTAIHO TYyHNIMpaHE — MpPEeId W Ha TPETUS Mecel OT BKIIOYBAHE Ha
JICYECHUETO, CJEN TOBA CIIOPE] BB3pacTTa Ha NAIUCHTA M YKa3aHHUATA 3a
CKPUHHHT Ha IPOCTATEH KAPLUHOM.

11.2. BAMECTBAILO JIEYEHUE C TOHAZOTPOIIUHA



IIpu BTOpUYEH XMIIOTOHAAU3BM H JKeJIaHue 32 OPeMEeHHOCT:

O TECTOCTEPOH HE CE€ /1aBa WJIK XOPMOHAJIHOTO 3aMECTBAHE C TECTOCTEPOH CE
MPEeKpaTsBa, KaTo ce MPEeMUHABA KbM HWHKCKTHpPaHE HAa PEKOMOWHAHTEH
OCX 5R10 YOBEUIKM  MEHOMay3aJeH XOpPMOH +  YOBEIIKH
XOPUHTOHAI0TPOITUH.

Mounurtopupane:
O pa3sMepH Ha TECTUCHUTE
O CEepyMEH TECTOCTEPOH

O cmepMorpaMa

CTpaHI/I"IHI/I IleﬁCTBI/Iﬂ: OTHOCHUTEITHO MaJIKO, IPEAUMHO I'MHCKOMACTH.

Ipoabaxutennoct - JleueHueTo mpoabkaBa 10 MOsIBA HA CIIEPMATO30UIU B
esdKylaTa W/WIM HacThlIBaHE Ha OpeMEHHOCT. YcHex M0 OTHOILICHHE Ha
UHIyLUpaHe Ha criepMaTtorenesa ce HabmoaaBa B 80 — 96%, a 3a 3a0pemeHsiBaHe
— 38 — 51% ot ciayyanTe ¢ XMIIOrOHAAOTPOIIEH XUITOTOHAAU3bM.

Hopmoronagorponen uauonatruyeH WHQEPTHUIUTET, BKJI. HEOOCTPYKTHBHA
azoocnepmusi:

EdexThT 0T roHaAoTPOMHOTO JICUEHUE HE € TaKa CUTYPEH U MIPUIIOKEHUETO MY € CIIOPHO.
11.3. KPUTEPUU 3A EOEKTUBHOCT HA JIEYEHUETO:

- pedyKuMs Ha CUMITOMUTE Ha XMIIOAHAPOTE€HEMHUS,
MPeIU3BUKBaHE/IOIbPKAaHE HA BTOPUYHMTE MOJIOBHU NMPU3HALM U
CeKCyallHaTapyHKIUS;

- MOAIbp>KaHEe Ha CEpyMHOTO HMBO Ha TECTOCTEPOHA B XOJ]a HA 3aMECTBAIIOTO
JIeUeHHe OKOJIO CpeiaTa Ha HopMaTa 3a MIIaJM 3/IPaBU MBIKE;

- yYKpelBaHe U MOJIbpXKaHe Ha KOCTHAaTa MUHEPAJIHA IUIBTHOCT;

- [OpeOodOJIsIBAHC HA I/IH(i)epTI/IJ'II/ITCTa, KOraTo ToBa € Bb3AMOXXHO,

- I[O6p0 Ka4C€CTBO HaA XMUBOT.

12. METABOJIUTEH CUHIPOM (E66.8)

12.1. Jdepununus: MeTaGoJUTHUAT CHHIPOM TIPE/ICTABISIBA KOMILJIEKC OT
B3alIMHO CBBHP3aHU PUCKOBU (DaKTOPH 3a pa3BUTHE Ha 3aXapeH OUabeT U ChpJCHHO-
cb0oBM 3a0onsBaHus. Te3n pHUCKOBM  (AKTOPH  BKJIIOYBAT  JAMCTIIMKEMHUS,
TUCIIAIIUAEMUS, apTEpUaIHA XUIIEPTOHMSI U BUCLIEPAJIEH THII 3aTIBCTSIBAHE.

12.2. Kputepuu 3a Anarnosa
[Ipe3 2010 roa. paboTtHa rpyna kbM bbarapckust HHCTUTYT “MeTabouTeH CHHAPOM™



(BUMC) u3roTBu HalMoOHAJIEH KOHCEHCYC 3a moBeneHue npu MC, koiTo mpeniara
CIIETHUTE KPUTEPUU:

\ Iosuwena obuxonka na maiuama - 3a Mmbxe > 94 cm, 3a skenu > 80 cm

\ Hosuwenu nusa na mpuznuyepudume > 1.7 mmol/l unu npuem Ha JeKapCTBEHU
MIPOJYKTH 3a MOBUIICHH HHUBA HA TPUTJIMLEPHUINTE;

\ Hamanenu nuea na HDL-xonecmepona - no-manxo ot 1.0 mmol/l 3a Mbxe, mo-Maiko ot

1.3 mmol/l 3a xenu nnu npreM Ha JiekapcTBa 3a HamasieHo HruBo HaHDL-xonecrepoina;

N Hosuweno apmepuanno nanazane - cucronso > 130 mmHg n/umi 1HacToNHO
> 85 mmHg, uiu npuemM Ha aHTUXUIIEPTEH3MBHM JIEKapCTBA IPU aHAMHE3a 3a
XUIEPTOHMUS;

\ Iosuwena nnasmena znwokosa ma 2nadno > 5.6 mmol/l wim mpuem Ha
JIEKapCTBEHH MPOJIYKTH 32 XUMIEPTIUKEMHUSI.

Cnopen BUMC ce u3uckBa HUIMYUETO HA MOHE 3 OT TOPETIOCOYEHUTE KPUTEPUHU 3a
7la ce mpueMe HaJMyie Ha MEeTa0OINTEeH CHHPOM.

12.2.1. iluarHocTHYHU NPOLEAYPH NPH NALUEHTH ¢ MeTa00JIUTEH CHHIPOM

3a,Z[T>JI)KI/ITeJ'IHI/IT€ AUATrHOCTUYHU MMPpOUCAYpHU IPHU MAOUCHTH C C€AUH WA HSAKOJIKO
OT KOMIIOHEHTUTE Ha META0OJIUTHHS CUHAPOM Tpﬂ6Ba Ja BKJIFOYBAT:

1. ®usukaneH nperien: U3MepBaHe Ha PBCT, TEIJIO, OOMKOJIKA Ha TaJIUATA;
n3unciasgsane Ha U'TM u HOMA unzaekc.
2. Jlab6oparopuu nokazarenu: CYE, IIKK, kpbBHa 3axap Ha riagHo, OI'TT ¢
u3cieBaHe Ha MHCYJIMHOBH HUBA /110 npeneHka/, munuaeH npodui (TChol,
LDL, HDL, TG), kpeaTuHuH, MMKOYHA KUCEINHA, TpaHcamMuHazu (ASAT,
ALAT); enextponutu (K,Na); obmia ypruna
IMpu 3 tun 2: K3II; HBAlc; CRP; mukpoanOymuHypus + ropernocoyeHure
PYTUHHHM OMOXMMUYHHU TIOKA3aTENH.

12.3.Jleyenne u npoc.jeasiBaHe HA NallMEHTHTE C MeTA00TUTEH CHHAPOM
OCHOBHUTE NPUHIIUIIN HA JICYCHUETO Ha MAI[UEeHTUTE C METAOOJINTEH CHHIPOM BKIIIOYBAT:

1. Hedapmakoiaorndao nosiusBane / pexxum, aueTa, pu3nuecka akTHBHOCT

2. JlexapcTBeHa Teparus

VcenexsT OT JICUESHHETO Ha MEeTaOOJIMTHHS CHUHIAPOM CE€ omnpeacid OT CTCIICHTa Ha
KOpPCKIUA HAa KOMIUICKCAa OT pUCKOBU (I)aKTOpI/I, KOHTO (bOpMI/IpaT AuarHo3ara 1npu
CbOTBCTHHUA ITAITUCHT.



3a OIICHKA Ha G(I)GKTa OT JICUCHUCTO Ca BLBCACHU TAPI'CTHU HHUBA 3a BCCKU CAUH OT

koMroHentute Ha MC.

PuckoB dakrop

IpunenHo HUBO

YTounenue

OOUKOJIKA Ha TaIuITa

MBXe <94 cm,

ke <80 cm

NT™M

< 25 kg/m2

ApTepuanHo HajsIraHe

< 130/80 mmHg

Exxeronen koHTponl mpu
AH>130/85, 1o < 140/90;
[Ipu naHHM 3a XUIMIEPTOHUS
KOHTPOJI npu BCSIKO
MOCEILEHHUE MPH JIeKap

O06mu1 xomecTepo

<4.5 mmolll,

skernareiHo <4.0

Cepymen LDL-C

<2.5 mmoll/l,

x)enaresino <2.0

Cepymen HDL-C

mbxe >1.0 mmol/l,

sxerd >1.2 mmol/l

JlumuaHuAT poduI crnenBa

Ja CC oIpeaciai CKCroaHo

IIPU HOPMAJIHU CTOMHOCTH,

a IIpU OTKJIIOHCHHC W/ WIH
TCpalin — IOIIPCHCHKA

Cepymen He - HDL-C < 3.4 mmol/l
Tpurmunepunn < 1.7 mmol/l
KpbBHa 3axap Ha riagHo < 5.6 mmol/l
KpsBHara 3axap Ha miagHO
Kpeeua 3axap 2 w.cren <78 mmoll ce ompexens cumexn 12-
XpaHeHe : 4acoBO r1aJlyBaHe,
©XKEroflHO MpHU HOPMAIHU
HbALc npu 312 < 6.5% CTOHHOCTH.
12.4. AJITOPUTBM HA JIeYeHHe W NpOocielsiBaHe HA INalHEHTUTe ¢

MeTa00JMTeH CHHIAPOM

VY no6eH 3a KMUHUYHATA MpakTUKa € npepioxeHus or KBMMC TpucerbnajieH aaropurbm

Ha MMOBCICHUC:

I. IlbpBa cTrhnka: Onenka HA pUcKa




[IpenopwruBa ce nma ce ompeaenu TiobamHus 10-roauimeH pHCK 3a TOsiBA HA
KOpOHapHa 00JIeCT Ha ChPLETO WK ChPACYHO-ChA0BO 3a00JIIBaHE MPU MALIUEHTUTE
C MEeTa0OJIMTHU HAPYILICHHUSL.

Crnopen excrieptata rpyna Ha BUMC SCORE e naii-TouHaTta cuctema 3a OleHKa
Ha pucka B EBponelickata nomyjnanus, KaTo € W Hail-IeCHa 3a IIHPOKO
npunoxenue. [lopagu Toa KBMIMC npenopbuBa HEMHOTO U3IOI3BAHE.

3a 6bpnrapckute nanuenTd ¢ MC crienBa ga ce Bb3prUeMar CICIHUTE CTOMHOCTH 3a
OIICHKA HApHUCKa:

e MHOro Bucok (10-roamimeH puck 3a cMbpPT > 15%0), KIMHUYHO H3SIBEHA
aTepOCKIEPOTUYHA OOJIECT /MPESKUBSIHU KOPOHAPHH WHIMICHTH WIU U
MeTabOIUTEH CUHAPOM

e BHCOK puck (10-rogumen puck 10-15%), nuarHoctuimpaHa KOpoHapHa
OostecT UM 3axapeH nuader

e ymepeH puck (5-10%) u nmone 2 rosemu puckoBu akropa

Cb00pa3Ho ompeeeHNs] PUCK MPH MAIMCHTUTE C METa0OJUTHU HAPYIICHUS CIIe/IBA
Jla ce BB3JICHCTBA aKTUBHO BHPXY KOHKPETHUTE PUCKOBH (DAKTOPH.

SCORE

| \\Yomen | 2

[ Nonsmoker | [ smoker |

13 15 17 19 22 ™ 16 19 22 26 b 5 41 47

10 1213 I 131516 3 2 29 34
13 ) 24

10 11 13

0 2C07 ESC

[Systolic blood pressure [mmHg] |

I1. Bropa crbpnka: IIpoMsaiHa B HAYMHA HA )KUBOT



KOHerTHI/ITe MCPKH BKIIOYBAT: IMOHMXKCHHE Ha TCJICCHOTO TCIJIO0, ITOBHIICHA
(bmnquKa AKTUBHOCT, IIpOMsAHAa Ha XPAaHHUTCIHHUTC HABHUIH, AHTHATCPOICHHA
XHHOK&HOprIHa JUETa, OTKAa3 OT TIOTIOHOITYIIICHE.

III. Tpera crbnka: JlekapcTBeHO JiedeHne

HeKapCTBeHOTO JICHCHHUC CC HAJIara KaTo CJCABAIll €TaIl IPH MAUCHTUTC, IIPU KOUTO
IIpoMsAHAaTa B HA4YMHA Ha )KUBOT € HCBb3MOKHA UJIN HGG(I)CKTI/IBHEL

ITarodusuonorununoro neuenue Ha MC ce cBexxaa 10 NaTOPU3MOIOTHYHO JEUEHUE Ha
OTIEITHUTE KOMIIOHEHTH, KOUTO TO (pOopMHUpaT.

12.5. JlekapcTBeHO JiedyeHHe HA TUCTUITHAEMHUSITA

WHTeH3MBHOCTTa Ha TepamnusTa ce ompenens or adcontoTHUs 10-roauuieH puck 3a
pazeutue Ha CC3. [lpunenHute HUBAa HA JIMIMJIHUTE CTOMHOCTM MO BpPEME Ha
TEpamnusITa 3aBUCAT OT OLIEHKATa Ha PUCKa.

® IpH yMepeH PHCK - LIeJ Ha TepamnusTa € Aa ce nocturHar Husa Ha LDL-
C<3.4 mmol/l, a na ve-HDL-C <4.1mmol/l.

* 1pUH BHCOKOPHCKOBHM OOJIHU mpuienHute HuBa ca <2.5 mmol/l 3a LDL-ch
u <3.4 mmol/l 3a ne-HDL-C.

e [P MHOI'0 BHCOK pucK npureinuTe HuBa 3a LDL-C ce monmxkasat moz 2.0mmol/l.
12.6. AHTHJIMNIEMUYHH JIEKAPCTBA

12.6.1.Cmamunu

IIpoaykTH u 1030B pexum

+ Atorvastatin - ¢puam ta6a. 10, 20 u 40 mg; HayaaHa g03a - 10 Mr; MakCUMaJiHa 1032
— 80 Mr
* Fluvastatin — ta6:1. 40 u 80 mg; nayanua qo3a 20-40 Mr; MakcumaiHa go3a — 80 mr

+ Lovastatin - ta6a. 20 u 40 mg; naganra go3a 10-20 mr; makcumaiHa go3a — 80mMr
* Pravastatin - ta6s. 10 u 20 mg; Hayanua go3a 10 mr; makcumainHa go3a — 40mr

+ Simvastatin - ¢unmm tadan. 10, 20, 40 u 80 mg; nayanna noza 20 Mr; Makc. 103a —
80

mr

* Rosuvastatin - ¢punm Ta6m. 5,10,20,40 mg; nauanna go3a 5-10 mr; makc. q03a — 40Mr

Mexanu3bMm Ha jAeiicTBue HA cratuHuTe: Ctatunute ca 6okepu Ha HMG-CoA-penykrasza

- €IUH OT KJIFOYOBUTE €H3UMH B X0JIECTEPOJIOBATA CHHTE3a B UEPHHUSI Jp00.



Pe3ysarar or JedeHMeTo: B Hal-ToJiAMa CTENEH HaMansaBaT HUBOTO Ha LDL-
xoJecteposl B kpbBTa (20-55%); ymepeHO MOHMKAaBAaT HUBOTO Ha TPUTIIMLEPHUINTE
(10-20%), noBumasar ciabo HuBoto Ha HDL- xonecrepomna(5-10%)

JonbaHuTeIHN OJaronpusaTHU egeKTH: MPOTUBOBB3NAIUTENEH €(eKT BbPXY
ChlloBaTa CT€Ha W cTabunusupail e(peKkT BbpPXY aTepoCKIepOoTHYHATa IUIAKa;
HaMaJsBaT PUCKa OT MOBTOPEH MUOKApAEH WH(PAPKT U MO3bUEH HHCYAT U CHOTBETHO
ChP/ICYHO-CHAOBATA U 00IIaTa CMBPTHOCT.

TepaneBTnuHa cxema: Tepanusita CbC CTAaTUHU 3aII0YBAa C MUHUMAJIHA /1033, KOSATO
IIPU HE3aJ0BOJIUTENEH e()eKT MOCTENEHHO ce yBennyasa. [IpenopbunTento e 1suaTa
JHEBHA J103a Ja Ce IpuemMa Bedep nopaaud (U3MONOTHYHO MO-WHTCH3MBHATA
XOJIECTEPOJIOBA CUHTE3a B HOIIIHUS IIEPHO/.

CTpannynu e)eKTH HA CTATUHUTE:
YecTH: CTOMAITHO-YPCBHH OIUIAKBaHHWS (KOpEMHH OOJKH, 3alleK, Juapus,
METEOPU3HM), II1aBOOOTUE, MYCKYIIHU OOJIKH, OOPUBH.

Penkmu, HO cepuo3Hm:
- VBpexxjaaHe Ha CKeJeTHaTa MycKyaarypa (MuomaTtus, pa0dJoMuoHn3a) € Hal-

CEpUO3HOTO HEXKEJaHO ChbOUTHE MPH JIEYEHHUE ChC CTaTUHM. M3sBaTa i ce moTeHIupa
npu KOMOWHUPAHETO NMPHJIOKEHHE Ha CTaTUHH C Jp. aHTHiIMneMmunu ($pudpatu u
HUKOTMHOBa KucenuHa). C 1€l NpOrHO3MpaHe W MOHUTOpHUpA HA pHUCKA OT
MUOMNATHs Ce MpernopbhUBa

npocJieisgBaHe Ha HUBaTa Ha cepyMHara kpeatuHpocgokunaza (CPK, KOK) B xona Ha
nedyeHrero. KIIMHUYHUTE CUMOTOMM ca MUAITMU, MYCKYJIHa cinadbocT, ¢pedpunurer
TpsiOBa a ObJAT 3al03HATH C PUCKAa OT MUONATHUS U pabJOMMOIN3a U /1a YBEAOMST
JIEKYBAIIHsI CU JIEKap MPU MYCKYJIHU OIJIaKBaHMSL.

- [loBuillaBaHe Ha IIGI)HO,Z[[)O6HI/I CH3UMH (TDaHCaMI/IHEBI/I) B KpBBTa CC Ha6J'IIOI[aBa
npu 1- 2% ot MalUCHTUTC HA CTATHUHOBA TCpallusg MU € OOMKHOBEHO O6paTI/IMO.

CnupaHe Ha CTaTMHUTE C€ Hajara camo MpH TPUKPATHO YBEJIMYEHH CTOMHOCTH Ha
YepHOIPOOHUTE TPaHCAMUHA3H.

KonTpannaukanuu 3a npujiokeHue Ha CTATUHU: aJeprusi; OpeMEHHOCT U KbpMEHE;
3a00JsIBaHMS HA CKeJIeTHAaTa MYCKyJIaTypa; 4epHOApOOHU 3a00Is1BaHus.

12.6.2. @uopamu

JlekapCcTBEeHHN NPOAYKTH U 1030B PEKUM

« Fenobibrate :
karic. 100 mr; HayanHa go3a: 3x1 karc; mogabpskaria: 2x1 xarc

karic. 200 Mr; mHEBHA j03a: 1 Karcyia



tabl. modified release 160 mg - nu. mo3a: 1 karic

« Gemfibrozil karc. 300, Ta61.600 mg; gueBHa mo3a: 900 — 1200 mr pasmpenencHa B 2

IIpyeMa IpeIn XpaHeHe.

» Ciprofibrate karc. 100 mg; nuesHa q03a — 100Mr

Mexanu3bM Ha JeiicTBMe Ha (uOpaTUTe: CBHP3BAT CE C SJAPEHU PELENTOPU B
xenatorutute  (PPARS), u4wmero  akTMBHpaHe CTUMyJuMpa CHHTE3a  Ha
JUIONPOTEHHIINIIa3aTa — YBEIMUYaBa ce MPOayKIUATa Ha apo A u HamansBa Ha apoC,
B pe3yiTaT Ha KOETO HamalsBa CHHTE3aTa U ChOTBETHO LUPKYJIATOPHUTE HHBA Ha
tpurimmnepuaute ¢ 20-50% wu ce mnoBumaBar HuBara Ha HDL ¢ 10-20%.
HamansiBanero Ha LDL e B mo-masika crenes (5-20%) wiu 6e3npomsiHa.

JonbJIHUTETHH 0JIATONPUSTHH e(peKTH: aHTHATPEraHTeH ePeKT

Wupukanuu: ¢pubpaTute ca cpeacTBO Ha M300p 3a JIeUeHUE Ha XHUIIEPIUIMHIEMHES C
YBEJIMYEHHUE IIPEIUMHO Ha TPUTIULEPUANTE.

TepaneBTH4YHA cXeMa: Mpujarar ce €AHOKPATHO JHEBHO MO BpeMe Ha XpaHEHE.
Crpanuynu epextn Ha pudparure

YecTH: CTOMAINIHO-YPEBHU OIUIaKBaHUA (KOPEMHHU OOJIKU, TafiCHE, 3aMeK WU JTUapus
Y JIp.), KO)KHH PeaKIn, oriakBanus ot ctpana Ha [IHC (rmaBobosne, CBETOBBPTEK H

ap.)
Pe}lKI/I, HO no-cepn03lm HEXKEJIaHN peaKuml:

- ITIOBHUIIIABaHC Ha IIepHO,Z[pO6HI/I CH3MMU (TpchaMI/IHaSI/I) B KpPBbBTA.
HpeHOp’L“II/ITeHHO € MMpcau 3al04YBaHC U IO BPEMEC Ha JICHCHHUETO C (1)I/I6paTI/I Ja CC
npociaeaaBar NepuoJUIHO TpaHCAMHUHA3HUTE.

- YBenuuasar pUCKa OT MHUOIIATHUA U pa6)IOMI/IOJ'II/I3a npu KOM6I/IHI/IpaHO JICUYCHUC
c¢bC cTaTUHU. CaMOCTOSTEITHOTO UM IMPUIIOKCHUEC HE HOCHU PUCK.

- HOTGHHI/IpaT o6pa3yBaHe Ha XJIbYHU KaMBHH.

KonTpannankanum: HehponuTuasza; TeKKU YepHOAPOOHU U OBOpeuHH 3a00aBaHus,
OpEMEHHOCT U KbpMEHE.

12.6.3. [Ipyzu cpeocmea, nonuscagawju cepymuume Junuou.

IIpoayKTH ¥ 1030B peKUM

« Evolocumab - 140 Mg HMHXEKIMOHEH Pa3TBOP B MPEABAPUTETHO HAITbIHEHA



IIcaJika.

Mexanu3bm Ha JaeiicrBue: Evolocumab ce cBbp3Ba cenektuBHo ¢ PCSK9 wu
MpeAoTBpaTsBa CBbp3BaHeTo Ha nupkyaupamus PCSK9 ¢ penienitopa 3a tunonpoTenHu
¢ Hucka wibTHOCT (LDLR) BbpXy MOBBPXHOCTTA HA YEPHOAPOOHUTE KIETKH, KaTo I10
TO3UM HauuH npenorsBparsiBa MeauupaHoro ot PCSK9 pasrpaxngane na LDLR.
[ToBumasanero Ha HuBata Ha LDLR B yepHust 1pob BoaM 10 CBBP3aHO HAMaJsiBaHE Ha
cepymuusi LDL - xonecrepon (LDL-C).

Nupukanuu or Jeyennero: Evolocumab e nokasaH mpu Bb3pacTHM MALMEHTH C
I'BPBUYHA XUIIEPXOJIECTEPONIEMHUs (XETepo3urotHa QGamMuiaHa W He(aMuiIHa) HIH
cMeceHa TUCIIUITUAEMUs, KaTo TOMbIHEHUE KbM JHeTaTa:

B KOMOMHAIMS CbC CTATUH WJIM CTATHH U JPYTU MOHW)KaBaIlM JIUIIUAUTE TePauy Ipu
NAIMEeHTH, KOUTO HE Morar Ja JOCTUTHAaT mpuuenHure ctoiHoctd Ha LDL-C ¢
MaKCHUMalTHaTa MOHOCKHMA /1032 CTATHH WIIH,

CaMOCTOSITEJTHO MJIM B KOMOMHALUA C JIPYTU MOHMKABAILW JUMUIUTE TEparuu MpU
MAIMEeHTH, KOUTO UMAT HEMOHOCUMOCT KbM CTaTUHU, WU IIPU KOUTO MPHIIOKEHUETO
Ha CTaTHH € TPOTHUBOMOKA3HO.

Evolocumab e nexapcTBeH NpOAyKT, MOKa3aH ChLIO NMPH BbB3PACTHU HUHIUBUIAM U
IOHOIIM Ha BB3pacT 12 M 1oBede TOAMHM C XOMO3MIoTHa (hamumiiHa
XHUIIEpXoJiecTepoieMuss B KOMOMHaUMsg ¢ JApYrM [OHWJKaBallld  JIMIUAUTE
TEpareBTUYHU CPE/ICTBA.

Evolocumab e moka3aH mnpu BB3PACTHH C YCTAHOBEHA aTEPOCKICPOTHYHA
Chp/ICYHOCHI0Ba OoJiecT (MMOKap/ieH HH(ApPKT, HHCYIT WU nepudepHa apTepraita
OoJiecT) 3a HamaJsiBaHE Ha CHPJECYHOCHIOBUS PUCK Ype3 MOHW)KaBaHE Ha HUBATa Ha
LDL-C, kaTto noI'bJIHEHNE KbM KOPUTUPAHETO HA APYTU PUCKOBU (PaKTOpH:

- B KOMOHWHAIMs ¢ MaKCHMaJHaTa MOHOCHMa Ji03a CTaTWH ChC WM 0e3 JApyru
TTOHIDKABAIIY JIUTHIUTE JICUCHHS, WIN

- CaMOCTOSTEJIHO WJIM B KOMOMHAIUS € IPYT'M NOHMKABALIM JIUIUAUTE JICYEHUS MU
MAIMEeHTH, KOUTO UMAT HETOHOCUMOCT KbM CTaTWHU, WM MIPU KOUTO yrmoTpebara Ha
CTaTUHU € MPOTHUBOIOKA3aHa.

JonbaHuTenn 6JaronpusitHu edeKTH: YCTAaHOBEHO € CHW)KCHHE Ha ChPACYHO-
cbaoBus puck ¢ Evolocumab mpu manmeHTH ¢ aTepoCKIEpOTHYHA ChPACYHOCHI0BA
Oonect (MHOKapaeH UH(APKT, HHCYAT WK nepudepHa aprepruanHa 60aecT).

TepaneBT4Ha cxema:

-npu NbPEUYHA XunepxonecmeponemMus U cmecena Ouciunuoemus 3a auya Hao 18
2oounul] mpenopbunTenHaTa 1o3a Evolocumab e 140 mg Ha Bceku JBe ceIMHUIIN WIN
420 mg BeIHBX MECEUHO; IBETE 103U Ca KJIMHUYHO EKBUBAJICHTHHU.

- NpU XOMO3USOMHA (PAMUTHA XUNEPXOAeCmepOoieMUusl NpU 8b3PACMHU U TOHOWU HA
ev3pacm 12 co0unu u nogeye [ mpenopbuuTelIHaTa HaYamHa A03a € 420 mg BeIHBXK
MeceuHo. Cnen 12 cegmuuu Ha JieueHUe, YECTOTATa Ha IPUEMa MOXKE Jla ce TUTpUpa



10 420 mg BeAHBX Ha BCEKHM 2 CEAMUIIM, aKO HE C€ MOCTUTHE KJIMHUYHO 3HAYUM
otroBop. [laninenture Ha adepesa Moxke J1a 3armovyHaT JieueHue ¢ 420 mg Ha BCEKH JIBE
CEJMUIIY, B ChOTBETCTBHUE C TSAXHATA cXxeMa Ha adepesa.

Crpannynu edextu Ha Evolocumab:

YecTu: Ha30papuHTUT, UHQEKIUS HA TOPHUTE JUXATEIHU MBTUIIA, 00JIKa B I'bpoa,
apTpaJirusi, TpUIl U TaJeHe; epuTeM, OoJika M IIOCHHSIBAaHE Ha MACTOTO Ha
UHXEKTUPAHE;

KonTpannaukanuu 3a npuioxkenue Ha Evolocumab: CBpbX4yBCTBUTEIHOCT KbM
AKTUBHOTO BEILECTBO MJM KbM HSAKOE€ OT IIOMOIIHHUTE BEILIECTBA; OPEMEHHOCT U
KBbpMEHE.

Inclisiran 284 mg uHxeKIMOHEH pa3TBOP B MPEABAPUTEIHO HAITbIHEHA MMHCAJIKA.

Mexanu3bM Ha aeiictBue: Inclisiran e monmkagaiia xoecreposia, ABOHHOBEPIIKHA,
Masika uHTEepdepupamia pubonykienHoBa kucenuHa (small interfering ribonucleic
acid, siRNA), koHIOrTMpaHa IO KOJWpallata BepuUra ¢ TPUAHTCHEH N-
anerwiranakro3amuH (N-acetylgalactosamine, GalNAc) 3a ynecHsiBaHe Ha IpeHOCa B
xenarorutute. B xematormrute Inclisiran wmsnonsea PHK  wunTepdepupamms
MEXAaHU3bM U HACOYBA KAaTAIMTUYHOTO pasnagane Ha MPHK, kogupaimia nponporenH
KOHBepTa3a cyoTtunusub/kekcuH tun 9. ToBa yBennyaBa pEUUKIUPAHETO H
excrpecusita Ha LDL-C peuentopute BhpXy NOBBPXHOCTTA Ha XEMATOLIMTUTE, KOETO
MOBUIIIaBa bITelKa (MHTepHann3upanero) Ha LDL-C u nonnxasa nHuBata Ha LDL-C
B KPbBOOOPALIEHUETO.

Nuaukanuu ot Jedenuero: Inclisiran e mokasan 3a jieucHre Ha Bb3PAaCTHH MAIIMEHTH
C II'bPBUYHA XHUIIEPXOJIECTEPOJIEMHUsl /XEeTEepO3UroTHa (aMuiHa M HedaMuIHa/ WIH
cMeceHa JUCITUITHIEMHUS, KaTo JOIbIHEHNE KbM JUETATa:

- B KOMOMHAIMSI ChC CTATUH WU CTATHH C JpyTa JIMITHIOTIOHMKABAIA Teparus Tpu
MalueT, KOUTO HE MOoraT Ja TMOCTUTHAT TapretHure croiHoctd Ha LDL-C c
MaKCHMaJTHaTa MTOHOCHUMA J103a CTaTUH, WU

- CaMOCTOSITEIHO WJIM B KOMOWHAIUs C JApyra JWIMUIOMOHIKABAIlA Tepamnusi MpH
MAIMEHTH, KOUTO UMAT HEMOHOCUMOCT KbM CTaTHHU, WU MPH KOUTO MPUIOKEHUETO
Ha CTaTHH € mpoTuBonokaszano / E78.0/

JlombJIHUTETHH 0J1aronpusiTHU e()eKTH: YCTAaHOBEHO € 3HAUYMMO CHIDKEHHE Ha
HuBata Ha LDL-C, obmus xosecTepona M JMIONPOTEMH (a) NpH JIEYEHUE C
menukamenTa. Egekrute Ha Inclisiran Bepxy cbpredHo-chaoBara 3a00eBaeMOCT U
CMBPTHOCT MPEJCTOH J1a OBbAAT YCTAHOBEHH.

TepaneBTuuna cxema: I[Ipenopwsuntennara gos3a Inclisiran e 284 mg, mpuiarana
KaTo €JHOKpaTHa TOAKO)KHA WHXKEKIMsI B KOpeMma, ropHara 4acT Ha pbKara WU
OeapoTO: Clie/l HavalHA MHKEKIIUS Ce MpUiara OTHOBO Ha 3-Hsl MECell, CIe]l KOeTO Ha
BCEKH 6 Mecena.



Crpanuunu edextn Ha Inclisiran:
Yecru: HabmrogaBaHu ca HEXENaHW PEaklMU Ha MICTOTO HAa WHXKEKTUPaHE KaTo
0oJIKa, epUTEM U OOPUB.

Konrpaunaukanum 3a mpuiioxkenue Ha Inclisiran: CBpbX4yBCTBUTEIHOCT KbM
aKTHMBHOTO BELIECTBO WJIM KBbM HSIKOE OT IIOMOIIHUTE BEIECTBA, OPEMEHHOCT M
KbPMEHE.

Evinacumab -150 mg ml xoHmenTpart 3a uH}py3uOHEH pa3TBOp (pa3pelieH 3a yrnorpeda oT
EMA, Ho He e BiroueH B [1JIC).
Mexanu3sbM Ha jeiictBue: Evinacumab e pekoMOMHAHTHO YOBEIIKO MOHOKJIOHAJIHO
AHTUTSI0, KoeTo cienuduuHo ce cBbp3Ba ¢ u uHXuOupa ANGPTL 3. ANGPTL 3 e wien na
rpymnara Ha aHTU OTIOETHH MOJO0OHUTE MPOTEHHH, KOWTO Ce eKCIpecupa OCHOBHO B YEPHUS
Ipob u urpae pojs B PEeryJupaHeTo Ha JUMUIHHUS MEeTa0oNu3bM 4pe3 MHXUOWpaHE Ha
munonporeuH nunasara (LPL) u ennorennara nunasa (EL bnoxupanero na ANGPTL 3 ot
evinacumab normkasa TG u HDL C upe3 ocBoO0k/1aBaHE CHOTBETHO HA AKTUBHOCTHUTE HA
LPL u EL ot unxubupanero na ANGPTL 3. Evinacumab nonunxasa LDL C He3zaBucHMO
ot npuckcrBueTo Ha LDL penentop (LDLR) upe3 crumynupane Ha oOpabOTBaHETO Ha
JUIONPOTENHUTE ¢ MHOrO HUCKA MIbTHOCT (VLDL) u kiupbHC Ha octaTbuute oT VLDL
npeau oopasyBanero Ha LDL upe3 EL 3aBucum MexaHuzbMm.
HNuankanuu 3a gedenue: Evinacumab e mokaszaH kaTo AONBIHEHHE KbM JUETa U IPYTU
Tepanuy 3a MOHWKaBaHe Ha XO0JIeCTepoJa B JUIONPOTENHH ¢ HUCKA MIIbTHOCT (low density
lipoprotein cholesterol, LDL C) 3a jeueHue Ha BB3PACTHU MAIMEHTH W TMEAHATPUYHH
NAMEHTH Ha Bh3pacT 6 Mecella U IoBeue ¢ XOMO3UTOTHA (paMUITHA XUIIEPX0JIECTEPOTIEMHUS
(homozygous familial hypercholesterolaemia, HoFH.
TepaneBTuuna cxema: [Ipenoppunrtennara n1o3a e 15 mg kg TenecHo rerio, npuigaraHa
Yype3 UHTPaBeHO3Ha MH(Y3Us B MPoIb/ikeHrne Ha 60 MUHYTH BEJHBX MECEUHO (Ha BCEKH 4
CEZIMUIIN).
JlonbJIHUTETHU 0J1aTONPUATHU eeKTH:

[lennaTpruyna uHAMKALUA-HA 6 MECeYHa Bb3pacT

EdexT Ha evinacumab BbpXy JMIUIHUTE TIOKa3aTenu npu nauuentu ¢ HoFH

-ApoB (g/1): 41.4% *

- He HDL C : 49.7%*

- O6m1 xonectepou ( TC): 47.4%*

- Tpurmuuepuau ( TG): 55.0%



* CpenHa LS mpoMsiHa B TIPOLICHTH WIIH IPOMSIHA OT M3XOJHO HUBO B CeIMUIIA 24.

[Tonmwxenusara or mM3xonHOTO HMBO Ha LDL--C mpu manuveHTH HE3aBUCHUMO OT
cTaryca 10 OTHOIICHUE HAa MYTalluH, BKIFOYUTEIHO MAIIMEHTH C HyJIEBU/HYJIEBH CTaTyca M0
OTHOIIICHHE
Ha MYTallM{, BKIIOYUTEIHO MAIIMEHTH C HYJICBU/HYJICBH WM OTPHUIATEITHUA/OTPHUIIATEITHA
BapUaHTH.

Evinacumab moxe n1a ce mpuiara He3aBUCUMO OT JIMIIOMPOTEHHOBA adepesa.
Crpannunn edextu: Haii yecTo BBH3HMKBAIINTE HEXKEJIAHH PEAKIUU ca HAa30(apUHTHUT
(13,7%), rpunononobuo 3abonsBane (7,7%), 3amaiiBane (6,0%), 6onka B repoda (5,1%) u
ragene (5,1%). Haii cepro3nara Hexxenana peakuus e aHadwmrakcus (0,9%).
IIporuBonoka3anusi: CBpbX4yBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HSKOE OT

IIOMOIIIHUTE BellecTna.

Bempedoic acid 180 mg ¢unmupanu tabnetku

Mexanu3bM Ha jaeiicrBue: Bempedoic acid e uaxuburop Ha ageHo3uHTpHdOChaT
murpaminaszata (adenosine triphosphate-citrbate lyase, ACL), koiTO moHMXkaBa
xoJectepoiia ¢ Hucka mrbTHocT (LDL-xopectepoi), upe3s ”HXUOUpaHe Ha CUHTE3a Ha
xoJiectepolt B yepHus apod. ACL e eH3uM, KOWTO ydacTBa B Ipoiieca Ha OMOCUHTE3 Ha
XOJIECTEPOJI B IO-HAYAJICH €Tall OT 3-XUAPOKCH-3-MeTmirityrapui koernsum A (HMG-
CoA) penykrasara. Bempedoic acid usucksa aktuupane ¢ koeHsuMm A (CoA) upes
nbiaroBepmkHa anui-CoA cuntetasa 1 (ACSVL1) no ETC-1002-CoA. ACSVLI ce
eKCcIpecHpa MpeIuMHO B YEPHUS JIp00, a HE B CKEJIETHUTE MYCKYIU. MHXuOupaneTo
Ha ACL ot ETC-1002-CoA Bonu 10 HamassiBaHe Ha CHHTE3a Ha XO0JIECTePOJI B YEPHHUS
npo6 u moHmkaBa LDL-xonectepona B KpbhBTa 4pe3 BB3XOMAINA perynaius Ha
pelenTopuTe 3a JUIMONPOTEHHU C HUCKA ITBTHOCT. OCBEH TOBa MHXMOMPAHETO Ha
ACL ot ETC-1002-CoA Boa# 10 CHITBTCTBAIIO MOTHCKaHE Ha OMOCHHTE3a HA MACTHHU
KHUCEJIMHH B YePHUS IPO0.

WHauKkanuu 3a Je4eHHeTo:

XHIEepXOIeCcTePOIIEMHUs M CMECEHA AUCITUNUACMHUS

Bempedoic acid e mokazaH mpu BB3pPACTHH C MBPBHYHA XHIIEPXOJIECTEPOICMUS
(xerepo3urotHa QamuaHa W HehaMUIIHA) WM CMECEHA TUCIHUIHICMUS, KaTo

JOMBbJIHEHUE KbM XPAHUTEIHUS PEKUM:
- B KOMOMHAIIMSI CbC CTATUH WK CTATUH C APYTH JHUIHIOTIOHMKABAIIN CPEICTBA MPU
MaIMEHTH, KOUTO HE MOTaT J1a MOCTUTHAT npuiieaHuTe HuBa Ha LDL-C ¢ MakcuMaiiHO
MMOHOCHMATAa 1034 CTaTHUH, HIH

- CaMOCTOSATEITHO WM B KOMOWHAITUS C JPYTd JUIMWJOTIOHIDKABAIA TEPAUU TIPH
MAIMEHTH, KOUTO UMAT HEMOHOCUMOCT KbM CTaTHH WJIM 32 KOUTO € MPOTUBOMOKA3aH
CTaTHH.

ChbpJIeYHOCHI0BO 3a00J1IBaHE




Bempedoic acid e mokasaH mpH BB3PACTHH C YCTAHOBEHO AaTE€POCKICPOTHYHO
ChPIICYHOCHI0BO 3a00JIsIBAHE WJIM MPU HAJTMYUE HA BUCOK PHCK, 32 HaMalsiBaHE Ha
ChPIICUYHOCHIOBUSI PUCK Ype3 MOHMKaBaHe Ha HuBata Ha LDL-C karo mombiHeHHE
KbM KOPUTHPAHETO Ha IPYTH PUCKOBHU (DaKTOpH:

- IpY MALMEHTH Ha MaKCMMaJIHaTa IIOHOCKMa 1033 CTaTHH Che Win Oe3 ezetimibe, wiu
- CaMOCTOSITENTHO WM B KOMOWHaims ¢ ezetimibe mnpu mnamnueHTH, KOMTO HMaT
HETIOHOCHMOCT KbM CTATHHH HJIM 33 KOUTO € IIPOTHBOIIOKA3aH CTATHH.

Jonbanutennu Ogaronpusitiu edexktu. B npoyuBaHe 3a OlIEHKAa HAa ChPACYHO-
chJI0BaTa O€30MaCHOCT € ycraroBeHo, ue Bempedoic acid 3HaunTenHo HamalisiBa prucka
[0 OTHOIICHWE Ha IIbpPBMYHATAa CbCTaBHA KpailHa TOYKAa — TOJIEMH HEXEJIaHU
cbpaeunochoBu chOuTH (MACE-4), KOATO ce ChCTOM OT ChPIEYHOCHIOBA CMBPT,
HeneTajeH MH(ApKT HAa MHOKapAa, HeJNeTaleH WHCYAT WIM KOpOHapHa
peBackynapu3anus, ¢ 13% B cpaBHeHue ¢ manebo (koepunueHt Ha puck: 0,87; 95%
JU: 0,79; 0,96; p = 0,0037). PuckbT 110 OTHOIIICHUE Ha OCHOBHA BTOPHYHA ChCTaBHA
kpaitna Touka - MACE-3 (chpaedHochioBa CMBPT, HelleTalleH HH(APKT Ha MUOKap/a
WM HEJIETAJIEH MHCYNIT) € 3HAUMTEIHO MOHMXEH ¢ 15% B cpaBHeHue ¢ mianedo
(xoedumment Ha puck: 0,85; 95% [U: 0,76; 0,96; p = 0,0058). Bw3aeiictBuero Ha
Bempedoic acid Bbpxy OTAEIHUTE KOMIIOHEHTH Ha ITbpPBHYHATA KpaiHa TOYKa
BKJIFOUBA 27% HaMaJeHUE HA PUCKAa OT HeJleTalieH MHpapkT Ha Muokapaa u 19%
HaMaJIeHUe Ha pUCKa OT KOPOHApHA peBacKylapu3allvs B CpaBHEHHE ¢ T1anedo.

TepaneBTuuna cxema: IIpenoprunrennara g03a Bempedoic acid ¢ enna punmupana
tabyetka oT 180 mg, mpruemaHa BEIHBX JTHEBHO.

Crpannunu edexrn Ha Bempedoic acid:

Haii-uecto cpoOmaBaHuTe HEXENTaHH peaklMd Ha OemmenoeBa KHCETUHA ca
xunepypukemus (3,8%), 6onku B kpaitnunute (3,1%), anemus (2,5%) u momarpa
(1,4%).

Konrpaunankamuu 3a npuwioxenune Ha Bempedoic acid: CBpbX4yBCTBUTEIHOCT
KbM aKTHBHOTO BEIIECTBO MJIHM KbM HIKOE OT MOMOIIHUTE BEIECTBA, OPEMEHHOCT U
KbPMEHE, ChITBTCTBAIIIA YIIOTpeOa che cumBacTaTuH > 40 MQ JHEBHO.

Bempedoic acid and Ezetimibe 180 mg/10 mg dbunmupanu tabnerku

Mexanu3bm Ha jeiicTrBue: KOMOMHHpaHUST JEKapCTBEH MPOIAYKT ChAbpXKA
bempedoic acid u ezetimibe, aBe cheaunenus, nonmkasaim LDL-C, ¢ tonbiaBamiu ce
MexaHu3Mu Ha JedctBue. Tol HamanmsBa mnoBumeHus LDL-C uype3 aBoiiHO
WHXHOWpaHe Ha CHHTE3a Ha XOJIECTEpPOd B 4epHUsA Ipo0d W Ha abcopOuusara Ha
XOJIECTEPOJI B THHKUTE YEpBA.

Bempedoic acid
Bempedoic acid e uaxubutop Ha ameHosuHTpHpOChaT-IuTpaTInazata (adenosine
triphosphate-citrate lyase, ACL), xoiito monmxkaBa LDL-C upe3 muHxuOupane Ha



CUHTE3a Ha xoyiectepost B uepHus npod. ACL e eH3uM, KOWTO yJacTBa B Iporieca Ha
OMOCHHTE3 Ha XOJIECTEPOJI B IMO-HAYaJCH €Talm OT 3-XUAPOKCH-3-METHITITYTapuil
koersum A (HMG-CoA) penykrasara. Bempedoic acid usuckBa akTuBHpaHe C
koeH3uM A (CoA) upe3 awparosepuxHa anmmi-CoA cunreraza 1 (ACSVL1) no ETC-
1002-CoA. ACSVLI1 ce ekcnpecupa MpeauMHO B YepHUS Jp00, a HE B CKEJICTHUTE
myckynu. Nuaxubupanero Ha ACL or ETC-1002-CoA Bomu 10 HamalisiBaHe Ha
CHHTE3a Ha X0JIeCTEpOoIT B uepHust Apod u normkasa LDL-C B kpbBTa upe3 Bb3XOIIA
perynamnusi Ha peLenTOpuTe 3a JMIONPOTEMHH C HUCKAa MIbTHOCT. OCBEH TOBa
nnxubupanero Ha ACL or ETC1002-CoA Boau 10 CHIBTCTBAIIO INOTUCKAHE Ha
OMOCHHTE3a Ha MACTHU KUCEIIMHU B YEPHUS IPOO.

Ezetimibe

Ezetimibe mamansBa Xosectepona B KpbBTa, Karo HHXHOMpa abcopOumusra Ha
XO0JIECTEpOJT B ThHKUTE 4YepBa. Jloka3aHo e, ue TapreTHara MoJeKy/a Ha ezetimibe e
crepoiauaT Tpancmoprep, Niemann-Pick Cl-Like 1 (NPC1L1), koiito y4actBa B
BITEHKA Ha XOJIeCTepos M (GuTocTeposn B uepBara. Ezetimibe ce mokamusupa Ha
BUJIO3HATa Oapuepa BbpXY JIMraBullaTa Ha ThHKUTE YepBa U MHXHOUpa abcopOuusTa
Ha XOJIeCTepoJia, KOETO BOJM JI0 HAMAaJISIBAHE HA XOJIECTEPOJia, JOCTHTAII 10 YCPHHUSI
npo0 OT uepBara.

HNuaukanuu 3a Jie4eHHeTo.
XWIepX0IECTEPOIIEMHUS M CMECEHA JIUCITUITUAIACMHUS
Bempedoic acid and ezetimibe e mnoka3aH mpu BB3paCTHH C IbPBUYHA

XHUrepxojecrepojeMust (Xerepo3urorHa (amuiHa U HedaMUIHA) WIM CMECEHa
JTUCITUITHIEMHESI, KaTO JOMBJIHEHHE KbM XPAHUTECITHHUS PEKUM:

- B KOMOWHAIINS ChC CTATUH TPU MAIIMEHTH, KOUTO HE MOTAT JIa TOCTUTHAT MPUIICITHUTE
HHUBA Ha XOJIECTEPOJI B JIMITONPOTEHHUTE ¢ Hrcka mbTHOCT (low-density lipoprotein
cholesterol, LDL-C) ¢ MakcMMaaHO MOHOCHMATa 1033 CTATHH, B JOMBIHEHHE KbM
ezetimibe,

- CaMOCTOSITEIIHO TPU TAIMECHTH, KOUTO UMAT HEMOHOCUMOCT KbM CTaTUHU WU TIPU
KOUTO € TIPOTHBOIIOKA3aH CTATHH, U HE Ca B ChCTOSHHE J1a IMOCTHTHAT MPHUIICTHUTE
uuBa Ha LDL-C camo ¢ ezetimibe,

- I MAIIMEHTH, KOUTO Beve ce JICKyBaT ¢ komOuHanusta bempedoic acid u ezetimibe
KaTo OT/ICJIHU TAOJIETKU ChC WIJIU O€3 CTaTHH.

CopeyHOCHA0BO 32005 BaHE

KoMOMHUpaHUAT JIeKapcTBEH MPOAYKT € IMOKa3aH NpPU BB3PACTHU C YCTaHOBEHO
aTePOCKJIEPOTHYHO CHhPCYHOCHIOBO 3a00IsIBaHEe WIIH TIPY HAJTMYKE HA BUCOK PUCK, 32
HaMaJIsiBaHE Ha CHPJICYHOCHIOBHS PHUCK dYpe3 IMOHIKaBaHe Ha HuBata Ha LDL-

XOJIECTEPOJT KATO JIOITBIIHEHNE KbM KOPHIHPAHETO Ha JIPYTH PUCKOBU (PaKTOPH:

- HpI/I NalMCHTH Ha MaKCUMaJIHaTa IOHOCHMa 103a CTaTHH, HpI/I KOHUTO HEC CC IIOCTUTA
JOCTaTh4YeH KOHTPOJI ¢ JOMBIHUTEIHO JIeueHue ¢ ezetimibe, wium

- HpI/I IMIanmueHTu, KOUTO HMAT HEIIOHOCHUMOCT KBbM CTAaTHHH MWK 3a KOHUTO €
MPOTHUBOIOKA3aH CTATHH U TPH KOUTO HE CE MOCTHUTra JTOCTATh4YEH KOHTPOJI C JICUCHHE



c ezetimibe, v
- IIpH MAI[MEHTH, KOMTO BeYe ce JICKyBaT ¢ koMmOuHanus Ha bempedoic acid u ezetimibe
KaTO OTJEJTHU TaOJIETKH.

Jonbanuresnu ogaronpusaTHu edexkTu: B npoyuBaHe 3a OLIEHKAa Ha ChPJCYHO-
chJ0BaTa O€30aCHOCT € ycraHoBeHo, 4ye bempedoic acid 3HaunTeTHO HamMassBa pUCKa
[0 OTHOUIEHME Ha IbpPBUYHATA CBhCTaBHA KpailHa TOYKAa — TOJEMH HEXKEJIaHH
cepreuHochioBu crOuTHS (MACE-4), KOSITO ¢ ChCTOM OT ChPJIEYHOCHIOBA CMBPT,
HeleTalieH WHGApKT Ha MHOKapjAa, HEJeTAlIeH MHCYAT WIM KOpPOHapHA
peBackynapusanus, ¢ 13% B cpaBHenue ¢ mianebo (koeduuuent na puck: 0,87; 95%
JAU: 0,79; 0,96; p=0,0037). PUcCKbT 110 OTHOIIIEHHE HA OCHOBHATa BTOPUYHA ChbCTABHA
kpaitna Touka - MACE-3 (cbpaedHochioBa CMBPT, HelleTalneH HHPAPKT HAa MEHOKapa
WIM HEJIETAJeH MHCYNT) € 3HAUUTEIHO MOHMWXeH ¢ 15% B cpaBHeHue c manedo
(koepunment Ha puck: 0,85; 95% JU: 0,76; 0,96; p = 0,0058). ToukoBara oleHka 3a
koepunuenta Ha puck 3a MACE-4 e 0,94 (95% [AU: 0,74; 1,20) B moarpymara
narueHTy, ynorpeossamiy ezetimibe Ha U3x0HOTO HUBO. 3a OrpaHUYECHATA TOATPYIIa
NalueHTu ¢ ynorpeda Ha ezetimibe Ha M3X0AHOTO HUBO M C BHCOK ChPACYHOCHIOB
puck (n=335) nonmwxkenuero Ha LDL-C e -26,7% (95% AU; -30,9%, 22,4%), Ho
MOHMKEHUETO Ha CBHPICYHOCHJOBUS PHCK HE MOXe Ja ObJe HW3YUCICHO.
Bw3aeiictBuero Ha Bempedoic acid Bepxy OTAEIHHUTE KOMIIOHEHTH Ha IIbpBUYHATA
KpaiiHa Touka BKJIIOYBa 27% HaMaleHHe Ha pUCKAa OT HeleTaleH WHGapKT Ha
Muokapia u 19% HamaneHue Ha prcKa OT KOpOHAapHA peBacKylapHu3alus B CpaBHEHHE
¢ wiane0o.

TepaneBTuuna cxema: [Ipenopwsuutennara no3a Bempedoic acid and ezetimibe e
enHa ¢unmupana tabnetka 180 mg/10 mg, npuemMana BeIHBX AHEBHO.

Crpannunu epextn: Haii-uecto choOiiaBannuTe Hexenanu peakimu npu Bempedoic
acid and ezetimibe ca xunepypukemusi (4,7%) u kouctunanusi (4,7%).

KonTpaunaukanuu 3a mnpuiokeHne: CBPBXYYBCTBUTEIHOCT KbM aKTHBHOTO
BEIIECTBO WJIM KbM HSKOE OT MOMOIIHHWTE BEIIECTBAa, OPEMEHHOCT W KBbpPMEHE,
ChIBTCTBamIA ymoTpeba cbhc cumBactatua > 40 mMQ aHeBHO. EmHOBpeMEeHHOTO
npunoxeHrne Ha Bempedoic acid and ezetimibe cbc craTuH € MPOTHBOIIOKA3aHO TIPH
NAalMeHTH C aKTHBHO YEPHOAPOOHO 3a0oisiBaHE WM C HEOOSCHUMO TpaiHO
MOBUIIICHUE HA cepyMHHTe TpancamuHaszu. Korato Bempedoic acid and ezetimibe ce
npuiiara eTHOBPEMEHHO ChC CTAaThH, TpsiOBa 1a ce HanpaBu ¢ KXII 3a Ta3u KOHKpeTHa
Teparusi CbC CTATHH.

12.6.4. Honooomennu cmonu (Hc1vunu cekeecmpanmu)

IIpoaykru u 103u:
Cholestyramine —4-16
g/nueBHo Colestipol- 5-20
g/IHEeBHO



Colesevelman-2.6-3.8 g/nueBHO

MexaHu3bM Ha JIeiicTBHE HA iHOHOOOMEHHHUTE CMOJIM: yCKOpsiBaT MeTabonm3Ma Ha
munuaute; [Ipuemar ce mepopaiHo, HO HE ce pe30pOoupaT 1 OCcTaBaT B ThHKUTE YEPBa,
KBJIETO CE€ CBBP3BAT C )KIIYHUTE KUCEIIMHU U 00pa3yBaT C TAX KOMILJICKCH, KOUTO HE
Morar Jia ObJ1aT pe30pOUpaHu U e OTACIAT C (eKATUUTE.

Pe3yaTaTr: KaTo KpaeH pe3yniTaTr >KITbYHUTE CEKBECTPAHTU MOHWXKABaT HUBOTO Ha
LDL- xonecrepona B kpbBTa 10 30%. Ilpu moBeueTo mamueHTH ce MOHKXKaBa
HE3HAUYUTEJIHO HHBOTO Ha TPUIJIMLEPUAN B KPbBTA, HO TOBA HE € 3abJDKUTEICH
edexT.

Nwmar cnab edpext Bppxy HDL-xonectepona.

CTpannynu edeKkTH Ha HOHOOOMEHHHMTE CMOJIM: 3allCK WU JUapuisi, TaJicHE,
METEOpU3bM U (JIATYJIICHIIHUS, KOPEMHU OOJIKH;, HAMANAM pPe30pOyusma Ha HAKOU
eumamunu (A, D, E, K, ponuesa kucenuna), munepanu (Marue3uii, UHK C Jp.)

12.7. Ilosnusaeane na uHCyIUHOBAMA PE3UCHEHMHOCH

WucynuHOBaTa pe3sucTeHTHOCT € Bojemnl narodpusnonorudeH ¢akrop 3a MC, nopamu
KOETO MHCYJIUHOBHUTE OUYBCTBUTEIH Ca OCHOBHO CPEJCTBO 32 JICUCHUE Ha MallUeHTH.

IIpoaykru:
Metformin — Ta6s. 500 mr; 850 mr; 1000 mr

Hoz[06p5113a HHCYJHHOBATA YYBCTBUTECJIHOCT 0e3 Aa NMpeAN3BUKBA XHUITOIVIMKEMHUSA YPE3:

® HaMaJIsIBaHC Ha CKCIICCUBHATA IlepHOJ_'[p06H8.1".]'IIOI(OHGOI"GHCB3.
® YBCINMYAaBaHC HA TTIMKOTCHOT'CHE3aTa B I-IepHI/IFII[pO6
° CTUMYJIMPAHC Ha TJIIOKO3HOTO YCBOSABAHE OT MYCKYJIIHUTE KIICTKHU YpPE3

MHCYJIUH- 3aBUCUM MexaHu3pM (GLUT4)
. MOTUCKAHE Ha JIMIOJIN3aTa

JlonbJIHUTETHU O1aronpusaTHY epexTn Ha metformin:

. no100psiBa TUMUAHUS PO,

. BOJIM J10 PEYKIIMS Ha TEJIECHOTO TErJIO,

. yBenudaBa (GUOPUHOIUTAYHA aKTUBHOCT,
. HamassiBa TPOMOOIMTHATA arperanus

. nMa OJaronpuuaTeH epekT BbpXy XUIEPTOHUSITA.



Hauanua goza: 2 - 3 mptt mo 500 Mr — 3amouyBa ce C HHCKa J03a MOpPaad YECTUTE
HEXEJIaHU PEaKIUH OT raCTPO-WHTECTUHAIIHUS TPAKT, KOUTO CE M3SBSBAT B HAYAJIOTO
Ha JICYCHHETO U OT3BYyYaBaT B PAMKHUTE Ha 1-2 ceMUIIN.

IlocTrenenHo Jao3ara C€ IMOBHUIIaBa KaTO OIITHUMAJIHATA A03a C€ ONMPEACIIA HHANBUAYAIHO.

Makcumaiina go3a; 3000 Mr gHEeBHO

HpOI[’bJ'DKI/ITeJ'IHOCT Ha JICUCHUCTO € HCOIPpaHUYCHA ITPU JIMIICAa Ha KOHTPauHAUKAINH 1
CUCTCMHO IIPOCJICAABAHC. JleueHneTo OOMKHOBEHO € MMPpOABIIKUTEIIHO /FO,HI/IHI/I/;
CPOKBT C€ ONPEACIIA HHAWBUAYAIHO.

12.8. Anmuxunepmen3uena mepanus

ApTepHajHATa XHNEPTOHMS TIPU MAMUEHTUTE ¢ METAaOOJIIMTEH PHUCK TpsOBa Ja ce
JIEKyBa CIIOpE]] ChbBPEMEHHUTE NMPENopbKU U KOHceHcycH (Bk. Pasmen Aprepuanna
XUIEPTOHMS)

[Ipu nanuenture ¢ MC ce npenopbyBaT NPULIETHH CTOWHOCTU HA apTEPUATHOTO HAJISITaHEe
moa 130/80 mmHag.

yMepeHOTO MMOBHUIICHUC HaA apTCPUAIIHOTO HAJATaHC MOXKC Ja 6’]52[6 IIOBJIMSAHO C
IIpoOMsHA B CTUJIa HA ) XUBOT (pe,[[YKI_II/ISI Ha TCJICCHOTO TCIJIO, (1)H3quc1<a AKTHUBHOCT,

OrpaHMYaBaHEe Ha COJITa, AJIKOXOjJa M Ma3HUHUTE, MOBHUIICH MPHUEM Ha IUIOJOBE H
3eNIeHYYIH ).

HpI/I JIMIICAa Ha JOCTAaThYCH e(i)eKT € YMCCTHO IIPUJIAraHCeTO Ha JICKAPCTBCHU IMPOJAYKTH.

ACE-nunxudéuropure ca cpeJICTBa Ha MbpBHU U300p npu naruenty ¢ MC, ocoGeHo mpu
JIMIIaTa C BBIIIEXUAPATHU HAPYILIEHHs U/UIH IPOTEUHYPHS

AT1-penentopuu 0;10kepu ca antepHaruBa Ha ACE-unxuOutopure npu u3sBa Ha
HEeXeJlaHU PeaklMM B X0/1a Ha JIEUEHUETO C TIX

Jluyperunmre ca CpeJCTBO Ha BTOpU M300p, Kato Bojema e komOuHanusata ACE-
nHXuouTOp/AT-1-0M0KEp+INypPETUK TMPH JICUSHHETO HA MALlUEHT

[Ipenmountann ca MO-HOBUTE JIEKapCcTBEHM npoAykth oT rpynara Ha ACE
MHXUOUTOpUTE TIOPaAM JOMBIHUTEIHUTE UM OJaronpusTHU e(pekTH U3BBH
AHTUXUIIEPTEH3UBHOTO JIEHCTBUE

IMponyxru: Enalapril, Lisinopril, Benazepril, Quinapril, Trandorapril, Ramipril,
Perindopril, Cilazapril, Fosinopril

J1030B peskuM: U3I0JI3BAT ce B OOMUYAHUTE UM JI03H, C U3KIIIOYCHHE Ha CIIyJauTe Mpu
NAIMEeHTH ChC 3axapeH AuabeT U HOPMOTOHHS, IPU KOUTO Ce BKIIIOUBA HUCKA 1032
ACE uHXHOUTOp € 1esT peHONIPOTEKIHSL.



12.9. Aumuazpezanmna mepanus:

[Mauenture ¢ MC  OOMKHOBEHO HWMaT W  [OBUIIEHM CTOMHOCTH Ha
NMPOKOAryJAIMOHHUTE (paKTOpPH.

[TpopumnakTukata Ha HPOTPOMOOTHYHOTO CHCTOSHHUE H3UCKBA HA IBPBO MSCTO
IIPOMSIHA B CTHJIA HA )KUBOT U PEAYKLUS HA TETJIOTO.

[Tpu 6omum Hag 40 rogunu u npu nanuenTd ¢ 10 — roaummen puck Hax 10% u naumnca
Ha koHTpanHaukanuu KbBIMC npenopbuBa npuiioxeHne Ha HUCKH 1034 actiupud 100
mg Beuep

MeTa00JIMTeH CHHAPOM — MPOCJIeAsiBaHe

Cxkpununr 3a komnoHeHTuTe Ha MC (0OuKOIKa Ha TajausaTa, apTepUaIHO HallAraHe,
munuaeH npodui, KpbBHA 3axap Ha IVIaJHO) MpPU MAMEHTUTE C €IWH WIN TOBEYe
puckoBu ¢akropu, 6e3 pazrbpHaT MC - BeIHbk FOJIUIITHO.

IIpn muna ¢ npenuaber (IFG/IGT) cnexnBa na ObAaT u3clieBaHU 3a €BEHTYyallHA
mporpecust 10 KIMHUYHO wu3pazeH 3J[2 cbhIO0 BEIHBXK TOJMWIIHO - OpaJieH

TJIFOKO30TOJIEPAHTEH TECT.
12.10.  Jleuenue na xunepypuxemuama:

[Ipu manmenTH ¢ MeTabOJIUTEH CUHAPOM YECTO C€ HAOII0jaBa XUIIEPYPUKEMUSs, KOSITO
cieBa Ja ce TMOBIMSABAa II'bpPBOHAYANHO upe3 HedapmakonorndyHu wmepku. [Ipu
HEeZO0CTaThueH ePeKT MOXKE /1a C€ U3IOJI3BAT JIEKAPCTBEHH MPOIYKTH KaTO:

Allopurinol:

- Ilokazanms [] Bcuuku opMu Ha XUNEpypUKEMUs MPH JIMla Haja 18 roauHu, KOUTO
HE ce KOHTPOJIUpAT C IMEeTa, BKIIOUUTEIHO BTOPUYHA XUIIEPYPUKEMUS OT Pa3InyeH
MPOU3XO0/ U KIIMHUYHU YCIOXKHEHHS Ha XUIIEPYPUKEMUYHU ChCTOSTHUS.

- Mo3u [ neuenuero c allopurinol tpsOBa na ce 3amouBa ¢ HUCKA 032 — HAPUMED
100mr, kaTo mo3ara TpsAOBa Ja ce MOBHIIABA CaMO IIPH JIUIICA HA T0OBP OTTOBOP OT
CTpaHa Ha cepyMHUTe ypaTH. [loBHIIEHO BHMMaHWE ce Hajara TpW yBpelIeHa
0b0peuna pynkuud. Ilpu nexka xunepypukemus ce mpemnopbuBaTr 103U okoio 100-
200mr/n, psiAKO MpHU MAUMEHTH ¢ METaOOJIUTEH CHHIPOM Ce Hajara Je4eHue C IOo-
BUCcOKH 1034 300-600Mr, npuiaraHu Npu yMepeHo TeXKKa XUIEPYPUKEMHUSI.

- Konrpaunaukaumu [JCBpbXUyBCTBUTETHOCT, OpeMEHHOCT, KbpMeHe. lloBuiieHo
BHHUMaHUE € He0OXO0AMMO MPHU YEPHOAPOOHO MM OBOPEUHO YBpEXKIaHe, KAKTO U MPHU
ynotpeba cbBMecTHO ¢ ACE MHXuOUTOpH MU TNypeTHIH.

- Hexenanm nexkapcrBenn peakuuu [ QypyHKOI03a, XeMaTOJIOTMYHH HapyIIECHUS,
BJOIIaBaHE Ha  METAa0OJUTHUTE  TOKa3aTend, aHAQWIAKTHYHU  PEaKluu,
HEBPOJIOTUYHHU, ChPJICYHO-CHJIOBH, OUHU HAPYIICHUS U JP.

Febuxostat



- Iloka3anus: JeueHHE Ha XPOHUYHA XUTICPYPUKEMHSI TIPU ChCTOSIHUS, TPU KOUTO BEeUe
€ HaCTBIIWIO OTJIaraHe Ha ypaTd (BKIIOYHTEIHO aHAMHE3a WIM Hajudue Ha Tohu
W/WAJTY TIOIarpO3€H apTPHT)

- Jlo3u - [IpenopbuBanata mo3a Febuxostat e 80 mg eauH IbT JHEBHO, HE3aBUCHUMO OT
XpaHara. AKO MUKOYHATa KHCeIruHa B cepyma € > 357umol/l criien 2-4 cemmuiiu, Moxe
na ce oOmucin npuiaradero Ha Febuxostat 120 mg equH BT THEBHO.

- KonTpanHaukanmmm -CBPbXYyBCTBUTEIHOCT, OpEMEHHOCT, KbpMeHe. IloBumieHo
BHUMaHHE € HEOOXOIUMO NpHU YepHOApoOHO uian OBOpeuHo yBpexnane. He ce
npenopbyBa Jedenue ¢ Febuxostat mpu marueHTn ¢ ucxeMu4Ha O0JIeCT Ha CHPLETO
WITH 3aCTOWHA ChPJCYHA HEJOCTAThYHOCT.

- Hexenanm J1eKpcTBeHM peakluu [] Haif-4ecTo chOOIIaBaHUTE HEXKEIAHH PEaKIHH
cropes KJIMHUYHM M3NUTBaHUS U CHOOPA3HO IOCTMApKETUHIOBUTE JIaHHU ca:
NOJAarpo3HM TPUCTBIIM, aOHOPMHA 4YepHOIpoOHAa (QYHKIMS, gUapusi, TaJcHE,
riaBo0onue, 00puB U OTOK; PsAIKO criopes MOCTMapKETUHIOBUS OIIUT ca Bb3HUKBAIN
CEPHO3HU PEaKIMU Ha CBPBXYYBCTBUTEIHOCT KbM Febuxostat, Hskou oT kourto ca
OMIIM CBBP3aHU CbC CUCTEMHHU CUMITOMH.

13. BATIBCTSABAHE
13.1. Onpenenenne

HUTM, kr/m?
[TogHOpMEHO TETrIo <185
Hopwmanno Terno 18.5-24.9
Hannopmeno Terio 25-29.9
BaTirbcTsBaHe | cT 30.0-34.9
3atnbecrsaBane |l cr 35-39.9
3aTnecTaBane Il ct > 40

Bucuepanno 3atnbersiBaHe - oOMKoika Ha Tanus >94 cMm mpu Mbxe u >80
cMm nipu HeOpemennu xxenu (IDF, 2005).

13.2. JImarHocTu4eH U JeyedeH MoAX0/ MPH 3aT.IHCTSIBaAHE



HUTM, kr/m? |Tajusi, cMm Tamusi, cv  [IIpuapy:xaBamm
Mpbaxe <94 Mbxke >94  |3a00ss1BaHus
Kenn <80 Kenu > 80

25-29.9 I[MTHX [MHX I[MHX + ®

30.0-34.9 [MTHX I[THX £ © I[MHX + ©

35-39.9 IMTHX + ® IMHX + © IMHX+td+X

>40 IMHKX+tDO+£ X [[THK+D £ X [ITHK+D £ X

IIH)K - Ilpomana 6 HauuHa HaA JHCUBOM  /XpaneHe, ¢husuuecka

axmuenocm/;,  @- @apmaxomepanus, X-xupypeus
13.2.1. Orlistat

Nuxubutop Ha  CTOMAIIHO-YPEBHUTE  JIMMA3M,  MOTHCKA

XUAPOJIU3UPAHETO Ha TPUTJIULIEPUANUTE 10 CBOOOIHU

MAaCTHHU KUCCJIMHHU U MOHOITTMLICpU U

e [lokasaHn 3a JieueHre Ha 3aTIBCTABAHE MpH nanmentu ¢ UTM > 30
Kr/M2 wim MalMUEHTH ¢ HaJHOpMEHO Terjo u U'TM > 28 Kr/M2 npu
CBHIIPOBOXKIAIIN PUCKOBH (PaKTOPH

e ll3mon3Ba ce KaTo JOMBJIHEHUE KM JIEKO XUITOKAJIOpUYHA JHETa /C
30% xanopuu OT Ma3HHHH, OoraTta HA IUJTI0JIOBE U
3eneHuYyl. [[HeBHUST mpreM Ha Ma3HUHH, BIVIEXUAPATH U OENTHIN
TpsiOBa 1a Ob/ie pasnpeenieH B TPUTE OCHOBHU XpaHeHus JleueHueTo
Ja ce mpekpatu crnel 12 ceaMHIM aKo MAIMEHTUTE HE ca YCHelnu
Jla HaMaJAT TErJI0TO CU € HE O-MaJIKO OT 5% B CpaBHEHUE C
U3XO/IHOTO
Jo3upoBka: 120 Mr HEMOCPEICTBEHO MPE/IH, 10 BpeMe Wi 10 1 9ac cien BCAKo
OCHOBHO XpaHeHe. J[o3u Haj 3x120 Mr/aH HIMaT 10N'bJIHUTENEH OJaronpusTeH
Edexr. Mexay OCHOBHUTE XpaHEHHUs Jla ce H30ArBa mpuemMa Ha XpaHH,
CBIBPIKAIII
Ma3HUHU AKO C€ IPOITYCHE XPaHEHE WJIU CE€ MPUEME XPaHEHE, KOETO HE ChIIPhKa
Ma3HHUHU, HE € He0OXO0IUMO Ja ce IpreMa
KonTpannankanmu: XxpoHU4Ha ManadcopOIIvs, XoecTa3a, KbpMeHe,
CBPBbXYYBCTBUTEITHOCT
* CrpaHuyHHu e(eKTH: TIO-YECTU WU CIEIIHM MO3UBH 32 AedeKalus, OTAeIsTHE
Ha Ma3HWHU U Ma3HU U3MPAXHEHUS /0COOCHO B HAYAJIOTO HA JICYCHUETO U MIPH
KOHCyMHpaHe Ha XpaHa, 0oraTa Ha Ma3HHHH/; HAMaJsIBa pe30pOIMsaTa Ha MacTo
pa3TBOPUMH BUTAMUHHU.



13.2.2. Naltrexon/Bupropion

Ta0JETKH, ChABPKAIIN 8 ME HATTPEKCOH (L-OMUOUICH PEIIENTOPEH aHTArOHUCT) U
90 mg  OympomuoH (aTUNUYEH AHTHACIIPECAHT, CEJICKTUBEH WHXHOUTOpP Ha
00paTHOTO 3axBalllaHe Ha HOPEMHE(PHUH U IOTIAMUH OT HEBPOHUTE)

o Iloxazanus: Naltrexon/Bupropion e mokasan KaTo JOMbIHEHHE KbM HHCKOKAIOpPHIiHA
JMeTa W MOBHIIEHA (PU3MUYECKa aKTUBHOCT 3a KOHTPOJ Ha TErJIOTO IMPHU BB3PACTHHU
NAIUEHTH C Ha4YaJIeH MHJIeKC Ha TenecHaTta Maca (M1TM)

* > 30 kg/m? (3aTuIbCTABAHE), WIH

*> 27 kg/m? no < 30 kg/m? npu HanMuue HA €IHO WJIM NOBEYE CBBP3aHH C TEIJIOTO
CBIIPOBOXKJAIM 3a00Js1BaHus (Hamp. quadeT TUH 2, AUCTUITUACMUS UM KOHTPOJIMPaHa
xunepronus. Jleuenunero TpsOBa aa ce npekparu ciaen 16 cenMuiu, ako NalUeHThT He
e 3aryous none 5% OT Ha4aJIHOTO CH TETJIO.

¢ Jlo3upoBka [] HavanHarta g03a € | TabneTka JHEBHO CYTPUH 3a €IHA CEAMHMIIA, CIE]
ToBa npe3 Cenmuiia 2 — eHa TabJeTKa CYTpUH U e1Ha TabneTka Beedyep, Ceamuna 3 —
nBe TaOJeTKU CyTpUH | efHa Tadserka Beuep u Ceamuna 4 — Be TaOJIETKU CYTPUH U
JIBE TAOJICTKU BEUep.

e [IporuBomokazanmsi  []  cBpbXxuyBcTBHTENHOCT  KbM  Naltrexon/Bupropion,
HEKOHTPOJIMpaHa XHUIIEPTOHHS, aHAMHE3a 3a T'bpPUOBE, OHIIOISPHO pA3CTPOICTBO,
OynMMUsT WJIM aHOPEKCHs HEpBO3a, OCTpa ajKOXOJNHAa WM OEH30aMa3enuHOBa
aOCTUHEHIIMS, XPOHMYHA 3aBUCUMOCT OT ONHOMIH, TEpMHHATHA OBOpeuHa
HEJIOCTaThYHOCT, TeKKO YePHOAPOOHO yBpexaaHe, teueHne ¢ MAO uHxuOUTOpPH (110
14 mHM criex mpeycTaHOBsSIBaHE Ha JICYUCHUETO), OpEMEHHOCT, KbpMEHE.

e Hexxenanu JexkapcTBeHHM peakuuMl] TOBHUIIEH PHUCK OT CYWLHJIHO IIOBEIEHUE,
aJIEprUYHU PEaKI1H, T'bPUOBE, IOBUILIEHO apTEPUAITHO HAJIATaHe, 0e3ChbHUE, CTOMAIITHO-
YpEeBHHU MPOSBU — rajieHe, 00cTumamus, NoBpblllaHe, 3amaiiBaHe, CyxoTa B ycTaTa.

13.2.3. Liraglutide 3 mg

Liraglutide 3 mg [ mpeaBapuTejHO HANMbJHEHA NMHCAJKA, ChAbpXkKama 18 mg
liraglutide B3 ml.

o [loxa3zanus: Liraglutide 3 mg e mokazaH KaTo JOMBIHEHHWE KbM HHUCKOKAJIOPHUYHA
JIMETa U PeXHUM C MOBUILIEHA (PU3NUECKa aKTUBHOCT 32 KOHTPOJIUPAHE Ha TErJIOTO MPH
BB3PACTHU MALMEHTH C TbPBOHAYAJIEH MHJIEKC Ha TenecHata Maca (MTM)

> 30 kg/m? (3aTIbCTSABaAHE), WK

» >27kg/m? no < 30 kg/m? npu HanM4Yue HA TOHE €IHO CHITHTCTBAILO 3a00JIsIBaHE, KATO
TUCTIUKeMUs (Mpennader Wid 3axXapeH AUaleT THM 2), XUMEPTOHUS, TUCTUITHIEMUS
WM 00CTPYKTUBHA ChHHA amHes. Jleuenuero c¢ Liraglutide tpsosa na ce mpeycraHoBu
cien 12 cegmuum mnpu no3a 3,0 mg/oeH, ako NalMEeHTHTE HE ca HaMaJWIIH
II'bPBOHAYAIIHOTO CH TEJIECHO TETJIo ¢ noHe 5%.



e /lo3upoBka: HauvanHara no3a € 0,6 mg AHEBHO 3a MOJAKOXHO mpuioxeHue. Jlo3ara
TpsiOBa 1a ce yBenuuu 10 3,0 mg AHEBHO HA cTHIKK OT 0,6 Mg, HA HHTEPBAIU OT MTOHE
€Ha CeIMMIA, 3a Ja ce NoJ0o0puM  CTOMAIIHO-YpeBHATa IOHOCUMOCT. AKO
MOBUILIABAHETO O CJE/BallaTa /1032 HE CE IIOHACH 3a JBE II0CIEA0BATEIHHN CEAMMIIH,
cieiBa Jja ce OOMMCIM NIPeyCTaHOBsIBaHE Ha JieueHueto. He ce mpenopbuBaT THEBHU
no3u Hax 3,0 mg/THEBHO.

e [IpoTuBONOKA3aHUsI: CBPHXYYBCTBHTEIHOCT KbM Liraglutide mnm xbM HsAKOE OT
MIOMOIIHUATE BEIIECTBa, OPEMEHHOCT, KbPMEHE;

e Heikenanu JiekapCTBeHM PeaKIMH. XUTIOTJIMKEMHs, CTOMAIIHO-YPEBHHU OILJIAKBAHUS,
XOJICJINTHAa3a, IaHKPCATUT, XOJICHUCTUT, TaXUKaAPAU, aHa(bI/IHaKTI/I‘IHa peaKkuusi, oCTpa
OpOpevHa HeJICTaThYHOCT.

13.2.4 Semaglutide 2.4 mg
Semaglutide 0.25 mg FlexTouch; Semaglutide 0.5 mg FlexTouch; Semaglutide 1.0 mg
Flex-Touch;
Semaglutide 1.7 mg FlexTouch; Semaglutide 2.4 mg FlexTouch nnHxexkumonen
Pa3TBOP B NMPeIBAPUTETHO HANIbJIHEHA MUCAJIKA
Iloka3anus:
Br3pactan
Semaglutide 2.4 mg e mokazaH KaTo JOIbIHEHNE KbM HUCKOKAJIOPUYHA JIUETa U PEXKHUM C
NoBHIIEHa (U3MYecKa aKTUBHOCT 3a KOHTPOJMPAHE HA TETJIOTO, BKIIOYHTEIHO 3a
HaMaJsiBaHe Ha TETJIO U MOAbpIKaHe Ha TErJIOTO, IPU Bb3PACTHU C IbPBOHAYATICH HHICKC
Ha TenecHaTta maca (MTM)
e > 30 kg/m? (3aTIbCTSBAHE), HIH
e> 27 kg/m? no <30 kg/m? (HagHOPMEHO TErNo) MpH HANMYME Ha TIOHE €JIHO,
CBBP3aHO C TEIJIOTO CHITBTCTBAIIO 3a00JsBaHE, KaTO JUCTIMKeMHUs (mpeauader
WIM 3aXapeH AualeT TUIl 2), XUMIePTOHUS, TUCIUIUIEMUs, OOCTPYKTHBHA ChHHA
amHes! WK ChbpJeYHOCHI0BO 3a00JIIBaHE
HOnomm (>12 roaunm)
Semaglutide 2.4 mg e nmokazaH KaTo JONbJIHEHNE KbM HUCKOKAJIOPUYHA JIUETa U PEXKHUM C
MOBHIIIEHA (PU3NYECKA aKTUBHOCT 32 KOHTPOJIMPAaHE Ha TErJI0TO MPH FOHOIIM Ha U Haj 12-
TOMIITHA BB3PACT ChC 3aTIbCTABAaHE™ U TesecHO Terio Haj 60 kg. Jleuenuero Tpsa6Ba aa
ce MPEeyCTaHOBH, aKo oHomHUTe He ca peayuupanu UTM ¢ mone 5% cnen 12-cenmudno
JIeYSHHE C J103a OT 2.4 MT WM ¢ MAaKCUMAaJIHO TOJIEpUpaHa J103a.
Ho3upoBka: Ilommrbpxkamara g03a Ha Semaglutide e 2.4 mg BeaHBXK CEAMUYHO
MOJIKO’KHO. 32 HaMaJIsIBAHE HAa BEPOSTHOCTTA OT raCTPO-WHTECTUHAIIHU CUMIITOMH, J103aTa
TpsiIOBa Ja ce yBeIM4YH 3a repuoja oT 16 cemmuim upe3 craptupane ¢ no3a 0.25 mg 3a 4
ceaMuIM, nocnensana ot ao3a 0.5 mg 3a 4 cenmuny, 1.0 mg 3a 4 cenmuiy, 1.7 mg 3a 4
cenMuIi. B ciyuail Ha cepuoO3HM racTpo-WHTECTHHAJIHU CHUMIITOMHM, TpsOBa Ja ce MMa
npenBu 3a0aBsiHE HAa yBeNTMYaBaHe Ha J103aTa UM HaMallsiBaHe Ha J03aTa JI0 peIxoHaTa
70 moj00psiBaHe Ha cumntomure. He ce mpenopbuBaT ceIMUYHU 1031 Haf 2.4 M.



[TponycHara no3a TpsiOBa Ja ce MHXKEKTHPA B paMKUTE Ha 5 THU ciien mporycHaTaTa. [Ipu
MIPOMsIHA Ha JlaTaTa Ha MHKEKTUpaHe TPsOBa Aa Ma Mepuo/1 OT MOHe 3 THU MEXAY TO3UTE.
He ce Hanara kopekius Ha 103aTa Bb3 OCHOBA Ha Bb3pacTTa.

IIpoTuBoOMOKA3aHMsI: CBPHXUYBCTBUTEIHOCT KbM Semaglutide wim kbM HAKOE OT
MTOMOIITHUTE BEIIECTBA, OPEMEHHOCT, KbpMEHE.

Hexenanm JiekapcTBeHM PpeaKIMU: CTOMAITHO-YPEBHU HAPYIICHMS, BKJIIOYBAIIU
rajieHe, Juapus, 3aleK M TOBpPBIIAHE; XOJIEJIUTHA3a, [MAHKPEATHT, XOJICLUCTHUT,
TaXuKapaus.

13.2.5 Tirzepatide 2.5 mg; Tirzepatide 5.0 mg; Tirzepatide Tirzepatide 7.5 mg;
Tirzepatide 10.0 mg;Tirzepatide 12.5 mg; Tirzepatide 15.0 Mg nH:KeKIHOHEH Pa3TBOP
B npeaBapuTeaHo HanmbaAHeHa nucanaka KwikPen (pa3spemien 3a ynorpeoa or EMA,
IYCHAT HA ObJTrapCKus na3ap, Ho He e BKJI4YeH B [1IJIC).

IMoxa3anusi: 3a KOHTPOJI HA TETJIOTO MIPH Bb3PACTHHU C:

e UTM > 30 kg/m* (3aTiabcTsIBaHE)

e UTM >27 no <30 kg/m? npu Hanuuyue Ha MOHE €THO CBbP3aHO ChC 3aTIbCTABAHETO
3a0ossiBaHe (HAmp. XUMIEPTOHUS, TUCIUIUIEMUs], CbHHA alHesl, ChPIeYHOCHI0BO
3a0onsBane, mpeanader uiu auadeT TUM 2)B KOMOMHAIUS ¢ HaMaJICHO KAJIOPUYHO
XpaHEeHe U MOoBHUIIeHa (pr3nvecKka aKTUBHOCT.

Jo3upoBka: Hauannara fo3a Ha tirzepatide e 2,5 mg noakoxHo BeAHbXK ceamuyuHo. Cnen 4
CeMUIIM J03aTa TpAOBa J1a ce YBEJIMYHU JI0 5 Mg BEIHBK CEAMUYHO. AKO € HEOOXO0IUMO,
MUHUMYM cjell 4 ceIMUIM MOYXKeE J1a CE HallpaBU YBEJIMYEHHUE HA HACTOAIATa J]03aTa Ha CTHIIKU
o 2,5 mg.

[IpenoppunTenHuTe MOAABPIKAIIM 103U ca 5 mg, 10 mg u 15 mg. Makcumanua go3a 15 mg
MOAKOKHO BEIHBXK CEAMHUYHO.

AKo elHa /1032 € MpoIlycHaTa, TS TPsAOBa Ja ce MPUIOKHU B3MOXKHO Hall-CKOPO B PAMKHUTE Ha
4 nuu.

AKo ca MUHaTH TIoBeYe OT 4 THU, He TpsAOBa Ja ce mpuiiara MporycHarara J03a U cieaBaiiara
703a TpsibBa J1a ce MPUIJIOKH B PEAOBHO IIaHupaHus JeH. [Ipu BCHUKH ciryyau MalueHTuTe
MoOrar /1a Bb300OHOBST oOUyaiiHaTa CH CXeMa Ha Mpujlaraie BEAHbXK CEIMUYHO.

JleHsiT OT cenmMuIiaTa, B KOMTO ce mpuiara tirzepatide Moxe Ja ce MpoMeHH, ako € HE00X0IUMO,
CTHTa BPEMETO MEX/y JIBE J03M Jla € Hall-MaJIKo 3 JTHU.

Tirzepatide TpsiOBa 1a ce HHKEKTHpa MOJKOXKHO B 00JacTTa Ha Kopema, O6eIpoTo Wl TopHaTa
4yacT Ha pbKaTa. J[03ara MoxXke J1a ce mpujara 1o BCsKO BpeMe Ha JIeHs, HE3aBUCUMO OT XPaHEHETO.
MecTara 3a HHXEKTUpaHe TpsiOBa J1a ce CMEHST IPU MPUIOKEHUETO Ha BCsAKa J103a.

He ce Hanara kopurupase Ha J103aTa P Bb3PaCTHH, MAIMEHTH ¢ OBOPEUHO WM YEPHOIPOOHO
YBpEXXJaHe, OCBEH MPHU TEKKH CITy4yau.

IIpoTnBONMOKA3aHUSA: CBPHXIYBCTBUTEIIHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HSIKOE OT
MTOMOUTHUTE BEILECTBA, OPEMEHHOCT U KbpMEHE

Hexenann JiekapcrBenu peaknuu: Haii-uecto cbhoOIIaBaHUTE HEXKEIAHW PEAKIUU Ca
CTOMAlIHO-YPEBHU HapYUIEHUsI U T€ ca MPEIMMHO JIEKH UM yMEpeHH 1o TexecT. Ciyyaute Ha
rajieHe, Auapusi 1 MOBPBILAHE ca ¢ MO-BUCOKA YECTOTA MO BPEME Ha MOBUILABAHE HA J103aTa U
HaMaJIsIBaT ¢ TEYCHHUE HA BPEMETO.



14, MPEAUABET (R73.0) - Hapymena raukemusi Ha riaaano (R73.1), Hapymen
rJII0K03eH Tojepanc(R73.2)

[Tpennaber 3aeMa MEXAWMHHO MSCTO MEXIYy HOpMajHAaTa KPbBHA 3axap M 3axapHUs
nuabeT W BKIIOYBA JBE CHCTOSIHUS — HapyIICHA T[NIMKEMHs Ha TJIAJHO U HapYIICH
rioko3eH tonepanc. C30 mpuema CTOMHOCT Ha TIa3MeHa rioko3a 6.1 mmol/l kato
rOpHA TpaHMIla Ha HOpMaTa 3a IUIa3MeHa IIII0K03a, KOeTo ce Oa3upa Ha ¢axTa, 4e Hax
Ta3W CTOHMHOCT € HaOJI0JaBaHO MPOTPECHBHO HApAacTBAaHE HAa PHCKAa OT pa3BUTHE HA
MUKPO- U MaKpOCHAOBU yCIOKHEHUS.

3a mocTaBsiHE Ha IMarHo3a npeauadeT ce MpoBeXKaa U3cieABaHe Ha IJIa3MeHa TII0K03a B
X0J1a Ha CTaHJapTeH opayieH rimroko3o-tosepanceH tect (OI'TT) cbe 751 riroko3a.

Kpurepun 3a nuarHoza Ha pa3jMyHU CTENEHM Ha TIIOKO3CH TOJIepaHC Ha Oa3ara Ha
MJIa3MeHa III0KO03a Ha r1aJHo U Ha 2-s yac B xona Ha OI'TT (C30, 2006).

L HOpMaJ'[eH INIIOKO3€H TOJIEpaHC

ILUIa3MEHa TIFOK03a Ha TJIaHO < 6.1 mmol/l
"
1a3MeHa rioko3a Ha 2-s yac npu OI'TT < 7.8 mmol/l

e Hapymena rimkemus Ha riaagno (HI'T)

IUIa3MEHA TITF0K03a Ha TIaJIHO 6.1-6.9 mmol/l
U (aKo e u3cieBaHa)
IUIa3MeHa IIoko3a Ha 2-51 yac ipu OI'TT < 7.8 mmol/l

e Hapyumen ritoko3en tosepanc (HI'T)

TUIa3MeHa IIII0K03a Ha IJIaIHO < 7.0 mmol/l
u
TU1a3MeHa Iroko3a Ha 2-s1 yac pu OI'TT >7.8 u <11.1 mmol/l

e 3axapen quader

[J1a3MeHa TIF0KO03a Ha TIaIHO > 7.0 mmol/l
30051
IIa3MeHa riroKo3a Ha 2-s yac npu OI'TT > 11.1 mmol/l

Awmepukanckata J[nabetna Acormarms npuema u HuBo Ha HbALc 5.7-6.4% kato
JIMarHOCTUYEH KpUTEpHUH 3a penader.

[To nannu Ha Mexaynapoanara Jluaberna @enepanus (IDF) nonacrosiiem ¢ HapylieH
TJIFOKO3€H TOJIepaHc ca 352 MUIMOHa Iy MO cBeTa, Wik 7.3% OT HaCeJIeHHEeTO Ha
BB3pacT Mexay 20 u 79 roguHu, Kato ce oyaksa rnpe3 2045r. OposT UM J1a ce yBeIudu 10
531 munmona nymm, win 8.3% ot HaceneHnuero. M nBere mpennabeTHU ChCTOSHUS ca
CBBbP3aHH HE CaMO C ITOBUIIEH PUCK 3a OB/EII0 pa3BUTHE HA 3aXapeH uabeT, HO U C PUCK
3a pa3BUTHE Ha ChpAECYHO- ChJOBU 3a0oisBaHMs. ViMa 1aHHU 3a HalU4Me U Ha JIPYyTU
YCIOXKHEHUS TIpH JIBeTe NpeauadeTHH CBCTOSHUS - Hepomatusi, HEBpOIaTHs,
pPETHHONATHS.

[TpenuabeTHHUTE CHCTOSAHU ca 0OpaTUMHU. J[aHHUTE OT peauIa MPOyYBaHUs TIOKA3Bar, e



ype3 aKkTHBHA Hameca B Ta3u (a3a - ype3 MpoMsHAa B HayMHA Ha XUBOT U MpPHU
HEOOXOUMOCT BKJIIOUBAHE Ha OMNPEIEICHHM JIEKAPCTBEHHU NPOAYKTHU, € BB3MONKHO
o0paTHO pa3BUTHE U

IpEeBEHIMs Ha IPexo/a Ha npenuadeT B 3axapeH Auader. MeraaHanu3 Ha 8 IpOy4YBaHUs
C MIPWIOKCHHE Ha JUeTa U (pr3uvecKka akTUBHOCT CPABHEHH ChC CTAHIAPTHH MPETIOPHKH,
U 2 mpoydyBaHHWS C NPUIOKEHHE caMO Ha JueTa Wid (U3NYeCKa aKTHBHOCT, C
MPOIBIDKUTEHOCT OT 1 10 6 TOIMHU, € YCTAHOBHJI CHHKEHHE Ha PUCKA OT pa3BUTHE Ha
nuabet ¢ 37% c nueta u pusMUecka aKTUBHOCT CHPSMO CTaHJAPTHU MPETIOPHKH.
Jlanaute OT penuua NpOy4YBAHUS IIOKa3BaT, Y€ 4Ype3 MPUIOKEHHE Ha peaula
aekapcTBenn npoayktu (metformin, acarbose, orlistat, thiazolidinediones, liraglutide) e
BB3MOXKHO 00paTHO pazButue Ha HI'T u HI'T u npeBeHIus Ha Ipexo1 Ha T€3H ChCTOSTHUS
KbM 3axapeH Juader.

TepaneBTUYCH MOAX0]] IPU MPEIUAOCTHH ChCTOSHHUS:
1. TIpomsiHa B HaYMHA HA )KUBOT
2. Metformin (500mg, 850 mg, 1000 mg) — npenopbsyBa ce KOraro ¢ MpoMsHa B
HAYMHA HA )KUBOT HE Ca NMOCTUTHATH IIEJTUTE TI0 OTHOIIIEHUE Ha MOJ00psBaHEe HA
TJIFOKO3HUS TOJIEPAHC; MPEMophyBa ce KaTo CPEJCTBO 3a MPEBEHIIHS Ha 3aXapeH
nrabeT BbB BCUYKH MEXTYHAPOJIHU PHKOBOJICTBA
3. Acarbose (100 mg) - Moske 1a ce ©Ma IPEIBHU/I 3a IPEBEHIU Ha 3aXapeH AUa0eT THUIT 2

IIPU JIMLIA, KOUTO sl TOHACAT J100pe.

15. JEYEHUE HA 3AXAPEH JJMABET THUII 1 (E10.2, E10.3, E10.4, E10.5, E10.9)

I[lo pmanam Ha Mexaynapoanara Jluaberna @Deneparus (IDF) mpes 2021r.
3abossBaneTo 3acsra 537 munuona aymwm 1o cBera wim 10.5% OT HaceneHHWETO Ha
BB3pacT Mexay 20 u 79 ToauHM, ¥ TPOTHO3UTE ca OPOST UM J1a TOCTUTHE 783 MIIIMOHA
nyu npe3 2045r. unn 12.2% ot HaceneHuneTo. 3axapHusT AuadeT e riiodaneH mpobiem,
KOITO 3acsra u Hamara ctpaHa. [lonacrosimem B bbarapus uma oxono 519 300 gymm
ChC 3axapeH uabert, koeTo mpeacrasisaBa 9.9% ot HaceneHHETo Ha Bb3pacT Mexay 20
10 79 roguHM.

Oxoio 10% oT manueHTuTe CTpaaar OT 3axapeH auadet tvir 1.

3axapeH AualeT Tun 1 e XpoHUYHO 3a00Js1BaHe, IIPHU KOETO ce HabJi0/1aBa 1eCTPYKLUS
Ha 0OeTa KJIETKHTE Ha ITaHKpeaca C MOCTETIEHHO OTMaaHe HAa HHCYINHOBATa CEKPEIHS.
[Topanu TOBa Te€3M MAIMEHTH CE HYXIAAT OT 3aMECTUTEITHO JICYCHUE C UHCYIIMH.

15.1.Uncynunosu npodykmu, unscekmupane u ooyuenue

HNHCcyIMHOBH JIeKApCTBEHH MPOAYKTH

e YoBeNIKN NHCYJIMHOBH JIEKAPCTBEHU MPOLYKTH



o bbp3oaeticteamu — Insulin human
o HWarepmenuepnu - Insulun human NPH

o MHWacynuHOBHM cMecu (NIpeABApUTEIIHO CMECEHH WHCYJIMHOBH JICKAPCTBEHH
npoayktr) — Insulin human

e AHajorosu HWHCYJIMHOBHU JICKAPCTBCHU IIPOAYKTH
o bopzogetictBamu — Insulin lispro, Insulin aspart, Insulin glulisine
u m1o-0bp30 aeiictBamy - Insulin lispro, Insulin aspart
o baszamuau — Insulin glargine, Insulin detemir, Insulin glargine 3001U/ml, degludec
o Amnanorosu cmecu — Insulin aspart, Insulin lispro, Insulin degludec/insulin aspart

IIpenopnuBa ce:

o IIpoBexnane Ha WHTEH3U(HULIHUPAHO MHCYIMHOBO JIeUeHUE C OBp30AercTBAaIL
WHCYJIMH/aHAJIOT TIPEIN BCSIKO XpaHeHe u 6azanen NPH uHCyIMH/MHCYIHMHOB
aHaJIOT, OCBEH B CIIy4auTe KOraro:

TIALMEHTHT HE KeJae MPOBEeXJaHe Ha MHTEH3U(ULUpPaHO
JIEYEHNE; I'bBKABOCTTA B €KEIHEBUETO HE € OT 3HAYCHHUE;
TIPY BUCOK CEKPETOPEH KanaluTeT (PEMUCHUS — MEJIEH Mecell);

I[To BpemMe Ha peMHCHS MOXE Ja C€ MpWIaraT caMo HHTEPMEIHECPEH
WHCYIMH/0a3aJIeH aHaJIoT, camMO OBp30ACHCTBANl HWHCYJIMH/aHAJIOT, WU
KOHBCHIIMOHAJTHA/aHAIIOTOBAa CMEC.

o MecTa Ha UHXKEKTUpaHE - HHKEKTUPAaHe Ha ObP30/AelicTBaI] UHCYINH/aHATIOT
B KOpPEMHATa CTCHA, a HAa MHTCPMEAMCPHU WHCYIMHHU/0A3aJIHA aHAJIO3U — B
Oenpara; mpenopbhYBa CE CMsIHA HA WHKEKIIMOHHUTE MECTa B T€3H 00J1acTH;

o OOyueHue Ha aIMEHTa OTHOCHO:

‘paboTa ¢ MHKEKIMOHHUTE YCTPOWCTBA, BKIIOYUTEIIHO
pecycnienaupane Ha NPH uHCynuH/MHCYIMHOBA CMEC/aHaIoroBa CMeEC;
.CbXpPaHCHUEC HAa NHCYJIMHA; XapaKTCPHUCTUKUTC HA PA3JIUIHUTEC
WHCYJIIMHOBH MPOAYKTH, IPOMSIHA B TO3UPOBKUTE HA MHCYJIMHA CIIOPE]
obOema mpueTa xpaHa U (pu3ndeckaTa akTUBHOCT U Bb3MOXKHOCT 32
'CaMOCTOSITEJIHO HarJacsiBaHEe Ha JO3UTE; MPOBEXKIAHE HA aJIeKBATEH
CaMOKOHTPOJI;

'CTIPABSIHE C XUIOTJIMKEMHMUS;

'C(I)CKTI/IBHO CIIpaBsIHC C 1114a6eTa IIpH IIBTYBAHE U 11O BPEMC Ha 38.6OJ'I}IB8.HC;

15.1.1. Onpeoensane na uncynunogume HyHcou — 00UU NOCMAHOBKU

o HWHcynmuHOBUTE JTO3UPOBKH Ce OMPECIIAT Ha 0a3ara Ha PeKUMa Ha XpaHEHEe U
(1)I/I3I/I‘I6CK3 AdKTHUBHOCT, KaKTO U Ha 6a3aTa Ha npenmecmam OIINT C I/IHCYJ’II/IH
10 OTHOIIIEHUE Ha OOIIM HHCYJIMHOBU HYXKIH (J1a HE ce M3IT0JI3Ba ONPEICIISTHE
Ha JI03UTe Ha 0Oa3aTra Ha TEJIECHOTO TETJI0), JECHOHOIIHMU BapHallid Ha
I/IHCYJ'H/IHOBI/ITC HY)K}II/I, dHaMHE€3a 3a XUIIOIJIMKEMUU, CBCTOSSHUEC Ha
WH)KEKIIMOHHUTE MECTA;



©) I/IHCYJ'II/IHOBI/ITG J03K C€ KOpUrupar Taka, 4€ € T4X Ja C€ IMMOCTUraT yrTouHCHHUTC
IpUOCIIHU HMBA 3a KOHTPOJI U Jia CC n30ArBaT XHUIIOTJIMKEMUU

o OO6wuuaiiHo 60a3aJIHUTE HYXKIIU TpecTaBIsaBaT okosao 50% ot obmara 103a;

15.1.2. Ilpunoscenue na 6vp300eiicmeanii UHCYIUHOBU AHANO3U

o bpp3oxelicTBamuTe MHCYJIMHOBH aHalO3M MMAaT peauua MpeAuMCTBa Ipen
Obp30ACHCTBAIMTE YOBEIIKM HWHCYJIMHM M IPU IPAaBUIHO M3IOJI3BaHE
IpEJCTaBIsIBAT CEpUO3HAa Kpadka HalpeJ B OCUIYpsSBAHETO Ha IIO-
(U3M0JIOrUEH HHCYIIMHOB PEKUM IIPU NALIMEHTHTE ChC 3axXapeH auader tui 1
- M0-100Bp MOCTIPAHIUANICH TJIMKEMHYEH KOHTPOJ, MO-100bp IBJIrOCPOYEH
IJIMKEMUYEH KOHTPOJI, HO-HUCBK PUCK OT XMIIOTJIMKEMMH, I'bBKABOCT U IO-
rojsiMa cBo0OJa B €XKeIHEBUETO Ha MalMeHTUTe; abcopOLuaTa UM HE 3aBHCU
OT MACTOTO Ha MH)KEKTHUPAHE;

o Hskou ocobeHocTu npu IpeMUHaBaHE OT ObP30JEHCTBAL HMHCYIMH KbM
Obp30AeiCcTBaIl HHCYIHMHOB aHAJIOT:

Jda €€ HMa INpeABUA, Y€ HYXIUTC OT OazajeH
HHTCPMCONUCPCH I/IHCYJ'II/IH/6a3aJ'IeH aHaJIoI' MOorart aa
CC IIPOMCHAIT,

TIpU TPOBEXKJAHE HA XPAaHUTEIEH PEXUM 0€3 MEKIUHHHU 3aKyCKH C
Obp30ielicTBalll MHCYJIMHOB aHAJOT € HEOO0XOIUMO KaJIOPUHUTE OT
MCKINMHHUTC 3aKYCKH Aa CC€ MPCXBBPJIAT KbM OCHOBHUTC XPAHCHUA. B
CJIy4auTe C HaJHOPMEHO TETJIO U 3aTIILCTSIBAHE TOBA HE € HEOOXOAUMO.

15.1.3. IIpunosicenue na 6a3annu uncyruHo8u aHano3u

o bazamnute HHCYJIMHOBH QaHAJIO3W Ca Cb3AaJC€HU B OIIUT 3a THPCCHEC Ha
MAaKCHMAaJIHO OJIM3KO 0 (1)I/IBI/IOJ'IOI‘I/ILIHOTO 3aMecTBaHe Ha Oa3ajaHara
HHCYJIIMHOBA CCKPCLU;

o [IlpenumcTBa Ha 0Oa3aiHUTE WHCYIMHOBH AHAIO3M MpEl HHTEPMEIHUCPHUTE
YOBEIIKM WHCYJIHHHA ca OE3BBPXOBHAT TPODOHI U MO-TPOABIDKATEIHOTO
JefiCTBHE B CpaBHEHUE C OOWYallHUTE MHTepMEAMEpHU U OaBHOJAEWCTBAIIN
WHCYJIMHOBH NPOJYKTH. Te OCHrypsiBaT Mo-100bp KOHTPOII Ha KPbBHATA 3aXap
Ha TJIJHO; MO-HUCHK PHCK OT XHUITOTTUKEMHH BKIFOUUTEIHO U HOLIEM; I10-
roJisiMa I'bBKaBOCT U CBOOO/Ia B €XKEAHEBHETO HA MAIIMCHTHUTE.

o bazanuure uncynmuHoBH aHano3u ot II remeparmus (degludec, glargine 300)

HMAaT ONpCauMCTBa MPCH OazalHUTE HHCYJIMHOBH aHAJIO3U OT | reLepanusa -
CBBbpP3aHU Ca C TO-HUCHK PUCK OT XUIIOTJIMKEMHUHU, BKJI. HOIIITHU.

15.1.4. Hazcnacsaeane na 0o3ume Ha UHCYIUHA

o Heobxomuma e mpenBapUTeIHa OLIEHKAa Ha JaHHUTE OT CAaMOKOHTpOJia Ha
KpbBHaTa 3axap U HbALC, XpaHUTETHU HAaBUIM M (U3NYECKA AaKTUBHOCT Ha
NanueHTa, BpeMETO Ha MH)KEKTHpaHe Ha MHCYJINHA, MHKEKIIMOHHATa TEXHUKA
Ha MalMeHTa U ChCTOSHUETO Ha UHKEKIIMOHHUTE MECTa.



o HarnacsBane Ha 103aTa Ha Obp30A€HCTBAI MHCYIIHH:

Jla ce ananmu3upa HMBOTO Ha KpbBHATa 3axap NpeAd WH)XEKTHPAHETO Ha
UHCYJIMHA W TpPEIH CIEABALIOTO MHXXEKTHpPAHE, KaKTO U HAJIMYHETO Ha
XUIOTIMKEMHSI MEX]Ty IBETE WH)KEKIINY;

[Tpu BHCOKa KpBbBHA 3aXap U JHIICA HA XUIOTJIUKEMHS TIPEIH TOBA — J1a Ce
YBEJIMYM J03aTa Ha uHCyauHa ¢ 10%; nmpu Hanu4Me Ha XUIOIJIMKEMUS — J1a
ce Hamainu nosata ¢ 10%;

o HarnacsBane Ha 103ara Ha Obp30A€HCTBAI AHAJIOT

Ja ce ananu3upa HUBOTO Ha KpbBHATA 3axap MOCTHpaHaUaIHO (2 yaca

Cllell TpUeM Ha XpaHa), a HE Mpeau CIeJBAIIOTO XpaHEHEe |
WH)KEKTUPAHE;

o HarnacsBane Ha go3ara Ha NPH uHCynuH npeau chH:

,I[a CC aHaJIn3Mpa HUBOTO HA KPBbBHATA 3aXap MMpeaAu CbH U IIPCIN 3aKYCKa,

U IIPHU BB3MOXXHOCT IIPE€3 HOLITA; IIPpH HeO6XOI[I/IMOCT Ja CC HarjiacsaBa
HHCYJIMHOBATa 1034,

o Harnacsgsane Ha no3aTa Ha NPH HWHCYJIMH UHXXCKTHUPAH 110 APYT'O BPpEMC:

Ja ce ananuzupa KpbBHO-3aXapHUs MPO(UI /HATUUKUE HA XUITOTJIMKEMHUS
3a mepuoa oT 12 yaca cien MHKEKTUPAHETO; Ja Ce MPEleHH OYaKBaH
edeKT Ha OpYrd MHCYJIMHOBU JIEKAPCTBEHH MPOAYKTH, WHKEKTHUPAHU

IIpE€3 TO3U IICPUO; IIpH H606XOI[I/IMOCT Ja CC HarjlacsdBa MHCYJIMHOBATA
J03a.

o HarnacsaBane Ha j03aTa Ha Oa3zajcH HWHCYJIMHOB aHAJIOT:

‘bazamaute HWHCYJIMHOBU aHAJIO3W 3a CAHOKPATHO MHXKXCKTHPAHC MOrat ga
ObIaT arMIMpaHd TI0 BCSKO BpeMe Ha JeHoHoumeTo. bazamHute

MHCYJIMHOBH aHAJIO3M 32 JBYKPATHO aIIMIMPAHE ce IpenopbuBa ja Obaar
MIpUJIaraHy CYTPHH U NPEAU CHH.

I[O?»I/IpOBKaTa Ha OazaaHus HWHCYJIMHOB aHAJIOT 3aBUCU OT MHIAWUBUAYAIITHUTC

JEHOHOIIIHA HYXIM; TpernopbuBa ce ga 0bae oxono 40-50% ot oOmiata
MHCYJIMHABA J1034.

15.2.I1o6edenue npu xunoznuxemus

[ToBTapsAum ce XWUIOITMKEMUHM B OIpPENEIeHO BpEeMe Ha JIeHs O3HauyaBaT
pa3MUHaBaHE MEXJIy MHCYJIMHOBOTO JICUEHHE U XPaHUTETHHS PEXUM M (u3nueckara
AKTUBHOCT Ha MalHeHTa.

o /Jla ce aHaim3upa Janu ce MOBTApSAT IPOMEHU B XPAHUTEIHMSI DPEXKUM U
¢u3uueckaTa akTUBHOCT Ha IMAllMEHTa; aKo € Taka Ja ce KOpUrupa jo3ara Ha
MHCYJIMHA CbOTBETHO Ha T€3H IPOMEHU;

o Jla ce wumar mnpeaBUa M NPOMEHUM B HHCYJMHOBaTa YYBCTBUTEIHOCT
(BB3pacT/ObOpeUHr yBpeXKAaHUS/ APYTH €HIOKPUHHY 3a00IsIBaHMS );

o I[a CC ThPCAT NPUYNHU 3a XUIIOTJIMKCMUS: HpOHyCHaTO/ MMPOMCHCHO XPaHCHEC UJIN



MCXKIWMHHAa 3aKyCKa, HCOYaKBaHa (‘bI/ISI/IquKa AKTUBHOCT, IMPUEM Ha aJIKOXOJI,
IIPOMCHHN B MECTaTa Ha HWHXXCKTHPAHC, poTalMsd Ha HHXCKIMOHHUTEC MCECTA,
TpCHIKKW IIPpHU HHXCKTHUPAHCTO MM 1O03aTa, HCIPABUIHO pasnpeaciICHUEC Ha
Jao03aTa, racTpomapesa,

O Hepa3n03HaBaHeT0 Ha XUITOTIMKEMHHUTEC YECTO € HaCTUYHO 06paTI/IMO ChCTOSAHUC,

o Jlace uma mpenBU] BB3MOXXHOCTTA 32 HEPA3IIO3HATA XUIIOTJIMKEMHESI OCOOCHO ITPH
HUCHK HbA1c — CHOTBETHO Jla Ce HArIacAT J03aTa Ha WHCYJIMHA U NMPUEMBT Ha
XpaHa, 3a J]a ce OBJaJiee TaKbB MPOOJEeM; J1a ce M30sTrBa ClajlaHe Ha KPbBHATA
3axap nox 4.0 mmol/l.

Tlogeoenue npu HOWHAa XunociuKemust.

Jla ce Kopurupa BeuepHus Obp30/eiicTBall HHCYIMH IIPU BUCOKA J103a WU
KbCHO MHXEKTHpaHe, Thb KaTo TS JAONPUHACS 3a XUIIOTIIMKEMHUS MEXIy
24.00- 03.00;

Jla ce MHKeKTupa BeuepHata n03a NPH uHCynuH BB3MOKHO Hai-KbCHO
Ipean ChbH — TaKa Ce pa3feisaT e(eKTHTe Ha BeuepHUs Obp3ojeiicTBaln
nHcynvH 1 Ha NPH uncynuHa;

Jla ce mpueMe 3aKycka OT OaBHOpe30pOMpally ce BbIIEXUIPATH
BB3MOKHO Hall-KbCHO;

Jla ce IpeMHHe Ha Obp30/ieiicTBall HHCYIMHOB aHAJIOT Pean
Beuepst; 1a ce npemuHe oT NPH uHcynuH Ha 6a3anen
MHCYJIMHOB aHajIor

Tloseoenue npu xunociukemuuna koma.

Tlpu cherosiHEe Ha Oe3Ch3HAHUE Ja ce MHKEKTHpa BeHO3HO 20% Tritoko3a

wii 1 mg raoKaroH MyCKyJIHO WM 3 mg Ha3aljleH IiitokaroH. Jla ce nma
MpeBUJ HE3aI0BOJIUTENICH eeKT Ha TIIOKaroHa Mpu riaayBal MalueHT.
[a ce mpuemar BBIVIEXUIpATH Mpe3 ycTaTa clie] TOBa U Ja C€ Clieau 3a
MOBTOPHA XUIOTJIUKEMHUSI.

Ja ce oOyuar 31paBHUTE CHEIUATIMCTH U OJIM3KUTE J1a U3M0JI3BAT IIIOKAaroH
MIPU YE€CTHU XUTIOTJIMKEMHH; J]a C€ OCUTYPH TJIFOKAroH B CPOK HA TOJTHOCT.

15.3./1euenue c uncyrunoea nomna
o AnTepHaTHUBEH METO]l Ha MHTeH3U(UIIpaHa 6a3aIHO-00IyCHA HHCYIMHOBA TEPaITUs

o IlpemoppuBa ce mpu nabUIHO TPOTHYAHE HA 3axapeH auader Tum 1 u
HEMOCTUTaHEe Ha IeJTUTE Ha TTMKEeMUYeH KOHTPOJ Ha ()OHA HAa HHTCH3U(HUIHpaHa
Tepanusi ¢ MHCYJMHOBU aHAJO3U; MPHU YECTU XMUIIOTJIMKEMHUHU, BKIIOUUTEIIHO U
TEXKH; TI0 BpeMe Ha OPEeMEHHOCT U MpH IJIaHHpaHe Ha OPEeMEHHOCT

15.4. Ilenu na neyenuemo — TpsiOBa 1a ca MHAWBUAYAIM3UPAHU CIIOpPE] Bb3pacTTa Ha
NalMeHTa, ChI'BTCTBAIINUTE 3a00JsIBaHUS M YCIOXKHEHHS Ha auabera, oyakBaHaTa
IPOABIDKUTEIHOCT Ha )KUBOTA.



o HbAlc <7%

e HbAI1c 6.0-6.5% - npu nmanueHTH ¢ MajKa JaBHOCT Ha 3a00JIIBaHETO, C
rojsiMa OYakKBaHAa MPOJBDKUTEIHOCT Ha JKMBOTA, 0€3 3HAYUMO
CBhPJCYHO- CHJOBO 3a00JIIBaHE, M aKO TOBA HHMBO MOXE Ja ObJle
MOCTUTHATO 0€3 3HAYUM PUCK OT XUITOTIIUKEMUS WIH APYTU CTPAHUIHU

e _edekTH Ha Tepanusara;

HbA1c 7.5-8.0% - npu manueHTH ¢ aHaMHe3a 33 TEKKU XUMOTJIMKEMUH,
C OuYaKkBaHAa Mallka MPOJBDKUTEITHOCT HA JKHBOTA, aBaHCUPAIU
YCIIO)KHEHHUSI, MHOXKECTBO CBHI'BTCTBAIY 3a00JISBAHUS, W TAIUCHTH,
IPH KOUTO TPYIAHO C€ TOCTUTAT MPHUICIHUTE CTOMHOCTH BBIIPEKH
WHTCH3UBHO O0YYCHHE U UHCYJIMHOBO JICUYCHHE.
o KpsBHa 3axap (JlabopaTOpHO HM3CIIEJIBAHE WIH JaHHU OT CAMOKOHTPOJI) HA TJaJHO
< 7.0 mmol/l nocrnpanuanno < 7.8 mmol/I

o Tenecuo terino — UTM < 25 .OKr/M2

o JlunmaHu nmoxkasarenu

e OOm xomnecrepost < 4.5 mmol/l

* HDL xomecrepoa > 1.0 mmol/l (mbxe) u > 1.2 mmol/l (xkenn)
e LDL xonecrepon < 1.8 mmol/l (mpu maOTO Brcok puck < 1.4 mmol/l)
o Tpurmunepuau < 1.7 mmol/l

e Aprepuanno Hamsrane < 130/80mmHg

15.5. Kpumepuu 3a oyenka Ha epukacnocmma Ha nPoeeHcOanama mepanus:

e HbAlc

* KpsBHO-3axapeH mpodua — KpbBHA 3axap Ha IJIaJHO, MpENpaHIdaTIHO U
MOCTIpaHAnaIHo (J1abopaTOPHO M3CIEABaHE UITU IaHHU OT CAMOKOHTPOJIA);
e TemecHo Terno;

. OCTpI/I YCIIOXKXHCHUA Ha zu/Ia6eTa — KETOalIuA03H, XUIIOTTIMKCMHH

XpOHUYHU YCIOXHEHMs Ha Aualbera — quabeTHa peTuHonatus, HedpomnaTus,
HeBponatusi, Mmakpoanruonatus — MbC, muokapnaen unpapkr, MCbh, Mo3buen
MHCYJT, IepuQepHa cb10Ba O0JIECT, aMIyTalluy Ha KpaHULI;

e CppledHO-CHIOBH PUCKOBU (DaKTOPH (JIMIUIAHMU TOKA3aTeNIH, KPbBHO

e Hamsrase); CMBbPTHOCT.

16. JEYEHUE HA 3AXAPEH IWABET THII 2 (E11.2, E11.3, E11.4, E11.5,
E11.6, E11.7, E11.8, E11.9)

[TonacTtosimem € Hanmuile TaHAEMHS OT 3axapeH amader, kato okono 90% ot
MAIMEeHTUTE CTPAJAT OT 3aXapeH auadeT Tum 2.



3axapeH quaber Tun 2 e 3a00isBaHE ¢ KOMIUICKCHA MaTOTeHe3a, B KOSTO y4acTBaT
peanna (HakTopH - HapyLUIEHO MHCYJIMHOBO JICHCTBHE (MHCYIMHOBA PE3UCTEHTHOCT),
HapyIleHa MHCYJIMHOBA CEKpEIMsl, MIOBHIIICHATA [IFOKArOHOBA CEKPELHs, OBHIICHA
YepHOJPOOHA TJIFOKO3HA MPOAYKLUs, HAMaJICHOTO YCBOSBAaHE Ha TJOKO3a OT
MYCKYJIMTE, TOBHIICHATA JIMIIONKM3a, CHIXKCH WHKPETHHOB e(eKT, IOBHUIICHATa
peabcopOrusi Ha TUIIOKO3a HAa HHUBOTO Ha OBOpenuTe, HEBPOTpPAaHCMHUTEPHA
TUCYHKITUS.

[Ipu auarHocTupaHe Ha 3axapeH auadeT TN 2 TPsSOBa Ja ce MPEOICHU CTUIA Ha
YKUBOT U TOM J1a ObJIe MPOMEHEH ChOTBETHO Ype3:

e 0O0ydYeHHE Ha MMALUCHTA;

e PEIOBEH CAMOKOHTPOI,

e OIIpeldeIIsIHE Ha IIPUIlCIHATa KpbBHA
e 3aXap, IUCTHYCH PCIKUM,

o (pu3MUecku yrnpaxxHeHuUs,

e OI'PAaHUYCHHC B KOHCyMallMATa Ha
e AJIKOXOI,

OTKa3 OT TIOTIOHOIYLICHE;

[Tpu 3axapeH auaber TN 2 € NPUIIOKUM XOJUCTHYEH, OPUEHTHPAH KbM IalMEHTa,
IOJXO/ 3a KOHTPOJI Ha 3a00JiiBaHETO, BKIIIOYBAIl 4 pPAaBHOIOCTAaBEHU U B3aUMHO
CBBbP3aHU KOMIIOHEHTH Ha I'pUXka.

e KOHTPOJ Ha KPbBHA 3axap

® KOHTPOJ Ha TEJIECHO TETIIO

® KOHTPOJ Ha ChPAECYHOCHIOBH PUCKOBU (haKTOPH

e KapAMOpEHaIHa MPOTEKIH

CKkpvHUHT 3a aua0eT ce MpernopbhbyBa MPU BCHUYKU JIMIA CHC CHPACYHO-CHAOBU
3a0ongBaHusl  (aT€POCKIEPOTUYHO CHPJCYHO-CHIOBO 3a00JsBaHe, MPEIACHPIHO
MBKJIEHE WIH ChpJIeYHa HEJOCTaThYHOCT), KaTO Ce M3CJeBa TIII0KO3aTa Ha TJIaTHO
u/um HbAlc.

C ornen Ha koMopOuIHUS MPOUIT Ha XOpaTa ChC 3aXapeH AuabeT TUN 2, OCHOBHATA
el Ha JICYCHUETO TIPU BHUCOKOPHUCKOBUTE TAIMEHTH € HaMalsBaHE Ha
KapAMOPECHAITHUS PUCK KaTO YacT OT ISTIOCTHUS XOJIUCTHYEH TTOIXO/.

16.1. Jleuenue ¢ nepopanHu u UHIHCEKUUOHHU HEUHCYIUHOBU
XUNO2TUKEMUZUPAUU CPeOCmea npu 3axapen ouabem mun 2

0 [Toka3aHus — IeKapCcTBEHATA TepaIus e 3a10YBa, KOraro:
v/ Beue e NpOBeIEHO 00yUYeHe/HATPaBEeHa € aJleKBaTHa IIPOMSIHA B CTHJIA Ha )KUBOT;
v HbAlc¢ > 7.0%, BeHO3HA [JIa3MeHa IIFOK03a Ha TaaHo > 6.1mmol/l;
o [I'pynu npoaykTu — M3I0JI3BAaT Ce:
e bBursanuau (metformin);

® UucynunoBu cekperaro3u (CYII, mernutuauam);



TrazoImauHINOHY,

e Anda-TaroKo3uIa3Hu

e wunxuburopu; DPP- 4
WHXUOUTOPH

e Uukperunosu peuentopuu aronuctd (GLP-1 penenropuu aronuctu, GLP-
1/GIP penientopHu arOHUCTH)

o SGLT2 unxuburopu

OcHOBHH NEpOopaIHu U MHKXCKIMOHHU HCHUHCYJIIMHOBHU JICKAPCTBCHH IIPOAYKTH 3a
JICYCHHUE Ha 3aXapCH I[I/Ia6eT THII 2

[Tponykt [Tpuem TabneTku JneBHa n03a
(I'BTH JHEBHO) (mg) (mg)

HNucyanHoOBY cekpeTraro3u

CVYII - BTOpa reHepanus

Glibenclamide 1-2 5 2.5-20

Glibenclamide mukponusupan 1-2 3.5 1.75-14

Gliclazide 2 80 80-320
Gliclazide ¢ mogudunmpano 1 60 30-120

ocBoboxaaBane (MR)
Glipizide 3 5 2.5-30
Glipizide ¢ yabmkeHo aeicTBre 1 5;10 5-20
(XL)

Glimepiride 1 1;2;3;4;6 1-8

MerauTuHUAN

Repaglinide 3 0.5;1;2 0.5-16

Bursanuamn

Metformin 2-3 500; 850; 500-3000

1000

Metformin c VIBIDKEHO 1 500; 750; 500-3000

ocBoboxaaBane (XR) 1000

Anda-riioko3uaazHu

HHXHOUTOPH

Acarbose 3 50; 100 50-300

TuazoauauHANOHU

Pioglitazone 1 15; 30; 45 15-45




DPP-4 uaxuéuropn

Sitagliptin 1 100 25-100
Vilfagliptin 1-2 50 50-100
Saxagliptin 1 5 2.5-5
Linagliptin 1 5 5
SGLT2 uaxudburopu
Dapagliflozin 1 10 10
Empagliflozin 1 10 10-25
Canagliflozin 1 100; 300 100-300
Ertugliflozin 1 5; 15 5-15
KomOunupanm jjekapcTBeHn
NPOAYKTH
Vildagliptin/Metformin 1-2 50/850;

50/1000
Sitagliptin/Metformin 1-2 50/850

50/1000
Linagliptin/Metformin 2 2.5/850

2.5/1000
Saxagliptin/Metformin 2 2.5/850

2.5/1000
Dapagliflozin/ Metformin 2 5/850, 5/1000
Empagliflozin/Metformin 2 5/850

5/1000

Canagliflozin/Metformin 2 50/850

50/1000

150/850

150/1000
Ertugliflozin/Metformin 2 2.5/850

2.5/1000

7.5/850

7.5/1000




Empagliflozin/Linagliptin 1 10/5
Ertugliflozin/Sitagliptin 1 5/100; 15/100
Saxagliptin/Dapagliflozin 1 5/10
Pioglitazone/Metformin 2 15/850
GLP-1 penenTopHu aroHMCTH
(mepopasHn)
Semaglutide 1 3 mg 7 mg
(Tutpupaia 14 mg
7103a)
7 mg
14 mg
GLP-1 penenTopHu aroHuCTH WNuxektupane 3apenenu JlueBHa no3a
(MHIKEKIIMOHHH) (I'bTH THEBHO) ncanku/ (i
Exenatide 2 300; 600ug 10-20pug
Lixisenatide 1 280; 560ug 10-20ug
Liraglutide 1 18 mg B 3ml 0.6-1.8 mg
Dulaglutide 1/cenm 1,5mg 1,5 mg/ceqmuynO
Semaglutide 1/cenm 2.0mg/1.5ml| 0.5 mg/ceamuuno
4.0 mg/3.0 ml 1,0 mg/cenmuanO
GLP-1/GIP peuentopun
aroHUCTH
Tirzepatide 1/cenm 5.0 mg/0.5 ml 5 mg /10mg/ 15mg/
10.0 mg/0.5 ml CEIIMHUYHO
15.0 mg/0.5 ml
KomOnHupanu JiekapcTBeHn
NpoayKTH 0a3ajeH
uncyanH/GLP-1 peuentopen
aroHucT
Insulin degludec/Liraglutide 1 300 equuunm/ | 10-50 no3oBu

10.8 mg B 3ml

croiku (1 equania/

0.036mg)




Insulin glargine/Lixisenatide 1 300 equuumy/ | 10-40 no3oBu

150 ug 8 3ml | crenku (1 enuuanIa/
0.5 ug)

300 eguanny/ | 30-60 nozoBu

100 pg B 3ml | crpnku (1 exunua/

0.33 pg)

16.2. CboOpaskeHusi npu U300p HA MPOAYKT:
16.2.1.Metformin

O IoAXOoIAll KaTO HadaJiHa TCpaluAa IIPH HOBOAUAIHOCTHULIUMPAH 3aXapCH
,I[I/Ia6eT THUII 2, IIpH JIMIICA Ha IIPOTHUBOIIOKA3aHUA;

o [Ilonoscumennu egpexmu:

v" Tlogo0OpsiBa IIMKEMUYHKS KOHTPOJT;

Heytpanen no oTHoIIeHHE HA TErJIOTO MPU XPOHUYHA YIIOTpeoa;
He yBenuuaBa pucka oT XUIIOTJIHUKEMUS;

brnaronpusitau edekTu BbpXY JUIHUIHUTE TOKA3aTeNH;

HMwma noxa3zarencrna 3a CbpACYHO-CHAO0BH I10JI3U;

AN NN

YcraHoBeHn e(beKTI/I Ha metformin o orHomenue IMPOTCKO U OT KaHLICPOI'CHE3Aa.

Cmpanuynu egpekmu - OT CTpaHa Ha CTOMAIITHO-UYPEBHHUS TPAKT - METAJICH BKYC,
rajJicHe, MOBPBIIaHe, THAPUIHU U3XO0XKIaHUs, IOJyBaHEe Ha KOpeMa, (haTyJICHITHS.
Ilpomueonoxaszanus. BCHUYKU CbCTOSIHUS, CBBP3aHH C TE)KKA ThKAaHHA XUITIOKCHUS
UCXEMHUS - Chp/I€YHA HEOCTaThbUHOCT, OCThP CTaJAui Ha MHGAPKT HA MUOKapAa,
4epHOApoOHa HEJOCTAThYHOCT, ObOpEeYHa HEOCTAThYHOCT.

Jlozatra Ha metformin TpsOBa na ce Hamalud HAMOJIOBHHA NpPH TJIOMEPYIIHA
dunrpamms < 45 ml/min/1.73M?> ¥ nekapcTBEHWAT NPOXYKT TpsAbBa ma ce
TIpeycTaHOBM TIpH TIoMepynHa duiTpanus < 30 ml/min/1.73m%; mpocnenssa ce
O0bOpeuHaTa (pyHKIHS MOHE BETHBK TOJHUIIIHO

Ynorpebara Ha metformin moxe 1a 1oBe/e 10 MO-HUCKM HUBA Ha BUTaMKUH B12 u
70 BIIOIIABAaHE HAa CHUMIITOMHUTE HA HEBPONATHS; TOpaad TOBa HaW-00IIO ce
MpernopbyBa MEPUOJMYHO MPOCIEAsBaHE W CYIUIMEHTAUUs TpU JOeQHUIUT Ha
BuTamuH B12, 0coOeHO Tpy ManuenTy ¢ aHeMusl 1 HEBPOTIaTHsl.

16.2.2.Cyadonnnypeiinu JJeKkapcTBeHH MPOIYKTH

Tonoocumennu eghexmu:
v BuCOKO e()eKTUBHHU U MOIIHU WHCYJIMHOBH CEKPETAr03H

v boropeuna nporekius (Gliclazide MR)
Cmpanuynuegexmu:

v PUCK OT XMIIOrIMKeMHUS (II0-M3Pa3eH MPU JBITOAEHCTBALIMTE IPOAYKTH U IIPH
Te3u ¢ aktuBHH Metabonutu - glibenclamide) — glibenclamide > glipizide >




v

glimepiride

> gliclazide; npeapasmonaramu (aKTOpU 3a XHUIOTJIHKEMHES: Bb3PacTHH
MalUEeHTH, HAMAJICH ITPUEM Ha XpaHa, ObOpeYHH U YepHOIPOOHH 3a00IsIBAHUSA,
nekapcTBeHn B3aumojencTBus (acrmpuH, apyru HCIIBC, antukoarymantw,
cyndonamuu, GudpaTH),aTKOXOoI;

YMepeHO yBeiaMuaBaHE Ha TEIVIOTO TPH TOYTH BCHYKU IIPOYYBAHUS C
xpounyHo npuinokenue Ha CYII (Haii-uucek puck ¢ Gliclazide MR);

o [Ilpomusonokasanusa: TAMEHTH CbC 3axapeH juaber tun 1, uaberHa

KETOaluI03a, TMaHKpeaToreHeH nuader, OpeMEeHHH M KbPMEUIH KE€HH, CKIOHHH

KbM XHIIOTJIMKEMHH (C 4YepHOApOOHM U OBOpeyHH 3a00NsIBaHUA), C TEKKU

MH(EKINH WIK TPaBMH, C aHaAMHe3a 3a cTpannyHu epextu kpMm CYII.

16.2.3. MerauTuHnaun

o [Ilonosxcumennu echexmu:

v
v

v

bop3oaeiicTBamy MHCYJIMHOBU CEKPETArosy;

KonTponupar mo-mo0pe moCTIpaHIuaTHATe €KCKyp3UH Ha KpbBHATa 3axap
(OTHOCUTETHO TO-TIPEANOYUTAHN Tpea CYIPOHWIYPEHHUTE JIEKaPCTBEHU
MPOAYKTHU MPH MO- BUCOKHU MOCTIPAHIUATHI CTOMHOCTH Ha KphBHATA 3aXap);
Jlo6pa moHOCUMOCT M e(heKTHBHOCT, CXOHa ¢ Ta3u Ha cpaBHsBaHu CVYII, HO
npu

3HauuMo (¢ 60%) MO-HUCHK PHCK OT XUIOIJIMKEMHS CHOPSIMO JpYyrd
cekperaro3u (CYID);

HO-KpaTT)K IMMOJIY>KUBOT, KOCTO HaJIara rmo-4eCtT npueMm;

o Cmpanuunu egpexmu:

4 XI/IHOI‘J'II/IKCMI/ISI, KOsATO CC Ha6n}oz[aBa, KOTaTO NpUEMAaHCTO Ha JICKAPCTBCHUA

IIPOJYKT HE CE MOCIEIBA OT XPaHEHE;
v He e ycranoBeH eeKTa Ha JIEKapCTBEHHUTE MPOAYKTH BbPXY TEJIECHOTO TETIIO.

o Ilpomusonokaszanus: MAallMEHTU CbC 3axapeH Auaber Tum 1, nuabetHa
KETO0aln03a, C TEeKKO HapyIIeHn ObOpedHa 1 yepHoApoOHa GyHKIH,
OpEMEHHHU M KbPMEIIH JKEHH.

16.2.4. Tuazosmaunauonu (pioglotazone)

o [Ilonosxcumennu echexmu:

v
v
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HO,Z[06p$IBaT JAUPCKTHO HHCYJIMHOBATA YYBCTBUTCIIHOCT

[To-Tpaen aparocpodeH e(eKT BbpXY HMBOTO Ha KpbBHATa 3axap B
cpaBaenue cbc CYII u metformin
braronpustan edexty Ha pioglitazone BepXy TUNUAHUTE TIOKA3aTENH;

Hamanssane Ha BucliepaiHaTa MaCTHA ThKaH;
He ca cBbp3anu ¢ pUCK OT XHUIOTJIMKEMUS;

Ymepen Gmaronpusted epeKkT BbpPXY ChbpACYHO-ChIOBUTE HHIIUACHTH KaToO
BTOpHUYHA KpaiiHa 1en (pioglitazone).



v' TlpuiiokeHne pyu BCHYKH CTENEHH Ha HapylieHa On0peuna ¢yukius (pioglitazone).

Cmpanuynuegexmu:

v 3anpbkKKa Ha TEYHOCTH - OTOLIM, AHEMMS, ChpAEUHA
HEJIOCTAaThYHOCT MPHU MPEAPA3NOJI0KEHHU NAI[UCHTH;

v' VBenuuaBaHe HA TEJIECHOTOTEIJIO;

v' TIoBHUILICH PUCK OT KOCTHH (PPAKTYpPH IPH MBIKE H JKCHH;

Ilpomusonokazanus:  OpPEMEHHOCT, AaKTUBHH TEXKH YEPHOIPOOHU
3a0omsBaHMsI, ycTaHOBeHa chpaeuHa HegoctaThbaHOCT [ u IV @K mo NYHA.

16.2.5. Anda-riawko3uia3Hu HHXUOUTOPH

Tonoocumennu eghexmu:

v EdekTHBEH KOHTPOJI Ha TOCTIPaH/MAIHATA XUIIEPTINKEMHS - HAMAJIIBaHe Ha
MOCTIPAHAMATHOTO NTOKAaYBaHEe HA HUBOTO HA KpbBHATA 3axap clie] IpueM Ha
BBIVIEXHUIPATH (OCHOBEH e(DEKT);

v Vma jannu 3a ChPJICUHO-CHIOBH IOJI3U OT IPUIIOKCHUE Ha acarbose;

v" He ca cBbp3aHu ¢ prCK OT Xuroriukemus (acarbose mouru He ce pezopbupa - 1ox
1%).

Cmpanuunu  egpexmu: OT CTpaHa Ha CTOMAIIHO-YPEBHHUS TpPaKT -

nrapus, hIaTyIeHIMS 1 KOPEMHH OOJIKH, JTo3aTa ce TUTPUPA, 32 JIa Ce Moa00pu

TOJICPAHCDBT,

Ilpomusonokazanus: KPeaTHHHHOB KJIMPBHC MOx 25 mI/min/l.73m2,

OpeMEeHHOCT | KbpMEHE, Bb3NAIUTEIHH YpEBHH 3a00IIIBaHUsI, BB3pacT mox 18
TOJTUHMU.

16.2.6. DPP-4 unxudéuropu

Tonoscumennu echexmu:

v’ Bb3cTaHOBsIBAT HUBATA Ha eHporenHnTe nHKpetHru (GLP-1 u GIP);

v' TlomoOpsiBaT TpaifHO TTUKEMHUYHHSI KOHTPOJ,

v Ti0K030-3aBUCHM e(DeKT, OpaIH KOETO MPHIOKCHHETO UM HE € CBBP3aHO C
PHCK OT XUTIOTJIUKEMHST;

v’ HeyTpasHu 110 OTHOLIEHHE HA TEIECHOTO TETJIO

v' HeyrpaiHu 1o OTHOLIEHHE Ha ChpAEYHO-CHIOB puck (Sitagliptin, saxagliptin,
alogliptin)

Cmpanuunu egpexmu: HATUYHUTE B KIMHHUYHATA MpPAKTHKA MPEICTABUTEIH Ha

rpynara Ha DPP-4 unxubutopute ce nousicat 1o0pe, Npu M3KIIOUYUTETHO HUCKA

4eCTOTa Ha CTPAHWYHU e(PEeKTH, CPAaBHHMHU C TE€3M Ha IUIanedo WK CpPaBHSIBAHU

APYrH JIEKapCcTBA; YCTaHOBEHA ITOBHIIEHA YECTOTa HA XOCIHTAIM3AlUU 32

Chbp/euyHa HelocTaThbuHOCT (Saxagliptin).

Jlo3zata uMm TpsiOBa Ja ce Kopurupa cropea ObOpedHara (yHkuums, onpenencHa ype3 ['O

(mpu linagliptin He ce Hanara)



o [Ilpomusonokaszanus: He TpsOBa Aa ce Mpujarar Npu NalHeHTH ChC 3aXapeH AualdeT Tl

O

(@]

1, mo Bpeme Ha OpeMEHHOCT U KbpPMEHE, ITpH JIKLA 1o 18-ronuiiHa Bb3pact.

16.2.7. NukpernHoBH peuentopHu aronuct - GLP-1 peuenropuu arouuncru,
GLP-1/GIP penenTopHH aroHUCTH

Tonoscumennu echexmu:

v
v
v

v

AxtuBupat GLP-1 penenrropure; aktusupar GLP-1 u GIP penientopure

OCHOBHO JIOITBJIHUTEIIHO MPEMMCTBO € PEAYKIUATA Ha TEIJI0;

[Tono6psiBat nHCYIMHOBATaA yyBcTBUTENHOCT (tirzepatide); Boasr 1o HamassiBaHe Ha
cepyMmHuuTe Tpurimiepuau (tirzepatide)

I'mok030-3aBucUM e(eKT, MOpaan KOETO MPUIOKEHUETO UM HE € CBBP3aHO C

PHUCK OT XHUITOTJIUKEMUSL.

ChbpeuHO-CHIOBH TTOJI3U - IO-HUCKA YECTOTA Ha ChPACYHO-CHIOBH CHOUTHS U
cmbpTHOCT (Semaglutide, dulaglutide);

CopIedHO-CHIOBY MOJI3HU — IMO-HUCKA YECTOTa HA ChPICYHO-CHJIOBU CHOUTHS U
CMBPTHOCT IPH MAICHTH C MHOKECTBEHU PUCKOBHU (hakTOpH 0€3 YCTaHOBEHO
ChpAEeYHO-CHI0BO 3aboasBane (dulaglutide)

bwOpeunn momsu - 3HauMMO CHIbKeHHe Ha pucka ot Hedpomartus (liraglutide,
semaglutide, dulaglutide)

Cmpanuunu egpexmu: OCHOBEH CTpaHU4YeH e(eKT ca TaJeHeTO W MOBPBIIAHETO,

0cobeHo PaHO B XOJia Ha JICUCHHUCTO, I10paiu CLO6IJ.I€HI/I ClIydau Ha MMAHKPCATUT B

xona Ha yiedeHue ¢ GLP-1 penenTtopHu aroHUCTH, MAMEHTUTE TPsOBa 1a ObaaT

MHGOPMHUPAHH 32 XapaKTEPHUTE MPU3HAIM HA OCThP NaHKPEATUT U IIPU CbMHEHHE
3a MaHKPEaTHT JIEKapCTBEHUTE NMPOJYKTH TPsOBa Jja ObJIaT MPEYCTaHOBEHH.

IIpomueonoxazanus: He TpsOBa Aa ce MpWiIararT MpU MALUEHTH CbC 3aXapeH
nuaber Tun 1, quabeTHa KeToanua03a, o BpeMe Ha OpeMEHHOCT U KbpMEHE, NPU

MAIUCHTH C TEXKH FaCTPONHTECTUHAIHY 3a00JISIBaHuUS, TIPH JnTIa 1o 18-roumina
BB3pact (mox 10-rogummHa BB3pact 3a liraglutide); mpu I'd < 30 ml/min/1.73m?
(ex3enatun, lixisenatide), mpu tepmunanno 0nOpeuno 3abonsBane (liraglutide,
semaglutide, dulaglutide).

16.2.8. SGLT2 unxuburopu

Tonoocumennu eghexmu:

v
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Kopurupar nosumienata oOpaTtHa peaOcopOIusi Ha IUIIOKO3a B
MIPOKCUMAJTHUTE TyOyIu;

EdexTrBHM BHB BCHUKH CTAJMH Ha 3aXapeH AuadeT TuI 2
HamansBar TeJIecHOTO TerJo;

HamansBaT apTepuanHOTO HaJsTaHe;

be3 puck ot xunornukemMus

ChpAeYHO-CHIOBH MOJ3U — MO-HUCKA YECTOTA HA ChPJCUYHO-CHIOBH CHOUTHS U
CMBPTHOCT MPH MAIMEHTH ChC ChPACYHO-ChI0BH 3abosBanus (empagliflozin,



canagliflozin); mo-Hucka yecToTa Ha ChPACYHO-CHIOBH CHOUTHUS TP MALUCHTH
ChC ChPACYHO-CHIOBU 3a00JSIBAHUS WIIK C MHOT'O BUCOK/BHCOK ChPJICUHO-CHIIOB
puck (empagliflozin, canagliflozin, dapagliflozin); mo-aucek puck or
XOCIHUTAIM3aIMs 3a chpaeuna HegocrarbynocT (empagliflozin, canagliflozin,
dapagliflozin)

v BbOpeYHH TOJI3H - 3HAYMMO CHIDKEHHE Ha PEATHBHUS PUCK OT Pa3BUTHE WM
BJOIIAaBaHe Ha chilecTByBama Hedpomatus (empagliflozin, canagliflozin,
dapagliflozin); mo-HKCHK PUCK OT CMBPT IO BCAKAKBA MPUYMHA IIPH TTALIUSHTH C
Xb3 (dapagliflozin)

o Cmpanuunu eghpexmu. TeHUTATHA HHPEKIMHU, THabCTHA KETOAINUI03a, aMITyTalluH
Ha nonnu kpaitauim (canagliflozin, ertugliflozin) u dppaxrypu (canagliflozin)
Ilpomusonokasanus: He TpsAOBa Ja ce NpUJIAraT MO0 BpeME Ha OPEMEHHOCT M
KbpMEHE, IIpU TalMEHTH C HaMajeHa TioMmepyiaHa ¢uirpamus < 20
ml/min/1.73m?, npu nuua nox 18-roaumua Be3pact. He Tpa6Ba 1a ce mpuiarat
[IPH TTAIMEHTH ChC 3aXapeH auaber Tvir 1.

16.3. Jleuenue c uncynun

Ilokazanus 3a uHCyIUHO060 leuenue npu 3axapen ouadem mun 2.

® 'HEBH3MOXKHOCT 3a IMOCTUTaHe Ha JA00bp TJIMKEMHYEH KOHTPOJ, BBIPEKH
MaKCHUMAaJHUTE JI03M Ha KOMOWHAIMM OT TMEPOPATHU W HHKCKIMOHHH
HEHHCYJIUHOBU XHUITOTJIMKEMHU3HPALIH JICKAPCTBEHH NIPOTYKTH;

® [POTHBOIOKA3aHHWS WM CBPBXYYBCTBHTEIHOCT KbM IMEPOPATHU H
WHXEKIIMOHHU HEUHCYJIMHOBH aHTHAMA0ETHH JIEKapCTBA;

¢  JIeKOMIICHCAIWsI, CBhP3aHa ¢ UHTEPKYPSHTHO

e 3a0oJsBaHe; JCUCHHUE B TICPUOTIEPATUBEH MTEPHO;

e OpEMEHHOCT W JIaKTaIlus;

® JIAMUCHTHU B KPUTHUYHO CbCTOSAHHUC.

Jleuenue c uncynun ce exnrousa koeamo HbAlc ce nosuwu >7.0% cien MakCUMaJIHO
MoJIaraHe Ha TPUXKH 3a XpaHUTENIEH PEKUM U U34YepliBaHe Ha edeKTa Ha TepopaTHUTE
Y MHXEKIIMOHHUTE HEUHCYIMHOBH XUITOTJIMKEMU3UPAILU CPEICTBA:

e OTHOBO CE PEBU3HMPA XPAHUTEIHUS PEKHUM;

. peBU3rpa €€ Uiu 3aro4Ba NPOBCIKAAHEC HA CAMOKOHTPOJI Ha KPbBHATA 3axap,

* 1o MPCUCHKA MTPOABIJIKABA ITPUIIOKCHUCTO Ha metformin/ HHCYJIMHOBH CCKPETAro3u

| DPP-4 unxu6uropu / GLP-1 peuentopuu aronuctu / SGLT2 uaxuduropw;
Ipunazam ce:

e NPH wuHcynuH/Ga3aneH WHCYJIMHOB aHAJIOT MpEAd ChbH B CBUYETAHHE C
NEPOPATHU WM MHKXEKIIMOHHHN XUIOTJIMKEMU3UPALIH JIEKAPCTBEHU MPOAYKTH
IIPU JIMLA C JOOpU MHCYIUHOBU CEKPETOPHH PE3EPBU;

e JoTOBHM HWHCYJIMHOBH CME€CH - KOHBCHIMOHAJIHU WJIK aHAJIOT'OBH,



I/IHTeHBI/Iq)I/II_II/IpaHa TCparnrd C KOHBCHIHUOHAJIHU YOBCIIKW HWHCYJINHOBU
JICKapCTBCHU HpO,Z[YKTI/I/ HWHCYJIMHOBU aHAJIO3U

16.4. Anzopumwvm 3a uzoop na 1exapcmeer nPOOyKm

Metformin, ocBeH B cilydaWTe C MPOTHBOIOKA3aHHMS WM HEMIOHOCHMOCT, €
CPEICTBO Ha IbPBU U300p MpH 3axapeH auadet tun 2. ObuyaitHo ce Ha3HaYaBa
HAIMOCPEACTBEHO ClIe]] IOCTaBsHE Ha IMarHo3ara Ha 3a00JIsIBaHETO.

Kato navanna Tepanust Mo>Xe Ja c€ Ha3Ha4YM JPYT MEAMKAMEHT/MEINKaMEHTH,
BKJI. KOMOMHHPAHU JIEKAPCTBEHU MPOTYKTH.

Ipu xopa ¢ ycTaHOBEHO ChPAECYHO-CHI0BO 3a00IIsABaHe, TPsIOBa Jja Ce U3II0JI3BA
GLP-1 penenTopeH aroHUCT C JOKa3aHH IMOJ3H, 32 J1a C& HAMAIAT TOJEMHUTE
CbpACYHO-CHA0BU chOUTHSA, Wi SGLT2 mHXuOUTOp C JOKa3aHU MOJ3H, 3a Ja
ce HaMaJsT TOJIEMUTEC CbpACYHO-CHA0BHU CcrOUTHSA n CbpJAcuHaTa
HEJ0CTaTbUHOCT, U /1a c€ NoJ00pAT ObOpEeUHHUTE PE3yITaTH.

ITpu xopa Oe3 yCTaHOBEHO ChPAEYHO-CHIOBO 3a00JIIBaHE, HO C MHOKECTBO
Cbp/IEYHO-CHIOBU pPHUCKOBU (pakropu (Hamp. BB3pacT > 55 roAMHH,
3aTJIbCTABAHEC, XUIICPTOHMA, TIOTIOHOITYIICHC, JUCITUIINACMUA, HnJIn
anoymuHypwusi) Moxe na ce n3nonsBa GLP-1 penenTopeH aroHuCT ¢ 10Ka3aHH
TIOJI3H, 32 JIa C€ HaMaJIAT TOJIEMUTE ChPACYHO-CHI0BU chOuTHs, nin SGLT2
WHXUOHUTOP C JJOKA3aHU MOJ3H, 32 Ja C€ HAMAJIST TOJIEMUTE ChPJCUYHO-ChIOBU
CbOUTHSL U ChpJeYHATa HEJOCTaThYHOCT, U Ja ce MoxoO0psaT ObOpeuHuTe
pes3yiaTaru.

ITpu xopa cbC ChpAeUHA HEAOCTATHUYHOCT, XPOHUYHO OBOpEUHO 3a00JsBaHE,
YCTaHOBEHO  aTE€pPOCKJICPOTUYHO  CHPACYHO-CHIOBO  3a00isiBaHe, WU
MHOECTBO PUCKOBH (DAKTOPH 3a CHPACYHO-CHOBO 3a00IIIBaHE, PEIICHUETO
3a u3nomsBaHe Ha GLP-1 peuentopen aronuct uinu SGLT2 unxubutop c
JI0Ka3aHU TOJ3M TpsOBa J1a € HE3aBUCUMO OT IPOBEXJAHETO Ha Oa3UCHO
neuenne ¢ metformin, kakTo u or usxoguus HbAlc.

SGLT2 uHXubUTOpHU C T0Ka3aHU CHPJACYHOCHI0BH MOJI3U CE MPENOPbUBAT PU
MAlUEHTH ChC 3aXapeH AUabeT TUIl 2 U aTePOCKIEPOTHYHO ChPAECYHOCHIOBO
3a00J51BaHE 3a HaMaJIIBaHE HA ChPACYHOCHIOBUTE CHOUTHS, HE3ABUCUMO OT
m3xonuusa wnu uenesuss HbAlc u  He3aBUCMMO OT ChI'BTCTBAILIUTE
TJIFOKO30IIOHMKABAIN MEAUKAMEHTH.

[Ipu xopa cbC ChpaeyHa HEAOCTATHYHOCT TpsiOBa nma ce m3moimsBaT SGLT2
MHXUOUTOpH, THH KaTro MOAOOpABAT ChpJEYHATA HEAOCTAThYHOCT U
O0bOpeyHuTEe KpaiHU 1EJIH.

SGLT?2 unxuburopu (dapagliflozin, empagliflozin) ce npenopsuBar npu xopa
ChC 3axapeH AuadeT TUM 2 M JIeBOKaMepHa (pakuus Ha u3Tiacksane >40%
(CHma®U u CH3®U), 32 ga ce HaMamud PHUCKBT OT XOCMUTAIM3AIMS 3a
ChpJIeYHa HEJOCTAThYHOCT WM ChPJIEYHOCHI0BA CMBPT.

Ipu xopa ¢ XpoHHuHO GHOpeuHo 3abomnsapane u eGFR> 20 ml/min/1.73 m?,
TpsiOBa na ce BximoyaT SGLT2 uHXuOUTOpH € JOKa3aHU MOI3H, 32 Aa HAMaJIsAT



pHICKa OT TOJEMHU ChPJIECYHO-CHIAOBU CHOWTHS, ChPJCYHA HEJOCTATHYHOCT U
OBOpEYHM KpaHM 1111 (BKJI. TEPMHUHAITHO XPOHUYHO ObOPEUYHO 3a00JIpsIBAHE)

SGLT2 unxuburopute (dapagliflozin, empagliflozin) ce npenopbuBar mnpu
ManueHT cbe 3axapeH guaber tun 2 u CHe®U 3a HamansBane Ha
XOCHHUTAIM3AIMUTE 3a ChbpJIeYHA HEJOCTAThUHOCT U ChPIACUYHO-ChAOBATA
CMBPTHOCT

N360pbT HAa MeIUKaMEHTH 3a MonoOpsiBaHE Ha CHPACYHO-CHOBHUTE U
OBOpevHNTE KpaifHU LEeNu He TpsAOBa Ja ce pa3iuyaBa MpPU MO-Bb3PACTHUTE
xopa.

[Tpu mo-mnaau xopa ¢ auadet (< 40 roauHn) TpsAOBa Ja ce UMa MPEABU] paHHA
KOMOWHUpaHa Teparusi, Thil KATO T€ ca C MHOTO BUCOK PHUCK OT YCIIO)KHEHHUS, U
TpsiOBa Jia ce JeKyBaT CbOOpa3HO TOBA.

[Ipu mamueHTH ¢ u3paszeHa Xurepriukemus (KpbBHa 3axap > 17 mmol/l wiu
HbAlc > 10.0-12.0%) wuau ¢ mpHU3HALKM HA XHUIEPIIMKEMHS, MOXKE Ja Ce
BKJIFOYM MHCYJHMH B CaMOTO Hadayno. MHCynWHOBa Tepamus € 33JbJDKHTEIHA
OpyM HalM4Me Ha MpPOsIBE Ha Karabonmm3spM W mpu KeroHypus. Cren
CTa0WJIM3UpaHe Ha CHCTOSHUETO € BB3MOXKHO peIylupaHe Ha Jo3ara WiIH
HAITBJIHO [IPEYCTAHOBSIBAHE HA WHCYJIMHA U IPEMHHABaHE KbM HEHHCYJIHMHOBH
AHTUXHUICPTIIMKEMUYHH JICKaPCTBA, HA-4eCTO B KOMOWHALIHSI.

[Tpu manueHTH ¢ HEOOXOIUMOCT OT HAMAJISIBAHE Ha PUCKA OT XUIIOTJIMKEMHUS Ce
npeanouutat DPP-4 uuxubutopu, GLP-1 penentopuu aronuctu, GLP-1/GIP
penentopen aronuct, SGLT2 HHXUOUTOPH MU THA30IUAUHIUOHU

[Tpu nanueHTH ¢ HEOOXOAMMOCT OT HaMaJIsiBaHE Ha HaJIaBaHETO Ha TETJI0 WIH
C HEOOXOJUMOCT OT CHM)KEHHE Ha TEJIECHOTO Terjio ce mnpenopbusar GLP-1
peuentopau aronuctd win GLP-1/GIP penentopen aronuct ¢ a00pa
e(pHUKaCHOCT 3a HamMaJlsiBaHe Ha TenecHoTo Terno uian SGLT2 uuxuburopu.

e [lpu uzuepnBaHe Ha edekTa Ha NEPOpATHUTE CPEACTBA B JBOIHA/TpoilHA
KOMOUMHAIMsI ce MpenopbyBa BKIIOYBAHE HAa MHXKEKIMOHHA Tepanus. Kato
I'BPBO MHXKEKIIMOHHO CpecTBO ce mpenopbuBa GLP-1 pernentopen aroHucr,
GLP-1/GIP peuentopen aronuct, WHCynmuH ce mpenopbuBa KaTo IIbpBa
MHXeKIMoHHa Tepanus npu HbAlc > 11%, npu Hannune Ha CUMOTOMHU WX
JaHHU 3a Kartabonu3bM (3aryba Ha TErjo, MOJUYpPHS, MOJUIAUIICHS, KOUTO

npearojarat UHCYJInHOB I[e(I)I/II_II/IT), HJIU ITPU CBMHCHUC 3a 3aXapCH ,I[I/Ia6eT THII
1.

16.4.1. IIpemunaeane Kom uncynun

OO6uuaiiHo mpH 3aloYBaHe HA WHCYJIMHOBA Tepanus NpU 3axapeH auader Tum 2 ce
MPeoYnTa BKIIOYBAHE HA OA3a/1IeH UHCYIUH, OCBEH B CITy4auTe, KOraTo MallUeHThT €
C M3pa3eHa XUIMEePTrINKEeMUs U/WIH KIMHUYHY MPU3HAIM HA XUTIePTIUKEMUs. 3armouBa
ce ¢ HUCKa J03a Ha 6a3aneH uHcyuH - 0.1-0.2 E/kr terno wnu 10E/aaeBHO0. Moxe na



ce TmpujaraT WHTEPMEIUEPEeH WHCYJIWH WM Oa3alieH WHCYJIMHOB aHajor, KaTo
AHAJIO3UTE Ca CBbP3AaHM C IO-HUCHK PUCK OT XUITOTJIMKEMUS MPE3 HOLITA U € O-MAJIKO
Haj1aBaHe Ha Terjo. Crel BKIOYBaHe Ha 0a3ajieH HHCYJIMH € HE0OXO0AUMO aJIeKBaTHO
TUTPUPAHE Ha J03aTa 10 IOCTUIAaHE Ha LIEJIUTE 3a HUBOTO HAa KPbBHATA 3axap Ha
riagHo — HanpuMep ¢ 2 E Ha Bceku 3 THM 10 NOCTHTaHE HA MPULIETHOTO HUBO HA
KpbhBHATA 3aXap Ha TJAAHO 0€3 XUIOTIUKEMHUs.

[Ipn xumnoriaukemusi, ako He MOXE Ja Ce OIpeaeid MpPUYHHATa, Ce MPEernopbhuBa
penyuupane Ha jno3ata Ha Oazamuust uHCYIMH ¢ 10-20%. IIpu manueHTH, KOUTO HE
MOCTUTAT LIEJTUTE Ha TIIMKEMUYEH KOHTPOII Ha (poHa Ha Tepanus ¢ 0azajieH UHCYJIMH B
KOMOHMHAIUS C TEepOpajHU CpPEeICTBa, TepamusiTa MOXKE Ja ce HHTeH3u(uuupa c
BimrouBaHe Ha GLP-1 penentopuu aronuctu, GLP-1/GIP penentopen aroHwmcr,
SGLT2 wuxubutopu, Wid NpaHauajieH HHCYAuH. Koraro 0a3aqHMAT WHCYIHMH €
TUTPUPAH 100pPE U € IOCTUTHATO MPHUIETHOTO HUBO HA KphBHATA 3aXap Ha INIaHO, WIN
no3ara Ha O0azaanHust uacynuH € > 0.7-1.0 E/kr termo, a HbAlc e nax mpunenHoTo
HUBO, TPsIOBa Ja ce UMa IpeaBU] 100aBsiHE HA MHCYJIMH Npeau xpaneHe. Haii-rouno u
I'bBKAaBO MOKPUTHE HA MpaHIWATHUTE UHCYJIWHOBU HYXKIH CE€ TMOCTUTA C OA3ANHO-
bonycen peoicum, BKIIOYBAIl J100aBsHE Ha Obp30jelicTBAl WHCYJIMH/AHAIOT KbM
OazanHus WMHCYNUH. Moke Ja ce NpWIOXH CTHIATOBUACH MOAXOJ, MPU KOUTO
IbPBOHAYANHO ce€ [00aBsg camMO €JHAa WHXKEKIUS MpaHAuaIeH WHCYJIUH TMpeau
XPaHEHETO, KOETO BOJMU /10 Hal-TOJSIMO IOKauBaHE Ha IMOCTIpaHAHalHaTa KpbBHA
3axap, a BIIOCJIEJCTBHE C€ JJ00aBAT CHOTBETHO BTOpa W TpETa HMHXKEKIHUS Ha
Obp30eiicTBan] HHCYIUH/aHaor. Mose Ja ce 00ChAM MPUIOKEHNE Ha JBE W TPU
aluIMKalMy Ha WHCYJIMHOBA CMEC JIHEBHO. [Ipu manmueHTH, KOUTO HE ca JEKyBaHU
npeay ToBa ¢ MHCYIHMH, oOM4aiiHO ce 3amoyBa ¢ no3a 10-12E maueBno unu 0.3E/kr
TETJIO.

[Ipy wHWIMUpaHEe Ha WHCYIMHOBA TEpamus TPsAOBAa Ja TPOIBIDKH IMPHEMBT Ha
OpTraHHO-TIPOTEKTUBHUTE TJTFOKO30-TTIOHMKaBaIIH MEJTUKaMEHTH (SGLT2
unxubutopu, GLP-1 penenropuu aronuctu) u metformin.

Metformin oOuuaitHo octaBa B TepanusTa clie/l BKIIIOYBaHE Ha 0a3ajeH WHCYIUH, KaTo
penuIa Npoy4YBaHUs ca yCTAaHOBUIIM MO-MaJIKO Ha/l/JaBaHe Ha TETJIO PU KOMOMHHUpaHe
Ha uHCcyauH U metformin. Tlpu npunokeHre Ha Ga3aieH HHCYJIHH MOXE J1a TPOABIDKH
IpUeMbT Ha MHCYJIMHOBH CEKpeTaro3u (IpernopbuBa ce peayurpane Ha go3ara ¢ 50%);
Te, obaue, TpsAOBa Jla ce MPEyCTAaHOBAT MPU BKIIOYBAHE HA MpaHIMAIEH UHCYIIUH B
TepaneBTHYHaTa cxema. ChbBMECTHO ¢ MHCYJIMH MOXe Ja ce mpuiaraT cbino DPP-4-
unxubutopu, GLP-1 peuentopuu aronuctu, GLP-1/GIP peuentopeH aronucr,
SGLT2 unxuburtopu. Pa3paboTeHn ca m KOMOMHHpPAHH JICKAPCTBEHU MPOIYKTH Ha
GLP-1 penentopen aronuct u Oasanen mHcyauHoB aHanor (lixisenatide/glargine,
liraglutide/degludec).

ITooovporcane na 000vp Kpv6HO-3aXAPEH KOHMPOTI C NEPOPATIHU U UHIHCEKUUOHHU
HeUHCYIUHOBU XUNOTUKEMUIUPALU NPOOYKMU:

o Ouygaksa ce:

v/ BIIOIIABAaHE HA TTTUKEMUYHUS KOHTPOJ C BPEMCETO,



v HeoOXOJMMOCT OT TOBHIICHHUE B JO3UTE U JOOABSHE HAa HOBH JIEKAPCTBEHH
IPOIYKTH C BPEMETO T.€. KOMOMHUPAHO JIeUeHUe

v/ BKJIIOYBAHE HA MHCYJIMHOBO JICYEHHUE TIPH YACT OT MALMEHTUTE CIIE] pa3IHdeH
MIEPHUOJ] OT BPEME;

16.5. Ileau Ha JieueHHETO — TPsIOBA J1a ca MHAUBHIYAIM3UPAHU CIIOPE]] BH3pacTTa Ha
MalUeHTa, CBHI'BTCTBAUMTE 3a00JsIBaHUS M YCJIOXKHEHHMs Ha aualera,
OYaKBaHaTa MPOABIKUTEITHOCT Ha )KUBOTA.

o HbAlc <%

e HbA1c 6.0-6.5% - npu manueHTH ¢ MajKa JaBHOCT Ha 3a00JsBAHETO, C
rojsiMa O4YakBaHa MPOIBJKMTEIHOCT Ha JKHBOTA, 0O€3 3HAYUMO

e . CBpJICYHO-CBHIOBO 3a00JiiBaHE, W aKO TOBAa HUBO MOXeE Ja ObJe
MIOCTUTHATO 0€3 3HAYMM PUCK OT XUIOTJIUKEMHUSI WM JPYTH CTPAHUYHH
e(eKTH Ha TepanusITa;
HbA1c 7.5-8.0% - npu manueHTH ¢ aHaMHE3a 3a TEKKU XUIOTJINKEMUH,
C OyYaKBaHa MajKa MPOIBDKHUTCIHOCT Ha JKMBOTA, aBaHCHPAIU
YCIIOXKHEHHUSI, MHOXKECTBO CBHITBTCTBAIM 3a00JISIBAHUS, W TAIMCHTH,
IpU KOUTO TPYAHO CE€ TOCTHraT MPHUICITHUTE CTOWHOCTH BBIPEKU
WHTCH3MBHO OOy4YeHHME M TPWIOKCHHE Ha e(EKTUBHU J03U Ha
pa3IuYHU TITIOKO30-TTOHIIKABAIIU JICKapCTBCHU TIPOJIYKTH,
BKJIIOYMTEITHO UUHCYIIHH.

o KpbBHa 3axap (1abopaTOpHO WU3CIICJBAHE WM JaHHU OT
e CaMOKOHTpON)Ha rmmagHo < 7.0 mmol/l
e pocrnpanauanto < 7.8 mmol/l

Tenecno terno — UTM < 25.0KF/M2

o JMmuaHu nmokasareiau

e OO6mr xomectepoa < 4.5 mmol/l

* HDL xonectepon > 1.0 mmol/l (mbxe) u > 1.3 mmol/l (xenn)

® LDL xonecrepon < 1.8 mmol/l (mpu MHOTO BHCOK puck - < 1.4 mmol/l)

Tpurmunepunu < 1.7 mmol/|

e AprepuanHo Hamsrane < 130/80mmHg

16.6. IToBeaenme mpu XpoHU4YHO 6BOpeuno 3a6ousiBane (Xb3) u 3axapen auader
THI 2

O Hpenopqua CC PYTUHHO U3CJICIABAHU 34 6196peqH0 3a00JIIBaHe Ype3 ONpeaAciIsiHC Ha

eGFR upe3 CKD-EPI u oTHomIeHHE a1OyMUH: KpeaTHHHUH B ITbpBa CYTPEHHA yPHHA
(UACR).

o Ilpu Xb3 (c anGymunypusi), CBbP3aHO ChC 3aXapeH IuadeT TN 2 MPHU Bh3paCTHU
MaIMeHTH € MOKa3aHo MpuiiokeHue Ha finerenone (cejekTUBEH HECTEPOUICH



MUHEPAIKOPTUKOHUIECH PEICIITOPEH aHTAarOHKCT), 3a Ja 3a0aBu nporpecusTa Ha Xb3 u
3a HaMaJIsIBaHe Ha PUCKa OT ChPJCUYHO-ChJOBH CHOUTHSL.

ITpu XB3 (c anGymuHypus), CBEP3aHO ChC 3aXapeH IUa0eT THM 2 MIPH Bh3PaCTHU
NaIyeHTH € MOKa3aHo IpuiIokeHue Ha finerenone (ceaekTHBEH HECTEPOHICH
MUHEPAIKOPTUKOHUJICH PEICITOPEH aHTAarOHKCT), 3a Jia 3a0aBu nporpecusra Ha Xb3

[pu XB3 u eGFR>20 ml/min/1.73 m? tpsa6sa aa ce Bxmoun SGLT2 uuxudurop ¢
JI0Ka3aHU T0JI3H, 32 1a HaMaJld pucka oT nporpecust Ha Xb3.

Ipu XB3 ¢ eGFR > 20 ml/min/1,73 m? ce npenopsua SGLT2 unxubutop
(canagliflozin, empagliflozin unu dapagliflozin) 3a HamasnsiBane Ha pucKa OT
ChPICYHOCHIOBO 3a00JIIBaHe U ObOpPEUHA HEIOCTATHYHOCT.

ITpu XB3 ce npenopbuBar SGLT2 nHxuburopu 3a HaMajlIsBaHe HA pUCKa OT
XOCIUTAIU3AIM 32 ChbPACYHA HEIOCTATHYHOCT WK ChPJACYHOCHI0BA CMBPT.

16.7. Kpurtepuu 3a olleHKA HAa e(DMKACHOCTTA HA MPOBEKIAHATA Tepanus:

HbAlc

KpbBHO-3aXapeH mpomi — KpbBHA 3axap Ha TJAJHO, MPENpPaHAWATHO H
HOCTIpPaHAUATHO (J1a00paTOpHO U3CIeIBaHEe WU JAaHHU OT CAMOKOHTpPOJIA);

TenecHo Terno;
OcTtpu ycinoxHeHHs Ha Tuabera — KeTOAU03H, XUTTOTIIMKEMUU;

XpOHUYHU YCIIOKHEHMsI Ha Aualbera — quabeTHa peTuHomnarus, HedpomnaTus,
HeBponatusi, Mmakpoanruonatus — MbC, muokapnaen ungpapkr, MCh, Mo3buen
UHCYIIT, TepudepHa cb1oBa 00JIeCT, aMITyTalluu Ha KpaiHULY;

¢ CbpaeyHO-CHAOBU PHUCKOBH (aKkTOpu (JUOUAHM TOKA3aTeNH, KPBBHO
HaJsiraHe);

= CMBPTHOCT.

17. THPEOUJIHU 3ABOJISIBAHUSA

17.1.

XHUIIEPTUPEOUIN3IBM (MKB: E05.0, E05.1, E05.2, E05.3, E0S.5,
E05.8, E05.9)

XUNepTUPEOUIU3MBT €€ XapaKTepU3upa C IOBMIICHA MNPOAYKIUS HA THUPEOUIHU
XOPMOHH, BOJEIIM 10 THPEOTOKCHKO3a M MOXE Ja C€ IBJDKH Ha CIEOHHATE

MIPpUYINHUA:

bazenosa 6onect (TokcuyHa 1udy3Ha ctpyma)
XamuTokcruko3a (Iudy3eH Ui HOJI03€H BapHaHT)

Hono3na 6azenopuduuumpana crpyma (TOKCHYHA HOJIO3HA CTPyMa)

e

TokcuueH ajieHoM (JIEKOMITEHCUPaH)



5. Mog-mumyrmpan (Amiodarone, KOHTpaCTHHU BEIECTBA U APYTH)

TI/IpeOTOKCI/IKOSaTa IIpu 66360HKOB, IIOCJICPOAOH U IHOAOCTHP THUPCOUIMT,
KakKTO MW HAKOHM MCIUKAMCHTO3HO HHAYUOHPAHU TUPCOUIUTHU IIPOTHYAT oe3
XUNCPTUPCOUIU3BM U HC IMOAJIC)KAT HAa MCTOAUTC 3a JICHCHUC, OITMCAHU B TO3U Pa3ICII.

17.1.1. JleueHue HA XHUTIEPTHPEOUIN3MA
Bb3npueru ca Tpu OCHOBHU MaTOT€HETUYHHU METO/IA HA JICYCHHUE:
1. TupeocraTtuuHo
2. Xupypru4Ho

3. Pammoiiomieuenue

17.1.2. TupeocTaTHYHO JIeUeHHE

CpencTBo Ha mbpBH HM300p NMPU BCHYKU BUAOBE XWUIEPTUPEOUIU3IBM U BBB BCHUKU
BB3pacTu. [lokazanus:  OpeMEHHOCT, JeTCKa Bb3pacT, audysHa cTpyma,
HUCKOCTENICHHA  CTPpyMa, MOJArOTOBKA 3a XHMPYPrHYHO JI€YEHHUE, IOJArOTOBKa 3a
paguoioyieueHne, MPOTUBONOKA3aHUS 3a PAAMKATIHO JIeYeHHWE (XUPYPrHYHO U
paauoioyieueHIe), TAPEOTOKCHYHA Kpr3a Hedocmamvyu:

Hucka ppnrocpoyna eeKTUBHOCT - TPU aBTOMMYHEH XHIepTupeouan3sm T e 50-80
% B 3aBUCHMOCT OT JONBIHHUTEIHH (AKTOPH KaToO TIOTIOHOIYIIEHE, pa3Mep Ha
CTpyMaTa, MMYHOJIOTHYHA aKTHBHOCT W Jp. [IpW aBTOHOMEH XHUIEPTHPEOUIUIBM
(TOKCHYEH aZeHOM WMJIM TOKCHYHA IOJMHOJIO3HA CTPyMa) THPEOCTATHYHOTO JICYCHUE
HsIMa TpaeH eQeKT.

CtpaHu4HU ePeKTH:
- IeKH - 5 % (K0>KHO-aIepruYHu OOPUBH, JIEBKOTIEHUU,apTPAIITUH )
- TeXKH - < 1 % (TOKCHYEH MM XOJeCTaTHUeH XeNaTuT, Jynyc-oJo0eH
CHHJIPOM, arpaHyJIoLUTO3a)
Jlexapcmeenu npodykmu:

- Thiamazole — nauanna no03a 20-40 Mr, ¢ MOCTeNeHHA PEAYKIHS B
3aBUCHMOCT OT XOPMOHAJIHHUS U KIMYHOJIOTHUYCH CTATYC.

- Propylthiouracil — nauanna no3za 200-400 mr, ¢ mocTeneHHa
PEMYKIIUS B 3aBHCHMOCT OT XOPMOHAJIHHUS U MMYHOJIOTHYEH CTaTYC.

- OOma TpOIBKUTETHOCT HAa  JIEYEHHETO - TPH  aBTOMMYHEH
XHMIIEPTUPEOUINZBM  CPEAHO 2 ToaWHU. IIpM BB3pacTHH W YBPEIEHH
MAIMEHTH MOKE J1a OCTaHE KaTO MOCTOSTHHA Tepanus B 103a 1 — 2 T.
CUMOTOMATHYHO JieYnHHe ¢ GeTa-010KepH, aHTHAPUTMHITH (I10
BB3MOXKHOCT 0e3 Amiodarone), cegaruBa

17.1.3. Xupypru4iHo JjieueHue

CpCIlCTBO Ha BTOpH I/1360p, Karo € HCO6XOI[I/IM8. npeaABapuTCIiHa TUPCOCTATHUYIHA
IIOATOTOBKa 3a IOCTUTAaHC Ha CYTUPCOUJHO CHCTOSAHHUC. HO)IXO)I’I)T 3aBHCHU OT



MOUJIEKAIOTO 3a00JIsIBaHE.

IMlpu ©GaszenoBa OojiecT MW TOKCHYHA TIOJMHOAO3HA CTpyma ce H3BBpIIBA
TUPEOUACKTOMHUS, LIEIIAIIA TPACH XUIMIOTUPEOHI13bM. [Ipy TOKCHUYCH aJIcHOM ce MpaBu
aJICHOMEKTOMHSI MJTU MapIaliHa/cy0ToTamHa TI0OEKTOMUS ¢ T0OBp MIaHC 3a 3ama3BaHe
Ha (QYHKIUATA HA IIUTOBUIHATA JKJI€3a.

Tokazanus:

1. cycnekmus 3a chIIBTCTBAL KApLUKMHOM Ha IIUMTOBHAHATA >kje3a (LK)
BUCOKOCTETIEHHA /MM HOAO3HA CTPyMa, BKIIOYHTEIHO PELUAMBHA
peTpoCTepHANIHA, PEeTpOoTpaxeaiHa CTPyMa, KOMIIPECHUBEH CHHJIPOM,
YECTH PELIUIUBY CJIe]] THPEOCTATUYHO JICUeHHEe

2. TEXKU HEKEJaHW JIEKAPCTBCHH PEAKIIUU OT THPEOCTATUIHOTO JICUCHHE
3. TPOTHBOIIOKA3aHUS WM OTKA3 OT PaJUONOICUCHUE
4. ceropTCTBaIIA TUpeouaconunpana opranmonarus (TAO)

Hedocmambuu: HHCBK IIpOLCHT Ha CJICAOIICPATUBCH CYTUPCOUIUIDBM,

CJICHOIICPAaTUBHU YCIIOKHCHUA — YBPCIKAAHC HaA N. recurence, XUIOTHUPCOUAUBM,
XUIIOIIAPpATHPCON N3 bM

IIpomusonokazanus:
1. VBpeneHo 00mO CBbCTOSHHME C  OTHOCHUTENIHM WM  aOCOJIOTHU
IPOTHBOIIOKA3aHUs 32 ONEPATHBHO JICYCHHUE TO]] 001a aHECTE3 S
2. Huckocrenenna qudysHa ctpyma

17.1.4. PagunoiioaTepanus

CpenctBo Ha BTOPM WM TpPeTH H300p, KAaro € HEOOXOIUMO MPEIBAPUTEITHO
TUPEOCTATUYHO JIEYCHHE 3a T[OCTUTaHEe Ha EYTUPEOUTHO ChcTosHUE. KakTo
XUPYPrUYHOTO JIeYCHHE, PAAMOHOATEpanusiTa BOAU IPHU MOBEUETO MAIMEHTH 0
xunotupeouan3bm. CpoKbT Ha HACTHIIBAHE HA XHUIOTUPEOUAM3MA CIEN JICYCHHETO
3aBHICH OT ITOJICXKAIIOTO 3a00JIIBaHEe U OT IpHUJIOKEHaTa J103a oa-131.
Tloxazanus:

HeedexkTruBHO THUpEOCTaTUUHO

nedeHne Peruaue ciies Xupypruaao

JIEUCHHE

[TpoTrBOTIOKA3aHUS WITH HEXKETAHHUE 32 XUPYPTUIHO JICUCHHE

IIpomueonoxazanus.

AOCOIIOTHH - 6peMCHHOCT, KbpMCIIH KC€HU, IE€TCKA Bb3pacCT, IOAO03UPAH WJIN JOKa3aH
3JIOKAQUCCTBCH XapaKTCp HAa Bb3JIUTC UJIU CTpyMarTa

OtHocuTenHu - (epTHIIHA BB3PACT, BUCOKOCTENIEHHA CTpyMa, KOMIIPECHBEH
CUHJPOM, PETPOCTEPHAITHA U PETpOTpaxeanHa crpyma, ieskonenus, TAO, Mom-
bazenos

17.2. HPOCJIEASABAHE B XOJIA HA JIEYEHUETO



IIpoabakuTETHOCTTA HAa THPEOCTATHYHOTO JieYeHHe 3aBHUCH OT TEXKECcTTa u
XapakTepa Ha 3a00JsBaHETO (aBTOMMYHEH WM aBTOHOMEH XHUIEPTUPEOUAUIBM),
HAaYMHA Ha MPOTUYAHE, CKIOHHOCTTa KbM pELUIUBU, HUBOTO HAa aHTUTENATa KbM
penientopa Ha TupeoctTumynupaius xopmoH (TRAbD), pazmepa Ha cTpymara.

IIpu BB3pacTHM HavanmHata 1o3a € cpexnHo 30 mr gueBHO (20-40Mr/mHeBHO) C
IIOCTETIEHHO HaMallsiBaHE A0 IIOCTUraHE Ha WHIMBHIYyaJlHa MOAAbp)Kalla 1032 U
IIOCTUTaHE Ha TEPANeBTUYHA U UMYHOJIOTUYHA PEMUCHSL.

JleueHueTo ce KOHTpOJIMpa C U3CeIBaHe Ha TupeouacTuMyanpaius xopmos (TSH) u
cBoboguus T4 (FT4) ma 1, 2 unum 3 Mecema B 3aBHCMMOCT OT aKTHBHOCTTA Ha
3abonsaBanero. [IpocnensBanero BkiIto4YBa U u3cieaBaHe Ha TRADb u exorpadus Ha
K.

[Ipu npekpaTsiBaHe Ha JICUCHHUETO XOPMOHAJIHUAT CTaTyC ce mpocieasna Ha 3, 6 u 12
Mecell, cJIe/l KOeTO BeIHBK TOIUIIHO.

Crnen XMpypru4Ho JieueHue XOPMOHAIHHUAT cTaTyc ce npocieassa Ha 1, 3, 6 u 12
Mecell, CJIeJl KOSTO BEJHBXK TOMUIIHO. [IpM manuMeHTH, NMPH KOHUTO € HalpaBeHa
YacTHYHA WJIM TOTAJIHA THPCOMJCKTOMHS, CC 3alo4yBa 3aMECTHUTCIIHO JICUCHHE C
Levothyroxine Beinara cien onepanusTa.

YMecTHO € u3cienBane u Ha KanueBo-hocdopuara (Ca-P) oOMsiHa pe3 IbpBUs Mecell
CIIe/l OnepalysiTa 3a paHHa TUarHo3a ¥ KOMIIEHCANMs Ha €BEHTYaJIeH TIOCTONEPaTHBEH
XHITOTIAPATHPCOUTUIBM.

Omnepupanute OOJIHU C HOJO3HU CTPYMHU MOAJIEKAT HA €XKErOACH €X0rpa(cku KOHTPOIL

Pannoiionneyennero ce u3BbHpPILIBA B CHELMATH3UPAHU MEIUIMHCKHM 3aBEJIEHHUS OT
KOMHCHS, BKJIIOYBAIA THUPEOUI0JIOT U PAIHOJIOT, 10 YTBBpJEHA CXeMa, BKIIIOYBAIA
CIHMpaHe Ha TUPEOCTATUYHOTO JiedeHue 3-5 JHM Ipeau npuema Ha panuoiioa. Ilpu
KOMOWMHUPAHO J€YeHHE C JIEBOTUPOKCHH, MOCIETHUAT TpsOBa Ja ce cIpe IoHe 2
CeIMUIIM TTPEI MTpHeMa Ha paaroiio]]. Be3nprero e 1edeHneTo 1a ce mMpoBekaa B 103a
6 - 10 MmumkropH.

XOpMOHATHUAT CTAaTyC ce mpociensBa Ha 1, 3, 6 u 12 Mmecer, cien KOETO BEIHBXK
rogunrHo. [Ipu HeycrenHo pauoioIedeHIe MOKeE J1a ce Jajie BTopa ao3a cien 6 — 12
Mecera.

[Tpu HanMume Ha HOMO3HA CTPyMa 3a]IBJDKUTEIHO TPsOBa /a ce MpoBee ThHKOUIJIEHA
acriupannonsa ouorncus (TAB) mox exorpadcku KOHTPOII 32 U3KITIOYBAHE HA KAPIITHOM
Ipeay MpearprueMate Ha pajuoioarepanus.

Ha BBb3pacTHH OOJIHU ChC CHPJACUHO-CHIAOBH 3a00JSBAHUS U PUCK OT OOOCTpsHE Ha
XUNEPTUPEOUIN3MA, CE€ BKIFOUBA THPEOCTATUYHO JieueHue 7 — 10 gHu cnen npruema Ha
oIpeJiesieHaTa TepaneBTHYHa 1032 3a 1 mecen. Cieq To3u nepuo TpsiOBa Ja ce OleH!
e(PEeKTUBHOCTTa HA JICYCHWETO W TPU HACTHINJI XHUIIOTHPEOUJM3BM Jla C€ 3all0vHe
3aMeCcTUTENHO JeueHue ¢ Levothyroxine.



17.3. OCOBEHOCTH HA JIEYEHHUETO HA
XUIIEPTUPEOUINU3MA ITPU BPEMEHHU

Cpedcmeo na u360p — TAPEOCTATUIHO JICYEHHE
Jlexapcmeo na usbop — Propylthiouracil B mepBust TpumecThp Ha OpeMeHOCTTa, ClIE KOETO
Methimazol

Jo3a na uz360p — Hali-MalikaTa Bb3MOXHA J103a, KOSITO J1a OAIbpKa HUBOTO Ha FT4 okoio
ropaa pedepeHTHa rpaHuIa.

Ilpocneoseane

nscnensane Ha FT4 nTSH exxemeceuno mo Bpeme Ha OpeMEeHHOCTTa

u3cie/IBaHe Ha TUpeouaHaTa GyHKIUS Ha HOBOPOJIEHOTO

pocie/siBaHe Ha XOPMOHAIHMS CTaTyc Ha 3 Mecela Cliell paxJaaHeTo, ¢
orjexl BEpPOATHOCTTa 3a OOOCTpsiIHE Ha aBTOMMYHEH XUIIEPTHUPEOUJIU3BM B
MOCTIAPTAIHUS IEPUOI.

17.4. OCOBEHOCTH HA JIEUEHUETO HA XUITEPTUPEOUINU3MA
ITPU MOJ1- BABE/IOB

Jleuenunero ¢ Amiodarone Boau 10 HapyiieHa tupeouHa GyHkimsa npu 15-20 % ot GosHwuTe.
HaGmroaBar ce aBa tirna Amiodarone-uHaylupan XUInepTHPEOH I3 bM:

Tumn I ce 7KK OCHOBHO Ha BUCOKOTO HOHO ChABPKAHKE HA aMHEJapOHOBATa MOJICKYJIa
U TPOTHYA C XUNEPTUPEOUAN3bM, Moao0HO Ha bazemoBara OomecT. YcraHOBSIBaT ce
nosuiienu FT3 u FT4, aucek TSH, moBuiieH kKpbBOTOK Ha KJjie3aTa MpH eXorpagcKkoTo
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U3ClIe/IBaHe, Bb3MOKHO HAJTMYUE HA BBH3JIH, IIOBHUIIICHA |-kanrarms
Jleuenuero e Tupeocratuyno (Propylthiouracil wiim Methimazol), kaTo npu TpyaHO OBnajsIBaHEe
Ha XHUIIEPTHPEOUIN3MA CIIE/IBA J1a CE KOMEHTHPA THPEOUICKTOMUS WM PAIHOHOATepaIIHs.

Tun |l npotuya no Tuna Ha AECTPYKTUBHUTE TUPEOUIUTH, C TOBUIIEH npeaumHo FT4,
notucHat TSH, HamaneHa BacKynapu3anus Npu exorpad)cko U3cieiBaHe ¢ LIBETEH

I[ormep HUIIOTHUCHATa 131|'K8.HT8.LII/I}I
JleueHnuero ce IMMPOBEKAA C T'TIOKOKOPTUKOU AN, a IIPU 3aTCrHAT X0 MOKE a CC an6erHe
A0 XUPYPTHUYHO JICYCHHUEC — TUPCOUICKTOMMUS.

17.5. CYBKJIIMHUYEH XMIIEPTUPEOUIU3BM (MKB: E05.0, E05.1,
E05.2, E05.3, E05.8, E05.9)

Jluaruosara e jjaboparopHa, xapakrepusupa ce ¢ morucHat TSH (gecto < 0,1 mIU/ml)
u HopmanHu FT3 u FT4. Cynpecusita Ha TSH moxe 1a Ob/1e €HJJ0TeHHa MITH €K30T€HHA.

Kinuangna cummnToMaTdka HIMa WM € JUCKPETHA, H3pa3sdBalla C€ IMPEANMHO B



cbplebreHe, HamalieH GU3NYECKU KalaluTeT, yMopa, JeNpPeCUBHOCT.

CYOKNUHUYHUAM XUNEPMUPEOUOU3bM € pUckos paxmop 3a.

Tloseoenue:

IIPOrpecHs KbM KIIMHUYEH XUIIEPTUPEOUIU3BM
PUTBMHU HapyLICHUS HA ChpJeYHaTa IEHHOCT

Pa3BUTHC HA OCTCOIIOPO3a

XOPMOHAJICH KOHTPOJI CJIEN 3 MCCEIIa 3a IOTBBPKAaBaHC Ha AarHo3ara

WHIAUWBUAYAIHU3UPAH TOAXOL

TupeocratnyHo jeueHne, EBEHTyaIHO paAHONOATEPAINS CE IPEABUAK /1A IIPU:

HAJIMYHME HA XUTICPTHPEOUIHA CHUMIITOMATHKA,;
MOJIMHOI03HA CTPyMa MJIM TOKCHUYEH aJICHOM;

CBIIBTCTBAIIO CHPACYHO-CHAOBO 3aboissaBaHe (CC3) ¢ NOBUIIEH PHUCK
3a PUTBMHU HAPYLICHUS;

CBITBTCTBAIIA OCTEOIICHUSI UJIH OCTEOIOPO3a;

HarpeHaaa Bb3pacT

17.6. TUPEOUJACOLHUHUPAHA ODPTAIMOIIATUSA (TAO) (MKB HO06.2)

Tnpeonﬂ-acounnpaHaTa O(l)TaJ'IMOHaTI/IH npeaAcTaBIsiBa aBTOUMYHHO YCJIOXHCHHC Ha

ABTOMMYHH

HTE 3a00JIIBaHUS HA IMIMTOBHHATA JKJIE3a — OCHOBHO 6a3e)103a 0oJrecT u 10-

PSAAKO aBTOMMYHEH THPEOHMIUT- HaOmogaBa ce mpu okono 40% om mamueHtuTe c

6azenoBa O6onect u cropex Texectra ci TAO ce kimacuduimpa Ha Jieka, YMEPEHO TeXKa

KBbM TECXKKa

U 3acTpaniaBaiia 3peHuero. [locneqnure ase kareropuu 3acsirat okojio 6%

OT MAIIMCHTHUTC C TAO u u3uCKBaT CHCTEMHO JICUCHHE.

Pucroeu paxmopu:

1.

2.

3.

4
17.
Jleuenuero
KB UIIN

Bb3MoxHO
KOMOUHUpA

1.

2.
3.

TroTroHOMyIIEHE

Bucoko auBo Ha Ha TSH-penentopau anTuTena
XHUMOTUPEOUTU3BM, BKJIL. TOCTTEPAICBTHUCH
[IpoABIKUTENHOCT U TEXKECT HA XUNIEPTUPEOUTUZMA
6.1. Jleuenue na TAO

Ha TAO ce npoBexaa B clieUaIN3UPaHU €HIOKPUHHU KIIMHUKU OT BUCOKO-
paHU CIIeNUAINCTH €HAOKPHUHOJIO3H B TSICHO ChbTPYIHUYECTBO C O(TAaIMOJIOT.

€ MpWIaraHeTo Ha 3 TepameBTHYHM METOJA — CaMOCTOATENIHO WU
HO, B 3aBUCHMOCT OT aKTUBHOCTTA U T€XKECTTa Ha 3a00JISIBAHETO.

MenukaMeHTO3HO — JIOKaJHO M cucTeMHO ¢ rimokokoptukonaun (I'K),
UMYHOCYIIPECOPU
Teneramatepanus Ha peTpoOyI0apHOTO MPOCTPAHCTBO

XUPYpPrU4HO

061/1414 cpusicu u npoqbwzakmuka 3a nayuerma.:ClpaHe Ha THOTIOHOITYIICHETO

pu

JAUarHoCTUOHUPAHE HA 6a3e;1013a 60H€CT, H3II0JI3BAHC Ha BUCOKa BB3IJIaBHHUIIA,



HaMaJICH IPpHUEM Ha COJI, HU3IO0J3BAHEC Ha TBbMHHU OYMJIA, IIPU 3aTpPpydHsABaAIla
(byHKI_II/IOHI/IpaHeTO JUIIOIHSA - 3aKpHBAaHE HA €AHOTO OKO

17.6.2. JlekapcTBeHa Tepanusi
a/ o010 JIeYeHne
- JICUCHHNE Ha XUTICPTUPEOUTU3MA C THPEOCTATHIIN (BXK. XUTIEPTUPEOU I BM)

- BKIIOYBaHE Ha Levothyroxine mpu XWnoTUPEONIN3bM, JO3UPAH B 3aBHCUMOCT OT
XOPMOHAJIHUS CTaTyC, Bb3pacTTa U MPHIPYKaBallUTe 3a00IsIBaAHMUS.
- CenleHOBU JIeKapCTBEHH MPOIYKTH B 1032 200 MKT THEBHO 3a MEPUOJT OT 6 Meceria.

- FJ'II-OKOKOpTI/IKOI/II[I/IZ

- napewmepanno — 3 ceaHca OT 3-KpaTHU BEeHO3HHW MH(y3um npe3 AeH Ha 500
mr (Mmakcumym 1000 mr) Methylprednisolone, ¢ MexIUHHO MYCKYITHO IPHIOKCHHE Ha
I'K, enHOKpaTHO ceAMHYHO, KaTo oOIaTa KymyjaTHBHA /1032 HE OMBA J1a HAIXBBPIL
6 - 8 rpama I'K. IIpoawsmkuTenHocTTa Ha €OUH Kypc Ha jedeHue € 4 — 6 Mmecena.
AnTepHaTHBHA cXxeMa € npuiokeHue Ha 500 Mr eJHOKpaTHO CEAMUYHO 32 6 CeMUIIH,
nocyenBaHo oT 250 Mr e THOKpaTHO CEIMUYHO 3a OIe 6 CEIMUIIH.

- Opanno — antepHupanl nmpueMm B 1o3a 15-20 mr npe3 JeH, NPEeTUuMHO MEXITY
IyJICOBETE M KAaTO 3aBbpIIBaI] eTam Ha JiedeHnero ¢ [ K ninm reneramarepanusra.

- Cyclosporine — morien umyHocympecop, 5-7.5 mg/kg/nu B kombunaius ¢ 'K 60-
100 mg/nn 6u cneaBasio Aa ce pasriekja KaTo CpeACTBO HA BTOpa JIMHUS MOPaad
HE3aJJOBOJIMTENHO ChOTHOIIICHUE TI0J13a/PUCK.

- Rituximab1000 mg 2 netu npe3 2 ceamuim u 'K 100 mg
npenu ToBa 0/ JIOKaJIHO JIeUeHHE
17.7. xonmupu ¢ I'K u HecTepoujHM NPOTHUBOBB3NAINTEIHH CpPEJCTBA
(HCIIB) — nmpu wu3pa3eHa HMHEKIMS U XE€MO3a CbC CYOEKTHBHU
OTJIAKBAHUS
17.8. ®onodopesa c 'K-yureent — 5 — 10 mporeaypu 3a eauH Kype
17.9. U3kycTBeHH CBHI3M MPH CHHAPOM Ha CyXO OKO
17.10. Konupu c Geta-60kepu ¥ MHXHOUTOPH Ha KapOoaHXHIpasa - Ipu
MOBMILIEHO BbTpeouyHo HajsraHe (BOH), mox koHTposa Ha CTOHHOCTHUTE
Ha BOH
17.11. AHTUOMOTHYHY KOJUPH U YHI'BEHTH— IIPU HAINYNE HA UHPEKIHS

17.6.3.Paguorepanus

17.12. perpoOyndapHo

17.13. 10 mam mo 2 Gy

17.14. MIPOTUBOIIOKA3aHUS TIPH 3aXapeH AuadeT
17.15. YCIOKHEHUS — KaTapaKTa Ha JICHIUTE

17.6.4. XupypruyHo JjieueHue
17.16. JIEKOMITPECHBHA OPOUTOTOMUS

17.17. Tap3opadus



17.18. KOpeKIHs Ha PUKCUpPaH CTPaOU3bM

OmneHkara Ha edeKkTa ce M3BBPIIBA Bb3 OCHOBA HA PE3yJATATUTE OT KOMIIOTHpPHATA
tomorpapust (KT) ma opbutn, exsopranmomerpusra mo Hertel, Busyc, BOH,
(GYHIOCKOMHS U M3CIIEBAHE MOABIKHOCTTA HA OYEIBUTATEITHUTE MYCKYJIH.

17.7. XXIIOTUPEOUIN3BM (MKB: E03.0, E03.1, E03.2, E05.3, E03.4, E03.5,
E03.8, E03.9)

YcranossiBa ce B 6.3% ot Obarapckara nomynanus. XapakTepu3upa ce ¢ HamalieHa
cekpenust Ha TUpeonaHu xopMoHH oT LK 1 Moske na ce AbIKY Ha ClIeTHUTE TPUYHHU:
1. ITbpBUYEH XUIIOTUPEOUAUIBM

- THPEOUIUT Ha XaIIUMOTO

- IOCTOINEPATUBEH XUIIOTUPEOUN3BM
- ClIe]] paguoUoATepanus

- CIIeJl paIOTepaIIs Ha IUsTa

- JICKAPCTBCH XUIIOTUPCOUIU3IBM — TUPCOCTATHUILIH, HHTHﬁ, I>'IO,Z[, THUPO3UCH-
KHMHa3HU I/IHXI/I6I/ITOpI/I, JICKApCTBCHU MPOAYKTH 3a UMYHOTCPpAIINA

- ”HQWITPATUBHY BH3MATUTEITHA UM HEOIUIACTUYHU 3a00JIsIBaHUS Ha
LK

- BpOJICHU WK Npuao0uTu AedeKTH Ha OMOCUHTE3aTa Ha TUPEOUTHU
XOPMOHHU

2. BropuueH u TpeTHYeH XUITOTHPEOUTH3BM

- 3a0osgBaHUS Ha XI/IHO(i)I/ISaTa U XUIoTajlamyca
Bpoz[eHa PE3UCTCHTHOCT KbM  THPCOUJHHUTC XOpPMOHH

17.7.1. Jleyenue

3amectutenHo jeyenue ¢ Levothyroxine (L-T4) ce BkirouBa npu CIICAHUTE YCIOBUSL:

ITpu cepymen TSH > 10 mlU/L

I[Tpu cepymen TSH mexay 4.12 - 10 mIU/L moske aa ce 3amovne JeYeHUe NP HaTu9ue Ha:
* KJIMHUYHA CUMIITOMATHKa

* HCXeMHUYHa OOJecT Ha ChPIETO, ChpJeYHa HEIOCTATHYHOCT, WU
PUCKOBH (PaKTOpH 3a Te3U 3a00JSIBAHUS

¢ 3aABJODKUTCIHO IPpU MJIAan )KCHU, TIJTaHUPAIH 6pCMeHHOCT

[Marentn ¢ TSH m/y 3.0 — 5.0 mIU/l asimMat KIMHUYHO 3HAYMMHU CHMITOMH H JIEYCHHETO C L-
T4 He HOCH pEaTHU MOI3H.

ITpu TSH m/y 5.0 — 10.0 mIU/I pemrenuero 3a neuenue ¢ L-T4 3aBucu ot MHOTO (hakropu u
NpUApYKaBaIy 3a00JsIBaHUS:
*  TSH 2-kpatro Hax 8 mIU/| unu HapacTBail mporpecuBHO



* Hamwmuwme Ha rymra /v nosuinenu TAT, TPOAD

* JleTcko-roHOLIECKA Bb3pacT/MiIaia Bb3pacT

* TepaneBTH4eH ONUT 32 MOBJIHUSIBAHE HA KIIMHUYHA CUMIITOMATHKA
* IlpennounTanue Ha nanueHTa

* CC3 umu CC puckoBu ¢axTopu

* TroTroHONYyIIICHE

o Jlucnunuaemus

*  bunonspHo pazcTpoicTBo,
nenpecus [Tpunennu croiinoctr Ha TSH
* Ilpu BB3pacTHU MHAMBUAM M HEOpEMEHHHU MallMeHTKH Ha JiedeHue ¢ L-T4, TSH

TpsiOBa a ce moaabpika B pedepentnu rpanunu 0.3 — 4.0 mIU/L

Cpeocmeo Ha uzbop nipu BB3pacTHU € MOHoTepanusTa ¢ Levothyroxine B 103a criopen
HemocTura moxa ¢opmara Ha TaOJIeTKH WM TedeH pas3TtBop. LlsimocTHara aHeBHA
3aMECTHUTEIIHA JI03a IPH TUPCOUICKTOMUPAHH IMalueHTH € okoJio 1.6-2.0 mcg/kg TenecHo
TETJI0, IHEBHO, HO MHJIMBUIyallHATA 710332 MOXE JIa BApUPa B IUPOKU TPAHHUIIH.

e [lpu wm3nomsBane Ha TabnetHa ¢opma Ha Levothyroxine meaukameHTBHT ce
npueMa cyTpuH Ha rinaaHo 30-60 muH npenu 3akycka U 90 MUHYTH IIpeu IpUeM
Ha Kade.

e [Ipu usnon3Bane Ha TeyHa ¢opma Ha Levothyroxine meaukaMeHTHT ce mpuema
CyTpHH, Ha riagHo 15-20 Mmunytu npenu 3akycka. L-T4 He 6uBa na ce mpuema
€THOBPEMEHHO C BEIIECTBAa W JICKAPCTBEHH IMPOAYKTHU, KOUTO MHTEpEpHUpar c
HEeroBaTra pe3opOouus W MeTaboNM3bM - XPaHUTEITHH J00aBKH, JIEKapCTBEHH
MPOJIYKTH, CHIBPXKAIIA METATHH COMM (KeNsI30, KaJllWuid, MarHe3ui, IHHK),
WHXUOUTOPU HA TMIPOTOHHATA TMOMITA, MIISIKO, COEBU MIPOJIYKTH, CEKBECTPAHTH Ha
KITHYHUTE KUCETTUHH U JIp.

He e mokazaHo mpeaMMcTBO Ha KOMOMHMpaHOTO mpuioxenue Ha L-T4 u L-T3.
Bonpexku ToBa, 5% - 10% ot mamumentute nekyBanu ¢ L-T4 u ¢ Hopmanen TSH,
ChOOIIaBaT 32 CUMIITOMH KaKTo MpH xunorupeouan3bM. Hopmamuusat TSH npu neuenne
¢ L-T4 He e rapaHuus 3a eyTUPEOUJHO CHCTOSIHME BbB BCUUKHM ThKaHW. OmnpezneneHa
KaTeropus MalueHT! ¢ XUMOTUPEOUTU3BM BEPOSTHO OMXa ce MOBJIUSIM OJIaronpHusITHO
0T KOMOMHMpPaHOTO npuiioxkeHue Ha L-T4 u L-T3, koeTo Moxe 1a UMUTHpPA [0-yCIIEIIHO
crotHOomeHnuero Ha FT3/FT4 mpu 3npaBu. Bee omie obade HsMa MOCTaThUHO JaHHH,
KOUTO Jla OOSCHAT MepcHucTHpallara CUMOTOMaTuka. ETO 3amo BCHYKH THPEOUIHU
opranuzanuu npenopbuBar L- T4 MoHoTepamusita KaTro CTaHIAPTHO JI€UYEHUE Ha
XUMOTUPEOUTUIBM.

KomOunanusara va L-T4 u L-T3 He Tps6Ba 1a ce u3noi3Ba Npy OpeMeHHH KEHH WIH TIPU JKEHH,

IIAHUPALIY OPEeMEHHOCT.

He e nokazaHo mpequMCcTBO Ha IPUIIOKEHUETO HA Excmpakm om wumoeuona diciesa
npeja ToBa Ha MoHoTepanus ¢ L-T4.

3aMeCTBaHETO C TUPCOUTHU XOPMOHHU CTaBa B 3aBUCUMOCT OT:
- BBb3pacTTa



- TeXecTTa Ha 3a00JIsIBaHETO
- CBPJICYCH CTaTyC
- CBITBTCTBAIIM CHAOKPUHHHU U JPYTH 3a00IIBAHUS

YTouHsIBaHETO Ha J103aTa CE€ M3BBPILIBA Bb3 OCHOBA Ha cToiHOocTHTEe Ha TSH mpe3
uHTepBanu oT 6 — 8 cenmuiu. Crea NocTUrane Ha MHAUBUAYATHA MOAIbprKaIlla J103a,
KOHTPOJIBT Ha JICYEHUETO CE U3BbpIIBA HAa 6 uin 12 mecena.

MonutopupaHe Ha 3aMECTUTEIHOTO JIEYEHME MpU MAalUEHTH C BTOPUYEH
XUIOTHPEOUIN3bM C€ U3BBpIIBA ¢ u3cieaBane Ha FT4, kato croiiHocTuTe My TpsiOBa
Jla ca HaJl CPEIHUTE 3a CbOTBETHUTE ped. TPaHULIH.

IIpu cpopTeTBaIA HAIOBOPEYHO-KOPOBA HEAOCTATHUHOCT, JiedeHueTo ¢ I'K tpsa6Ba na
IIpEeIIIECTBA BKIKOYBAHETO HAa 3aMECTUTEIHO JedeHue ¢ L-T4.

IIpu Tupeongut Ha XamKUMOTO € BB3MOKHO IIPEMUHABAHE OT XUIIOTUPEOUIU3BM BbB
¢da3za Ha XUNEPTHPEOMAM3BM, Halaram@a CHUpaHe Ha 3aMECTUTENHOTO JICUCHHE H
BKJIFOUBAHE HA TUPEOCTATHUK.

Hsaxoun nexapctBa — Cholestyramine, Iron sulphate, Calcium, Sucralfate, anThanumau
cpeacTBa

ChIBpIKallly ATyMUHHEB XUIPOKCH]I, BiIomaBar pesopousara Ha Levothyroxine. Hsxon
aHTHKOHBYJCaHTH, Rifampin u apyru Hanarat ynorpebara Ha 1Mo-BUCOKa /1032 TOPaIH
MOBUIIEHU MeTaboan3bM Ha Levothyroxine.

[Mpu manuenTu ¢ Bucoku 103u L-T4 (> 200 pg/mH) u nosuien TSH tpsibBa na ce umar
MIPEIBU 2 OCHOBHH TTPHYNHH:

¢ JIMIICa Ha Kona60pau1/m OT CTpaHa Ha ManreHTa

* npobnemu c pesopbumsta Ha L-T4, KoATO ce MOBIMABA OCHOBHO OT
NPUEMAHETO MY € XpaHa Ui C Ip. JEKapCTBEHU IIPOAYKTH

* 3a0oJsBaHMS HA CTOMAIIHO-YPEBHUS TPAKT, IPOMEHSIIN KHCEUHHOCTTA B
CTOMaxa W/WiM pe30pOTHBHATA CIIOCOOHOCT Ha uYepBaTa — aTpouyeH
ractput, uHbekus c¢ H. pylori, cecTosiHME ciel TacTPEeKTOMUS,
unpecranus ¢ G. lamblia, curapom Ha KbCO YepBoO U .
[To-psaxo ce HaOt0JaBa HEMOHOCUMOCT KbM IIOMOIITHUTE BELIECTBA B TA0JIETKATA, KOSATO
MOXe J1a MPUUMHHU MajgaOcopOLus Ha JeKapCTBEHOTO BEILECTBO.
IIpeno3upane c L-T4 ce ycranossiBa npu okoio 20 % ot nekyBaHuTe nauueHtu. Haii-
YeCTUTE CTPAaHUYHHU PEaKIMHU B TE3U CIIy4aH ca OT CTPaHa Ha:
*  CBhpJAEYHO-CH/0BATA CUCTEMA

*  CKeneTa
*  HAKOM a)eKTUBHU pa3cTpoiicTBa

Bp3pactHuTe XOpa ca CKJIOHHM KBbM U35Ba Ha pPUTBMHHU HapyIIeHHUS, a
MOCTMEHOTIAY3THUTE )KEeHH — KbM YCKOpEeHa KOCTHa 3aryoa.

L-T4 He TpsdBa 1a ce uW3MON3Ba 3a JICYCHHE HA CHMNOTOMH, TMOJOOHM Ha TE3U TIPH
XUTTOTUPEOUTU3bM, 0€3 OMOXMMHYHO OTBBPIKIEHNE HA JUArHO3aTa.

L-T4 ne TpsadBa 1a ce U3MOI3Ba 32 ICUCHUE HA 3aTILCTSABAHE PU €YTUPEOUTHU MAIUSHTH.

17.8. CYBKJIMHUYEH XUINIOTUPEOUIN3BM (MKB: E03.0, E03.1, E03.2,



E03.3, E03.4, E03.8, E03.9)
ToBa e ChCTOSIHME, XapaKTEPU3UPAIIIO CE C JIEKO J0 ymepeHo nosumeH TSH (m/y 4,2 —
10 mIU/L) npu nopmanuu FT4 u FT3. Yectorara e 3,6 % npu Objirapckara nomymaius,
HO € I0- roJIsiMa MpHu:

- JKeHH, 0COOEHO CIIe/I MeHOoIay3ara

- C HalpeJBaHE Ha Bb3pacTTa

- 3aTIIbCTSIBaHE

- TI0-BUCOKO ChIbpPKaHUE Ha MO B AUeTaTa
OOHMKHOBEHO JUICBAT KIWHUYHM CHUMITOMH, YCTAHOBSIBA C€ CIIydallHO MIpH
CKPUHHUHIOBO n3cneasane Ha TSH.
Haii-uectata mnpuunHa 3a CYOKIMHMYEH XUIOTUPEOUIU3BM € aBTOMMYHHUST
tupeouautr, kouro B 3 — 20 % or cayyaure mporpecupa 0 KIMHUYEH
XUTMOTUPEOUTUIBM.
CYOKNUHUYHUAM XUROMUPEOUOUZBM € PUCKO8 (haKkmop 34

- pa3BUTHE HA KIIMHWYEH XUIIOTHPEOUIN3BM B
- 17 % pu TSH =5 miU/ml u TPO /+/
- 44 % npu TSH = 10 mIU/ml u TPO /-/
- 83 % npu TSH =10 mIU/ml u TPO /+/

- yYBEIU4YaBaHE Ha ChPACUHO-CHIOBHS PUCK (HE3aBUCUM PUCKOB (hakTop 3a
nH(}apKT HA MUOKap/a U aTepocKiIepo3a)
- TUCITUTTUIEMUS

- HCBPO—TICUXWYHHA 3a00/1s1BaHUs

Llosedenue:
- 3aMecTUTENHO JieueHue ¢ Levothyroxine npu Bcuuku 60au ¢ TSH Hag 10mIU/ml

- 3amectuTenHo JeueHue ¢ Levothyroxine mpu TSH nHan 5,0 mIU/ml u
HaJIMYUe Ha CTPyMa WU TTO3UTHUBHU THPEOWIHU aHTUTEIA U KIMHUYHU TTPOSBH
HAa XUMOTHPEOMIW3bM WM jauciaunuaemus. [lpu mepcuctupane Ha
OIJIAKBaHUATA CJIe]] HOpMalM3upaHe Ha HUBOTO Ha TSH Ou cnexBano na ce
npepasriienia HyXaara oT JeueHue.

- CYOKJIMHUYHUAT XUMOTUPEOUTUIBM C€ JIEKYBa 3aAbIKUTEITHO TIPU MIIaTu
KEHH, TJIAaHUPAIIH OPEMEHHOCT.

- BKJIFOYBAHETO HA 3aMECTUTEITHO JICUCHHE 3aBUCH OT PHCKOBUTE (pakTopw 3a
pa3BUTHE Ha MPEACHPIHO MBXKIeHe, ocTeonopo3a, CC3, nenpecus. TpsdBa na
ce uWMaT TpeaBUjA CJICTHUTE JaHHM OT aHaMHe3aTa: IIoJ, BB3pacT,
TIOTIOHOMMYHICHE, apTCpruaiHa XUIICPTOHUA, JUCITUITNICMUS, 3aXapCH )11/1a6eT

Hosupane nHa neuenuemo:

Jlo3ara Ha JieKkapCTBEHUs MPOAYKT 3aBUCH OT HYXK/1aTa 3a IOCTUTaHE U MOIbpKAHE Ha
)kejanuTe HuBa Ha TSH.

Ipocneossane:




- HuBoto Ha TSH TpsiGBa na ce mommepka B rpanmmure 0,5 — 4,0
mIU/ml, B 3aBucumocT oT Be3pacrtra u npuapyskasammure CC3.
- cJIe/l IOCTUTaHe Ha CTaOuITHA KOMIIEHCAIIHSI € YMECTEH KOHTPOJI BeITHBK T'OAUIITHO.

17.9. XUIIOTUPEOUAN3BM U CTEPUJINTET IIPU )KEHU

W3sBsiBa ce ¢ MEHCTpYaIHU HApYIICHUS U CTEpUIUTeT. [Ipy n3siBEH XUNMOTUPEOUTU3bM
BKJIIOYBAHETO HA 3aMECTUTENIHO JeueHue ¢ Levothyroxine Moke na HOpMaIH3Upa
MEHCTPYAJIHUS IIUKBI U Ja JOBEZE 10 OPEMEHHOCT.

17.10. XUIMIOTUPEON U3 BM U BPEMEHOCT

KAMHNYHMAT XHNOTHPEOUWAN3bM BOJIU JIO TOBHIICHA YECTOTAa Ha apTepualiHa
XHUIIEPTOHMS, MPECKIAMIICHS, aHEMHs, CIOHTAaHEH a0opT, KaMepHa TUCPYHKIUS W
CIICIPOJIOB KPHBOM3JIMB MPH MaiKaTa, CMBPT Ha IUIOJA WX HOBOPOJIEHOTO, HUCKO
TErJI0 Ha HOBOPOJCHOTO, HEJOPA3BUTHE HA MO3BKA.

CyOK/JIMHHYEH XHIIOTHPEOUIU3BM 110 BpeMe Ha OpeMEHHOCTTa MOXKE Ja JTOBEE 10
HapylIaBaHe KOTHUTHBHATA (DYHKIMS HAa HOBOPOACHOTO, Ja MOBUIIH PHCKA OT CMBPT
Ha IUI0/1a. BUCOKHAT TUTHP HA TUPCOWIHHM AHTHTENA MPEACTABISABA CAMOCTOSTCIICH
pUCKOB (aKTOp 3a CIIOHTAHHU a0OPTH, HO TIPEAMMHO NP XKEeHU ¢ HUBA Ha |SH Hazg
TPUMECTBP-CIIECIUPUIHUTE CTOWHOCTH.

[Tpu GpeMeHHHU XKEeHU Ha 3aMECTUTEIIHO JICUEHUE U Te3U C aBTOUMYHEH THPEOUIUT, HO
S€yTUPEOUJIHU 10 MOMEHTa Ha 3a0pEMEHSBAHETO C€ M3IOJI3BAT CIECIHUTE TOPHU
rpannmm Ha TSH, ako HsiMa u3pabOTeHM TpUMeECThp-crenupuyHn pedepeHTHH
TPAHMIM 33 CbOTBETHATA MOIYJIALM:

* IIepBu Tpumectsp — 0.1-2.5 mIU/L
*  Bropu tpumectsp — 0.2-3.0 mIU/L
*  Tperu tpumectsp - 0.3-3.5 mIU/L
llosedenue: nedenue ¢ L-T4 e onpaBaaHo npu CIETHUTE CIIydau:

*  Xenu B nereposiHa BB3pACT C aBTOUMYHEH TUPEOUIUT (MO3UTUBHU aHTHU-
THpeonepokcuaazHu anturena) u € 1SH > 2.5 mIU/L, ako ca Opemennu B |
TPUMeCThbP
WIN TUTAaHUpAT OpEeMEHHOCT

* bBpemennu ¢ aBTOMMYHEH THUPEOWAUT (TIOBUTUBHU AHTHU-TUPEONEPOKCHIIA3HU
antutena) BbB I u III tpumectsp ¢ TSH 3.0-3.5 mIU/L

° >KCHI/I, l'IJ'IaHI/IpaIJ_II/I 6peMeHHOCT NIn 6peMCHHI/I 663 JAHHU 3a aBTOMYHCH
TUPEOUIUT (HEraTMBHHU aHTU-THpeornepokcuaazuu anturtena) u TCX nazg 4.0
miU/Il

*  Jenwu B nerepoaHa BB3paCT, MiaHupaiy opemMeHHoct ¢ TSH Han 2.5 mIU/I,

- aKoO Ca MMaJid CIIOHTaHCH a60pT WA XUIIOTUPCONANU3BM B MUHAJIOTO

Jozara Ha Levothyroxine npu skeHH ¢ XHIIOTHPEOUAU3BM HA 3aMECTUTEITHO JICUEeHHE,



IIPU KOUTO CE€ YCTAHOBSBA OPEMEHHOCT, Ce yBelnyana ¢ okojio 25%, HuBoto Ha TSH ce
npocneassa B 10-11 r.c. u go3ara ce kopurupa, ako TSH e max 2.5 mlU/I.

[Tpu 6pemenHu Ha 3amecTUTENHO JeucHue ¢ Levothyroxine TSH u FT4 ce ciaensar Ha 4
cenmuiiy 10 20 r.c. u ciien ToBa eqHoKpaTtHo okouio 30 r.c. Ciien paxkaaHeTo JICYEHUETO
ce cmmpa, ako POJWIKaTa € OWiia CyTUPEOWJHA Mpeaud 3a0peMEHSBAaHETO, WJIH Ce
HAMaJIsBa [0 J03aTa OT Mpeau 3a0peMEHSBAHETO MPHU JKEHH C MPEAXOKIAII
OpEeMEHHOCTTa XUITOTHPEONTU3BM.

17.11. XXIIOTUPEOUIU3BM U 3AXAPEH JUABET

Han 10 % ot manmeHTHTE ChC 3axapeH auadeT Tun | pa3BUBaT ChIIBTCTBAIL ABTOUMYHEH
TUPEOUINT, CbC CYOKIIMHUYEH WU KIMHUYEH XUITOTUPEOUIU3bM. JIeueHHeTo € KakTo
MIPU OCTAHAJIUTE MAIMEHTH C XUIIOTUPEOUIUIBM.

17.12. XUIMMOTUPEON N3 BM U JENPECHUSA

[Ipu Bceku marueHT ¢ ernpecus TpsoBa Aa ce U3KII0UN ChII'bTCTBAI XUIIOTUPEOUIU3IBM
— KIMHUYEH WM cyOkiuHuueH. [lanueHturte, mosydaBallyd JIMTHEBU JIEKAPCTBEHU
MPOIYKTH, TOANEXKAT Ha epuoanyHo uzcneasane Ha LK (TSH, exorpadust), Toit kaTo
JUTHAT MOXKE Ja MHAyuupa (GopmupaHe Ha Tylia U pa3BUTHUE HA XUIIOTHPEOUIU3BM.
Hsmva gocraTbuHO JaHHU 3a moi3a OT mpuiokeHueto Ha L-T4 mpu eytupeomanu
MAIUEHTH C ienpecusi.

17.13. EYTUPEOUHA CTPYMA (EC) (MKB: E04)
Judy3nara eyTupeouaHa cTpymMa MOXe Jia ce JbJDKH Ha:

-oaeH aeduur

-TeHeTHYHHU (haKTOpu

-CTpYMUTeHHH (DAKTOPH OT OKOJIHATA Cpesia

- papMaKOJIOTUYHU CTPYMHUTEHHU (PaKTOPH

- aBTOMMYHHO 3a00J1s51BaHe
Hoxo3na eyrupeouana crpyma
Yecrotara Ha Homo3Hata ctpyma (HC) Bapupa B 3aBUCMMOCT OT MeETOAa Ha
nzcneaane. C manmanusi ce ycraHoBsiBa mpu 4—7 % oT oOmara momynamus,
exorpadcko uzcnensane— B 24—71%
%. Bb3pacTTa, JKEHCKUST MOJ U WOAHUAT Ne(ULUT ca OCHOBHHM PUCKOBHU (DaKTOpH 3a
pa3ButHeTo Ha Bb3yH B [1[2K.

17.13.1. HOBEJEHUE
17.13.1.1. in¢ysna EC (MKB: E04.0)

KsM MoMmeHTa nedenue Ha audy3Ha WIM HOMO3Ha cTpyma ¢ Levothyroxine me ce
NpenopbYBa MOPaJAN HEJOCTATHYHO JAHHHU 3a MOJ3a U CHINECTBEH PHCK OT STPOrCHHA
THPEOTOKCHKO3a



17.13.1.2. Hopo3na EC (MKB: E04.1, E04.2, E04.8)

3a XUpYpruyvHO JICYEHHE ca MOKa3aHu OOJIHU C:

- JlanHu 3a KOMIpecHs

- TokcHYHYU TEKOMIICHCUPAHU aJCHOMH

- BB311# ¢ IUTONOTMYHM JaHHU 332 MATUTHEHOCT
CrnenonepaTuBHO OOJHUTE MOJJIEKAT HA €KETOJCH eXorpad)CKu 1 XOpMOHAJIEH
koHTpoi (FT4, TSH), unsaro yectora u Ipyry AeTailiid 3aBUCAT OT XapakTepa Ha
3a00J11BaHETO — OEHUTHEHO WJIM MaJIMTHEHO, U OT 00eMa Ha Oorepanusra.
Huckoctenennute HOMO3HU CTPYMHU ChIINO MOMJEKAT HAa €XKEroJeH exorpacku u
xopmoHazueH koutpoa (FT4, TSH).
[Tpunaranero Ha neyenue ¢ Levothyroxine mpu HOI03HA CTpyMa HE c€ IPENopbUBa.

17.14. TAPEOUAUTHU (MKB E06)
I'pyna 3a0omnsiBaHMs C pa3IuyHA €THOJOTHS U IATOTeHE3a, XapaKTEePU3HMPAIld Ce C
BB3MAIUTEIHO-UHOWITPATUBEH WM JECTPYKTUBEH IPOLEC B LIMTOBHIHATA JKIJIE3a.
[IpoTruanero uM Moxe Ja ObJE OCTPO, MOJOCTPO M XPOHHUYHO. ETHOMaToreHeTn4HoO
MOrarT Jia ce TpynupaT KakTo CiIeBa:
1/ Uudexuno3uu
bakrtepuanuu (octpu, rHoitHM) BupycHu (momoctpu, rpaHyinoMaTo3Hd) MUKOTUYHH
(momocTpu, XpOHUYHU
Cneunuany (XpOHUYHH, FPAHYJIOMATO3HH)
2/ ABTOMMYHHHU
XpoHuueH AMM@onuTapeH (THPEOUIUT Ha XaluMOTO)
Iloctnapranen
be3bonkoB (Tux)
[Ipu xomnarenosu

3/ ®ubpo3eH HHBA3UBEH TUPEOUINT (CTpyMa
Ha Pumen)
4/ SItporenHu
JIbueB (mocTpaauaioHeH)
JlexapctBeno unayimpan (Interferon, Amiodarone, Ketoconazole u ap.)

17.14.1. Jleuenue

17.14.1.1. Octpu Oaktepuanmau (MKB E06.0) — mmmpoKoCceKThpHO
aHTHOMOTHYHO JIeUeHue, pu GopMupaHe Ha abcliec — MHIU3HS
17.14.1.2. TTomoctpu Bupycau (MKB E06.1)

- rmokokoptukonin — Prednisolon B nmoza 40 — 60 Mr, ¢ TOCTEEHHO
HaMaJIsiIBaHe Ha jo3aTa npe3 7 — 14 1Hu B 3aBUCUMOCT OT MOBJIMSIBAHETO HA
CUMIITOMATHKaTa, 3a OO Mepuoa oT 2-3 Mecela; B CIydail Ha 3aTeTHATO
MPOTUYAHE JICYEHUETO MOXKE J1a POIBIKH 6 U TOBEUEMeCeIn

- HCIIB —nanpumep Meloxicam 15 mr npu no-nexkure ciryyan



17.14.1.3. Mukornuan (MKB E06.9) — antumukornunu mpoayktu (Ketoconazole,

Amphotericin B)
17.14.1.4. Asroumynau (MKB E06.3) — 3amecTuTenHo JieueHrne Ha XUIIOTUPEOUAU3MA

— BX. XUMOTUPEOUTUIBM

17.14.1.5. ®ubpozen tupeouaur (MKB E06.5) — xupypruyno mpu
KOMIIPECHSI, 3aMECTUTEIIHO MPH XUIIOTHPEOUIN3bM, AaHTU(PUOPOTUIHO —
Tamoxifene, 'K

17.14.1.6. Arporennu (MKB E06.4) — npu Bb3MOXKHOCT U3KJIFOYBAHE HA

MPUYMUHUTEISL, CAMITOMATUYHO

17.14.2. IIpocaensiBaHe — €XEroJHO
-FT4, TSH
-Exorpadus nva DK

18. KAPHMHOM HA IIUTOBUIHATA KJIE3A (MKB C73)

18.1. Enngemuoiorus

Tupeounnusar kapuuHoM (TK) e Haif-uecTusT eHokpuHeH kapuuHoM (90% oT BCUUKHU
SHJIOKPUHHU KapIMHOMH) M CMBPTHOCTTAa OT HETr0 € paBHa Ha Ta3d OT BCUYKH
€H/IOKpMHHHU KapLMHOMHU B3€TH 3ae/Ho. ['oauiminaTa 3aboneBaemoct Bapupa ot 0,5 1o
10 na 100 000.

Yecmoma:
- )xenu — 2.0-3.8/100 000
- Mmxe — 1.2-2.6/100 000
- nerra — 0.02-0.3/100 000
Cmvpmuocm:

- sxernn — 0.4-2.8/100 000

- mbxe — 0.2-1.2/100 000

20.1.1. cpenno nonl%
IIpu ajgeKBaTHO JIEYEHHE MPEKUBAEMOCTTA € MHOTO BHCOKA, HO PUCKBT OT PEIMIWBU
JIECETUJIETUS CIIe/l TUarHo3aTa € BHCOK. ToBa Hajara MpOIb/DKUTETHO (I0KHBOTHO)

mpocieaAsABaHC Ha TE3U MMALIUCHTH.

Ocobernocmu:
- 2— 4 UbTH MO-YECT IPH KEHU
- psanko ce cpema mox 16 roaumHa BB3pacT, a mox 10 rogumnina
BB3pACT € U3KIIFOUYCHUE
- yecroTaTa HapacTBa Mexay 16 u 40 roguau u cien 60 rogua"
- B paifonu 6e3 HozeH neduut npeodaanasaT qudepeHIpaHuTe GopMu
(85 %) ¢ mpeBec Ha nanwiapHus kapuuHoM (60—-80%)
- B palloHM ¢ HoaeH JedUIUT HapacTBa MPOIEHTa Ha



dbonukynapaus U Heau(epeHIUpPaHUs KapIIHHOM
Xucmonoeuunu eudoge TK:

- IManmnapen — ¢donukynapeH Bapuant, qudysen ckiaeposupar, tall cell
BapUaHT, MUKPOKAPIIMHOM
- @onuKynapeH

- Hirthle-xknerpuen
- AHamacTuueH

- Menynapen

18.2. JEHEHHUE
A. Xupypru4Ho

- TOTaJIHA UJIM CyOTOTaJIHA TUPEOUEKTOMUS C TUM(HA TUCEKLIUS

- orepanus 1o MOoBOJI JIOKaJIEeH PeLUIMB UM METACTa3! B IUHHY JTUM(HU Bb3IIU
b. Pagnoitoarepanus

- paguoiioabnanys Ha THPEOUIEH OCTAaThK

- paguoioaTepanys Npyu HaTMYMe Ha METacTa3u

B. BbHmiHa pagnoTrepanus - U3IoJj3Ba CC pAAKO, IIPpH IIO-I'OJIEMHU U IIO-HUCKO
I[I/I(l)epeHI_lI/IpaHI/I TYMOPH C HUCKA WJIX JIUIICBAIla pannoﬁonxamaum{
- [IpHU HAJIMYKUC HA JIOKAJIHA HHBA3W HAa TyMOpPa U HEpaJIUKAJIHA OIICPpALrA

- IpH MeTyJIapeH KapIIMHOM C JIOKAITHA HHBA3Us
- mpu iumdom Ha DK
- TIPY JIOKAJIM3UPAHN KOCTHA METacTa3u

I'. Xumuorepanus

- psnko, npu HeomepabuseH TK, HeoTroapsm Ha
PaguoOMOUICYUEHUETO U HEMOAXOMAN 3a JIbYEIICUCHHE
- IPY QHAIUTACTUYEH KapIUHOM KaTO 4acT OT KOMIUIEKCHOTO JICYEHUE

- mpu iumbom Ha DK
/1. JleyeHue ¢ KWHA3HU MHXUOUTOPH
Menynapen TK
ABaHcHpaJl nanuIapeH KapLuuHOM

Huckoaudepenurpan 1 aHariacTUYeH KapLuHOM

18.3. HPOCJIEJISIBAHE
A. Onpenensine Ha THpeoryio0ynH (TQJ) — BEIHBXK TOAUIITHO
- B YCIIOBUATA Ha XUIOTUPEOUIU3IBM WIIM CIIEJ CTUMYJIALUS C

pexombunantex yoBemku TSH(rhTSH)
- mox cynpecwus ¢ Levothyroxine
axo Tg < 2 ng/ml, perecTt cien eaHa roJuHa MPU HUCKO-PUCKOBH
narueHTy ako Tg e ot 2 — 5 ng/ml, petrect cnex thTSH
ako Tg > 5 ng/ml, nienorenecHo ckenupane cien cnupane Ha Levothyroxine



Tokaszanus 3a npunoscenue na rhTSH:
A. Ilpu nanyeHTy ¢ TAPEOUIEKTOMHUS H:

HeBB3MOxKHOCT 3a TeHEpUPaHE Ha eHmoreHeH [TSH cuen
CIMpaHe Ha CYIIPECHBHOTO JICYCHUE

IPU KOHTPAMHIMKALMK 33 CIIMPAaHE HA CYIPECHBHOTO JICUCHHE C
Levothyroxine karo:

1) cemprerBama TAO ot kiac 3 10 kiac 6.

2) TeXKKH JICIPECUBHH ChCTOSTHUS

3) 3acToiiHa Chp/ICYHA HEIOCTATHYHOCT

4) MO3BYHO-CHI0BA OOJIECT C YCIOKHEHUSI

5) Texxka xunepxoinecreponaemust (>10Mmo/i)

6) Te)KKM CTpaHUYHU SPCKTH W/MIM YCIIOKHCHUS Ha
IpUIpyKaBaio 3a00Js1BaHe, HACTHITMIN TPU MPEALISCTBAIIO CIMPaHe Ha
CyIlpecuBHOTO JieueHue ¢ Levothyroxine

b. IIpy HEBB3MOKHOCT 3a U3BBPIIBAHE HA TUPEOUIECKTOMMS
IIpomoxkon:

- 0,9 mg myckymnmao thTSH B aBa mocnenoBaTennu g 6e3 1a ce

crupa CynpecuBHOTO JieueHue ¢ Levothyroxine

131

- uscneaBane Ha Tg u npueM Ha 4 mCi I Ha Tpetus nen (72 4.)

ciien nmociequara nixeknus Ha thTSH
- LIETIOTEJIECHO CKeHupaHe 48-72 yaca 1mo-KbCHO

b. Exorpadgicko uscieaBatHe Ha MUATA — BEHBXK FOJUIITHO, BKIIOYBA!
— OTJIEJ Ha TUPEOUTHO JIOKE
- IUWHA TUMGHA BB3IIU

B. IlesoTesiecHO CKeHHMpaHe - B YCIOBHATA HA XHUIIOTUPEOUIU3IBM
ni  cnen crumynanus ¢ thTSH
1/ lnarHOCTHYHO

* 6-12 Mmecerna ciies; paanoiogadmanus
* @KETOJIHO JI0 ToJyYaBaHe Ha HEraTUBEH 00pa3 MpH LEJI0TEIECHO
ckennpane (131
2/ MoctrepaneBrryro — 4 10 10 qHM ciies moslyyaBaHe Ha JieueOHa 1032 paroio
I'. CynpecuBHo Jieuenue ¢ Levothyroxine 10xuBort.

[Tpu manueHTH ¢ HUCHK pUCK 3a peruauBu TSH ce mopaspxka ot 0,5-2.0 mIU/ml
[Tpu nanmeHT ¢ MEKIMHEH pUCK 3a peruauBu TSH ce mogabpxa ot 0.1-0.5 mIU/I
[Tpu manueHTH ¢ BUCOK pUCK 3a peruauBu TSH ce moaabprka mox 0,1 miU/ml

19. BABOJISIBAHUSI HA TAPAIIMTOBUJHUTE XKJE3W (ITIX),
PASCTPOMCTBA B CEKPEIMSTA W JEWCTBHUETO HA



ITAPATXOPMOHA (IITX), OBMAHATA HA ®POCPATUTE U BUTAMUH
D

1. XwumnepnapaTHpeouIu3bM
a. IIspBuuen(E21.0)

b. Bropuuen (E21.1,N25.8)
Xwunomnaparupeouanzsm (E20.0,E89.2)
[TceBnoxumnonapatupeonan3zbpm(E20.1)
Buramun /| pesuctenten paxut(E83.3)
[IceBno Butamun /[ pesucrenten paxut(E83.3)
Xunogocharemuunn paxutu(E83.3)
Xumnodocdarazus (E83.3)

N o g~

19.1 Nedpunumus

XunepnapatupeonusbM (XIIT) npencrasisBa cbCTOSHUE Ha HEAZEKBATHO BUCOKA HA
CEpyMHOTO HUBO Ha Kanuus cekpeuus Ha maparxopmoH (IITX). IlpossBa ce c
XHUMepKanuemMusi, Xxunodocdaremusi, 0cTeonopo3a, ocreoMananus, HepponnuTuasa u
He(pOKAINHO3a, HEBPO-TICUXUYHU HAPYIIECHUS.

XI/IHOHapaTI/IPGOI/IIII/IS"bM npeacraBjrsiBa CbCTOAHUC Ha HCAACKBATHO HHMCKAa Ha
CepyMHOTO HMBO Ha Kanuus cekpeuus Ha IITX. IIposBsiBa ce ¢ XUIOKaIIMEMHUS C
pas3INYHO M3SIBEHA JI0 KMBOTO-3acCTpallaBalla TETAHWYHA CUMIITOMATHKA, €KTOMUYHS
ThKaHHA KallHupuKanus.

[IceBnoxumnonapatupeonin3bM MpeACTaBIsABA IPyNa CbCTOSIHUSA, XapaKTepU3UPALIH ce
¢ HapyuieHo aeiictBue Ha [ITX (pe3sucTeHTHOCT) MpH 3ala3eHa ceKpenus Ha XOPMOHa,
HO 7e(eKT B perenTopa wiy MoCTPEIeNTOPHATE MEXaHU3MH 32 TIPEaBaHe Ha CHTHAJIA.
[IposiBute ca pazHOOOpa3HU B 3aBUCUMOCT OT THUIIA Ha JedeKTa.

Burtamus /[ pe3ucTeHTeH paXxuT € BpoAeHO 3a00IsIBaHe, XapaKTepU3HPaIlo ce ¢ 1epeKT
B peuentopa Ha ButamuH /[I. IlceBmno BuTtamuH [| pe3ucTeHTEH paxuT € BPOJECHO
3a0o0Js1BaHe, XapakTepU3HUpallo ce ¢ JeQeKT B eH3uMa, KOUTO KaTalu3upa nocieaHara
CTBIIKA OT MpeBpbliaHeTo Ha ButamuH [ B aktuBHHsA Mmetaonut Calcitriol (1-anda
XUJIPOKCUIIa3a) U HapylIeHO akTuBHUpaHe Ha BUTaMuH J| B 6b0peka. Hapymenusita B
CHHTE3a W JCWCTBHETO Ha BHUTAaMHH /| BOJAT 40 XHUIOKAIIHUEMHS, BTOPHUYECH
XHUIEPIapaTHPeOnIN3bM H HapylleHa MHHEpaau3alus Ha ckenera. KimHHYHO ce
U3SBSABAT C MYCKYJIHA cabocT, 1e(eKTH B Pa3BUTUETO Ha CKEJIETa U PAXHT MpH Jlerara,
ocTeoManalus Npu Bb3pacTHUTE. Butamun-/l pe3suCTEHTHUAT paxHUT ce MPOSBSIBA U C
penuia Ipyru BpoA€HU aHOMAJIMK Ha IGHTHIIMATA, TOTAIHA aJIOTEeus U JPYTH.

XunodochareMUYHUAT paXUT € XETEPOreHHa Ipymna 3a00IgBaHMs, XapaKTepu3nupalu
ce ¢ eKcTpeMHa ypuHHa 3ary0a Ha ¢ochartu u xponnuna xunodocharemus.. Bpoaenure
ce IObJpKaT Ha JedekT BbB (ochaTypuyHHTE CHCTEMU WM Ha bOOPEYHH TYOyJTHU
nedexTy, a npunooutute — Ha gocdarypuynu (HakTopu, CEKpeTUpaHU Hal-4ecTo OT



TYyMOp W HSKOM OCHWTHEHHM CBCTOSHHS Karto cuuapom ©Ha McCune-Albright.
Xpouunvnata xurnodochareMust ¢ npuurHa 3a A1e(HEKT B pa3BUTUETO HA CKEJICTa U PaXUT
B JIETCKA BB3PACT U OCTCOMAJIAIIHS [IPU Bb3PACTHHTE.

Xwunodocharazuara npeACTaBiIsiBa TEKKO, WHBATUAWZUPAIIO BPOJCHO 3a00JsBaHE,
KOETO C€ XapaKTepu3upa ¢ HaMalleHa WJIM JIMIICBAIlla aKTHUBHOCT HAa €H3UMa aJIKajHa
docdaraza. B pezynrar Ha ToBa ce HapymiaBa aedochoprimaHeTo Ha CyOCTpaTUTE HA
€H3MMa — HeopranudeH nupodocdar, nupumokcan 5’-pocdar u dpocdoeraHomaMuH u
TEXHUTC HUBAa B THKAHUTE M LUPKylanusata ce ysenunyaraT. [lupodocdarst e
I/IHXI/I6I/ITOp Ha MHUHCpaIM3alusaATa W KIMHUYHUAT PpE3YJITAT OT BHCOKATa MY
KOHIICHTPALMS B KOCTTa ¢ Je(eKT B MHUHEPATHM3ALUATA C HAPYIICHO M3TPaXKIaHe Ha
KOCTUTE M PaxXuT MpHU JelaTta, TPYAHO 3apacTBau(d (GpakTypu U OCTeOMasalus Mpu
Bb3pacTHUTe. HarpynBaHeTo Ha mupuaokcan 5’-¢ochar mpeau3BUKBa I'bpUYOBE MPH
JieraTa ¥ pasHooOpa3Ha HEBPOJIOTHYHA U ICUXHUYHA CUMITTOMATHKA TPH Bh3PACTHUTE —
CBCTOBBPTCK, ACTIPECUN, TPCBOKHOCT U HEBPOIIATHA.

19.2. ETnoaorus
® [Ispeuuen XIIT

o0 AJIeHOM, XMIIEpIUIa3Hus UM KapLUHOM Ha €/1Ha WIN
o mnoseue [TIIDK Bropuuen XIIT
o Xwuneprutasus uim aaeHoM Ha [IIIDK pesynraTt Ha aApyro cbCTOSIHUE,
Haii- 4ecTo XpOHUYHO OBOpeuHo 3a0omsBane, ManadbcopOmmst, AepuuuT
. Ha BUTaMHH /]

XunomnapaTupeouu3bmMm

o Cnennpouenypen: OTcTpaHsiBaHe WM XUpYprUuyHO yBpexaane Ha [THDK

o MWpmonarnyen: HapyiieHue B pa3BUTHETO WIIM aBTOMMYHHA YBpeia Ha
o TIIDX [IceBnoxunonaparupeongu3bM
o Bponen nedexr B penentopa 3a IITX unu nocrpenenTopHute CTpyKTypu
e XwunodochareMU4HU paxUTH
o Bpozaenu nedextu B perynausita Ha CHHTE3a M €IMMUHUPAHETO WM B
cTpyKTypara Ha ¢pudbpobiacten pacrexen pakrop 23 (FGF23)
o Bponmenn wumum npupobutu OBOpeuHH TYOynHU JedekTH (BpoIeH HU
npua00uT CUHIpOM Ha Fanconi)
o Tymopu, cekperupanu FGF23
e XunogochaTazus
o TumbeT Ha TeHEeTHYHUS Ae(EKT OIpeneNs TeXecTTa Ha 3a00JsIBaHETO,
CIOpel KOeTO C€ pasrpaHuyaBaT IIeCT KIWHUYHU (GOpMH Ha
3a0onsBanero. Haii-texxka e mepuHaranHara ¢opma, YMSITO YECTOTa e
okojio 1:300000 u e neranna. Haii-nekara ¢popma e Ta3u npu Bb3pacTHH,
c yecroTta 1:3000-1:500.

19.3. IlocTaBsiHe HA TUArHO3AaTA

Juarno3ata Ha HapylIeHHsITa B cekpernusaTa u nercreuero Ha [ITX u oOmsHara Ha
(docdarure u BuTaMuH /I ce mocTaBs Bb3 OCHOBA Ha KIIMHUYHA HaX0JIKa, TAOOpaTOPHU



u3cneABaHus U oOpa3Hu Meronuku. [ludepeHuuanHa auar€o3a Bb3 OCHOBAa Ha
nabopaTtopHaTta KOHCTeNlanusi Ipu Te3u 3a0oiigBaHUs € mpenctaBeHa B Tabnwuma 1.

Iloob6opvm na KoHKpemHume u3Ccied8anus ce UHOUBUIYAIU3UPA OM JleKapsi Bb3 OCHOBA

Ha aHAMHECTUYHHUTE W KIIMHUYHU JaHHM (Tabnumal).

Tao6auna 1.3a001s1BaHus U BE3MOXKHY JUATHOCTUYHU U3CIEABAHUI

3abonsBane | sCa iP ALP PTH uCa 1,25(0OH)2D| Creatinin
€
[IepBUUEH Bucok Hucok Bucoka Bucok Pasnuuen| Hopmanen | Hopman
XIIT Hopman Bucox en™
Ha
Bropuuen Hucebk Bucoxk Bucoxka Bucox Hucbk Hucbk Buc
XIIT** Hopman | Hopman Hopman Hopmanen | ok
€H €H Ha Hop
Hucok Mmaje
H
Xunonapatu | Hucsk Bucok Hucka Hucsk Hucsk Hucwk Hsama
p eonau3BM Hopwman OTHOIIIE
Ha HUE KbM
JIMarHo3
ara
IIceBno- Hucobk Bucok Hwucka Bucok Hucovk Hucwk Hama
XUIIONapaTup Hopwman OTHOLLIE
e Ha HUE KbM
OUIN3BM* ** JINArHO3
ara
Burtamun Hucok Hucek Bucoka Bucok Hucok Bucok Hama
Hopman OTHOLIIE
A Ha HHUE KbM
PE3UCTEHTEH JIMarHo3
paxur aTta
[IceBno Hucok Hucok Bucoka Bucok Hucok Hucok Hama
BUTAMUH Hopman OTHOLIIE
Ha HUE KbM
Ji| JINarHO3
PE3UCTEHTEH arta
paxur
Xunogocpar| Hopman | Muoro Bucoka, Hopm Hucpk Hucpk Hsama
€ MUYEH €H HUCBHK MHOT'O ajsieH Hopmanen | otHowe
paxur Hucek BHCOKa Bucok HHE KbM
JTMarHo3

ara




Xonodocdat| Bucok Bucok Hucka Hucw Bucoka | Hopmaie Hsama

azug**** K H OTHOILIE

HHC

* IIpu 0vneocoouwen XIIT e 6b3m00icHO y8pedicOane Ha 6vbOpeunamadyHKyus

**Yacm om Jza60pam0pHume nokasameu 3asucian om emuojiocudnama npudurna

*** 3a ymouHnssame Ha MOUHUS MUN HA 3a00J58AHEMO ce Npuidazam

OONBIHUMENHU CNeYUDUYHU U3CTE08AHUS

*x*x*k FGF23 e nosuwen npu nosewemo epooenu degpexkmu na oomsanama na FGF23 u npu
MYMOP-UHOYYUPAHAMA OCIEOMALAYUS, U € HUCHK NPpu 8poder/npudobum cunopom Ha Fanconi.
FXFEX Knrouoso 3a ouacnosa Ha punogochamasus e HUCKO HUBO HA 0Owa anrkaina pocghamasa,
kamo cmotinocm noo 40 U/l ce npuemam 3a ouacnocmuunu. Jonwvanumennu ouazHocmuyHu
Mapxepu ca 6UCOK yYpureH (hocghoemanoiamun u 8UCOK cepymMeH NUpUooKkcan-5’-gocpam.

19.4. Jleuenmue - 3aJa4Y1 1 OCHOBHHM METOIH

o ITvpeuuen xunepnapamupeououzom

® XHUpYprudecko JCYCHHE — 3a OTCTPAHSABAHE HA XMIICPIUIA3UpaNaTa JKIesa,
aJIcHOMa WM KapiuuHoMa ¢ 95% BEpOSITHOCT 3a IBJIHO HOPMAaJM3HMpAHE Ha
MOKa3aTeJINTE Ha KaueBo-pochopHaTaoOMsHa.
o Iloka3aHus 3a XUpYPrHUECKO JICUCHHECA:
»  Cepymen kamwuii Hag 0.25 mmol/l nax ropuaa pedepenrparpanuia
» TnomepymHa urTpanus mox 60ml/min/1.73m?
= (Ocreonoposa
* Bws3pact noa 50 ronunu
»  Xwunepkamuypust Hag 10 mmol/24 h

O HpI/I HEBB3MOKHOCT HJIKM HNPOTUBOIIOKA3aHUA 3a XUPYPIrUUCCKO
JICYCHHEC CC IIpujiarat HSKOH OT CJIeTHUTE METOIN:

® JlexkapcTBeHa Tepamusi — 3a MOTHCKaHE Ha moBuileHata cekpenusa Ha [ITX u
HOpPMaJIM3UpaHEe Ha HMBAaTa Ha KaJllus W HeopraHudyHure docdaru mnpu
NAlUEHTH, IPOTUBOIIOKA3aHHU 32 ONIEPALUs, C HEYCIIEIIHA NapaTUPEONIEKTOMHUS
WIA NEepCUCTUpAIl0 WIM peUuIUBHpaIlo 3a0oyiiBaHe IpU HAJIUYUE Ha
napaTHpeouJieH KapuuHoMm. M30poeHuTe mo-m0ily JeKapcTBa ce mpuiarar
MOOTAEIIHO WJIU 3a€IHO CIOpPE] KIIMHUYHATA IIPELICHKA.

- budocdonaru:(Alendronate, Zolendronate, Risedronate):

o B cranmaptTHM 103M 3a JieyeHHME Ha OCTEONOpO3a IOCTUTaT
3a]IbprKaHe WM MOBUINIaBaHE Ha KOCTHATa MUHEpAJIHA IITbTHOCT Ha MPElIeHHH
Tena, OeapeHa mwuiika win auctanHu 33% paauyc. He moBnusiBaT HUBaTa Ha
cepymuus [ITX. [Ipn mo-BUCOKH 1031 MOTaT Jia MOHUKAT CEPYMHHUTE HUBA Ha
kanmuus. Ilo BpemMe Ha JEYEHMETO Cce€ MPOCIENsABAT CEPYMEH Kajluu,
HeopraunuHu Qocdaru, [1TX, kpeatunun, kanuuypus, KMII Ha 12 mecena.



JleueHHETO TMPOABIKABA OKOJIO 5 TOAWHHM, KaTo CJIEA TO3H MEPHOJ Ce TPaBU
NpeorieHKa Ha CHOTHOLIEHHETO IMOJI3a/PHCK U ce OOCHKIA 1M0- HATATBIIHOTO
MOBEJICHHE.

- Kammmumernu (Cinacalcet)

o 3HAUMMO HamalisiBa WJIM HOPMaJIM3UMpa HHUBATa HA CEPYMHHS
KaJui, HamassiBa HuBaTa Ha cepyMHuus [1TX 1 noBuiliaBa HUBaTa HA CEPYMHUS
docdar B 1o3a 30-180 Mr JHEBHO B 3aBHCHMOCT OT TE€KECTTa Ha 3a00JIIBAaHETO.
[{unakanier He MOBIUsABA KOCTHaTa MuHepanHa miabTHOCT npu [IXIIT. TIlo
BpEME Ha JICUEHUETO C€ IMPOCIEASIBAT CEPYMEH KaIIMid,

Heopraununu Qocdaru, IITX, kpearnnun, xamumypus, KMII na 12
Mecena. JledeHnero mpoabipkaBa 10 MOsIBA Ha BB3MOXKHOCT 3a PAUKAIHO
JIEYEHUE UM HEOTPAHUYECHO.

e ANTCpHATUBHU TMOAXOJM 3a pa3pyllaBaHe Ha XwurepyHKIIMOHUpAIIATa
nmapatup€ongHa TbKaH IIPHU HCBB3MOXKHOCT 3a XHPYPTHYCCKO JICHCHHUEC U
Imoaxoasdamuy aHaroMo- (1)I/ISI/IOJIOI‘I/I‘~IHI/I XapPaKTCPUCTUKHU HA ITaIUCHTA.

o IlepkyTaHHO ckiepo3HupaHe ¢ AOCOIIOTEH AIKOXO0JI O] €XOrpa)CKU KOHTPOI
o IlepkyranHa paguodpeKBeHTHA UITH J1a3epHa TepMoadIIaIiyst
o Ilepkyranna a0Gnauus ¢ BUCOKOEHEPIHEH GOKyCHpaH yATPa3ByK

Kpumepuu 3d OUEHKAa Ha eqbeKma om jevyeHuemao.

Hopmanuzupane na cepymnume nuea na kaayuti,hocchamu, I1TX, uzuezsane
Ha KIUHUYHUMeE NPOA8U HA 3A00JI6AHEMO.

. Bmopuuen xunepnapamupeoouszom

¢ JlekapcTBeHa Tepamus — 3a TMOAIbp)KaHE Ha HHBaTa HA IIOKA3aTEeNUTE Ha

KanueBo- (ochopHata oOMsIHA B ONTHUMAIHH 3a CHCTOSHHUETO TPaHUIIH.

JledyenneTo e T0’KUBOTHO.

o Cinacalcet B 103a 30-180 mr HamansiBa 3HaunMo HuBata Ha [1TX npu 60HN
Ha XpoHuoauanusza. [lo BpeMe Ha JIEYEHHETO c€ NPOCIENIBAT CEPYMEH
Kainuui, Heoprannyuu ¢ocdaru, [1TX, kpeaTuHuH.

o Calcitriol xopurupa Henoctura na Calcitriol B pesynrar ot 6b0peyHOTO
yBpexaane. B no3a 0.25 MKr npe3 AeH WK €KeTHEBHO YBEJINYaBA CEPYMHHUS
kamuii npu 6onuu ¢ Xb3 1 TakuBa Ha XpOHHOIUANIN3A U XUTTOKATIIUEMUS U
HamaisiBa HuBata Ha IITX. Ilo BpeMe Ha jedyeHueTro ce mpocieasBarT
cepyMeH Kanuuii, Heoprannyau gochatu,[1TX.

o Paricalcitol 0.5-2 mxr nHeBHO HamansBa HuBaTta Ha [1TX u yBenuuaBa ciabo
cepyMHus kaniuii mpu 6oHu ¢ Xb3 u TakuBa Ha XpoHuoauanusa. [To Bpeme
Ha JICYEHHETO C€ MpOCJeNsBaT CepyMeH Kallui, HeopraHuuHu (ocdaru,
IITX, xpeaTUHUH.

o Xupypruyecko — 3a oTcTpansaBaHe Ha xunepruiazupanute [THPK
. AJITEepHATUBHHU MTOJXO0/IM 32 pa3pylIaBaHe Ha
xunepyHKIIMOHHUPAIIaTa TapaTUPEOUIHA ThKaH MpHU



HEBBH3MOKHOCT 33 XUPYpPrHUECKO JICUEHUE W MOAXOJAIIN aHATOMO-
(bU3HONIOTrMYHN XapaKTEPUCTUKH HA MAlUeHTa
o IlepkyraHHo ckiiepo3upaHe ¢ aOCOIIOTEH aTKOXO0J O] €X0rpad)CKUKOHTPOI
o PannodpexBeHTHa 1M IEPKyTaHHA Ja3epHa almaus
o Ilepkyranna aGnanus ¢ BUCOKOCHEpPTrHeH (POKYCUpaH yIATPa3ByK

Kpumepuu 3d OYEeHKa Ha eqbekma om jieyernuenio.

Ilooovpicane na HOpMAIHU CepyMHU HUBA HA Kaauuul u ochamu.
Iooovpocane na nueama na INTX 0o 3-6 nvmu nao zopna pegpepenmna zpanuya.

Xunonapamupeououszvm (nocmonepamueen u uouonamuyen)

JlekapcTBeHa Tepamnus — 3a 3aMeCTBaHe Ha aKTUBHUA MeTabonuT Ha BuTamuH /. Lex -

BBH3CTAHOBSBAaHE M TOJIbP)KAHE Ha HUBATa HA CEPYMHHMs Kajiuii B moiaHara 1/3 Ha

pedepeHTHHs UHTEpBal U cepyMHHTE (ochaTn B pedepentHu rpanuuu. o

BpEMe Ha JICYEHUETO Ce MPOCIe/sIBaT CEPYMEH KaJlluid, Heoprannyuu ¢ocdaru,

KpeaTuHuH, Kanuuypus. He e HeoOxomumo creneHe Ha HuBata Ha [ITX.

He3aBucumo oT ermomaToreHesara, JICYCHHETO Ha XHIIOMAPaTHPEOUAN3Ma €

HETPEKBCHATO U JOKUBOTHO.

o Calcitriol 8 no3a 0.25 — 3.0 MKr criope/i MHANBUIYATHUTE HYX/IH.

o Alfacalcidol B mo3a 1-3 mkr karo antepHarusa HaCalcitriol.

o B mombiaHeHHE KbM ropernocoueHuTe ce mpuiiara kaiamui B 1o3a 0.5-3 r. gHeBHO.

o Cholecalciferol B cynpadusunonornunu go3u (50 000-100 000 1U/d) moxe
Jla ce ONMUTa MpH OTIENHU manueHTu. [Ipu nunca Ha eexT ce mpeMuHaBa
kbM Calcitriol mmm Alfacalcidol.

o Ilpu manmeHTH, Mpu KOUTO HE CE MOCTUTA TOOBP KOHTPOJ HAa ChCTOSHUETO,
€ M0Ka3aHO 3aMECTUTEINIHO JIedYeHHe ¢ YoBelKU pekomOnHanTeH [1TX.

Kpumepuu 3d OYEeHKa Ha ed)ekma om jieyerueno.

Ilooovporcane na cepymnume Kanyueu HU8A OKOa0 00IHA pedepeHmua epanuya,
HOpMANHU cepyMHU pocpammu Huea u 6vopeuna Kanyuesa eKcKkpeyus, 1unca na
XUNOKATYUEMUYHA CUMNIMOMAMUKA.

Ilcegdoxunonapamupeououzvm

JlexapcTBeHa Tepamnus — 3a 3aMEeCTBaHE HA aKTUBHUS META0OJIUT HA BUTaMUH [].
[len - BB3CcTAaHOBSBaHE W MOAAbpP)KAaHE HA HHBATa HA CEPYMHHS KaJlWid B
nonHaTa 1/3 Ha pedepeHTHUS UHTEpBal U cepyMHuUTE (pochatu B pepepeHTHH
rpanunm. [lo BpeMeHa JICUEHHETO Cc€ TPOCIEAIBAT CEPyMEH KaJluH,
HeopranuuHu QocdaTu, KpeaTuHUH, Kannuypus. He ¢ HeoOXoauMo crieieHe Ha
nuBara Ha [1TX. JledeHneTo Ha TICEBIOXUIIONAPATUPEOHTU3MA € HETIPEKHCHATO
U JIO)KUBOTHO.

o Calcitriol B 7o3a 0.25 — 3.0 MKT criope/i ”HAWBUIYATHUTE HYX/IH.

o Alfacalcidol B mo3a 1-3 mkr karo antepuaTuBa Ha Calcitriol.

o B nomeiaHEHHE KBM rOperoCOYCHHTE Ce TpriIara Kaamuii B go3a 0.5-2.5 r. naeBHoO.



o Cholecalciferol 8 cynpadusnomoruunu mo3u (50 000-100 000 IU/d) moxe
Ja ce OmMTa MPH OTAEIHH nanueHTr. [Ipu urca Ha edekT ce nmpeMruHaBa
kM Calcitriol mmAlfacalcidol .

Kpumepuu 3a oyenxa na epexma om newernuemo:
Ilooovpoicane ma cepymuume Kanyuesu HUBA OKOAO OOJHA peqhepeHmHA cpaHuyd,

HOPMATHU CepyMHU ¢hochamHu Husa u OvOpeuHa Kanyuesa eKcKpeyus, Iunca Ha
XUNOKATYUEMUYHA CUMIIMOMAMUKA.

. Bumamun /] pe3ucmenmen paxum

o JlekapcTBeHa Tepammsi C aKTHBHH MeTabonutu Ha ButamuH J[. Ilenm -
IPEOJI0NISIBaHE HA PELENTOpHATa HEYYBCTBUTEIHOCT B JI03U JIO TIOCTUIaHE Ha
edexT. Jleuennero Ha 3a00JIABAHETO € HEMPEKBCHATO U JJOKUBOTHO.

o Calcitriol copen Hy*xmata, 63 TOpeH mpar Ha J103ara.

o Alfacalcidol cmopen Hyxnara, 6e3 ropeH mpar Ha j03aTa Karo
anrepHatiBa Ha Calcitriol.

o B nombiiHeHHE KbM TOPENOCOYEHUTE ce Ipuiiara Kanuii B 1o3a 0.5-3.0
I JIHEBHO.

Kpumepuu 3a oyenxa na echekma om neueHuemo:

Ilooovporcane na cepymuu rkaayuesu Hua OIUKU 00 00IHA pegdhepenmHa epanuyda,
uzyessane Ha 6OIKOBUSL CUHOPOM U b3CMAHOBABAHE HA NOOBUICHOCH U 8b3MONCHOCH
3a U3BvLPUIBAHE HA eIHCEOHEBHU OCtHOCMU.

. Ilcesoo eumamun /] peucmenmen paxum

® JlexapcTBeHa Tepamus ¢ akTHBHH |-ainda XUAPOKCUIMPaHH METabOIUTH Ha BUTAMUH
J. Len - 3ao0ukansHe Ha eH3uMHHUs nedekr. JledeHunero Ha 3a0onsiBaHETO €
HEMPEKbCHATO U JOKUBOTHO.

o Calcitriol B mo3a 0.5 — 3.0 MKT IHEBHO.
o Alfacalcidol B mo3a 1-3 mkr karo anrepHarusa Ha Calcitriol.
o B nombiaHEeHHE KBM TOpENoCcOUeHUTE ce mpuiara kamuii B 1o3a 0.5-3.0 T
JTHEBHO.
Kpumepuu 3a oyenra na eghexma om neuenuemo:

Ilooovporcarne na Hopmannu cepymMHu Karyuesu HU8a u OvbOpeuHa Kalyuesa eKcKpeyust u
u3yezsane Ha KIUHUYHAMA CUMNIMOMAMUKA.

. Xunoghocpamemuuen paxum

JlekapctBena tepamus. llen — momappikaHe Ha CEpYMHHTE HHWBa Ha HEOPTAaHUYHHTE
dochatu B mim 611130 10 pehepeHTHUS HHTEPBaJ U KOMIIEHCUPaHe Ha BTOPUYHUSA 1e(heKT
B akTuBUpaHero Ha BuTamuH J[. Ilpm BpomeHute (opMu paHHOTO 3amoyBaHe Ha
JEYCHUETO MOJ00psABa MPOTHO3aTa 10 OTHOLIGHHWE HA pacTeka, pPa3BHUTHETO U



HOpMaJHaTa MUHepaiu3anus Ha ckeneta. [Ipu BpomeHuTe Gopmu Ha 3a00JIIBAHETO
JICYEHUETO € JN0XUBOTHO. [Ipu Tymop-uHAyIMpaHa ocTeomanaius 3a00sBaHETO MOXKeE
Ja OT3BY4YM Clie]] OTKpHBaHEe M OTCTpaHsBaHe Ha TyMmopa. IIpu BCHMYKM MalUEeHTH C
xpoHu4Ha xurnodocdaremus ce npuiarat pocdar-chbabpIKaLIU IEPOPATHU JEKAPCTBEHU
nponyktu. llpu xwumodocdaremus, aboKam@a ce Ha ASPEKT B peryianuara Wid
npoaykusita Ha FGF-23, ce 1o0aBaT u akTHBHU MeTa0O0JIMTH Ha BUTaMUH /1.

© JlekapcTBEHU TPOAYKTH, ChIbpIKAIIM HeopranuyHu ¢ocdaru B mo3a 1 - 2 1.,
psiKO TmoBeue, HeopraHnndeH (ocdar nHeBHO. Ilpmmarat ce mpu BCHYKM HAIMEHTH C
xpoHnyHa xumnodocdaremusi - Bcuuku BpojeHu ¢opmu u npu THO. Ilpu noseyero
NAlMEHTH C€ MOCTUra 3HAYMMO IIOKayBaHe Ha cepyMHHUTe ¢ocdaru, MOHSIKOra J0
HOpManu3upane. BaxkHo e 1a ce cienu HUBOTO HA CEPYMHU M YPUHHU Kanlui U pocdaTi.
[Ipu yacT OT MalUMEHTUTEe BUCOKUTE J03U NepopaiHu docdaru MoraTt na IpOBOKUpAT
JIuapus, KOETO Jja OrpaHUYH ONTHUMAIHOTO J03UpaHe.

 Phosphoneuros xanku, mo 8 mMr HeopranudeH ¢ocdar B kanka. [Ipmara ce
B TPU-YETUPHU pa3JeJIHU [IpHeMa 1 001112 J1o3a cropea Hyxaurte. He e HanuueH 3a ynorpeba
B bbarapus.

« Reducto special Tabnerku, mo 612.2 mr HeopranmueH docdar B TadieTKa.
[Tpunara ce B Tpu- 4eTHPH pa3esIHU IpHeMa 1 00111a 103a criope]] HykauTe. He e HanmnyeH
3a ynotpeba B brirapus.

° AxtuBHu l-anda xumpokcunupanu metabonutd Ha BuTamuH [l 3ao0ukanst
nedekra B aKTUBHpaHEeTO Ha BUTaMuH [| B pesynrar Ha Bucokute HMBa Ha FGF-23.
[Mpunarar ce npu TUO u npu Bcuuku BpoaeHu Gopmu Ha xunodochareMudeH paxur ¢
U3KIII0YCHUE Ha XUMopochaTeMHUeH paxuT ¢ Xumnepkainuemus. Llenn ce Hopmanusupane
Ha HuBOTO Ha Calcitriol u mogabpkaHe Ha HUCKO-HOPMAJIHU CEPYMHHM HUBA Ha KaJI[Uil.
Cnensar ce cepymHu kanuii u pocdaru. 3aabDKUTETHO Ce CIEAN ypUHHATA KalleBa
eKCKpelusl opaJd PUCK OT XUMEPKAIIUYpUs U MPEIUNUTHpPaHe Ha HeDPOKAIIUHO3A.
Cnemn ce HuBoto Ha [ITX mopamu puck OT pa3BUTHE Ha BTOPUYEH
XUMNEePHapaTuPEOUIU3bM.

« Calcitriol B 1o3a 0.5 - 2.0 MKT 1HEBHO
« Alfacalcidol B mo3a 1 - 3 MKT JHEBHO.
¢ JIpyru JieKapCTBEHU MPOTYKTH:
INN Burosumab. IIpencrapisiBa peKkOMOMHAHTHO YOBEIIKO MOHOKJIOHAJTHO AHTHTSIIO
cpetty FGF-23. TlocpenctBom wunxubOupaneto Ha FGF23 Burosumab mnosumasa
TyOynHaTa peabcopOumsi Ha ¢ocdara oT OBOpenMTe W yBEIMYaBa CepyMHaTa
KoHIeHTpanus Ha 1,25 muxunpokcuButamuH D. Ilokaszan e 3a nedyeHue Ha X-CBbp3aHa
xunopopdaremuss (XLH) mnpum genma u roHomw Ha Bb3pact 1-17 roauHu c
peHTreHorpad)CKu TaHHU 3a KOCTHO 3a00JIsiBaHe W MpH Bb3pacTHU. [IpunokeHneTo Ha
docdar-chabpKalyM JITEKapCTBEHU MPOIYKTH M AaKTUBHU METabONMMTH Ha BUTAMUH /[
TpsiOBa Ja ce MpeKpaTu MOHE €Ha CeIMUIIa Mpeln 3ar0YBaHe Ha JieueHue ¢ 0ypo3zymad
nmopajgu puCK OT xwureppocareMus, XUICPKAIIHEMUAS ¥ EKTONMUYHU KaJIIHCBH
otnaranwus. [Ipuiara ce KaTo MOJAKOXHA HHXKEKIHsI B MUIITHAIIATA, KOPEMa, CEAATHIIETO
uu 0enporo. [IpenoprunTenHaTa HavaiHa 03a 3a JIela U FOHOIIN Ha BB3pacT oT 1 g0 17
roguuu e 0,8 mg/kg TenecHo Terao Ha BCEKH JBE CeAMUIIU. AKO cepyMHHUAT docdar Ha
TJIAHO € TOJ JI0JIHATa TpaHUIa Ha pedepeHTHUs Tuamna3oH 3a ChbOTBETHATa BB3PACT,



J03aTa Moke Ja Obje moBuiieHa Ha ctbiku mo 0,4 mg/kg no makcumansa no3a 2,0 mg/kg
(MakcumaiHa mo3a 90 mg). Jlozata Burosumab e TpsOBa 1a ce KOpUrHpa mo-4ecTo OT
BeJHDBXK Ha Bcekd 4 cenmuuin. CepymHuTe pocdaTt Ha ri1aIHO ce CIAESAAT Ha ABE CEAMMUIIU
npe3 MbPBUS Mecell OT JICYCHHETO, Mpe3 CleABAIIUTE JBa Mecella — Ha BCEKH YETUPH
CEJIMMIIM U KAKTO € MOJXOASIO CIIe/ TOBA.

Jlena u roHOIM Ha BB3pacT OoT 1 1o 17 roguHu TpsiOBa na ObIAT JIEKyBaHH, KaTo Ce
U3II0JI3BAT JAJIEHUTE MO-TOpe HacOKU 3a npuiarade. Ha 18-roguiina Bp3pacT nalMeHTbT
TpsiOBa /1a MpeMHUHE Ha J103aTa 33 Bb3PACTHH U JaJIeHaTa I0-/10JIy CXeMa Ha IpHJiaraHe.
Jo3upoBka nipu Be3pacTHu ¢ XLH - npenoppunTennara HadajiHa 103a IIpU Bb3PaCTHU €
1,0 mg/kg TenecHo Terio, 3aKpbIVICHO KbM Hal-0mu3kuTe 10 mg, 1o makcuMaiHa 103a 90
mg, mpujiaraHa Ha BCeKU 4 CeAMMUIIH.

Cren 3amouBaHe Ha jgedeHueTo ¢ burosumab cepymuust docdar Ha riagHo TpsAOBa aa ce
M3MepBa Ha BCEKU 2 CEMUIM Mpe3 MbPBUS Mecell OT JICYCHHETO, Ha BCEKU 4 CeAMUIIU
npe3 CleABalIUTe 2 Mecela U KakTO € Mmoaxojsmo ciex toBa. Cepymuuar ¢ocdar Ha
IJIaHo TpsiOBa Ja ce W3MepBa 2 CEAMHIM Cliea MpeaxoiHara go3a burosumab. Ako
cepyMHUSAT Pocdar e B pamkuTe Ha pe)epeHTHUS JUAMAa30H, TPSIOBa Ja Ce MPOIBIKH ChC
chuiara jgo3a. [Ipu npenuarpuynun nauuentu ¢ XLH nekapcrBeHoTo jedenue ¢ burosumab
MOoCTUra HOpMaJu3upaHe Ha cepyMHuTe (ocdaTtu, yBennyaBaHe Ha peabcopOuusTa Ha
docdaru B 6b0peunuTe TYOYIM U mo00psSBaHE HA KOCTHATa MUHepanu3anus. TexecTra
Ha paxuTa HaMaligBa 3HAYMMO I[IOBEYE, OTKOJIKOTO C KOHBEHIIMOHATHATA TEpamus C
docdary 1 aKTUBHU METAa0OJUTH HA BUTaMUH /],

[Ipu BB3pacThu nammentu ¢ XLH tepanumsita ¢ burosumab Boau no moBumieHue Ha
cepymHuTe docdaru Hax qoiHATA TpaHuna Ha HopMaTa (LLN) u npu moBeue marueHTH,
crpsMo 11ane®o, BOaM 10 HM3JieKyBaHe Ha (pakTypu W npeaodpakrypu. Burosumab
MOBJIMSBA IOJIOXKUTEITHO JOKJIAJABAaHUTE OT HAIl[MEHTUTE Ooska, pusnuecka QyHKIUSA U
CKOBAHOCT.

[IpenopbuBa ce HabMIOEHUE 32 TPU3HAIM U CUMIITOMHU Ha HePOKAIIMHO3A - exorpadus
Ha ObOpenuTe, NPy 3a1I0YBaHe Ha JICUEHUETO, Ha BCEKHU 6 Mecela rpe3 mbpBute 12 mecena
OT JICUEHHETO M E€XEroAHo cien ToBa. HykHO € nma ce ciemdar CepyMHM alKalHa
docdaraza, kamui, [ITX u kpeatuHH Ha Bcekn 6 Mecena (Ha BCeKU 3 Mecera 3a jJera
Ha Bb3pacT | - 2 ronuHn), kanuuil 1 gocdar B ypuHaTa ce CleIIT Ha BCEKH 3 Mecella.

Kpumepuu 3a oyenxa na echexma om newenuemo:
Hopmanuzupane na cepymmume pocghamu, nooovpoicane Ha HOPMAIHU CePYMHU
Kanyuesu Hu6a u Kaayuypus, uzue3eane Ha KIUHUYHAmMA cumMnmomamuxda. Jleuenuemo
Ha 3a001516aHEeMO e 00HCUBOMHO.

o Xunogocamaszusn

. JlexapcTtBena Tepanusi: EauHCTBEHOTO crenu(UYHO JieueHHWE € EH3UM-
3aMeCTBaIO JiedueHne ¢ pexkomOuHaHTHa ankamHa (ocdaraza, INN asfotase alfa.
JlexapcTBEHHAT MPOAYKT MPEJCTABIsIBA PEKOMOMHAHTHA MOJICKYJa, C BE WUICHTUYHHU
MOJIMIICITUAHNU BCPUTH. Bcsaka oT TIX ¢ ce CBCTOU OT T’BKaH'HeCHeHI/ICbI/I‘-IHa aJIKaJIHa



docdarasza, mpuTekapaiia eH3UMHA aKTUBHOCT, CBbp3aHa ¢ FC ¢parMeHT OoT 4oBeIIKH
IgG u menTuaHA MOCIEIOBATEIHOCT OT JIECET aclapTaTHU octaThka. [Ipemiara ce BbB
¢uakonu ot 18 mg/0.45 ml, 28 mg/0.7 ml, 40 mg/1 ml u 80 mg/0.8 ml. AxtuBHOCTTa Ha
ensuma e 620-1250 1U/ml.

o [MToka3anu 3a sieuenue ¢ asfotase alfa ca marmenTn ¢ xunodocdarasus,
JMarHOCTUIIMPaHa B pPaHHA Bb3pacT (TlepuHaTaIHa, IeTCKa, FOBCHUIIHA).

J Jo3uposka: [Ipenoppruanara no3a e 6 mg/kg Ha cenmmiia, mpUIIoKeHa
KaTO TPH MMOAKOXKHU UHKeKImu 1o 2 mg/kg mpe3 aen wim o 1 mg/kg B npoabinkeHue Ha
HIECT JicHa 3a ceamuia. [Ipu aurca Ha gocTarbhbueH KiMHHUYEH edekT (moaoOpeHue B
JMIIAHETO, pacTeXka MpH Jiella ¥ PEHTTCHOJIOIMYHUTE IPOMEHU B KOCTHTE) J103aTa MOKE
na 0p1e yBeanueHa 10 9 mg/kg — mo 3 mg/kg tpu mbTH ceamuuHo. O0maTa ceIMUYHA
71032 Ce M3YKCIsABAa KaTO Ce YMHOXH Jl03aTa Ha KWJIOTpaM II0 TelleCHaTa Maca Ha
nainueHnTta. PasnensHeTo Ha oOmiara Jo3a Ha KOHIIGHTpamusATa JaBa oOeMa 3a
WH)XEKTUPAaHE B MIWIWJIMTPU. Pa3jensiHeTo Ha TO3u 00eM Ha Oposi CeIMUYHHM JIO3U JlaBa
obema Ha eHOKpaTHaTa 703a. AKO eTHOKpaTHaTa j03a HajBuiasa 1 ml, st TpsOBa 1a ce
paszenu Ha JIBE YaCTH U J]a CC MHIKCKTUPA Ha Pa3InIHU MECTa.

. Hexenanu JiekapCTBeHM peakiu Tpu npuiokeHue Ha asfotase alfa:
JIOKAJTHH HA MSICTOTO Ha WHXKEKTHUpaHeTo (0oJika, 3auepBsiBaHe, ChbpOCK, YIUIbTHSIBAHE,
IUNOIUCTPodus), EKTOMUYHU KauukaT (Bb3MOKHO pe3yaTaT OT 3a00JIIBaHETO, a HEe
OT JICYCHUETO), PEaKIIMU Ha CBPBXUYBCTBUTEIHOCT. [Tpu moa 1% OT neKyBaHUTE MOXKE
Ia ce HabmroJaBaT XUIOKAIIMEMHUs M CIIaJaHe Ha HUBOTO Ha BUTaMHH B6, KoeTo ce
acoIupa ¢ OMOJOrMYHOTO JACHCTBUE HA JIGKAPCTBEHUS TIPOITYKT.

Kpumepuu 3d OyeHKa Ha JjedyerHuemo. OcuzypﬂeaHe HA pacmedic u paseumue Ha
CKejlema npu det;ama U Kopekyus Ha paxumda, osnaoseane Ha pecnupamopHume u
HeepolocudYHuUme CUMNMOMU U HOPMATUSUPAHE HA MUHEPATIUIAYUAMA NPU 8b3PACMHU.

20. OCTEOIIOPO3A

Onpenenenne Ha ocreomopo3ara (National Institutes of Health 2001) - xoctHO
yBpEXKIaHe, XapaKTEPU3UPaIIo Ce ¢ HAPYIICHA 3/[paBUHA Ha KOCTHTE, MPEpa3noiarario
WHIMBUAA KbM IOBHUIIEH PHUCK OT (pakTypu. 31apaBHMHATa Ha KOCTHTE OTpassBa
ChbUYCTAaHMECTO Ha JABC OCHOBHH XAapPaKTCPHUCTHKU: KOCTHA IINIBTHOCT M KauCCTBO Ha
KOCTHATa ThKaH.

20.1. ITocTaBsiHe HA AMATHO3a M NMOKA3AHHUA 32 JIeUeHHe
Jlmarno3ata OCTEOImopo3a MOXKe Jia Ce IMOCTaBU MPH MMOCTMEHOAY3aJTHU )KCHH U MBKE
cien S0-roauIIHa Bb3pacT NpU 2 KIMHUYHU CHEHAPUS:
1. Uzmepen ¢ DXA T-ckop Ha nym0anHU MpenuieHd, oOuio Oeapo wiu
Oenqpena MHUHKA.5 (IEH3UTOMETPHMYHA WM __MHCTPYMEHTAJIHA

zmarﬂosa). HGH?;I/ITOMGTDI/I'-IHaTa JHarHo3a € npuera Kato OII€paTHBHA U €

OCHOBAHHUE 3a d)aDMaKOJ'IOFI/I‘-IHO JICYCHUEC M B MOMCHTA CC II0JI3Ba U IIPHU

pPEUMOYDPCUPAHETO MY.




2. Hanwuwme Ha 6enpenu ppaktypu (HezaBucumo ot KMII) v Ha mpenuieHHn
(bpaxTypH, TakiBa Ha IPOKCHUMaJIEH XyMepyc, Ta3 Wiu pedpa (JopH U caMo
npu mnoHwkeHa KMII), mnonydeHrm mpu HUCKOEHEPTHHA TpaBMa —
KJIMHMYHA AuarHo3a. Knunuynara 1uarnosza Moxe Ja 0b/ie OCHOBaHUE 32

(hapMaKkoJIOruYHO JIEYEHHUE, HO HE U 32 PEUMOYDPCUPAHETO MYV.

20.2. Llesin HA JIeYEHUETO:

1.  HawmansBane yectoTara Ha HOBUTE (ppaKTypw;
2.  HamansBane Ha cBbp3aHara ¢ (ppakTypuTe OOJIECTHOCT;
3. [ToBnusiBane Ha puckoBute hakTopu — ocHoBHO KMIT n mamanus;

20.3. IIpuHIMIM HA JeYeHHeTO:
1.  CpoOpa3eH HAUMH Ha )KUBOT C OCHOBHA I1€JI HAMAJISIBAHE Ha Ma/IaHUsITa

2. 31paBOCIIOBHO XpaHEHE — JIOCTaThbU€H NPUEM C XpaHaTa Ha Kallud u
BuTaMuH D; npu HepocTaTbyeH npueMm - 1o00aBsHEe Ha JIEKAPCTBEHU MPOAYKTH, ChIbPKaIIH
Kayuii 1 suramua D

3. JlexapcTBeHa Tepamnusi — aHTHPE30POTHBHHU, KOCT-M3IPAXKIAIN U JICKAPCTBEHH
IIPOJYKTH C IBOWHO JECUCTBHE

20.4. Kanumii 1 Butamun D. 3a Bcuuky MalMeHTH C OCTEONOpO3a ce MpernopbyBa
MUHMMaJIeH 1HeBeH npueM Ha 1000 mg kanuuit, 800-1000 Ul Butamun D u 1 g/kg
TEJECHO Teryo OenThK (ChUeTaHO OT XpaHata u ¢ joOaBku). [Ipu ompeneneHu
MOJTPYIU — C HEJOCTATHUHOCT WM JAe(UIIUT Ha BUTAMHH D, THEBHaTa My J103a
Moxke na ce yBenmmuud — 0 2000-4000 Ul nueBHO choOpa3HO MPENOpPBHKUTE 3a
JIeYeHHE Ha HEJOCTATHYHOCT U Ne(UIUT HA BUTaMUH D.

20.5. I'pynu 1exapcTBeHH MPOAYKTH 32 JIedyeHUe HAa 0CTeonopo3ara:

- budocdonaru (Alendronate, Risedronate, Ibandronate, Zoledronate)
- UNuxuburop na RANKL (Denosumab),

- TIpousBoxanu Ha mapamuToBuaHUS XopMoH (Teriparatide)

- CenexktBHM MonynaTtopu Ha ectporeHoBusi peuentop (Raloxifen,
Bazedoxifen).
- JIOTIBITHATETHA cpeacTBa  (XOPMOHATHO-3aMECTHTEIHO  JICUCHHE,
NPOM3BOJHM Ha BUTaMUH D) M OYakBaHW HOBHU JIEKAPCTBEHH MPOAYKTH
(MEXMOUTOP Ha OCTeOCKIepocTHHA — ROMOosozumab)

20.5.1. Budocdhounaru:

1. Alendronate e moka3aH 3a JieueHHME Ha OCTEONOpO3a, KAKTO H Ha
TJIIIOKOKOPTUKOW - HWHAYLUpaHa TaKaBa IIpHU KXEHHU W MDBXKC B CJHOKpaTHaA
cenmuyHa j103a oT 70 mg. KomOuaupanata ¢popma ¢ Butamud D 2800 mmm 5600
IU e peructpupana 3a ymorpeba camo TpHw KeHH (3a TpodrlakTHKa Ha



rpbOHaYHU U OeipeHu QpaKTypH).
2. Risedronate e nokasaH 3a JIeYCHUE HA OCTEOINOPO3a MPH JKCHU (HaMaJIsiBa PUCKa
OT rpbOHAYHU U OeqpeHu PPaKTypH) U MPU MBXKE B €JHOKpPATHA CEIMUYHA 71032
ot 35 mg.
3. Ibandronate e mnoka3aH 3a JeYeHHE Ha IOCTMCHOIMAYy3ajlHa OCTEOMOpo3a
(npodunakTrika Ha TPHOHAYHM (PPAKTYypH, U CaMO B MOJOpaHH TPyNMH — U Ha
HeBepTeOpasiHK) B iepopasieH mpueM oT 150 mg 1 mbT Meceuno wim o popmara
Ha UHTpaBeHO3Ha nHPy3usa 3 mg 1 mbT Ha 3 Mecera.
4. Zoledronate e moka3as 3a JieueHHE Ha OCTEONOPO3a ITPH MOCTMEHOIIAY3aIHH )KEHH
(moHMKaBa YECTOTaTa Ha BepTeOpalHUTE, HEBepTeOpaTHUTE U OeapeHuTe
bpaxkTypH), Ipu MbXKe, KaKTO U 3a JICYCHHE Ha TIIOKOKOPTUKOUI-UHAYIIUpaHa
ocreorniopo3a. [lpwiara ce 1 mbT roguIIHO B 032 OT 5 Mg B MHTPABEHO3HA
uH(py3us (3a Hax 30 MUHYTH).
Ilpomueonokaszanus 3a npunodcenue Ha ougocgornamu: CBPbXIYBCTBUTEITHOCT, JIE3UN
Ha XpaHOMOPOBOAA (HapUMeEp CTPUKTYPH HITH axajas3usi), HEBb3MOKHOCT 3a CeJIeHe WIIN
cToeHe 3a noHe 30 MUH. U XUIOKAJIUEMUS

Humpasenosnu ghopmu na bugocghonamume ca oxka3aHu Mpu:

® T[POTHUBOIOKA3aHUsA 3a MepopanHu OudocPoHaTH, a OCTaHAIUTE
CpeICTBa Ca HEMOAXOSIIY I Hee(hEeKTUBHU;

e 3a00JIsIBaHUs1, KOUTO KOMIIPOMETHUPAT abcopOIusiTa;

e 000CHOBAaHO CBMHEHHUE 3a HCTIPUABbPKAHEC KbM IIEPOPATTHOTO JICUCHUC.

20.5.2. Muxuoutop na RANK-muranaa (Denosumab)

Denosumab e moka3aH 3a JiedeHHE Ha ITOCTMEHOIAy3aJHa OCTeoIopo3a (IOHMKaBa
BepTeOpasiHu, HeBepTeOpalHu U OelpeHH (pakTypu) U MbBXKE C YBEJIWYEH PUCK OT
¢bpaktypu. Peructpupan e u 3a JiedeHue Ha 3arybara Ha KOCTHa Maca IpU XOPMOHO-
abnaTHBHA Tepamusi MpPU MBXKE C paKk Ha MpOCTaTaTta U yBEJIWYEH PUCK OT (paKkTypu
(HamansBa BepTeOpasHM (pakTypu), KakTo M 3a NpoduIaKTUKa M JIEYEHHUE Ha
[IIIOKOPTUKOUA-UHAYLMpaHa octeonoposa. [Ipumara ce B no3a 60 mg MoAaKoKHO Ha
Bceku 6 mecena. Denosumab e npomueonokasan TPU CBPBXUYBCTBUTEIHOCT WIIH
xunokanuuemusi. [lpm depHonpoOHa HEOOCTATBUYHOCT HSAMA IPOYYBAHMS 3a
0€30MacHOCT.

20.5.3. IIpou3BOJaHM HA PEKOMOMHAHTEH YOBEIIKH NapalmuTOBUIEH XOPMOH

Teriparatide ¢ moka3aH 3a JeYyeHHE Ha OCTEONMOPO3a TPHU MOCTMEHOIAY3aJTHU >KEHU
(moHmkaBa BepreOpaHM U HeBepTeOpalHU (QpakTypu) U MbkKe (TIOHMXKaBa
BepTEOpaHus (PPaKTypeH pHUCK); a CHIIO W 3a JICYCHHWE Ha TJIIFOKOKOPTHUKOW/I-
WHIYLMPaHa OCTEONopo3a NMpu Mbxke M keHH. [Ipmnara ce mogkoxHo B no3a 20 pug
eXKeIHEBHO. [Ipomueonoxazanusi 3a TIPUIOKEHHETO MYy Ca HANpeIHAIO XPOHHYHO
O0b0OpeuyHo 3abosABaHE, KAaKTO W KOCTHU 3a00JIIBaHUSI C TOBHUIIEH KOCTEH OOMEH
(mpenmiecTBamia Xxumnepkaianuemus, Oonect Ha Ileijpker, XumnepnapaTHpEOUIU3IbM,



MpEeIIeCTBAIIO JTbuelIeueHrne IPU KapIIUHOMHA KOCTHA 0OJIECT U IPYTH).

20.5.4. CeJIeKTUBHM €CTPOreH-penenTOPHY MOAYJIATOPU

Raloxifene e yrBwpaeH kato eamHudHa Tabinerka 60 mg/neH, a Bazedoxifene - 20
mg/neH, 0e3 1a ce UMa MPEJIBU/ XPaHSHE WM IIPUEM B OIPeJIeIeH Yac OoT JeHs. Te ca
HOKA3aHU Npu npedomepamssane Ha 8epmedpainu pakmypu npu nocmMeHONay3HU
Jcenu ¢ ocmeonoposa. Bazedoxifene npedomepamssa u neeepmebpannu gpaxmypu.
Ilpomueonokasanu 3a TOBa JICUEHUE ca HKEHU MpEAW MEHOIay3ara, TaKuBa C
MPEeIIeCcTBAIl BEHO3EH TPOMOOEMOOIU3bM, OrpaHUYeHa OBOpeyHa WM YepHOApoOHA
GyHKIUS  (BKJIFOYUTETHO XOJecTa3a), HEM3SCHEHO MATOYHO KpPBBOTCUCHUE WIIU
ChbMHEHHME 32 PaK Ha CHIOMETPUYMA.

20.6. U300p Ha JiekapcTBEH MPOAYKT

Toii 3aBUCH OT €PUKACHOCTTAa Ha OTICIHUTE JIGKAPCTBEHU MPOAYKTH, TMpoduia Ha
0e30macHOCT (HeXKeTaH! JIEKapCTBEHH JICHCTBHS ), HAUMHA Ha IPUIIOKEHUE, [IEHAaTa UM U
MPEANOYMTAHUITA Ha MAlUEHTA.

Eduxacnocm:

Bcuuky aHTHOCTEONOPO3HM CpEACTBa TOHMKABaT BepTeOpanHus (DPaKTYpEeH pHUCK.
Hsxon OT TsAX MOHMKaBaT M pUCKAa 3a HeBepTreOpaiHu (pakTypu, a OTIEIHU
MPEJICTAaBUTENN — U PUCKa 3a 6enpenu ppaktypu (Tabnuma 1).

Tadoauua 1. AatudpaktypHa eeKTUBHOCT Ha JIEKAPCTBEHUTE MPOAYKTH 32 JICUCHUE Ha
octeoroposa (2018)

JlexapcTBeHun Boupxy BepreOpannu ¢ppakrtypn | Bopxy HeBepreOpannu ¢ppakrypu
IIpoaykru
Ocreonopo3a | Ocreonopo3a + | Ocreonoposza Ocreonopo3a

NpenvieHHH NnpeuieHHH

dpakrypu dpakrypu
Alendronate + + Hsma nanau + (u Gepo)
Risedronate + + Hsama nanuaun + (1 6eapo)
Ibandronate Hsma nanuu + Hsma nanuaun +*
Zolendronate + + Hswma nannu + (u Geapo)**
X3J + + + + (u 6empo)
Raloxifene + + Hama manuum Hsama manun
Teriparatide Hsma nanuu + Hsma nannu +




Denosumab +

+ (1 6empo)

* camo 6 post hoc ananus

** nayuenmu cvce u 6e3 npewieHHu pakmypu

Haii-uecm usbop 3a nwvpeonauanno neuenue ce npaeu medcoy ougocghonamume u
Denosumab. budocdhonarute ca NpeanovyMTaHd TMPH JHMLIA C HUCHK WIH yMEpeH
¢dpakTypeH puck (Harpumep npu u3xoaeH T-ckop Ha 6enpena mmuiika >-3.0). [Tpu auna
C BUCOK (pakTypeH puck (Hampumep T-ckop Ha O6enpena muiika < - 3.0) ce mpeamoynra
Denosumab. Teriparatide nma Haii-moreH eekT MpH JIMia ¢ MHOXKECTBEHH BEpTEOpaTHU
¢bpakrypu u maoro mucka KMII (Bucok ¢pakrypen puck). Raloxifene u Bazedoxifene
Ouxa OWiM Hali-yMECTHH B paHHaTa MOCTMEHOIAy3a MPH yMepeH (pakTypeH pHCK

(ocHOBHO BepTeOpaseH).

Ta6auna 2. [penoprku 3a u300p Ha JEKAPCTBEH MPOAYKT B 3aBUCUMOCT OT BUIa Ha

KenaHus e(eKT U JIeKyBaHaTa noArpymna

Alendr | Risedr | Ibandr | Zoledr | Denosu | SERM | Teriparat
onate | onate onate onate mab ide
Beprebpanen 0 0 0 0 0 0 0*
(bpaxkTypeH puck
HesepreOpaiien puck O O vEE v v i 0*
Puck Oenpenu v v
Opaktypu
Mpnxe v N L3 v
['mokoxkopTHKOM - v v
WHIyIIHpaHa
Octeomnopo3a

* pesepeno cpedcmeo (Ha mopa nuHUs)

** 6 noobpanu epynu ¢ T-ckop Ha 6edpomo nod -2.5SD u nanuunu npewinennu paxmypu

*** camo npu Bazedoxifene 6 nooopanu epynu

*kkk

Haji-yecTn HeeJJaHM CTPAHMYHH JefiCTBUS HA AHTHOCTEONOPO3HUTE
JIEKAPCTBEHW MPOAYKTH.

camo npu rederue ¢ XOpmMOoHAIHU cpedcmea 3a npocmamen Kapyunom

Tab6auna 3. OCHOBHM HEXeNaHU e(PEeKTH Ha aHTHOCTEOIIOPO3HUTE JIeKAPCTBEHU

MPOAYKTH




JlekapcTBeH NPOAYKT Hai-3HAYNMH M3BLHKOCTHMU J1eHCTBUA

SERM

budocdhonaru

Denosumab

hPTH(1-34)

X3J1

1. 3acunBaHe Ha KJIMMaKTEpUYHATa CUMITOMATHKA (,, TOILJIM BBIHU);
2. YBenuueHue Ha pucKa oT TpoMO0eMOOJIU3bM 110 3 IIBTH;

3. INoHmkaBaHe yecToTara Ha WHBA3UBHHS KapOouHOM Ha
MJICHHAaTa XJic3a.

1. [IpobnemMu OT ropHuUsl OTZEN Ha XPaHOCMMJIATEIHUS TPAKT -

IpU CEAMUYEH MM MECEYEH IPHEM Te Ca CXOJIHH C IIanedo;
Ipy TOsSBa Ha OIUIAKBAaHHMSA C€ MPENOpPbhYBA EBEHTYATHO
racTPOCKOIICKO M3CIIE/IBAHE;
2. AtunuyHu (QpakTypH UM OCTEOHEKpO3a Ha YeIIOCTTa
(peI[KI/I SABJICHUS, IIPU ONIPCACICHU YCIIOBHA U CHIIBTCTBAIIIU
3a00JIIBaHHUS );
3. OctpodazoBa peakuusi — TJIaBHO CIEN
MHTPAaBEHO3HO NPUIIOKEHHE; MYCKYJIO-CKEIETHO OOJIKY;
4. O4HO 3acsraHe — CKIEPUT, UPUT (MHOTO PSJIKO, OMHCBAHH IPH

Alendronate, Zolendronate);
5. TlpencwpaHo MBxIeHE — pu Obp3a uHGY3us Ha Zolendronate;

6. M3ocTpsiHe Ha JaTEHTHA XUMOKAILUEMUS —
3a0bJDKUTENHA € CYIUIEMEHTAlMs C KAIIUI 1 BUTaMuH D.

1. Ko’kHU peakIyu 1o THIIA Ha HETYJIUT WU eK3eMa — PEIKH
2. @naryreHmys

XHHepKaHHI/IypI/ISI, HO-pr)IKO XI/Il'IepKaJ'IHI/IeMI/Iﬂ C raacHe n
Oe3areTuTre

VYBenuueHne Ha pHUCKa OT BEHO3EH TPOMOOEeMOOIHU3BM,
MO3BYHH UHCYJITH, UCXEMUYHHU CHPACYHHU WHIUICHTU U paK
Ha MJIeYyHaTa jKje3a

20.7. IIpoABZKUTETHOCT HA JIeYeHHETO

Jleuenuero npoab/kaBa cpeano 3 10 S roauHu (¢ u3kiawvenue Ha Teriparatide - <
2 roa.). Cnen ToBa (PaKTYpHUSAT PUCK CE€ IMPEOLEHSIBA U C€ B3eMa pelIeHHe 3a IOo-

HATaTHLIHO NOBe/leHNEe. AKO PPaKTYpPHHUST PUCK C€ MPEIEHH KaTO HUCHK — JICUEHUETO Ce

ClHpa 3a MepUoJl OT 2 A0 5 FOAWHH, HO CYIUIEMEHTAlUsITa ¢ Kalluid U BUTaMUH D

IPOABIKaBa B ONTUMAIIHU 103U. JIedeHneTo He ce cnupa ciesl S-roJuileH Nepuos npu

HaJU4He Ha €JIUH OT CIIeTHUTE (HaKTOPH:

- pe/IecTaa GpakTypa Ha MpenuUIeHn i 6eapo

- T-ckop Ha GeapeHa muiika win oo1o 6eapo B Kpas Ha nepuoja < -2.5 SD

- BUCOK ()paKTypeH PUCK MOpaaud HEOTCTpaHUMHU (AKTOPH, HAIPUMEP MPOBEXKIAHO

JICYCHUE C TIIIOKOKOPTUKOHN/IN.



Kvm kpas na 2018 e. makcumannusam cpok ¢ ookasana eguxacrnocm e: 10 roguHu 3a
Alendronate, 7 romgmau 3a Risedronate, 5 romunu 3a Ibandronate, 6-9 romunu 3a
Zolendronate, 10 rogunu 3a Denosumab, 7 roguan 3a SERM, 2 roaunu 3a Teriparatide
U TIpenopbYUTENHO A0 1 roguHa ¢ Romosozumab.

JleueHuemo ¢ aHMUOCMeONnoOpo3HU JleKapCmeeHyu NpoOyKmu ce pecmapmupa Tpu
HaJIM4Me Ha €IHO OT CIACAHUTE 0OCTOSATEICTBA:

- HaCTHIIBAHE HA HOBA rojisiMa (PpPaKTypa;

- noBumaBane Ha beta-CrossLaps Haz ropHaTa rpaHMIa 3a IPEMEHOIIAY3aTHH KEHU
- cia va KMII ¢ man 0.030 g/cm? na npenuienu u Geapena mmiika
- U3TUYaHe Ha 2 10 5 rO/IMHYU TepareBTHYHA BaKaHIIMS.

He morar Ja C€ naaaT YyKasaHud Oajid Ja C€ IPOAb/DKH C IIpUJIaraHus aoToraBa
JICKApPCTBCH IMPOAYKT HWJIM JOa C€ IPEMHUHC KBM Jpyra Trpyi1a. HpeueHKaTa €
WHAUBUAYAJIU3UPAHA.

20.8. IToka3aTesu 3a ycnex Ha MPUJIATAHOTO JIeKAPCTBEHA Tepanus

20.8.1. KparkocpoueH moka3ares — IOHW)XaBaHEe C Haj 56 % copsAMoO HM3XOAHUTE
ctoiiHocTH Ha beta-CrossLaps mexay 3™ u 6™ mecell OT Ha4aja0TO Ha JICYCHUETO WIIH C
Hax 35 % ua Osteocalcin wu PINP na 6™ mecerr. I[1pu nmunca Ha usxoanu qannau 3a beta-
CrossLaps, 3a mpuemiiiBa CTOWHOCT IO BpEME Ha JICUEHHETO Ce MpHeMa TaKaBa IOJ]
MeraHaTa Ha HOpMaiHaTa ctoitHoct, Toect < 0.2 — 0.3 ng/dl.

20.8.2. CpennocpoueHn moka3artes] — CTa0WIM3UpaHEe (JIUIICAa HA 3HAYMM CHAJd) WU
nosuinenne Ha KMII Ha nmpenienn, o6mmo Oeapo unu OeApeHa muiika, u3cieaBaHa Ha
1™ ronvHa OT HAYAJIOTO HA JICYEHUETO U CJIE]] TOBA — Ha 2-3-TOAUIIHU UHTEPBAIH.
20.8.3. JIbarocpoueH noka3arteJ — IOHWKaBaHe Ha (PPAKTYPHHUS PUCK

HacrpnBamuTe npe3 mbpBaTa roAWHa OT HAYaJIOTO HA JIEYEHUETO (PpakTypu He ca
nokasaren 3a Heycnex. Ciex To3M NEpUoOA OT BPEME HACTBIIBAHETO HA HOBA
OCTeoInopo3Ha (pakTypa H3HMCKBa INPOBEpPKAa HAa MpPAaBUIHMS IPHEM OT CTpaHa Ha
NalMeHTa, KakTo M W3KIYBAaHE Ha IPYTU NMpUUMHSABAILM (akTopu Kato AepuuuT Ha
BuTaMuH D, orpanndena 0b0peuHa (QyHKLUS, JEKaApCTBEHU MPOAYKTU U 3a00JIIBaHMUS,
BOJICIIX 0 BTOPUYHA OCTEONOPO3a.

20.9. Heycnex Ha jleyeHHETO

Toii ce nedunupa karo:

- HAaCTHITBaHE Ha JIBE WJIU MIOBEUE HOBH HUCKOCHEPTUITHU (PPAKTYPH 11O BpEME Ha JICICHHETO
- IUTICa HA TOTUCKaHe Ha KOCTHUTE MapKepy MPU aHTUPE30pOTUBHO JIeUEHHUE

- IPOAbJKaBaIO NMoHmkeHne Ha KMIL

21. IPO®PUJIAKTUKA U JJEYEHUE HA JEOUIUT/HEJOCTATBYHOCT
HA BUTAMMH D



Knunnuno xunosuramuuosa D ce mposBsiBa ¢ paxuT MpH Aelara U ocTeoMaliaius npu
BB3PACTHHUTE, KOETO € CBBP3aHO C MYCKYyJHA CJlIa0OCT, CKJIOHHOCT KbM NaJaHus U
bpaxtypu. [lpeBeHIMATa U JIEYEHUETO HA XUIOBHUTaMHUHO3a D BKJIIOYBA MOBHUIICHO
u3JlaraHe Ha yATPaBHOJIETOBA CBETJIMHA (CHEIHAIHO Ha CIBHIIE), TO-J00Bp XpaHUTEICH
npreM Ha BUTaMuH D 1 opaiiHa cymieMeHTaius ¢ BuTaMuH D.

[IpakTH4eckuaT BBIIPOC, KOWTO CTOM Mpes Hac e: KakBa na Obae cyOcTuTympamara 103a
BUTaMHH D?

Nmaiiku npeBuJ JaHHUTE OT ENUAEMHAOJIOTHYHOTO NPOYYBAHE HA bbArapcko Apy’ecTBo
no eHpokpunonorus ot 2012 r. Bepxy 2033 numa ot 12 pernona Ha cTpaHaTta Uil 00110
58 ruesna (rojieMu U MaJIKU IpajioBe U MPUIICKAIIUTE UM Cella), KAaKTO U Pe3yITaTUTe OT
B3aMMOOTHOIICHUATA MEXIy HHUCKOTO cepyMHO HHBO Ha 25(OH)D u mpomenute B
cepymHoTOo HMBO Ha PTH, Hme mpuemame 3a ObJrapckara momyJjanusi nmpar Ha
poctarb4yHoCcT 32 25(OH)D >50 nmol/l, 3a HegocTarbuHOCT Mexay 25-49.99 nmol/l
u 3a nepunut <25 nmol/l. Ha Koncencycnara koudepenmus (Bergmeyer Conference)
or 2012 r. B Eibsee, Germany ce moco4Bar ChIIMTE CTOWHOCTH 3a TPUTE HHUBA Ha
25(0OH)D. ToBa mo3BossiBa CIIOKOMHO Ja MpaBUM CpPAaBHUTEJIEH aHAIW3 HA HAIIUTE
pE3yATATH C MOJYYESHUTE OT JPYTH M3CIEAOBATEIN M Kacaelly APyru Koxoptu. Taka mie
¥Ma BB3MOXKHOCT J]a C€ HAIpaBsT M3BOJM OTHOCHO pa3Mepa Ha MmpoliiemMa B Hamiara
CTpaHa U TOH Ja Ob/ie CPaBHEH C APYTU CTPaHHU.

[IpakTHyeckuTe M3BOIUTE TPH CyIUIEeMeHTaIus ¢ BuTamuH D ca tpu:

1. C no-ronsama 103a ce 10CTUTA MO-BUCOKO MPHUIIEITHO HUBO
2. C mo-rosisiMa 71032 He Ce CKbCSIBA CPOKBT 32 JOCTUTAHE HA IUIATO

3. 3a macumane ¢ ButaMuH D TpsiOBa f1a ce u34aka cpok oT noHe 3 mecena. Topa e
Ba)XCH MPAaKTHUYECKU W3BOJ MpPH MpeIBapuTelIHaTa MOATOTOBKA Ha OOJHHUTE C
0CTeomnopo3a Mpear BKIIOUBAHE Ha JICYEHUETO C aHTHOCTEOTOPO3HH cpesicTBa. B
NPOTUBEH Ciy4yaid OONHUAT 1Ie OBAe He-oTroBapsan] (non-responder) Ha
MPOBEXIAHOTO aHTHOCTEOIIOPO3HO JICYCHHE.

21.1. JJEKAPCTBEHMU TMPOAYKTU, CBHBABPXKAIIKXU BUTAMHUH D -
BUJOBE, HAIIPABJIEHUS 3A OIITUMAJIHO NIPUJIO)KEHUE

21.1.1. Retinyl palmitate, Ergocalciferol

KomOuHMpan npoaykr - pa3TBop, nepopaixau kanku; 1 mu pa3rBop cprabpxa 30 000 U
retinyl palmitate (Buramun A) u 40 000 IU ergocalciferol (Buramun D2).
Kora, 3amio ?

v/ [JIaBHO 3a Jiera
v’ 3a BB3pacTHU
v’ npu neuIMT Ha BATAMUH A U BUTamuH D

v' cnab Ergocalciferol (D2) cnpsimo Cholecalciferol (D3)



21.1.2. Cholecalciferol - paszrsop, nepopanau kanku (1 kanka=500 1U)
Kora, 3amio ?

v’ 3a npoduinakTuka Ha BuTamuH D peduimr pectr. paxur
3a JieueHune Ha BUTaMuH D neduur pec. paxur

3a 0a3MCHO 3aIBJDKUTEITHO He(hapMaKOJIOTUYHO JICYCHUE MTPHU OCTEONOPO3a

32 MOMYJTAIMOHHO MPHIOKEHHE
ynooeH

C€BTHH

LSRR NN NN

e(heKTUBEH

21.1.3. Alfacalcidol (1alfa D3)
Kora, 3amo?
v 1pu XB3
3a M0-Bb3PACTHH JIUIIA
3a JieueHue Ha BuTamMuH D nedunut pecrn. paxur
3a [TocTMeHoMay3aiHa OCTEONOPO3a - CAMOCTOSTEITHO
3a TITFOKOKOPTHKOUI-UHIAYIIMPaHa OCTEOIopo3a

1pu XUIOIIApATUPEOUIUZBM

N N N SN

e(heKTUBEH

21.1.4. Calcitriol
Kora, 3amo ?
v 1ipu 6osuu ¢ Xb3
py XUIONapaTupEONIN3bM
pu xuno-Ca paxur
IIpH XUMo-P paxut

IIPU XPOHUYHU YEPHOAPOOHH 3a00IIBaHUS

AN N NN

npu ynorpe0da Ha JeKapCTBEHH MPOAYKTH, BIUSIEIIN BbpXY MeTaboin3Ma Ha BUTaMuH D
B YepHUS ApOO

v npu ButamuH D pesucteHTHHTE HOPMHU HA PAXHUT



v npu [TocTMeHOay3aaHa 0CTE0nopo3a — OTACITHH CTydan

21.1.5. Paricalcitol — mo kmacudukanusra Ha CBeroBHara 3apaBHa OpraHuzanus €
AQHTUTIAPATUPEOUICH JICKAPCTBEH MpOAYKT. [lpuiara ce mnpu OOJHU C XPOHUYHO
0b0peuno 3abonsBaHe. CUHTETHYEH celeKTHBEeH akTuBarop Ha VDR. Mma mo-mambk
xunepkaniemMudeH u xunepdocparemuuen edexr. Kamcymu — 1 pg. Jlepunmpana
JTHEBHA J103a — 2 Uug.

3a mpodunakTrka U edyeHue Ha aedunmra Ha ButamuH D ce uznmomssa Cholecalciferol,
KaTO CE CIIa3BaT HIKOJKO IPaBHJIA;

U C no-roxsmMa A03a €€ J0CTUra I10-BUCOKO IIPUIICIIHO HUBO
U C no-roasmMa A03a HE CE€ CKbCABA CPOKEBT 3a JOCTUTI'aHE HA IIaTO

U 3a nacumiane ¢ ButamuH D TpsiOBa J1a ce u3uaka Cpok ot moHe 3 mecerna. Topa e
BaXCH TPAKTHUYECKU W3BOJ MPH TpEIBApUTEIHATA MMOATOTOBKA HAa OOJIHUTE C
0CTEOIIOpO3a MPEIU BKIIFOUBAHE HA JICYCHUETO C aHTHOCTEONIOPO3HHU CpeicTBa. B
NPOTUBEH Ciy4yaid OonHUAT 1ie ObAe He-oTroBapsAn] (non-responder) Ha
MPOBEXKIAHOTO aHTHOCTEOIIOPO3HO JICUCHHE.

Huso Ha | CraTyT Ha | 3apaBeH Jleuenne

ButamuH D ButamuH D eexT

<30 nmol/l JHedurur Paxwur, Bucoxu nosu Cholecalciferol, C
(10 ng/ml) ocTeoMaalus | MocJe/IBaIia moyIbpiKaliia J103a
30-50 nmol/Il Henocrarpunoct | Puck ot | [longppxkama  cyriemMeHTauus ¢
(10-20 ng/ml) 3a00JIIBaHE BuTamMuH D

50-75 nmol/l AnexkBaTHO HUBO | 311paB bnaropa3zymeH cTui Ha )KUBOT

(20-30 ng/ml)

>75 nmol/l OnrumanHo HUBO | 31paB Hwumo nonbaHuTETHO

(>30 ng/ml)

CrpriacHo ['no6annus koHceHncyc Ha Ilpenopbpkute 3a mpeBeHIUs U JIEYEHUE Ha paxuTa
ot 2016 1, kakTo u [Ipenopskure 3a LlenTpanna EBpomna ot 2013 r. ce mpeacTaBsAT HUBaTa
Ha BUTaMUH D 3a 10CTaThYHOCT, HENOCTATHYHOCT, NEPHUINT, TOKCHIHO HHBO M pazMepa
Ha 3aMeCTBaHE B 3aBHCHMOCT OT KOHKPETHOTO cepyMHO HHMBO Ha 25(OH)D 3a
npodHIakTUKa U JeueHHe, KaTo JaHHuTe ca 0606menu or Munns CF. et al. (2016).

CpaBuenue Ha Ilpenopbkute 3a cymnementanus B Llentpanna Esporma — 2013 1. u
rnobanauTe [Ipemopbku 3a mpeBeHIus U JieueHue Ha paxuta — 2016 T.




PasmepsbT 3a 3amecTBaHe ¢ BUTaMuH D ce onpeesist or cepymHoTo HUBO Ha 25(OH)D

(1 ng/ml = 2.5 nmol/l)

IIpenopbku 3a LlenTpanna | I'nodaann NMPENnopbLKH,
EBpona, 2013 r. 2016 r.

OnTumaiiHo HHMBO

Jena u noapactBamu | >30-50 ng/ml >20 ng/mi

Bw3pacthu u crapuu

Hepocrarbunoct >20-30 ng/ml 12-20 ng/ml

HMepumur 0-20 ng/mi <12 ng/ml

TokcHYHO HUBO >100 ng/ml >100 ng/ml

Ipenopnku 3a xo3ara Ha vitamin D 3a cynuiemenanus (40 iU = 1 pg)

0-6 mecena 400 IU/nueBHO 400 IU/nueBHO
6-12 mecena 400-600 IU/nueBHO 400 IU/nueBHO
2-18 rogunn 600-1,000 1U/naeBHO 600 IU/nueBHO
>18 roguuu 800-2,000 1U/nueBHO 600 IU/nueBHO
bpemenoct u kppMeHe 1,500-2,000 IU/nueBHO 600 IU/nueBHO

IMpenopnku 3a 103aTa Ha Vitamin D 3a jneuenne Ha qepuuura (40 iU = 1 pg)

<1 mecert 1,000 IU/nueBHO -
<3 mecenu - 2,000 IU/nneBHO
1-12 mecern 1,000-3,000 -

[U/nneBHO
3-12 mecenn - 2,000 IU/nneBHO
2-19 roguun 3,000-5,000 -

IU/nHeBHO
2-12 roguun - 3,000-6,000 IU/gueBHO
>19 ronuuu 7,000-10,000 -

1U/aueBno
>12 roquuu - 6,000 IU/naeBHO

Exunnyna HaToBapsBaiia j103a Ha vVitamin D 3a opnaasiBane Ha nepunuta (40 iU = 1 pg)




<3 mecemna He ce npenopbuBa He ce npenopbuBa
3-12 mecena He ce npenoppuBa 50,000 1U/ 3 mecena
2-12 ronuau He ce npenopbruBa 150,000 IU / 3 mecena
>12 roguuu He ce npenoppusa 300,000 1U/3 mecena

CbCTOSIHMETO 10 OTHOILIEHHE cTaTyca Ha BUTaMuH D B HalmiaTa cTpaHa € HeJOOLEHEHO
OT 3/IpaBeoria3Hara CucTema.

C neduHMpaHe Ha HHMBa Ha JOCTaTBYHOCT B OBJIrapckara MOIyJAIUs IIe ce Jaaatr
BB3MOXKHOCTH 32 Pa3BUTHETO HAa aJICKBAaTHU CTpPATeTMM 3a IMPEBEHIMS U JICUCHHE B
KJIMHUYHATA MTPaKTHKA.

3aoenercka:

Jleyenuero ¢ Hepa3pelIeHH 3a yHoTpeOa JIeKapCTBEHH NPOAYKTH CE€ M3BBPIIBA IIPU yCIOBUITA U IO Pel,
ompenenernu ¢ Hapenda Ne 10 ot 17 HoemBpu 2011 1. 32 ycnoBusATa U pea 3a JeUSHHUE ¢ Hepa3pelIeHH 3a
ynorpeba B Peny0Oinka Beirapus nexkapcTBeHH NMPOAYKTH, KAKTO M 33 YCIOBHATA M PEAa 3a BKJIIOYBAHE,
MPOMEHH, N3KIIFOYBAHE U JOCTaBKa Ha JIEKapCTBEHHU NMPOAYKTH OT CIIMCHKA 110 WiI. 2664, ai. 2 oT 3akoHa 3a
JICKapCTBCHUTE MPOAYKTH B XyMaHHaTa MeauiuHa (00H. B 0p.95 ot 2.12. 2011r., mom. B 06p.24
or 12.03. 2013r.) Ha MHHHCTBpPa Ha 3/IPaBEOIA3BAHETO.






