TIHCTPYKIIIA

/IS METUYIHOT'0 3aCTOCYBaHHSA JIIKapChbKOT0 3aC00y

Pokcunep

(Roxiper®)

CKnao:

Oitoui peuoguHU: PO3yBACTATHUH (y BUTJISAMAI KaJlbllil0 pO3yBAaCTAaTUHY), TIEPUHAOIPUITY TePT-OyTUIaMiH
Ta iHmamaMmin;

1 tabnetka mictTuth 10 Mr po3yBacTaTUHY (y BUTJISI KaJbIlil0 pO3yBAaCTATUHY), 4 MT' TIEPUHAOIPUITY
TepT-OyTunaminy ta 1,25 Mr inmanaminy a6o

20 Mr po3yBacTaTUHY (y BUTTIALI Ka/bllil0o PO3yBacTaTUHY), 4 MI' IEPUHIOIPUIY TepT-0yTUIaMiny Ta
1,25 mr inganaminy, a6o

10 Mr po3yBacTaTuHy (Y BUTJISIAI KaJbIil0 pO3yBacTaTUHY), 8 MI IEPUHIONPUIY TEPT-OyTUIaMiHy Ta
2,5 Mr inpgamaminy, abo

20 Mr po3yBacTaTUHY (y BUTTIALI Ka/bllil0o PO3yBacTaTUHY), 8 MI' IEPUHIOIPUITY TepT-OyTUIaMiny Ta
2,5 MI' iHflanaminy;

donomidicHi pevoguHu: TIEI0NI03a MiKpoKpucTamiyHa (tum 112 ta Tun 200, HU3bKO01 BOJIOTOCTI),
KPOCIIOBiTOH (THII A), KDEMHIIO DiOKCUL KONOImHUY 0e3BOMHUM, MarHiio creapar;

naiekosa 060/10HKa: CIUPT MOMiBiHiNOBUY, Makporon 3350, tTutany miokcup (E 171), Tanek,
3ami3a okcup yepBonuii (E 172), 3amisa okcup yopuuu (E 172)*, 3amiza okcupn xkKopTuii (E
172)*.

* He mictuthcs y Tabnerkax mo 10 mr/8 mr/2,5 mr.

JIikapceka ¢opma. TabneTku, BKPUTI ITiBKOBOIO 000JIOHKOIO.
OcHosHi (pi3uko-xiMiyHi 8 1acmugocmi:

10 mr/4 mr/1,25 MT

YepBOHYBaTO-KOPHUYHERBI, KPYTJIi, 371eTKa OJBOOMYKJIi, BKPUTI ITIBKOBOIO 0007I0HKOI0 TabneTKu 3i
CKOIIIEHUMM KpasiMH, 3 BUTrpaBipyBaHuM 3HakoM PIR1 3 omHOrO GOKY.

20 mr/4 mr/1,25 Mr



MaiiKe poxKeBi, KpyTJli, 371IeTKa JBOOIYKJIi, BKPUTI IIIBKOBOIO 000JIOHKOIO TaOIETKH i3 CKOIIEHUMHU
KpasiMu, 3 BUTpaBipyBanuM 3HakoM PIR2 3 ogHOro 60Ky .

10 mr/8 mr/2,5 Mr

CBiT10-poKeBi, KpyTJi, 371eTKa JBOOMYKJIi, BKPUTI IJTIBKOBOIO 000JI0HKOIO TaONIEeTKH 3i CKOIIEHUMHU
KpasiM#, 3 BUTpaBipyBaHuM 3HakoM PIR3 3 ogHOTO 0OOKY.

20 Mr/8 Mr/2,5 MT

Brigo-pokeByBaTO-KOPUYHEBI, KPYTJIi, 371eTKa ABOOIYKJI, BKPUTI IJIiBKOBOIO 060I0HKOI0 TabeTKu 3i
CKOIIIEHUMM KpasiMH, 3 BUTpaBipyBaHuM 3HakKoM PIR4 3 omHOro OOKYy.

dapmakoTepaneBTHYHA rpyna. [inominigemiuni kom6iHOBaHi 3aco6u. Iuribitopu 'MI-KoA-
penykTasw, inmi komOinamii. Kog ATX C10BX13.

dPapmaKo102iuHi e 1acmueocmi.

Pokcumnep € koMmOiHalieo TepT-0yTUIaMiHOBOI COIi MepUHOONPUIy — iHTi6iTOpy
aHTi0TeH3UWHIIEPETBOPIOBaILHOTO pepMeHTy (ATID), ingamaMigy — XJI0pCy1bPOHOBOTO AiypeTuka Ta
PO3yBacTaTUHY — CEJIEKTUBHOTO Ta KOHKYypyiodoro iHribitopa 'MI'-KoA-penykra3u. ®apMaKoJIoTiuHi
BJIACTUBOCTi 0OYMOBIIIOIOTHCS BIaCTUBOCTSMU KOXKHOT'O 3 KOMIIOHEHTIB, 3aCTOCOBAaHUX OKPEMO, Ha
IOOaTOK [0 THX, SIKi ITOB’'SI3aHi 3 agUTHBHOIO CHHEPTIYHOIO Ai€0 KoMOiHaIlil TepUHOONIPUIy Ta
iHgamaMingy.

®apmakoOuHamika.
MexaHni3Mm mii

ITepuHdonpus

[Tepungonpurn € inribiTopom AII®, mo nepeTBopioe aHrioTeH3uH | B aurioren3us II -
BA30KOHCTPUKTUBHY PEYOBUHY, @ TAKOXK CIIPUYMHSIE PO3MAJ Ba30UIaTAaTOPHOI0 areHTa OpaguKiHiny
3 YTBOPEHHSAM HEaKTUBHOTIO relnTalenTuny.

[uribyBanus nepuHponpuioM ATI® npu3BOgUTE [0:
- 3HUKEHHS CeKpellil albJOCTEPOHY;

- MIBUINIEHHS aKTUBHOCTI PeHiHy y IJ1a3Mi KPOBi, OCKiNbKY albAOCTEePOH Oifblile He CIIPUYNHSIE
HeraTUBHOI 3BOPOTHOI peakiiii;

- 3HUKEHHS 3arajibHol nepu(epruyHol pe3uCTEeHTHOCTI 3 TepeBaXkKHOI0 [i€l0 Ha CyOuHHE PYCJo y
M’sI3axX Ta HUPKaX, 6e3 CymyTHLOI COIbOBOL Ta BOGHOL 3aTpUMKU abo pedieKTopHOl Taxikapail npu

XPOHIYHOMY JIiKyBaHHI.

[TepuHOOIPUIT BUSIBIISIE QHTUTINIEPTEH3UBHY [if0 TAKOXK Y MAIiEHTIB 3 HU3bKOI0 a00 HOPMaIbHO0
KOHIIEHTpALli€l0 PeHiHy.

[TepuHOONPHII [i€ Yepe3 aKTUBHUM MeTab0IIiT, MepuHAOIPUIaT. IHIm MeTaboiTH HeAKTHUBHI.



[TepuHOOIPUI TIOJIETuIye POOOTY CEpIIs:

- BEHOAMIaTaTOPHOIO [li€l0, MMOBIPHO, 3a PaXyHOK 3MiH MeTab0i3My IIpocTarjaHauHiB: 3MEeHIIEeHHS
repeqHaBaHTaXKeHHS;

- 3BHUKYIOYY 3arajbHui nepuepuyHuil CyIUHHUN OIip: 3HUKEHHS IMOCTHaBaHTaKeHHS.
ocnigKeHHs, IPOBEeH] 3a Y4acTIO [TAlli€HTIB 13 CeplieBOX0 HENOCTATHICTIO, [I0KA3aJIu:

- 3HUKEHHS TUCKY HallOBHEHHS JIiBOTO Ta IIPaBOTO IIIYHOYKIB;

- 3BHUKEHHS 3arajbHOr0 NepUuPEepUuIHOro CyIUHHOTO OIIOPY;

- 3pOCTaHHS CEpLIEBOr0 BUKUAY Ta IMOKpAIeHHS CEPLIEBOr0 iHOEKCY;

- 30inBpIIEHHS PErioHapHOT0 KPOBOOOIry y M’sg3ax.

OxpiM TOTO, 3HAYHO IOKPAMIyIOThCS MOKA3HUKHY TECTIiB 3 (i3WYHUM HaBaHTaXKEHHSIM.
IHOanamio

IapmamaMip € cynpGOHAMIIHOO MOXiAHOI PEYOBUHOIO 3 iHOOIOBUM KiNTbIIEM, CIIOPifHEHUN
(hapMaKoJIOoTiuHO 3 Tia3ugHUMHU [iypeTuKaMu. [Hmanamin inribye peabcop6iiito HaTpioo y
KOPTUKAJILHOMY CEerMeHTi HUPOK. Lle migBuillye eKCKpellito HaTpito Ta XJIOPUMIB y cevy Ta, MEHIIIO
MipoI0, eKCKpeILilo KaJlilo Ta MarHilo, MigBUIIyI0OuUy TaKUM YUHOM Oiype3. Llei mexaHiam 3abe3meuye
QHTUTINEPTEH3UBHY Ail0.

PosysacmamuH

Po3yBacTaTUH € CeTIEKTUBHUM Ta KOHKYPEeHTHUM iHTibiTopoM 'MI'-KoA-penmykTasu, GepMeHTY, III0
IIePEeTBOPIOE 3-TiIPOKCU-3-MEeTUNITIyTapuI-KOeH3UM A Ha MeBaJIOHAT, IONePeIHUK XOJIECTEPUHY .
OCHOBHHUM MiClleM fiil po3yBacTaTUHY € IeYiHKa, OpraH-MillleHb A7 3HUKeHHS KOHIIeHTpallil
XOJIECTEPUHY.

Po3yBacTaTuH 30i1bIIy€e KiTbKICTh IEUiHKOBUX PELIEITOPIB [0 JIMOIPOTEIHiB HU3BKOI IIiTbHOCTI
(JITTHII) Ha moBepxHi KITiTHH, 30i/blIyioun 3axomieHHs Ta Katabomiszm JITTHIL, i mpu3BoguTh 0O
IPUTHIYEHHS CUHTE3Y B MEeYiHIl JNOoNpoTeiHiB Ayxke HKU3bKOI minbHocTi (JITIIHII), 3MeHIIyI0uYnd TUM
caMUM 3aranbHy KinbKicTh yacTok JITTIHII Ta JITTHIII.

dapmakogrHaMiyHi eQeKTH
I1og’s13aHi 3 nepuHdonpuiom/iHOanamioom

KombiHanis mepuHmonpuily/iHganaMiny 3HUXKY€e CUCTOJIIYHUYN Ta [iacTONiYHUM apTepialbHUM TUCK Y
NIAllieHTIB 3 apTepialbHOIO TiepTeH3ielo Oyb-IKOro BiKy, SIKi 3HAaXOOATHCS K Y MOJ0XKEHHI JIeXKauH,
TaK 1 CTOS4H.

Lew anTUrinepTeH3UBHUM e(PeKT TpuBae 24 roNUHU. 3HUXKEHHS apTepialbHOTO0 TUCKY AOCATAETHCS
MeHIIIe HiX 3a Mics1ib 6e3 Taxidinakcii. [IpunuHeHHS TiKyBaHHS HE CYIIPOBOMAXKYETHCSI €(PEKTOM
BiIMiHU. Y XOfi KJTiHIYHUX OOCIIAXKEHb AOBEEHO, [0 OQHOYACHEe NPHU3HAaYEeHHS IEPUHAONPHUITY Ta
iHmamaMify CIPUYUHSIE CHHEPTiYHY aHTUTIIEePTEH3UBHY [i0, IKa € pPe3yIbTaToM e(eKTiB OKpeMUX
CKJIaOBUX JIIKAPCHKOTO 3ac00y.

Y x0pi MyJIbTULIEHTPOBOI'0, PAHAOMI30BAHOI'0, IIOABIMHO CJIIIOT0 BiTKPUTOIO0 KOHTPOJILOBAHOIO



nocripxenuss PICXEL ominunu fito KoMmOiHamil mepuHAONpUiIy/iHganaMiny Ha rinepTpodiio JIiBoro
IIyHOYKa Y IOPIBHAHHI 3 MOHOTEpAIII€n eHalanpusioM 3a gornoMmorow EKT'.

[Tig yac mocmimKeHHS MPOBOAUIY JIiIKyBaHHS KoMOiHalli€lo mepunpgonpun/inganamina 2 mr/0,625 Mr
abo enamampua 10 mr 1 pa3 Ha goOy MaIlieHTiB 3 rimepTeH3ielo Ta rinepTpodieio miBoro mnyHo4Yka (3
BH3HAYEHHM iHIEKCOM MacH JiBoro muryHodka (IMJIII) > 120 r/m’ y yonosikis i > 100 r/M’ y XiHOK)
npotsiroM 1 poky. Jo3y koMmOiHanii mepurmonpun/inganamin 8 mr/2,5 Mr abo eHamnampun 40 mr Ha 1
pa3 Ha mo0y KOpUTYBa/IM BiiTIOBIAHO OO0 apTepiasbHOTO THUCKY. 34 % MallieHTiB JTiKyBanu KoMOiHaIli€
nepuHponpui/inganaming 2 Mr/0,625 Mr y nopiBasgHHI 3 20 % maifieHTis, AKi npuiManu 10 mr
eHanamnpuiy.

B xinni mikyBanasa IMJIII HatiOinbiile 3HU3UBCA Y TPYIi IpuiioMy nepurponpuny/inganaminy (-10,1
r/M?) - IOPIBHSIHO 3 rpynoio eHananpuny (-1,1 r/mM?) B ycix paHZOMi30BaHUX MiArpynax Nali€HTiB.
Pisuuns IMJIII y rpymax cknapgana - 8,3 (moBipuui intepsan (IOI) 95 % (-11,5,-5,0), p < 0,0001).

Haiikpamuii oy Ha IMJII 6yB OCATHYTUM IPU 3aCTOCYBaHHI KOMOiHAallil TepUHTOIPUI 8 MT
/inpamnawmin 2,5 mr.

[Toka3zaHo, 110 KOMOiHAIlis TePUHAOIPUITY/iHIaIaMiqy 3HUXKY€E CUCTOJIIYHUM Ta MiaCTOMIYHUYM TUCK Y
MAIliEHTIB 3 apTepianbHOIO TiepTeHsi€o: -5,8 MM pT. cT. (95 % OI (-7,9, -3,7), p < 0,0001) pns
CHCTOJIIYHOTO apTepiaNbHOTO TUCKY Ta -2,3 MM PT. CT. (95 % II (-3,6,-0,9), p = 0,0004) ons
[iaCTOJIIYHOT 0 apTepiaJlbHOT 0 TUCKY.

I1og’s13aHi 3 nepuHdonNpuioM

[Tepurmonpun eheKTUBHO 3HUKYE apTepiaTbHUN TUCK IIPH apTepianbHil rinepreHsil 6yab-IKoro
CTYIIEHS: JIETKil, IOMIpHIN Ta TAXKKiM. 3HUXKEHHS CUCTOJIIYHOTO Ta 4iaCTOJIiYHOT0 apTepialbHOI0
THCKY CIIOCTEPIraeThCA K y IOJ0XKEHH] 1eXa4dy, Tak i CTosT4u. MakKCUMaIbHUY aHTUTIIEPTEeH3UBHUU
eeKT po3BHUBaETLCA Yepe3 4-6 TOAMH Mics MpUuitoMy OOHOPa30Bol 103U Ta 30epiraeThcst Oinbiie
no6u. [lepuHAONPUIT Ma€e BUCOKUM piBeHb OCTATOYHOT0 010KyBaHHS iHTi6iTOpy AII® (mpubmu3uo 80
% ) yepe3 24 TOOUHU IICII 3aCTOCYBaHHS.

Y matieHTiB, 9Ki pearyBaju Ha JIiKyBaHHS, HOpMasli3allig apTepiaJbHOT0 TUCKY BiOyBa€ThCS
IIPOTATOM Micsitig Ta 36epiraeTbcs 6e3 BUHUKHEHHS TaXidinakcii.

[TpunuHeHHS Teparii He CyIPOBOAXKYETHCS e(PeKTOM BiIMiHU.

[Tepunponpui Mae CyIUHOPO3IINPIOBa/IbHI BIaCTUBOCTI, BIITHOBIIIOE €JIaCTUYHICTh BEJIUKUX apTepiy,
KOPUTY€ ricToMop(oMeTpUYHi 3MiHN ¥ PE3UCTEHTHOCTI apTepill Ta 3MeHIye TinepTpodito JIiBoro
IIJTYHOYKa. Y pa3i JogaBaHHs, 3a He0OXigHOCTI, Tia3UAHOTO AiypeTKa PO3BUBAETLCS TONATKOBHM
CHHEPTi3M.

Komb6inaris inri6itopy AII® Ta Tia3ugHOro giypeTrKa 3HUKYE PU3UK BUHUKHEHHS TilmoKasiemii, mo
MOXKe BUHUKHYTH IIPU NIpU3HAYEeHH] iypeTuKa SK MOHOTepaIril.

CymyTHe 3acTocyBaHHS iHTiOiTOpiB AII® Ta 6110KaTOPiB perenTopiB aurioren3uny II 6yno
MOCTiAKEHO Y OBOX IIMPOKOMACIITAaOHUX PaHIOMi30BaHUX KOHTPOJIbOBAHUX [OCTIIKEHHIX
[ONTARGET (ONgoing Telmisartan Alone i Ramipril Global Endpoint Trial) i VA NEPHRON-D (The
Veterans Affairs Nephropathy in Diabetes)].



ONTARGET — pocrnigKeHHS 3a y4acTIO IallieHTiB i3 CepIieBO-CyANHHUM 4U 11epe0pPOBacCKyIIPHIM
3aXBOPIOBaHHSIM B aHaMHe3i a0o IIykpoBuM fiabetom II Tumy, 1110 CynpoBOAXKY€EThHCS O3HAKaMU
ypaxeHHs oprata-mimeHi. VA NEPHRON-D — pocnigeHHS 3a y4acTIO IAli€HTIB i3 IyKPOBUM
niaberom II Tuny Ta miabeTUyHOIO HedpOIaTIELO.

HocrnigXXeHHs He BUSBUIIU 3HQYYILOI0 CIPUATINBOIO BIJIUBY IJIS TALIIEHTIB 3 3aXBOPIOBaHHSIMU
HUPOK Ta/ab0 cepleBO-CyOUHHOI CUCTEMH i Ha JIeTalbHICTh Bifl HUX, TOMI SIK MOPiBHSHO 3
MOHOTepaIi€lo Bif3HauaBcs MiBUIIEHN] PU3UK PO3BUTKY TillepKalieMil, ToCTPOro ypaxkeHHS HAPOK
Ta/abo rinoToHil. BpaxoByo4u cX0XicTh (papMaKomHHAMIiYHUX BIaCTUBOCTEM, 11i pe3y/IbTaTH TaK0OXK
3aCTOCOBHi s iHmIMX iHTi6iTOpiB ATI® Ta 6710KaTOPiB pELenTopiB aHrioTeH3uny II.

CynyTHe 3acTocyBaHHS iHTiOiTOpiB AII® Ta 6/10KaTOPiB pelenTopiB aurioTeH3uHy Il mpoTHUOKa3zaHo
narieHTaM 3 giabeTHYHOI0 Hedpomarie.

ALTITUDE (mocnigxXeHHs anickipeHy npu giaberi I Tuny i3 BUKOpHCTaHHIM KiHIIEBUX TOYOK
CEepIeBO-CyAMHHOTO 3aXBOPIOBAHHS Ta 3aXBOPIOBAHHS HUPOK) — AOCIIIIXKEeHHS IIepeBar JTiKyBaHHSI
IIpY OOfaBaHHi aliCKipeHy 10 CTaHAapTHOI Teparril iHridiTopom AII® abo 61oKaTOpOM
penernitopa aurioreH3uny Il namieHTiB 3 mykpoBuM miaberom II Tuny Ta/abo XpoHIYHUM
3aXBOPIOBAHHSM HUPOK, CEPILIEBO-CYIMHHUM 3aXBOPIOBAHHSM. [locmimkeHHs OyII0
IIPUNIMHEHO OOCTPOKOBO Y 3B’SI3KY 3 MiIBUIIIEHUM PU3UKOM HeOaxkaHUX HaCITigKiB.
CMEepTHICTB Bifi CepLieBO-CyIUHHUX 3aXBOPIOBaHb, BUIIaK! BUHUKHEHHS IHCYJIbTY, @ TAKOX
TIOBilOMIIEHHS PO HeGaxXkaHi siBUIA ¥ CEPHO3Hi yCKTafHeHH (TiepKaniemisi, apTepianbHa
rimoTeH3ist abo nmopyireHHs GYHKINI HUPOK) OyIu Hal4yacTilIMMU B TPy, AKa IpuiiMala
aJicKipeH, MOPiBHSAHO 3 TPymoo marebo.

Ilog’a3aHi 3 iH0anamioom

AHTUTIIEPTEH3UBHA [id iHOanamify K MoHOTeparil TpuBae 24 rogunau. et eQekT NpOIBIIETHCS ¥
[03ax, B IKUX AlypEeTUYHI BJIaCTUBOCTI MiHIMaJIbHi.

AHTHUTIIEPTEH3UBHA [id iHAanamify I0B’g3aHa 3 MOKpallleHHSIM eJJaCTUYHOCTI apTepii Ta
3MEHIIEeHHSIM PEe3UCTEHTHOCTI apTepio i 3araabHOr0 Nepu(epruyHoro onopy CyauH.

[HmamaMin 3MeHIIye rinepTpodiio JIiBOro UITyHOUYKA.

[Tpu mepeBuINieHHI pEKOMEHI0OBAHOI 1031 TePaNeBTHYHNM e(DeKT Tia3umHUX Ta Tia3uOgomogiOHuX
NiypeTHKiB He 30iNMbIIyETHCS, TOOI K KiMbKiCTh HeOakaHUX e(PeKTiB 3pocTae. AKIIO JTiKyBaHHS
HeOCTaTHbO e(peKTUBHE, HE PEKOMEHYETHCS MigBUIYBAaTH A03Y.

Kpim Toro, siK moKa3aHO ¥ XOfIi JOCIigKeHb Pi3HOI TPHUBAJIOCTI 3a Y4acCTIO MAIliEHTIB i3 apTepiaabHOI0
rinepTeHsiero, iHganamig;:

- He BIUTMBAE Ha MeTabomi3M miminis: Tpurminepumnis, JITTHII Ta mimonpoTeiHiB BUCOKOI MIiTbHOCTI
(JITIBII);

- He BIIMBa€ Ha MeTa0o0JIi3M BYTJIEBOMIB, HAaBiTh y XBOPUX Ha apTepiabHy TillepTeH3il0 Ta LyKPOBUH
miaber.

Ilog’A3aHi 3 po3ysacmamuHoM

PosyBacTaTuH 3HMXKYE HifBUIEH] KOHIIeHTpaLil xonectepuny (XC) JITTHII, 3aranbHOr0 X0IECTEPUHY
(3XC) ta Tpurminepumis i 36inbinye KonueHTpauii XC JITIBII. Bid TakoX 3HAa4YHO 3HUXKYE



KOHIIEHTPAIIil0 anoIinonpoTeiny B, XxonecTepuHy inonpoTeiniB HeBUCOKOI ItinbHOCTI (XC JITTHBIII),
XC JITIOHII, tpurmninepunis JITIIHII] Ta 36inbInye KOHIIEHTPAIIIO aMoMinonpoTeiny A-I.
PosyBactaTus Takox 3MeHnye criBBigHowernHsa XC JITTHII/ XC JITIBIL, 3XC/ XC JITIBII ta XC
JITTHBII/ XC JITIBII, a TakoX amosninonpoTteiny B/ anominonpoTeiny A-I.

TepaneBTuuHuM ePEeKT NOCATAETHCS MPOTATOM 1 THXKHS MicIs Mo4YaTKy JikyBaHHS, a 90 %
MaKCHUMaJIbHOTO edeKTy JiKyBaHHS JOCATAEThCA Yyepe3 2 TUXKHi. MakcuManbHu e(eKT, K IIPaBUJo,
HOCATAETHCA Yepe3 4 TUXKHI Ta MiATPUMYETHCS IPOTATOM JIiKyBaHHS.

Po3yBacTaTtuH eheKTUBHUM M1 JOPOCIIUX 3 TillepX0JIeCTEPOJIEMIEI0, 3 TilepTpPUriinepumeMieio abo
0e3, He3asiexXHO Bif pacu, cTaTi abo BiKy Ta [ OKPEMHUX T'PYII MAI[iEHTiB, HAIPUKJIIaf 3 giabeToM abo
3 CiIMENHOIO TillepX0IecTepoIeMieto.

O06’enuani naHi I1I pa3u nokazanu edheKTUBHICTh PO3yBaCTAaTUHY IIPY JIiKyBaHHI OilbIIOCTI NAIi€HTIB
3 rinepxonecrteponeMieio tumny Ila ta IIb (cepenniit Buxiguuii pisers XC JITTHII nmonan 4,8 MMomnb/m)
3TiAHO 3 iTbOBUMU ITOKa3HMKAaMM BU3HAHUMU €BPOIENCHKUM TOBAPUCTBOM 3 aTepockieposy (EAS;
1998): nonapm 80 % mamieHTiB, IKUX NiKyBanu fo30i0 10 mr, mocsarnu uinboBux piBHiB XC JITTHII (< 3
MMOJIB/TI).

Y BeIMKOMY OOCIIIXKEHHI 3a y4acTio 435 mallieHTiB 3 TeTEPO3UTOTHOI CIMEUHOI0
rinepxoJiecTeposeMi€elo po3yBacTaTUH IpU3Hadaau y go3ax Big 20 Mr go 80 Mr npu iHTEHCUBHOMY
TUTPYBaHHI. YCi 031 Manu KOPUCHUY BIUIMB Ha ITapaMeTpH JIiMifiB Ta JiKyBaHHA. [licisa TUTpyBaHHA
mopeHHo1 103U 40 Mr (12 tuxHiB nikyBanusa) XC JIITHII Oys 3uuxkenut Ha 53 %. 33 % mallieHTiB
focArny LinboBuxX noka3HuKiB EAS mns piaiB XC JIITHII (< 3 MMob/m).

Y BigKpuTOMY HOCTiAKEHHI 3a y4acTio 42 MalieHTiB 3 TOMO3UTOTHO CIMEWHO0
rinepxoJyiecTepPoIEMi€0 OLIHIOBAJIY BILIUB PO3yBacTaTUHY y [03i 20-40 Mr npu iHTEHCUBHOMY
TATPYBaHHI. Y 3aranbHid rpyni cepense 3uuxeHHsa XC JIITHII pocsrano 22 %.

Y kniHiYHUX JOCTiAXKEeHHSIX 3 00MeKeHOI0 KilbKiCTIO MaIliEHTiB pO3yBacTaTHH MaB agUTUBHUM BIIUB
Ha 3HUXKEHHS TPUTJIIEPUIIB IIPU 3aCTOCYBaHHI y KoMOiHallil 3 ¢peHodiOpaToM Ta mifBUILIEHHS PiBHIB
XC JITIBIII npu 3acTocyBaHHi y KoMOiHamii 3 HiarmHOM (IuB. po3min «OcoOnMMBOCTi 3aCTOCYBAHHS»).

Y GaraTouieHTPOBOMY MOABiNHOMY I1aie60-KOHTPOILOBAHOMY KiTiHiuHOMY mociimxkeHHi (METEOR)
984 narienty BikoM Bif 45 10 70 POKIB 3 HU3BKUM PU3UKOM PO3BUTKY CEPLIEBO-CYAUHHOTO
3axBopioBaHHs (CC3) (BU3HaUEeHUM K PHU3UK 3a GpeMiHreMchbKoio mKkanoi < 10 % micnsg 10 pokis)
ta cepenHim piBHeM XC JIITHII 4,0 mmons/n (154,5 Mr/mnmn), ane i3 cyOKITiHIYHUM aTepOCKIEep030M
[BUSIBIEHUM 3a TOBIIMHOI0 KOMIINIEKCY iHTUMa-Mefis (KIM)] nputimanu 40 Mr po3yBacTaTuHy 1 pas
Ha 000y MpoTATroM 2 pokiB. Po3yBacTaTuH 3HAYHO 3HU3UB PiBEHb IPOrPECYBaHHS MaKCHMallbHOI
toBmrHYU KIM mms 12 minsiHOK KapoTUOHUX apTepil, y mopiBHsAHHI 3 mianebo, Ha -0,0145 mm/pik [95
% pmosipuoro iaTepBany -0,0196, -0,0093; p < 0,0001]. 3mina BuxigHOTO piBHA csArana -0,0014 Mm/pik
[-0,12 %/pik (He3HauHUM)] O po3yBacTaTUHy, Y nopiBHAHHI 3 mporpeciewo 0,0131 mm/pik [1,12 %
/pik (p < 0,0001)] pnst nmare60. He Oyio BcTaHOBIEHO MPSIMOI KOpensiii Mix ToBiuHOoI0 KIM Ta
3HUKEHHSIM PU3UKY CeplieBo-CyauHHuX nofmii. [Tonynsauis, mo 6yna B gocnigxenni METEOR mana
HU3BKUU PU3UK Po3BUTKY CC3 Ta He mpencTasisiia LiJb0BY MOMYILLi0 A1 po3yBacTaTtuHy 40 Mr.
o3y 40 mr cJig npu3HavyaTy NaljieHTaM 3 TSXKKOI0 TillepxoJiecTeposieMi€eto 1 BUCOKUM CepLiEBO-
CYOIMHHUM PU3UKOM ([KB. po3min «Crocib 3aCTOCyBaHHS Ta JO3U»).

Y pocnipxenni JUPITER ouintoBasny BIJIUB PO3yBacTaTUHY Ha BUHUKHEHHS BEJIUKUX
aTepPOCKIIEPOTUYHUX CEePIeBO-CYIUHHUX YCKIanHeHb y 17802 gomosikie (* 50 pokiB) Ta XKiHOK (3 60
POKIiB).



YuacHuKY mociimkeHHs OyIy paHOoOMi3oBaHi (paHIOMHO IOAiNeHi) Ha npuiioM miaiebo (n = 8901)
abo posyBactatuny 20 Mr Ha 7o0y (n = 8901) mpoTAroM 2 PoKiB B CEPEAHBOMY.

KonuenTtpanis XC JITTHII sau3unack Ha 45 % (p < 0,001) y rpymi po3yBacTaTuHy, ITOPiBHIHO 3
rpynoto mname6o.

Y HacTynHOMY aHami3i miArpynu NalieHTiB 3 BUCOKMUM PU3UKOM 3a (peMiHreMChKOI0 mKanow > 20 %
(1558 yyacHukiB) npu JiKyBaHHI PO3yBacTaTUHOM MOPiBHSHO 3 myae6o Oy10 BUSBIIEHO 3HAYHE
3HUKEHHS KOMOIHOBaHOI KiHIIeBOI TOUKH, 110 BKJII04asa CepIeBO-CYAUHHY CMEPTh, iHCYNIbT YU
indapkT Miokapma (p = 0,028). AGcomnioTHe 3HUKEHHS PU3UKY YaCTOTH YCKIIafiHEHb CKIafaso 8,8 Ha
1000 namieHTO-poKiB. YV maHiu rpymi 3 BUCOKUM pu3ukoM (p = 0,193) 3aranbHa CMEPTHICTL HE
3MiHMIacs. Y HAaCTYITHOMY aHasi3i miarpymnu namiesTiB (n=9302) 3 BucokuM pusukom mo SCORE 3 5
% (3 eKCTpamnoisLieo Os BKIIOYeHHS 0Cci0 BikoM IIoHaA 65 poKiB) BinOyBanoCh 3HaYHE
3HMXKEHHS KOMOiHOBaHOI KiHIIEBOI TOUKH, 1110 BK/II0YaJla CePIieBO-CyIUHHY CMEPTh, iHCYIIbT
Ta iHpapkT Miokapay (p = 0,0003) mpu nikyBaHHI po3yBacTaTUHOM IOPIBHSHO 3 Iyanebo.
AOGcComoTHEe 3HUKEHHS PiBHS yCKnIagHeHb ckiasno 5,1 #Ha 1000 marrienTo-pokiB. 3aranbHa
neTanbHICTL Oyla HE3MiHHOIO ¥ IIi€l rpymi 3 Bucokum pusukoM (p=0,076).

Y mocnipxenHi JUPITER kinbKicTh 0cib, 1110 MIPUNIUHUIN IPUIOM OOCITIIKYBAHOTO IIperapary 4epes
nobiyHy peakiiito 6y1o 6,6 % cepef THUX, XTO IIpHKMaB PO3yBacTaTHH, Ta 6,2 % cepeq TUX XTO
npuiiMaB mnaie6o. HafigacTimyuMu mob6iyHUME peakiisiMy, 10 IPU3BEU J0 MPUNNHEHHS JIiKyBaHHS
Oymu: mianris (0,3 % po3yBacratuny, 0,2 % nnane6o), 6inb y xkuBoTi (0,03 % po3ysacratuny, 0,02 %
nnate6o) ta Bucut (0,02 % posysacratuny, 0,03 % mnaue6o). Hafgactinmumuy mobivyHUME
peaxIisiMu, 110 Big3Havanucs yacriire abo Tak camo, 5K i mmanebo 6ynu: iHpeKIlis ce40BUBITHUX
misxis (8,7 % y rpymi po3yBacTatuny, 8,6 % y rpymi nnane6o), Hazopapuurit (7,6 % y rpymi
po3syBacTatugy, 7,2 % y rpymni mnane6o), 6inb y cnusi (7,6 % y rpyni po3yBactaTtuny, 6,9 % y rpymi
nyane6o) ta mianris (7,6 % y rpymi po3yBacTatuny, 6,6 % y rpymi mmaie6o).

dapmakoKiHemuxka.
Ilepurdonpus

AGcop01is Ta 6i0IOCTYIHICTD

[Ticns mepopanbHOr0 3aCTOCYBaHHS aOCcOpOIIis MepUHIONPUIY BinOyBaeThCs MIBUOKO, a MiKOBa
KOHIIeHTpallis JociaraeTbcs npotaroM 1 rogunu. Ilepion HaiBBUBEEHHS IEePUHOOIPUILY 3 IIJIa3MU
KPOBi mopiBHIOE 1 roguHi.

Po3nopin

O6’eM pO3MOMiNy BiTbHOTO IEPUHAONIPUITY CTAaHOBUTE mpubnu3no 0,2 11/Kr. 3B’si3yBaHHS OiNKiB
epUHOONPUIY 3 6iKkaMu mta3Mu KpoBi fopiBHIoe 20 %, oco6uBo 3 AII®, ane 3anexkuTh Bif
KOHIIEHTpaIIlil.

Mertabomizm

[Tepunponpun € nponikaMu. 27 % Bif 3arajibHOI KiTbKOCTI IEPUHAONIPUILY, III0 BCMOKTABCH,
IIEPEeTBOPIOETHCS Ha aKTUBHUM MeTab0IIiT mepuHaonpuiaT. KpiM boro, yTBOPIOETHCS IIIe II'STh
HeaKTUBHUX MeTa0o7IiTiB. MakcuMasibHa KOHI[EHTPAllisl TIePUHAONPUTIATY Y IJla3Mi KpoBi
OOCATAETHCS TPOTATOM 3-4 TOOMH.

OckinbKy HagBHICTD 1XKi y IIJYHKY IPU3BOAUTH 0O 3HUKEHHS [1IePeTBOPEHHS IIePUHIOIPUITY Ha



epUHIOIPUIAT i, 0TXKe, [0 3MeHIIIeHHs 6i0I0CTYIHOCTI, TePUHIOIPUI CJIifl 3aCTOCOBYBaTH
IIepopajbHO BPAHIl Iepen MPUUOMOM IXi.

BuBeneHHdA

[TepuHOONPUIAT BUBOAUTHCS i3 Cceyelo, a epiof] HalliBBUBeleHHS He3B 93aH0l (pakiiil CTAaHOBUTH
npubnu3Ho 17 rogus, 00yMOBII0I0YM CTa0iIbHUN CTaH IPOTIroM 4 OHiB.

JIiHIFHICTh/HeMHINHICTE

ByB npogemMoHCTpOBaHMY JIiHIMHIY B3a€MO3B’ 130K MiXK 103010 IEePUHAONIPUIY Ta M0TO
KOHIIeHTpALll€l0 Y I1a3Mi KPOBI.

ITayieHmu AiMHbO20 BIKY

B oci6 niTHROrO BiKYy Ta Ialli€HTIB i3 cep1ieBoi0 abo HUPKOBOIO HEIOCTATHICTIO 3HUKYETHCS
BUBENEHHS IIePUHAONIPUIATY.

ITopyweHHA pYHKUiT HUPOK

[Tpu nmopymeHnHi QyHKIII HUPOK PEKOMEHAYETHCS 3MIHIOBAaTH 03y 3aJI€KHO Bif] CTyIE€HS OPYIIEHHS
(KipeHCYy KpeaTHHIHY).

[TepuHOONPUIAT BUBOAUTHCS 3 KPOBOOOITY IIISXOM Aiasidy, HOTro KiIipeHC CTaHOBUTHL 70 MII/XB.
Lupos

[Ipu uupo3i evyiHKY 3MIHIOETHCS KiHEeTUKA [TePUHAOIPUILY, IPU IIbOMY [T€YiHKOBUY KJTipEHC
II04YaTKOBOl MOJIEKY/IM 3MEHIIYETHCS HAMOJIOBUHY, IIPOTE KiJIbKiCTh YTBOPEHOTO IIEPUHAOIIPUIATY He
3MIHIOETHCS, TOMY IIPH I[bOMY 3aXBOPIOBaHHI 103y JIikapChKOT0 3aC00y MOXXHA He 3MiHIOBaTH ([UB.
po3minu «Crmocib 3acTocyBaHHS Ta go3u» Ta «OCOOIMBOCTI 3aCTOCYBaHHSI»).

IHOanamio
AGcopbiris
[Hpanamif BUBIIBHIOETHCS IIBUAKO 1 MaliKe ITOBHICTIO BCMOKTY€ETHCS Y TPABHOMY TPaKTI.

MakcuMarnbHa KOHLIEHTpallis iHfanaMify B CUpOBATI KPOBi HOCATAEThCSA MPUONIU3HO Yepe3 1 roguny
IIiC/Isl IpUUOMYy IIpemnapary.

Posnopin
3B’si3yBaHHA iHAanaminy 3 6iKaMu My1a3Mu KPOBi CTaHOBUTE 79 %.

BuBeneHHdA

[Tepion HaniBBUBEEeHHS 3 IIJTa3MHU KPOBi CTaHOBUTH Bif 14 1o 24 roguH (y cepefHboMy 18 roguH).
PerynapHuii npuiioM mpenapaTry He IPU3BOAUTE A0 HaKONWYeHHd iHganaminy. 70 % inmanaminy
BHUBOIUTHCS 37€0inbIIoro HupKamMu Ta 22 % BUBOOUTHLCS PA30M 3 KaJIOM Y BUTTISIi HEAKTUBHUX
MeTaboTiTiB.

Hupxosa HedocmamHicmb



dapMaKkoOKiHEeTHYHI MapaMeTpy IIpenaparty € He3MiHHUMH Y TTAIli€HTIB 3 MOPYIIEHHSIM QYHKIII HUPOK.

PosysacmamuH

AGcop6irist

MakcumanbHi KOHIIEHTpallii po3yBacTaTHHY y IIJIa3Mi KPOBi JOCATAIOTHCS MPUOIU3HO Yepes3 5 ToguH
TIiCyIs IepopabHOr0 3aCTOCyBaHHA. AGComoTHa 6i0H0CTyIHICTh CTaHOBUTH 613bK0 20 %.

Po3nopin

Po3yBacTaTvH eKCTEHCUBHO NI€PETBOPIOETHCA Y IIE€UiHIN, IKa € IEPBUHHUM LIEHTPOM CHHTE3Y
xonectepuny Ta kiipency XC JITTHII[. O6’eM po3mominy po3yBacTaTHHY CTaHOBUTD MpuOMu3Ho 134 1.
[Tpu6nu3no 90 % po3yBacTaTHHY 3B’SA3YIOThCA 3 GiTKaMH I1J1a3MHU KPOBi, TOJIOBHUM YHHOM 3
anpOyMiHOM.

Metabomizm

Po3yBacTaTuH npoxonuTh 06MexkeHul MeTaboiaM (mpubnusuo 10 %). HocnigxeHHs MeTabomi3My in
Vitro i3 3aCTOCyBaHHAM I'ellaTOLUTIB JIIOAVHYU BKa3yl0Th Ha Te, 110 PO3yBacTaTUH IMiNOa€EThCSA TIJIbKU
MiHiManbHOMY MeTabo01i3My Ha ocHOBI P450, skuit He Mae KJiHiuHOTO 3Ha4eHHSI. CYP2C9 GyB
OCHOBHUM i30(epMeHTOM, 1110 6paB y4acTs y MeTabomizmi, 2C19, 3A4 ta 2D6 Oynu 3anydeHi MEHIIO0
Mipoio. OCHOBHUMY BU3HaueHUMU MeTabosiTaMu € MeTabosiTé N-me3MeTuny Ta 1akToHy. Metaboit
N-ne3meTun € npubau3uo Ha 50 % MeHII aKTUBHUM, HiXK po3yBacTaTHH, GopMa TaKTOHY BBAXKA€EThCS
KJTiHiYHO HeaKTUBHOI0. Po3yBacTtaTun Mae Ginbie 90 % inribiTopHoi akTuBHOCTI BigHOCHO I'MI'-KOA-
penyKTasH, 10 IUPKYJIIOE y 3aralbHOMY KPOBOOOITy.

BuBeneHHd

[Tpubnusno 90 % mo3u po3yBacTaTUHY BUBOAUTHCS V HE3MiHEHOMY BUTJIAMI 3 (heKamisiMu
(ckmamaeThest 3 abcopboBaHol Ta HeabcopOOBaHOI aKTUBHOI PEUYOBUHU), a 3aIUINOK BUBOIUTHCS i3
ceueto. [Tpubnusno 5 % BUBOOUTHCS Y HE3MiHEHOMY BUTISAAIL i3 ceueto. [Iepion HamiBBUBEIEHHS 3
I71a3MU CTaHOBUTE mpuOnmu3Ho 20 roguH. Ilepion HamiBBUBemeHHS He 30ibIITYETHCS IIPU BUCOKOMY
mo3yBaHHi. [eoMeTpUYHUYN CepefHiil MI1a3MOBUH KITipeHC CTAHOBUTD NMpuOIu3Ho 50 HiTPiB Ha roguHy
(xoedirmienT Bapiartii 21,7 %). 4k i B inmmx iHri6itopis 'MI'-KoA-penyKTasu, 3aX0IIeHHS IeYiHKO0
po3yBacTaTHHY 3aimydyae MeMOpanuui Tpancnoprep OATP-C. Lle# TpaHCIOPTED € BaKJIUBUM [T
BUBELEHHS PO3YBaCTaTUHY 3 II€UiHKMU.

JIiHiVHICTL/HEemiHINHICTD

CucTeMHa eKCIIO3HIlisg PO3yBaCTaTUHY 30ibIIyETHCS IIPOIOPIIiHO 0o 30inbiIeHHs 703u. HeMae
JKOIHOI 3MiHM 3a (papMaKOKiHETUUHMMHU ITapaMeTpaMHu IIiciiss 6araTopa30BOTo IOIEHHOT0
3aCTOCYBaHHS.

Bix ma cmamb

Ha ¢apmakokiHeTHKY po3yBaCTaTHHY y HOPOC/INX 3HaUyIlle He BIJIMBAJIM BiK Ta CTaTk.
dapMakoOKiHeTHKA PO3yBaCTATUHY Y AiTEX Ta MiAJITKIB 3 TeTePO3UTOTHO CIMEWHO0
rimepxonecTeponeMi€eio nomidHa a0o HUXK4Ya 00 papMaKOKIHETUKM [OPOCIUX NOOPOBOIBINB (IUB.
po3min «[liTu» HuXKYe).

Paca



d®apMaKOKiHETUYHI HOCIiIXKEHHS IeMOHCTPYIOTh MigBuilleHHs mpubau3Ho B 2 pa3u AUC ta C,,,
pO3yBaCTaTUHY y Malli€HTIiB — IPEeACTaBHUKIB HapoxiB A3il (AMOHI[IB, KATAULiB, PiTINIiHLiB,
B’€THaMIIiB Ta KOpPEUIiB), TOPiBHSAHO 3 MallieHTaMU €BPOIIEOiqHOI pacy; B iHAYCIiB CIIOCTEpiraeThCs
30inpmenHs npubausHo B 1,3 pasu cepenHix 3HaueHb AUC ta C,,,. PapMaKOKiHEeTUUHUY aHAali3
TPYNH MAIi€HTIB HE BUSBUB XKOMHOI KJIiHIYHO 3HAYYIOl Pi3HULI V (hapMaKOKiHETHUII MiXK
IIpeiCTaBHUKAMH €BPOIEOITHOI Ta HETPOIMHOI pac.

ITopyweHHA PYHKUIT HUPOK

[Tig yac mocmigKeHHS 3 y4acCTIO MAIEHTIB i3 Pi3HUM CTyIeHeM IOpyIIeHHs QYHKIII HUPOK erke abo
TIOMipHe 3aXBOPIOBaHHS HUPOK He BINIMHYJIO Ha KOHIIEHTPAIlil0 po3yBacTaTHUHY abo MeTabomiTy N-
Ie3MeTHIy Y IIJla3Mi KpoBi. Y malieHTiB 3 TAKKUM IOpPYyIIeHHAM GYHKIIII HUPOK (KJTipeHC KpeaTHHIHY
< 30 m1/xB) KOHIIEHTpAallis y Myia3Mi KpoBi 30inbinunacs y 3 pasu, a KOHIeHTpallisl MeTaboiTy N-
Ie3MeTHUIy IOPiBHSHO 3 BiOMOBIAHMMHU IIOKa3HUKaMH y 3MOPOBUX HOOPOBOMILINB — V 9 pasis.
KoHueHTpauii po3yBacTaTUHY y MjIa3Mi KpPOBi y cTa0iIbHOMY CTaHi Y AlLi€HTIB, SKi ITPOXOAThH
ceaHcH remopmiamnisy, 6ynu npubnu3Ho Ha 50 % GinbuMU, HiXK ¥ 30OPOBUX HOOPOBOJIBIIIB.

ITopyweHHsa pyHKUII neviHKu

[Tig yac gocifKeHHs 3 y4acTIO TMAllieHTiB 3 Pi3HUM CTYIEeHeM MOpPYyIIeHHs QYHKIII neyinku He 6yi10
BUSBJIEHO XKOMHOT0 JOKa3y MiABUIIEHHS €KCIIO3UIil pO3yBacTaTUHY y MAI[i€HTIB 3 TOKa3HUKaAMU 7 Ta
MeHIIe 3a Kinacudikauiero Yainpga-I1'r0. OgHak mifgBuIinieHa IOHaMMeHIIe V 2 pa3u CUCTEMHA

€KCIIO3MUIIiSl CIIOCTepiranack y 4BOX MallieHTiB 3 MOKa3HUKaMu 8 Ta 9 3a Knacudikariero Yaunga-I1'1o.

I'enemuuHi noaimop@izmu

Posmnopin inri6itopis I'MI'-KoA-penyKTasu, y TOMY YUCIi pO3yBaCTaTUHY, BKIII0YA€ TPAHCIOPTHI
6inku OATP1B1 ta BCRP. V namienTiB 3 renetuynumu moaimopdizmamu SLCO1B1 (OATP1B1) ta/abo
ABCG2 (BCRP) icHye pu3uK mifiBUIIIEHHS BIIMBY po3yBacTaTuHy. Okpemi monimopdizmu SLCO1B1
€.521CC ta ABCG2 c.421AA nos’si3aHi 3 BUCOKUM BIIUBOM po3yBacTaTuty (AUC) y nOpiBHSHHI 3
resotunamu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. 1Ii okpeMi reHOTUIIX He BCTAaHOBJIEHI Y
K/TiHIYHI} TPaKTHUL, aje [JId MalliEHTiB 3 TAKUMU TUIIaMHU MOJ1iMOp(}i3MiB peKoOMeHA0BaHa HHAXYa
IIOfleHHa 1032 PO3yBaCTaTUHY.

Himu

dapMaKOKiHeTUYHI TapaMeTpu O AiTed BikoM Bif 10 1o 17 pokiB 3 reTepO3UrOTHOO CIMENHOI0
rilepxoecTepoieMi€lo IOBHICTIO HE 0XapaKTepu30BaHi. B HeBenuKoMy papMaKOKiHETUUHOMY
mocrimxkeHHi 18 miTel moka3aHo, 110 BIIUB PO3yBacTaTHHY (y TableTKax) Ha OiTel MOPiBHIHHUM i3
BIIJINBOM Ha fopocnux. He 04iKyeThCS 3HAUHOT'O BiAXUJIEHHS Bifj IPOIOPLIMHOCTI AO3H.

KiiniyHi XapaKTepHUCTHKH.
Iloka3aHnHus.

Poxcunep noxka3aHuii [y 3aMiCHOI Teparil Ipu BUpaXeHil rinepTeH3il Ta HasBHOCTi OMHOTO 3 TaKUX
(daxTopiB: IEepBUHHOI rinepxonecteposemili (tum Ila, y ToMy 4ucyi reTepo3uroTHol ciMenHo1
rinepxonecreposemii), 3mimranoi gucminigemii (Tun IIb) abo reTepo3uroTHoi ciMeHoi
rinepxonecreposeMii, — y JOPOC/IUX CTAaH AKUX aeKBAaTHO KOHTPOJIIOETLCA PO3YBACTATUHOM,
MIEePUHOOIPUIIOM Ta iHAamaMifioM, IIpU OMHOYAaCHOMY 3aCTOCYBaHHI ¥ TUX CaMUX 403aX, 10 i B



KoMOiHaIrii.

IIpomunoka3aHHs.

[IoB’d3aHi 3 PO3yBaCcTaTUHOM

- [ligBullleHa 4yTAUBICTh OO0 PO3yBacCTaTHHY.

- 3axBOPIOBAHHS NEYiHKM B aKTUBHIY (pa3i, y ToMy 4uCIIi HeBiZOMOI eTioJIoril, CTiiKe MigBUIIIEHHS
piBHS TpaHCaMiHa3 y CHpPOBaTIi KPOBi Ta MifBUIleHHS PiBHS OyIb-IKOI TpaHCaMiHa3X B CHPOBATII
OinbIne HiXK y 3 pa3u IOHAM BEPXHIO MeXKY HOPMH.

- Miomaris.

- CynyTHIN OpUOM LUKIIOCIIOPUHY.

- BaritHicTb Ta nepiog rogyBaHHs I'PyAai0. TakKoX MPOTUIIOKA3aHO XKiHKaM PENpPOAYKTUBHOTO BiKY,
SKi He BUKOPHCTOBYIOTh BiIIOBigHi 3ac00M KOHTpAIIEMIIii.

[ToB’si3aHi 3 TEePUHOOIPUIOM:

- T'imepuyTnusicTs 0o nepuHAONpUIy abo Oygp-aKoro iHmoro inriditropa AIIO.

- HasBHiCTh B aHaMHe3i aHTiI0HEBPOTUYHOTO HAOPSAKY, II0OB’SI3aHOTO 3 IOMEePefHIM TiKyBaHHIM
inribitopamu AIIO.

- CmapkoBu# abo imiomaTUYHUYN aHTIOHEBPOTUYHUYN HaOPSK.

- IT a6o III TpuMecTp BariTHOCTI (guB. po3minu «Oco6IUBOCTI 3aCTOCYBaHHSI» Ta «3aCTOCYBaHHS Y
nepiof BariTHOCTi a60 TrooyBaHHS TPYALIO»).

- OpgHOYacHe NpU3HAYEHHS 3 [IpeliapaTaMy, 110 MICTATh [il04y Pe4YOBUHY ajliCKipeH, nali€eHTaM,
XBOPUM Ha LyKPOBUY miabeT abo mallieHTaM 3 HUPKOBOIO HEJOCTATHICTIO (IIBUAKICTh KIyOOYKOBOI
dinbTpamnii < 60 mn/xs/1,73 M°) (ouB. po3minu «PapMakomuHaMiKa» Ta «B3aeMofis 3 iHIIIMH
JMiKapChKUMU 3aco0aMH Ta iHIIi BUOU B3AEMOIIN»).

- CymyTHE 3acToCyBaHHS i3 cakybiTpuoM/BaricapTaHOM. Tepariio mpenapaToM Cllif PO3M04YruHaTH He
paHile Hix yepe3 36 TOOUH IiCJIsg IPUHOMY OCTAaHHbLOI 103U CaKyOiTpuIy/BajcapTaHy (IUB. PO3MiTu
«B3aemogis 3 iHIIIUMY JTiKapCbKUMHM 3aco0aMu Ta iHIN BUOM B3aeMOfi» Ta «OcoOMMBOCTI
3aCTOCYBaHHS»).

- EkcTpakopnopasbHi MeTOAM JIiKyBaHHS, SIKi MPU3BOAATH A0 KOHTAKTY KPOBi 3 HETAaTUBHO
3apSAIKEeHNMH [TOBEPXHIMH (IUB. po3din «B3aeMopmis 3 iHIMUMY JTiKapChbKUMK 3aC00aMu Ta iHII BUOK
B3aEMOMIN»).

- 3HayHWUit ABOGIYHMI CTEHO3 HUPKOBUX apTepiit abo cTeH03 apTepii equHOoI PYHKIIIOHYI0Y0i HUPKHU
(ouB. po3min «OcoOIMBOCTI 3aCTOCYBaHHS»).

[ToB’s13aHi 3 iHmamaMigoM:

- T'inepuyTnusicTs mo ingamaminy a6o Oyab-SKOTO iHIIOTO CynbpoHaMIny.



[TeuinKoBa eHUedanonaris.
- Tsa2KKa IIe4iHKOBa HeJOCTAaTHICTb.

l'imokasmiemis.

3acTtocyBaHHs y KOMOiHAIlil 3 HEAHTHAPUTMIYHUMHY TIpernapaTaMy, 0 CIPUYNHSIOTh TaXiKapaio
TUILY «IipyeT» (OuB. po3min «B3aemogis 3 iHIIMMYU JTiKapCHKUMHU 3aco0aMu Ta iHIN BUAX
B3aEMOJIIN»).

- Ilepiox rogyBaHHS IpyAnaio (AUB. PO3MiNn «3aCTOCYyBaHHS Y Iepiof BariTHOCTI abo rogyBaHHS
TPYLLIO»).

[TpoTunokasaHHs OJig 3aCTOCYBaHHS JTiKapPCLKOTr0 3aco0y:

Yci npoTunoka3aHHs, 110 II0B’A3aH] 3 KOXKHUM i3 KOMIIOHEHTIB, Ta IIigBUIIEeHA YyTIUBICTH [0
OyIb-gKO1 JOTIOMIXKHOI PEYOBUHHU JIIKAPCHKOT0 3aC00y.

- Taxxka HUPKOBa HEOCTATHICTH (KJIipeHC KpeaTUHiHY < 30 MJI/XB).
Yepes HeOOCTATHICTD BIATIOBIAHUX TepaleBTUYHUX NaHUX POKCHUIlep He CIIif 3aCTOCOBYBaTHU:
- ITamieHTaM Ha mianmisi.

- [TauienTaM 3 HEBUJIIKYBaHOIO CEPLIEBOI0 HEJOCTATHICTIO.

B3aemodisa 3 iHwumu snikapceKumu 3acob6amu ma iHwi eudu é3aemoditi.

[ToB’si3aHi 3 MEePUHOONPUIOM Ta iHOAAaMiIOM

CynymHe 3acmocy8dHHA HE PeKoMeHO08dHEe

JIimit

[Tpu ogHOYACHOMY 3aCTOCYBaHHi niTio 3 iHribiTopamu AII® Big3Hauvanocs 060poTHE 30inbIIeHHS
KOHIIEHTPaAIlil JTiTif0 B CUPOBATIIi KPOBi Ta 3'ABISANINUCH 03HAKKA TOKCUYHOCTi. CYyIyTHE 3aCTOCYBaHHS
Tia3UOHUX OiypPeTUKiB [OMATKOBO IiIBUINYE PU3UK TOKCUYHOCTI JIiTii0 IPU 3aCTOCYBaHHi iHTi0iTOPIB
ATI®. 3acTocyBaHHS y KOMOiHallil 3 iHgamaMigoM Ta MiTiEM He PEKOMEHAYEThCS, alle SKILIO
KoMOiHOBaHa Teparisi € HeoOXigHOIO, CITif IPOBOOUTH PeTeIbHUM KOHTPOJIb PiBHS JIiTiI0 B CUPOBATII
KpoBi (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

CynymHe 3acmocyeaHHs, u,o0 nompebye ocobaugoi obepexcHocmi
BaknogeH

[TocuneHHs aHTUTIIEPTEH3UBHOI Ail. HeoO0XigHO MPOBOOUTH MOHITOPUHT apTepiaJbHOTO TUCKY Ta
GbyHKIII HUPOK, ¥ pa3i HeoOXiMHOCTI CIlif CKOPUTYBaTH [03YBaHHS.

HecmepoioHi npomu3anaavHi npenapamu (HIT3IT) (y momy uucai ayemucaniuusao08a Kucaoma y
B8UCOKUX 003ax)

[MTpuiiom HII3II (30KpeMa alleTUICAIIINIOBOI KUCIOTH B IPOTU3aNalbHUX NO3yBaHHAX, iHTIOITOPIB



IIMKJIOOKCUTeHa3u-2 Ta HeceneKTuBHUX HII3II) Moxke CIPpUYMHUTY 3HUKEHHS aHTUTIIePTEeH3KUBHOI
nii inri6iTopi AII®. Kpim Toro, HII3II Ta inribitopu AII® mogaTKoBO MigBUIIYIOTH PiBEHD KaJlilo B
CHPOBATIIi KPOBI, 1110 MOXKe IIPHU3BECTH [0 MOTipIIeHHs PYHKIIil HUPOK, BKII0Yal0Yy TOCTPY HUPKOBY
HEeJI0OCTaTHICTh, 0COOIMBO y NAlliEHTIB 3 MOpyIIeHoI0 GyHKIIiE€lo HUPOoK. KoMmbiHarrito cig mpuiMaTu 3
00epexkHiCTI0, 0COOIMBO 1ie CTOCYETHCS TNAlliEHTIB JIITHHOTO BiKy. [TallieHTiB cim 3abe3neunTu
HaJIe’KHOIO KiJIbKICTIO PiIMHY Ta CJIif PO3T/ISHYTH NUTAHHS 1010 MOHITOPUHTY QYHKIII HUPOK TMic/Isa
IIOYaTKY CYIYTHHOI Teparii, a TaK0XK IepiofUuYHOr0 KOHTPOJIIO Hafali.

CynymHe 3acmocye8aHHs, Wo nompebye cnocmepexceHHs

IminpaminnodibHi anmudenpecaHmu (MpuyUKAIYHI npenapamu), Heliposenmuku: IIOCUTIEHHSA
rimoTeH3uBHOI [il Ta 30iNbIEeHHST PU3UKY PO3BUTKY OPTOCTATUYHOI TinoTeH3ii (qomaTKOBUM
eexT).

Kopmukocmepoiou, mempako3akmuod: 3MeHIIIeHHS TilTOTeH3UBHOI il (3aTPpHMKa COJIi Ta BOOM IIif
BILJTMBOM KOPTUKOCTEPOI/IiB).

IHwWi aHmueinepmeH3ugHi 3acobu: 3aCTOCYBaHHS iHIIUX aHTUTINEPTEeH3UBHUX JTiIKAPCHKUX 3ac00iB 3
KoMOiHalli€eto TepuHAONpUI/iHganamiyl MoxKe IIPU3BECTH [I0 IONATKOBOTO e(PeKTy 3HUKEHHS
apTepiasbHOTO TUCKY.

IIoB’'d3aHi 3 NEPUHIOIPUIIOM

Hani KMiHIYHUX JOCHIIXKEHb CBiqYaTh, 110 noaBifiHa 61okaga PAAC nuisixoM OHOYACHOTO IPUoMy
inribitopiB AII®, 6110kaTOPiB perenTopiB aurioTeH3uHy II abo anickipeHy acoIifoeThCs 3 GibI
BHCOKOIO YaCTOTOIO ITOOIYHUX peakKlliil, TaKUX 5K TiOTEH3is, TinepKaieMis Ta 3HWXKeHHS QyHKIIIl
HUPOK (BKJIIOUAOUU TOCTPY HUPKOBY HEOCTATHICTh), IOPIBHAHO 3 3aCTOCYBAHHSAM OIHOTO
npemnapary, o BiuBae Ha PAAC (guB. po3pinu «®apmakoguHaMika», «IIpoTuokaszaHasa» Ta
«Oc0bOIMBOCTI 3aCTOCYBAHHI»).

Jlikapcuki 3acobu, w,0 CnPuYUHAOMb 2inepkaniemiro

esiki mikapchKi 3acobu abo TepamneBTUYHI KJIaCH JTiKapChKUX 3aC00iB MOXKYTh CIPUYNHUTH
rinepkasniemito: asnickipeH, comi karito, kaniiidbepiratoui niypeTuky, inriditopu AIl®, anTaronictu
petientopiB aHrioten3uny II, HII3II, remapuHy, iMyHOCYIIpECOPH, TaKi SK IUKIIOCTIOPUH abo
TaKPOJIIMyC, TPUMETOIIPKUM, KO-TPUMOKCA30J1 (TpuMeTonpumM/cynbhameTokca3on). OmHOYaCHUN
IIPUHOM BKa3aHUX JTiKapChKUX 3ac00iB MigBUIIY€e pU3WK BUHUKHEHHS TilepKaiemil.

OdHouvacHe 3dCMOCYBAdHHA NPOMUNOKA3dHO

AsickipeH: y TIAIliEHTiB, XBOPUX Ha IIyKPOBUY miabeT, abo MmallieHTiB 3 MOPYyIIeHO PYHKITiED
HUPOK PU3UK BUHUKHEHHS TillepKasieMmil, moripiieHHsa QyHKIil HUPOK Ta KapHioBaCKyIsSpHOI
3aXBOPIOBAHOCTI 1 JIETAJIBHOCTI MiABULIYETHCS.

ExcmpaxopnopaabHi Memoou niky8aHHA, SKi TPU3BOASATH 10 KOHTAKTY KPOBi 3 HETAaTUBHO
3apsaaKEeHNMU IIOBEPXHIMHU, TAKUMHU SIK BUCOKOIIPOTOYHI MeMOpaHu s mianidy abo remodinbrparrii
(HampuKIaf, momiakpuiaoBi MemMOpaHu) Ta A apepesy MMompoTeiniB HU3bKOI UIiIBHOCTI 3
IEeKCTpaHCyIbPaToM — MiABUINYETHCS PU3UK BUHUKHEHHS TSIXKKUX aHA(iTaKTOIMHUX peakiiil (Ius.
po3min «IIpoTunoka3aHHsI»). Y pa3i He0OXiMHOCTI TaKOTO JiKyBaHHS CIIiT PO3TISAHYTHA MOXKIIHUBICTh
BUKOPUCTAHHS Tiani3Hol MeMOpaHu iHIIOTO TUITY ab0 3aCTOCYBaHHS iHIIIOTO KJlacy
QHTUTINIePTEH3UBHUX IIpemapariB.



Cakybimpusa/saacapma

OpHoYacHe 3aCTOCYBaHHS IEPUHIONPUIY i3 caKyOiTpuIoM/BajicapTaHOM IIPOTUIIOKa3aHe, OCKITbKU
OJHOYaCHe 3acTocyBaHH iHTibiTopiB AII® Ta cakyOiTpuIy/BasicapTaHy MifABUINYE PU3UK PO3BUTKY
AHTiOHEeBPOTUYHOT0 HAOPSKY. Po3moynHaTH 3aCTOCYBaHHS CaKyOiTpuiy/BascapTaHy CJIifl He paHiiie
HiK 4epe3 36 TOOUH IiC/IsA IPUKAOMY OCTAHHBOI 03U IIEePUHOONPUITY. Teparniio mepuHOOIPUIOM CIIif
PO3NOYMHATH He paHille Hixk yepe3 36 TOOUH IiC/S IPUKAOMY OCTaHHBOI JO3HU
cakyOiTpuny/BancapTany (ouB. po3pinu «I[IpoTtunokasanHs» Ta «OcoOIUBOCTI 3aCTOCYBaHHS»).

C)ZTI}HTIHG 3dCMOCYyB8dHHA HE QQKOMQH@OBGHQ

AsickipeH: y OyOb-IKUX iHIIUX MAIi€HTIB, K i y XBOPUX Ha IYKPOBUY OiabeT abo MallieHTiB 3
IIOPYIIEHOI0 (PYHKITE€I0 HUPOK, PU3WK BUHMKHEHHS TilepKaieMil, moripmeHHs QyHKII1
HUPOK Ta Kap[ioBacKyJISPHOI 3aXBOPIOBAHOCTI i JIeTAalbHOCTI MiIBUINYETHCS (OUB. PO3MiN
«OcobIMBOCTi 3aCTOCYBAHHS»).

O0HouacHe 3acmocyeaHHs iHz2ibimopie AII® ma 610Kkamopis peu,enmopie aH2iomeH3uHYy

Omny61ikoBaHO [IaHi IIPO Te, 110 y MAlli€HTiB 3 aTEPOCKIIEPO30M, CEPIIEBOI0 HEIOCTATHICTIO a60
IIyKPOBUM [liabeTOM 3 ypaKeHHSM OpraHiB-MillleHel ofHOYacHe 3acToCyBaHHs iHTiOiTOpiB AII® Ta
6710KaTOPiB PelenToPiB aHTiOTEH3UHY CYIIPOBOLKYBAJIOCS MMiABUIIEHHSM YaCTOTH BUHUKHEHHS
apTepianbHOI TiMOTEH3il, HEIPUTOMHOCTI, TiepKaJsieMil Ta MOTipImIeHHAM (QYHKII1 HUPOK (Y TOMy
YHUCJIi TOCTPOl HUPKOBOI HEJJOCTATHOCTI) IOPiBHSIHO 3 TAaKUMU IIPU MOHOTEPaIIil IpernapaTamMu, IIo
BI/IMBalOTh Ha PAAC. ITongitiHa 61okama (To6To KoMOiHamis inribitopa AII® 3 aHTaroHictamu
pelieniTopiB aHrioTeH3uHy II) Moxke OyTH 3acTOCOBaHA B OKPEMUX BUIIafIKaX 3 PETEJIbHUM KOHTPOJIEM
GyHKIIII HUPOK, PiBHA KaJlilo Ta apTepiaJbHOT0 TUCKY (AuUB. po3ain « OcoOIMBOCTI 3aCTOCYBAHHS»).

EcmpamycmuH

[TigBuIIyEeTHCS PU3NK BUHUKHEHHS MOOIYHUX peakilili, TaKuX SK aHTiOHEBPOTUYHUYN HAOPSK
(amrioemema).

Kanitlizbepiearoui diypemuku (cnipoH0AaKMoH, mpuammepeH, okpeMo abo 8 kombiHauii), dobasku
Kanio abo 3amMiHHUKU co/ell, w0 micmamsy Kaill

Xoya Kasiy 3a3BUYayl 3a/IMIIAEThCS B MeKaX HOPMH, Y [IesIKUX Malli€HTiB, Ki OTPUMYIOTh
NIepUH[IOIPHII, MOXe BUHUKHYTH TinepkamnieMisa. Kamiizbepiraioui giypeTrku (Hanpukiazg
CIIipOHOIAKTOH, TPHaMTepeH abo aMinopun), mo6aBKHU Kasito abo 3aMiHHUKY COJIi, 10 MiCTSATh KaJlii,
MOXKYTh IIPU3BECTH 10 3HAYHOT0 30iIbIIEeHHS PiBHS KaJIilo B CUPOBATI KpoBi. Crifl TaK0XK
IOTPUMYBATHCS 00€PEeKHOCTI IPXU OMHOYACHOMY 3aCTOCYBaHHI IEPUHIONPUITY 3 iHIIMMU areHTaMH,
110 MiABUILYIOTH BMICT KaJIilo B CUPOBATLi KPOBi, HAIIpUKJIaL 3 TPUMETOIIPUMOM Ta KO-
TPHUMOKCa30JI0M (TPUMETOIPUM/CYNIb(aMeTOKCa30J1), OCKiIbKY BiJOMO, IIJ0 TPUMETOIIPUM Ai€ K
KaJji3bepiratounii giypeTuk aminopun. ToMy ogHOYacHEe 3aCTOCYBaHHS IEPUHOONIPUITY 3
BUIlle3a3HaUYEHUMH MperapaTaMy He peKOMEHAYEThCS. Afle, SKI0 OmHOYaCHe IIpU3HaYeHHS
BHUIINe3a3HAYEHUX PEYOBUH € HeOOXiMHMUM, IX CITiT 3aCTOCOBYBATH 3 00€PEeKHICTIO Ta PETEJILHO
KOHTPOJIIOBATH PiBEHb KaJlilo y mjia3Mi KpOoBi.

Ko-mpumokcaszosn (mpumemonpum/cyibphamemorcason)

Y nari€enTiB, sIKi OMHOYaCHO 3aCTOCOBYIOTh KO-TPUMOKCA30J (TPUMETOPUM/CyIbdaMeTOKCa30m),
TiBUIIYETHCSA PU3UK BUHUKHEHHS TinepKaniemii (muB. po3ain «Oco0MMBOCTI 3aCTOCYBaHHS»).



CynymHe 3acmocy8dHHs, uLo nompebye 0cob.augoi obepexcHocmi

ITpomuodiabemuuHi npenapamu (iHcyaiH, 2ino2aikeMiuyHi cyaboHamiou — 3 Kanmonpuaom ma
eHananpuaom)

Enipemiosnoriuni gocnig:keHHs II0Ka3ajy, 10 OgHOYaCHe 3aCTOCyBaHH4 iHribiTopiB AII® i
npoTufiabeTHYHUX Ipenaparis (iHCyNiHU, TepopasibHi rimoriikeMiuHi 3aco01) MoXKe MigBUITyBaTH
e(eKT 3HUKEHHS PiBHS I'JIIOKO3U B KPOBi 3 pU3UKOM rinornikemii. Lle sBuille BUSIBUIOCS OisbIi
iMOBIpHUM IIPOTATOM IEPIINX TUKHIB KOMOIHOBAHOTO JIIKyBaHHS Ta y Malli€HTiB 3 MOPYLIEHHIM
(GyHKIII HUPOK.

Liypemuku

Y mariieHTiB, gKi mpuiMaOTh AiypeTUKH, Ta OCOOIMBO Y THX, Y KOTO IIOPYIIEHUN BOTHO-
eJIeKTPOTITHUHM 00MiH, MOXK/IMBE HafIMipHe 3HUKEHHS apTepialbHOT0 TUCKY IIiCIIA IIOYaTKy
nikyBaHHS iHTiOiTOopoM ATI®. IMOBipHICTH PO3BUTKY TilTOTEH3UBHOT'0 €EKTY 3HUKYETHCS 3aBOAKU
BigMiHi miypeTuKa, migBuIilieHHI0 06’€My IIUPKYJII0I0401 KPOBi a00 CIIOKMBAHHIO COJIi IIepef] T0YaTKOM
Teparnil nepuHgonpuioM. JIikyBaHHS CJIii PO3NOYMHATH 3 HU3BKUX 03 Ta IIOCTYIIOBO X 30ilbIIyBaTH.

I[1pu aprepianbHiii rimepTensii, KOIU MOIMEePeIHbO MPU3HAUYEHUN OiyPETUK MIT CIPUYUHUTH
HEJOCTaTHICTh BOAM/EJIEKTPOIITiB, 10r0 HeOOXiIHO BiAMIHUTH Iepef M04YaTKOM JTiKyBaHHS
inribiTopoM AIT® (y Takux BUmagKax MpUitoM AiypeTuka Moxke OyTU IIOHOBJIEHO 3 YacoM) abo
npu3Ha4yuTH iHTi6iTOp AII® Y HU3BKIiM [03i 3 MOCTYIIOBUM ii MiIBUILIEHHSIM.

[Ipwu 3acTiifHil cepueBiii HEIOCTATHOCTI HA T/ mpUioMy miypeTuka MpuioM iHribiTopa AII® cif
PO3MOYMHATY 3 MiHiMaJIbHOI [03K, MOXKJIUBO IIiCIs 3HUXKEHHS 03U [iypeTHKa.

Y Oynp-siKkoMy BUIIafKy HeoOXigHO KOHTPOJIIOBATH QYHKIIII0 HUPOK (pPiBeHb KPEaTUHiHY) IPOTITOM
NepIIXX THXKHIB JIiKyBaHHA iHTiOiTOpoM ATID.

Kanitizbepiearoui diypemuku (ensepeHoH, CnipOHOAAKMOH)

[Tpu cynyTHROMY 3aCTOCyBaHHI emnjiepeHOHy abo CIipOHOJIAKTOHY B fo3ax Bif 12,5 mr mo 50 Mr Ha
noby 3 HU3bKUMU fJ03aMHu iHTibiTopiB AII® y malrieHTiB i3 cepiieBoio HemocTaTHicTIO II-1V
(GbyHKITIOHATbHUX KJIaCiB 3a IIKAaJ00 Hb}O-IZOpKCLKO}o Kapmiosnoriunol acomianii (NYHA) i dpaxkirieio
Bukuny < 40 %, siki paniire npuitmMany inribitopu AII® Ta neTaLOBI AiypeTHKH, iCHY€E PU3UK
BUHUKHEHHS TinepKaiemil (MOTeHIiIHO IeTanbHOoi), 0COGIMBO ¥ pa3i HeOTpUMaHHS peKOMeH allii
0710 ITpH3HadYeHHs Takol KoMOiHartril. [lepeq moyaTKOM 3aCTOCyBaHHS TaKol KoMOiHail ciif
IIepeKOHATHCS Y BiICYTHOCTI TrinepKasieMil Ta mopyileHHs QyHKIil HUPOK. PeKoMeHI0BaHO
IIPOBOAUTY PETEIbHUI MOHITOPUHT KaJlieMil Ta KpeaTHHEMIl I[OTUKHEBO Iif Yac MepIIoro Micas
JIIKyBaHHS Ta IIOMiCAYHO Hagali.

Pauexadompun

Bigomo, 1o inri6itopu ATI® (HanmpuKIafd MEPUHOONPUIT) MOXKYTh CIIPUYUHUTH PO3BUTOK
aHTi0HEBPOTUYHOI0 HaOPSKY. Lleit pu3uK 3pocTae Mpu OJHOYACHOMY 3aCTOCYyBaHHi 3
palekafioTpuiaoM (JIikapCchKUM 3aCc000M, SIKAY BUKOPUCTOBYETHCS [AJIS JiKyBaHHS rOCTPOI
miapei).

IH2i6imopu mTOR (Hanpukaad cupoaiMyc, eeepoaiMyc, meMcupoaimyc)

Y mariieHTiB, gKi 0ogHOYACHO 3aCTOCOBYIOTH iHTiOiTopr MTOR, MigBUIIYETHCS PU3UK PO3BUTKY



aHTi0HEBPOTUYHOT0 HAOPSKY (AuB. po3min «OcobIUBOCTI 3aCTOCYBaHHI»).
CynymHe 3acmocyeaHHs, W0 nompebye obepecHocmi
AHmuezinepmeH3ueHi 3acobu ma sazodusamamopu

CymyTHE 3aCTOCYBaHHS @HTUTINIEePTEH3UBHUX 3aC00iB MOXKe MiIBUIIUTY TiOTEH3UBHUN e(eKT
nepuHgonpuity. CymyTHE 3aCTOCYBaHHS 3 HiTPOTJIIIEPMHOM Ta iHIMMMU HiTpaTamMu abo 3
IHITMMY Ba30oauIaTaTopaMu MOXe CIPUATU NOZaTKOBOMY 3HUKEHHIO apTepialbHOT0 TUCKY.

As0nypuHos, yumocmamuyHi abo iMyHonpueHiuyeaavHi npenapamu, Kopmukocmepoiou
(cucmemamuyHe 3acmocyBaHHs) abo npokaiHamio

CymyTHE 3aCTOCyBaHHS LIMX NpenaparTiB 3 iHribitopamu AII® 30inbiIye pu3nk TeHKOMEHil.
AHecmemuuHi npenapamu

[uri6iTopu AIT® MOXKYyTh IiABUIIYBaTH TiMOTEH3UBHI eEKTH NEeSIKUX aHECTETUUHUX
rpernaparis.

ITpenapamu 30s10ma

[ToBimomnsinu mpo pifki HiTPoimHi peakii (CMMITOMYU BK/TI0OYAIOTh TOYEPBOHIHHSA 00/TUYYs, HYIOTY,
OmoBaHHS Ta TiMOTEH3il0) y NallieHTiB IMif Yac Teparii i3 BBeeHHSIM IIperapariB 30/10Ta (HaTpiro
aypoTHMasaT) Ta OfHO4YacHOI Teparrii 3 iHribitopamu AII®, BKITI0Ya0Yy IEPUHIOIIPUIL.

I'rinmuHu (niH@eainmuH, cakcaeAinmuH, cumae/Ainmut, s8iavda2ainmut)

Y marienTiB, skuM npu3HaveHo KoMOiHallio rminTuny Ta iHribitopa AIl®, migBUIITYETLCS PU3UK
BUHUKHEHHSI aHTiOHEBPOTUYHOT0 HAOPSIKY BHACIIIMOK TOTO, 1[0 TJINTHH 3HUXKYE aKTUBHICThb
gunentunnentugasu-Iv (OIITI-IV).

CumnamomiMemuKu MOXKYTb IIOC/TabNISITH aHTUTiePTEeH3UBHY Aito iHTibiTopis ATID.
HuxaocnopuH

linepkanieMiss Moxke BUHUKATH IIPU OMHOYACHOMY 3aCTOCyBaHHi iHTi6iTOpiB ATI® 3 HUKIOCIIOPUHOM.
PexoMeHIyeTHCS KOHTPOJIIOBATYU PiBEHD KAJIil0 Y CUPOBATII KPOBI.

I'enapux

[Tig yac omHOYACHOTO 3acTOCyBaHHS iHTi0OiTOpiB AII® 3 renaprHOM MOXkKe BUHUKHYTH TillepKalieMis.
PexoMeHyeThCS KOHTPOJIIOBATY PiBEHD KAJIil0 y CUPOBATII KPOBI.

[ToB’g3aHi 3 iHmamaMigoM

CynymHe 3acmocyB8aHHs, w,0 nompebdbye 0cob.ausoi obepescHocmi

ITpenapamu, w,0 CNPUYUHAMb WAYHOUKO8Y Maxikapdito muny «nipyem»: 4epe3 PU3UK
rimokaJieMil iHmamamif CIifi 3aCTOCOBYBaTU 3 00EPEKHICTIO IIPX CYIyTHBOMY IIPUHOMi
JiKapChKUX 3aC00iB, II0 CIIPUYUHSIOTh MITYHOUYKOBY TaxiKapiio TUITY «IIipyeT», TAKUX SK:
aHTHApPUTMIiuHi 3aco0u Knacy la (xiHiguH, rigpoxiHiH, Au3omipaMin); aHTHAPUTMIiuHI 3aco0u Kiacy III
(amiogapos, cotanon, nobeTunin, ibyTumin, OpeTusniym); neski HeUPONIeNnTHUKY (XJI0PIPOMa3uH,



I1iaMeMa3uH, JIeBOMeIIpOMa3nH, Tiopuaa3uH, TpudToprepasuH), 6eH3aminu (aMiCyabIpum, CyIbIPUL,
CYNbTONPHA, Tianpun), OyTupodeHoHH (IPOTIePUmoJI, TaIoIePUuao), iHII HeHpONenTUKY (ITiMo3um);
iHII peyoBUHM, TaKi K Oempumui, nucanpum, fudeManin, BHyTPIIIHLOBEHHUN ePUTPOMIIINH,
ranodaHTpuH, Mi301aCTHH, IeHTaMiAuH, ciapdIoKcanH, MOKCU(DIIOKCAIH, BHYTPIITHbOBEHHU
BiHKaMiH, MeTafoH, acTeMi3oJ, TepdheHaguH. [ToTpibHO 3anobiraTv HU3HKOMY PiBHIO KaJliio Ta, y pasi
HeoOXiIHOCTi KOPUTYBATH HOTO; MPOBOOUTH KOHTponb QT-iHTepBany.

IIpenapamu, w0 3HUXCYOMb piBeHb Kazito, ampomepuly,uH B (BHympiwHb08eHHe 88e0€HH ),
CUCMeMHI 2/110K0OKOpmukoiou ma MiHepaaokopmukoiou (cucmemHe 88e0eHHs),
mempako3akmuod, CMuMYy1108aabHi NPOHOCHI 3aCObU: TiIBHUIYETHCSA PU3UK TilOKaieMil
(aputuBHa mis). Crim nmepeBipsaTy piBeHb Kalio y mia3Mi Ta, y pa3i Heo6XigHOCTI, KOPpUTyBaTH HOT0;
ocobnuBa 00epeXHiCTh MOTPiOHa Iif Yac 3acTOCyBaHHS TJIiKO3UAIB auritanicy. He crig
3aCTOCOBYBATH IIPOHOCHI IIpemnapaTH, 0 CTUMYJIIIOIOTh TePUCTaIbTUKY.

Cepuesi 2s1iko3udu: iCHye PU3UK ITOCUJIEHHS TOKCUYHOI [Iil ceplieBux riaiko3upiB. HeobximHo
IIPOBOJUTHA MOHITOPUHT Kaslito B 1y1a3Mi KpoBi Ta EKI'-KOHTpOIIb.

CynymHe 3acmocy8aHHs, Wo nompebye cnocmepexceHHs

MemaopmiH: ipu GyHKITIOHAIbHIM HUPKOBiM HEIOCTATHOCTI, ITOB’sI3aHil i3 3aCTOCyBaHHAM
IiypeTHKiB, 0COONMMBO METIHOBUX, 30iMbIIYETHCSA PU3UK BUHUKHEHHS MOJIOYHOKKCIIOTO allI03y
BHACJIIIOK 3aCTOCyBaHHA MeThopMiHy. He crig 3acTocoByBaTH MET(QOPMIiH IIPU PiBHI KpeaTHHIHY ¥
nya3Mi Kposi Butme 15 mr/n (135 mkMonb/n) y 9onoBikiB i 12 mr/n (110 MKMOMIB/T) ¥ KiHOK.

Hodokonmpacmni 3acobu: y pasi merigparaiiii, 1o’ g3aHol i3 3aCTOCYBaHHAM [iypeTHKIB IpH
3aCTOCYBaHHI HOOKOHTPACTHUX 3ac00iB, 0COGIMBO ¥ BUCOKUX [103aX, 30iMbIIYEThCS PU3UK
PO3BUTKY T'OCTPOl HUPKOBOI HegocTaTHOCTi. HeobximHO BiTHOBMTH BOJHUM GanaHC [0
IIpHU3HAYeHHS HOMOKOHTPACTHUX 3aC00iB.

Cosi Kanvuito: pU3UK TinepKanbIlieMil BHACTIIOK 3HUXKEHHS BUBENEHHS KaJbIlil0 HUPKAMU.

LuknocnopuH: pU3UK MiABUIIEHHS KOHLIEHTpAllii KpeaTUHIHY Y Iy1a3Mi KpoBi 6e3 Oyib-IKUX 3MiH
PiBHIB IMKJIOCIIOPUHY B KPOBOOOIry, HaBiTh y pasi BiiCyTHOCTI 3MeHIIeHHs 06’'eMy pimuHM/COMi.

Kopmukocmepoiou, mempako3akmuo (cucmemHe 88e0eHH5)
3HUKEHHST aHTUTIIePTeH3UBHOTO ePeKTy (YTPUMaHHS COJIi Ta BOOU 4epe3 KOPTUKOCTEPOIH).

[IoB’s13aHi 3 PO3YBACTATHHOM

Bnjaug Ha po3ysacmamuH npenapamis, AKi NpUUMAarmsca 00HOYACHO
TpaHcnopmHi iH2ibimopu biaKa

PosyBacraTuH € cyOcTpaTOM IJ1s1 MEBHUX TPAHCIOPTHUX 0inKiB, Bkmoyaouu OATP1B1, mo
3abe3neyye MeYiHKOBUi TPAHCIIOPT, Ta ediokcHOro mepeHocHruka BCRP. OgHoYacHe 3aCTOCYBaHHS
pO3yBacTaTHHY 3 JTiIKapChKUMM 3acobaMu — iHTiGiTOpaMy 1IUX TPAHCIOPTHUX OiNIKiB MOXKe
CIPUYMHUTHY MigBUINEHHS KOHIIEHTpallil p03yBacTaTUHY Y IIJIa3Mi KPOBi Ta 30iIbIIEHHS PU3UKY
Mionartil.

LukaocnopuH



[Tpu cynyTHbOMY 3aCTOCYBaHHiI PO3yBacTaTUHY 3 IIUKIIOCIOPUHOM MoKa3HuKY AUC po3yBaCTaTuHY B
cepenHbOMY V 7 pa3iB MepeBUINYIOTh IIOKA3HUKH Y 3MOPOBUX T0OPOBOJIBIIB (IuUB. Tabmuio 1).
Po3yBacTaTuH IpOTUIIOKa3aHU NallieHTaM, SKi MPUUMAIOTh IUKIIOCIIOPUH (OUB. PO3MiN
«ITpoTUTIOKA3aHHS»).

CynyTHE 3aCTOCYBaHHS He BIIMBAJIO Ha KOHIIEHTPAIlil IUKJIOCIIOPUHY V IJIa3Mi KPOBI.
IHeibimopu npomeasu

Xoya TOYHMI MeXaHi3M B3a€MOJil HeBifOMMH, OMHOYACHE 3aCTOCYBaHHS iHTi0iTOPIB MpoTEea3u MoxKe
3HayHO 30i/bIITyBaTH €KCIIO3ULIiI0 Po3yBacTaTuHy (muB. Tabnuuio 1). Hampuknan, y ocnimxeHHi
(dhapMaKOKiHETHKM OMHOYAaCHEe 3acTOoCyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOiHOBAHOTO JIiKapChKOTO
3aco0y, 1m0 micTuB ABa iHribiTopu mpoteasu (300 Mr aTaszaHaBipy/ 100 Mr puTOHAaBIpY), ¥ 3TOPOBUX
no6poBobLiB cynpoBoaxKyBasocs migsuineHHsIM AUC ta C,,, po3yBacTaTuHy mpuOnu3Ho B 3 Ta 7
pasiB BimmoBigHO. OmMHOYACHE 3aCTOCYBaHHS PO3YBACTAaTHHY Ta HesSKuX KoMOiHalif iHribiTopiB
IIpOTea3u MOXKJIMBE IIiCJIg PETEIbHOI OLIIHKY KOPEeKIIil 03U pPO3yBaCTaTHHY, BUXOASYHU 3 OUiKyBAHOTO
3poCTaHHS MOT0 eKCcrmo3uilil (auB. po3ninu «Crocib 3acTocyBaHHS Ta Bo3u», «OcoOIUBOCTI
3aCcTOCyBaHHS» Ta Tabmuio 1).

T'em@ibpo3us ma iHwi 2inoainidemiuHi npenapamu

OpHOYacHe 3aCTOCYBaHHS PO3yBacTaTHHY Ta reMdibpo3uny npusBoauio ao 3poctands AUC Ta C,,,
po3yBacTaTUHY B 2 pa3u (muB. po3in «Oco6IUBOCTI 3aCTOCYBAHHSI»).

Buxopsguu 3 maHUX ClielliaJIbHUX OOCITigXKeHb B3a€MOZIl, 3HaYHOl (hapMaKOKiHETUYHOI B3aEMOZIl 3
beHodiObpaTOM He 0YiKyETHCS, OMHAK MOXKIIMBa (papMaKoguHaMiyHa B3aemopis. ['em¢pibpo3ur,
dbenodibpar, iumr pibpatu Ta HiauwH (HiIKOTMHOBA KMCJIOTA) Y Timomimigemiyaux no3ax (= 1 r/moby)
IiABUINYIOTH PU3UK PO3BUTKY MioIaTii pu CyImyTHbOMY 3aCTOCyBaHHi 3 iHribiTopamu 'MTI-KoA-
penyKTa3y, MOXKJIMBO TOMY, III0 BOHY 3[aTHI IPH3BOAUTH [0 MiomaTil i Tpu 3aCTOCyBaHHI OKpeMO
opHe Bif omHOoro. [To3u 30 mMr Ta 40 Mr mpoTUIOKa3aHi IpXM OMHOYACHOMY 3aCTOCyBaHHi (iOpaTiB
(muB. po3minu «IIpotumokasanHs», «OCOOIMBOCTI 3aCTOCYBaHHA»). B TaKOMY pasi TakK0X CItif
IIOYMHATHU Teparito 3 03U 5 MT.

E3zemumib

OpuougacHe 3acTtocyBaHHS 10 Mr po3yBactatusy Ta 10 Mr e3eTuMiOy naiieHTaM i3
rinepxosyectepuHemiero npu3Boauno o 3pocranus AUC po3yBactaTuny B 1,2 pa3a (Tabnuus 1).
Opuak, mo6iuHi peakirii uepe3 hapMakoguHaMiYHy B3aEMOIil0 MiK PO3yBaCTaTHHOM Ta €3eTUMiOOM
He MOXXHa BUKII04aTu (OUB. po3min «OcoONMMBOCTi 3aCTOCYBaHHS»).

Anmauudu

OpHOoYacHe BBe[eHHS PO3yBaCTaTUHY i3 CYCIEH31€10 aHTaluAy, 1110 MiCTUTh aJlOMiHil0 Ta MarHio
TiIpOKCH[, MPU3BOOUTE N0 3MEHIIIEHHST KOHIIEHTpAallil po3yBacTaTUHY Y IJIa3Mi KpoBi IpuOIU3HO Ha
50 %. Llen edeKT 3MeHIIyBaBCs, KOJIA aHTalUA IpUMaly Yyepe3 2 TOOUHHU IIiCIA PO3yBaCTaTUHY.
Kniniyna 3HauyuUIicTh B3a€MOil He BUBYAJaCh.

EpumpomiuyuH

OpHovacHe 3aCTOCYBaHHS PO3yBACTATHUHY Ta epUTpoMinuHy 3HUXKYBano AUC ., po3yBacTaTuHy Ha 20
%, a C,,., — Ha 30 %. Taxa B3aeMopisi Moxke OyTH COpUYMHEHA MigBUIIEHHIM IIePUCTAIbTUKI
KUIIIEYHUKY BHACIIIOOK [il epUTPOMIIUHY .



®epmermu yumoxpomy P450

Pe3ynbTaTu gocmigKeHs in vitro Ta in vivo cBig4arTh, 1J0 pO3yBacTaTUH He iHTiOye i He CTUMYIIIOE
izopepmenTH mutoxpomy P450. OKpiM 11bOT0, pO3yBaCTaTHH € CTaOKUM CyOCTPATOM IIUX
i3oepmenTiB. TakuM YuHOM, B3a€MOfii 3 TiKapCbKUMU 3aco0aMu B Pe3ysbTaTi MeTabo1i3my,
oniocepenkoBaHoro P450, He ouikyeThca. He cnocTepiranocs KIiHIYHO 3HAYYyIIUX B3aEMOAIN MiXK
po3yBacTaThHOM Ta pykoHazosoM (iuribiropom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(inribiTopom CYP2A6 ta CYP3A4).

B3aemodii, w,o nompebyiombs KopuzyeaHHsa 003u po3dysacmamuHy (dua. mabauupo 1)

Ao HeoOXiTHO 3aCTOCOBYBATH PO3YBACTATHH PA30M 3 iHIIMMU JTiKapChKUMU 3acobaMu, 110
IiABUINYIOTH HOT0 €KCII03UIIi10, JO3U PO3yBacTaTUHY MOTPiOHO KopurysaTu. [Ipu ogikyBaHOMY
3pocTtanHi BIuBYy (AUC) mpuOnu3Ho y 2 pa3u NpuioM po3yBacTaTUHY CJIifi pO3I0YaTH 3 HO3U 5 MT
Ha go0y. MakcuManbHy f000BY 103y PO3yBaCTaTHHY IOTPiOHO CKOPUTYBATU TaKUM YHUHOM, 11100
OuiKyBaHa KOHIIEHTpAIlisl pO3yBacTAaTHHY HalleBHe He MepeBUIIyBaia KOHIIEHTPAIIilo TPy Ho00BiH
no3i 40 Mr po3yBacTaTUHY, sIKa CIIOCTEPIra€ThCS 3a BiCYyTHOCTI B3a€MOZIl 3 iHITMMHU JTIKapCbKUMHU
3acobamu. Hanpukiap, go3a 20 Mr po3yBacTaTHHY IIPH OOHOYAaCHOMY 3aCTOCYBaHHi 3
reMmdibpo3unom (36inbineHHs ekcno3utiii B 1,9 pasa) a6o mo3a 10 Mr po3yBacTaTHHY pa3oM 3
KoMOiHallielo aTa3aHaBip/puTOHaBIp (306inmbIneHHS ekcrno3util y 3,1 pa3za).

Tab6muig 1
BrnuB cymyTHiX niKapchkux 3aco6iB Ha €KCITO3UIIiI0 PO3yBaCTaTUHY

(AUC; y nopsioKy 3MeHIIEeHHS BeJIMYNHH) 3a ONMy0IiKOBAaHUMY JaHUMU KITIHIYHUX HOCITiAKEHb

Pexum mo3yBaHHS CyIyTHBOT'O JIIKQpPCHKOI0 Pexum mo3yBanHS 3minu AUC
3acoby pPO3yBacTaTUHY po3yBacTaTUHY*
Cumenpusip 150 mr 1 pa3 Ha fo6y, 7 gHiB 10 mr, pa3oBa fgo3a 1 2,8 pasa

Jlominagip 400 mr/ putonasip 100 mr 2 pa3u Ha 20 mr 1 pa3 Ha goby, 7 gaiB T 2,1 pasa
no0y, 17 muiB

Knomigorpen 300 Mr HaBaHTaxKyBaJIbHa 034, 20 Mr, pa3oBa go3a 1 2 pa3u
nani 75 Mr dyepes 24 roguHu

T'em@i6bpo3un 600 Mr 2 pa3u Ha fo0y, 7 OHIB 80 mr, pa3oBa f03a 1,9 pas3u
Entpom6omnak 75 mr 1 pa3s Ha go0y, 5 gHiB 10 mr, opHOpa30Ba fo3a 1 1,6 pasa

Hapyuasip 600 mr/ putonasip 100 mr 2 pa3u Ha 10 mr 1 pa3 Ha goOy, 7 gaiB T 1,5 pa3za
noOy, 7 mHiB

Tunpanasip 500 mr/ putonasip 200 Mr 2 pa3u Ha 10 Mr, ofHOpa3oBa go3a 11,4 pa3a
mo0y, 11 guiB

Iporenapon 400 Mr 2 pa3u Ha noby Hesigomo 11,4 paza
ITpakona3zon 200 mr 1 pa3 Ha moby, 5 gHiB 10 mr, omHOpa30Ba [03a 7 1,4 pa3a **
E3etumi6 10 mr 1 pa3 Ha moby, 14 gHiB 10 mr 1 pa3 Ha noOy, 14 guiB 1 1,2 pa3za **
®ozamnpenasip 700 mr/ putonasip 100 mr 2 10 mr, ogHOpa30Ba fo3a o

pa3u Ha no0y, 8 oHiB

Anermita3ap 0,3 mr, 7 gHiB 40 mr, 7 oHiB o
Cunimapus 140 Mr 3 pa3u Ha fo0y, 5 gHIB 10 mr, ogHOpa30Ba fo3a o
®enodibpar 67 mr 3 pa3u Ha fo0y, 7 [HIB 10 mr, 7 gHiB o

Pudamnin 450 mr 1 pa3s Ha go0y, 7 gHiB 20 mr, ogHOpa3oBa [o03a o
Ketokonazomn 200 Mr 2 pa3u Ha mo0y, 7 OHiB 80 Mr, ogHOpa30Ba f03a o
®nykonaszon 200 mr 1 pa3 Ha go06y, 11 mHiB 80 Mr, ogHOpa30Ba f03a o
Eputpowminun 500 mr 4 pa3u Ha 1o6y, 7 oHIB 80 mr, ogHOpa3oBa fo3a 120 %
Batikanin 50 mMr 3 pa3u Ha o6y, 14 guiB 20 mr, ogHOpa3oBa [o03a 147 %
Peropadeni6 160 mr 1 pa3 noby 14 nHiB 5 Mr, ogHOpa30Ba 103a 1 3,8 pasa

Bemnmaracsip 100 mr 1 pa3 go0y 10 mr, omHOpa30Ba [03a 1 2,7 pasa



OwmoGirtacsip 25 Mr/ naputamnpesip 150 mr/ 5 Mr, 0ogHOpPa30Ba [03a 1 2,6 pasa
putanosip 100 mr 1 pa3 goOy/ ga3abysip 400 Mr
2 pa3u Ha o0y, 14 nHiB

I'pazonpesip 200 mr/ enbacsip 50 mr 1 pa3 goby, 10 Mr, ogHOpa30Ba [03a 1 2,3 pasa
11 nuis
I'nexanpesip 400 mr/ mi6penTasip 120 mr 1 pa3 5 mr 1 pa3 go0y, 7 mHiB 1 2,2 pasa

Ha go0y, 7 oHiB

* IlaHi, IpefcTaByeHi SIK 3MiHa B X pa3iB, ABNSAIOTH COO0I0 CIiBBiTHOIIEHHS MiX 3aCTOCYBaHHSIM
po3yBacTaTHHY y¥ KoMOiHalii Ta okpeMo. [laHi, mpefcTaBiieHi y BUTIsAni % 3MiHH, SBISIOTE C06010 %
Pi3HULIIO BiTHOCHO IMOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

30inbIIIeHHS TO3HAYEHO 3HAYKOM T, BiICYTHICTh 3MiH 3HAUKOM <, 3MEHIIEeHHS - | .

** By1o mpoBefieHO KinbKa [OCTiIKeHb B3a€MOIil TpX Pi3HUX J03aX PO3yBaCTaTHHY, V TaOIHIl
II0JlaHO HalbibII 3HaYYIlle CIIiBBiIHOIIEHHS.

Bnaue po3ygacmamuHy HA AikapcbKi 3acobu, Aki npuliMaromscsa 00HOYACHO

AHmaezoHicmu simamiHy K

Ha mouatky Teparii abo mif 4ac TUTPyBaHHS [03U PO3YBACTATHUHY Y NAlli€HTIB, SIKi IPUUMaIOTh
OJHOYACHO aHTaroHicTu BiTaMiHy K (Hanmpukinaz, BapdapuH abo iHIINI aHTAKOATYISHT KyMapuHy),
MO2Ke 3POCTH MiKHapogHe HopMasizoBaHe BigHomeHHs (MHB). ITicns BinMinu po3yBacTaTury a6o
3MeHIlIeHHs #oro go3u MHB mMoxe 3HU3UTUCSA. Y TaKUX BUNAAKaX 0azKaHO BINMOBIAHUM YMHOM
KOHTpomoBaT MHB.

ITepopasavHi KoHmpayenmuasu/ 20pmoHo3amicHa mepania (I'3T)

OpHOYacHe 3aCTOCYBaHHS PO3yBaCTaTHUHY Ta EPOpPaIbHUX KOHTPALIEIITUBIB IIPU3BOAMIIO 0
nigsuinenHs AUC eTuHinecTpaaiony Ta HoprecTpeny Ha 26 % Ta 34 % BignosigHo. [ligBuiieHHs
TI71Ta3MOBHUX PiBHIB CJTif] Bpax0OBYBaTH IIpH Migbopi 103U ImepopanbHUX KOHTpalenTuBiB. HeMae maHux
mono0 apMaKOKiHETUKHY IIpenapaTiB y NallieHTiB, SKi OMHOYaCHO IpUKUMalTh po3yBactaTul Ta ['3T,
TOMY MOXKJIMBICTb B3a€EMO/Iil BUK/II0YaT He MoxkHa. OfHaK TaKy KoMOiHalliio IIMPOKO 3aCTOCOBYBaJIU
JKiHKaM y KIiHIYHUX DOCIiIXKEHHSX, i BOHa Jo0pe IepeHoCuach.

Huz2oKcuH

Buxopsuy 3 maHUX CIielliaIbHAX JOCIiKeHb, KJIiHIYHO CyTTEBOI B3aEMOIii 3 UTOKCHHOM He
OYIKYy€ETHCA.

dy3udosa Kucaoma

Pusuk Mmiomarii, BK/Io4aoyy pabooMioni3, MigBUIIYETHCS Y pa3i CyIyTHOTO CUCTEMHOTO
3acTocyBaHHS (y3UI0BOI KUCIIOTH 3i cTaTuHaMu. MexaHi3M 11i€l B3aeMmopii (hapMakoguHamMigyHuM abo
(dhapMakKoKiHeTUYHUH) TOKU HEBimoMUM. Bynu moBigoMieHHs Mpo pabmomioni3 (BKI0Yaloun JIeTanbHi
HACJIiIKY) V Talli€HTiB, SKi oTpUMyBasu 1110 KoMOiHario. Ko cuctTeMHe JIiKyBaHHS Gy3UL0BO0
KHCJIOTOIO € HeOOXiTHMM, TO 3aCTOCYBaHHS PO3yBAaCTAaTHHY Ma€ OyTH MPUIIMHEHO Ha BeCh Iepiofn
JiKyBaHHS Qy3UO0BOI0 KMCIOTOIO (OUB. po3in «Oco0IMBOCTI 3aCTOCYBaHHSI »).

Himu



IocmimXeHHsT B3a€MO[Iii TPOBOAMIN nullle y mopocnux. CTyIiHb B3a€EMOIil y [IiTel HEBITOMUM.

Oco06.1ue8ocmi 3acmocyeaHHsi.
JIimit

CymMicHe 3acTocyBaHHS JIiTiI0 Ta KOMOiHAallil TEPUHAOIPUITY Ta iHgamaminy 3a3Budail He
PEeKOMeHIOoBaHi (OuB. po3min «B3aeMopmis 3 iHIMMMH JTiKapChbKUMHK 3aC00aMu Ta iHIII BUAK
B3aEMOMIN»).

HelimponeHis/aepaHyaoyumo3/mpomboyumoneHis/aHemis

Bynu noBifomMieHHS ITPO PO3BUTOK HEUTPOIEHil/arpanyIouuTo3y/TpoMOOIUTONEH i/aHeMil y
nalieHTiB, sKi orpuMyBanu inribiTopu AII®. Y namieHTiB 3 HOpManbHO (QYHKIIIE€I0 HUPOK i Tpu
BiICYTHOCTI iHIIMX (aKTOPiB pU3UKY IIPU IpuiioMi iHri6iTopiB AITI® HelTpONEeHis BUHUKAE PigKO.
[TeprHOONIPUII CITiT 3aCTOCOBYBAaTH 3 0COONIMBOI0 00€PeKHICTIO NPHU JIiKyBaHHi NallieHTiB 3
KOJIareHO03aMH, ITiJl Yac Teparil iMyHoCcynpecopaMH, aJolypHHOJIOM, ITpoKaiHaMigoM abo mpu
TOEIHAHHI ITUX OOTSIKIUBUX (PAKTOPiB, 0COOIUBO SKIIO € MOPYIIeHHs QYHKIII HUPOK. Y JEeKOro 3
TaKUX IAI[iEHTIB PO3BUBAJINCSA CEPUO3HI iH(MEKLiHI 3aXBOPIOBaHHS, AKi B IEKiIbKOX BUIIafiKaX He
nifgmaBanucs iHTeHCUBHIN aHTUOiOTUKOTepaTtii. Y pa3i 3acTocyBaHHS IEPUHIOIPUIY TaKUM
IalieHTaM PeKOMEHOYEThCS IePioOgUUYHO KOHTPOIIOBATH KiIbKIiCTh JIEMKOLUTIB Y KPOBi. Takoxk
NallieHTH MaloTh 3HaTH, 1110 HeoOXigHO CroBimaTu npo 6ynb-IKui MposiB iHPEKIIHHOTO0
3axBOpIOBaHHSA (6inb y TOPIIi, TMXOMAHKY).

PeHosacKyasapHa 2inepmeHsiA.

Y pasi npu3naueHHs inriditTopis AII® maiieHTam 3 IBOOIYHUM CTEHO30M apTepill HUPOK abo
CTEHO030M apTepil eauHOol GYHKITIOHYI0YO0l HUPKH MiIBUINYETHCS PU3UK BUHUKHEHHS TiOTeH3il Ta
HUPKOBOI HEJOCTATHOCTI (muB. po3min «IIpoTumoka3aHHsa»). CIpUATIUBUM (aKTOPOM MOXKe OyTH
JIiKyBaHHS fiypeTukaMu. BrpaTa QyHKII1 HUPOK MOXKe IIPOSBISTUCS THUIIE He3HAYHUMU 3MiHaMU
PiBHSI KpeaTHHIHY B IIJTa3Mi KPOBi HaBiTh Y MAIli€HTIB 3i CTEHO30M apTepil 0OHOl 3 HUPOK.

ITidsuuweHa yymaugicme/ aHzioHe8POMUYHUU HABPAK

[ToBimoMIsiIOCS TIPO PifKiCHI BUMTagKKX BUHUKHEHHS aHTiI0HEBPOTUYHOTO HAOPSIKY 00IMYYs, KiHIIiBOK,
ry0, cu30BUX 000JIOHOK, SI3MKa, TOJI0COBOI LIiTMHYU Ta/a0o ropTaHi y mamieHTis, mig yac
3acTocyBaHHS iHribiTopiB AII®, y TOMY uncii nepunponpuny. lle Moxe ctaTucs 6ymb-KONU Iif 4ac
JiKyBaHHSA. Y TaKWX BUIAgKaX 3aCTOCYBaHHS IIEPUHAONPUITY HEOOXiqHO HeraHo IPUIUHUTH i
pO310YaTH peTesbHe CIOCTEePEeXKEHHS Ta JIIKyBaHHS [0 IOBHOTO 3HUKHEHHS CUMIITOMIB. Y BUIIaAKy
HAOPsAKY 00MrYYst Ta Ty0 CTaH MOXKe MOJMIIUTUCS 663 JTIKyBaHHS, ajle 3aCTOCYBaHHS aHTUTiCTaMIiHiB
IIOJIETIINTDL CUMIITOMHU.

AHTiOHeBPOTHYHUY HAOPSK ropTaHi Moxke OyTH yeTanbHUM. [Ipyu HAOPSKY S3UKa, TOJIOCOBOI IIiTUHU
abo ropTaHi IMOBipHE BUHUKHEHHS 00CTPYKIIil AUXaIbHUX IUISAXIB, V IIUX BUIIAJKax He0oOXigHe
3aCTOCYBaHHS HEBIKIAAHOI Teparllil, ika MoXKe BK/II0YaTH BBeleHHS po3uuHy eniHeppury 1 : 1000
migmkipxo (0,3-0,5 M) Ta/ab0 3axonu OJis 3BiIbHEHHS OUXaJIbHUX HIJISIXiB.

Y npencTaBHUKIB HET'POigHOI pacH, siKi 3acTocoByBanu iHribiTtopu AII®, yacTiile BUHMKAB
AQHTiIOHEBPOTHUYHMY HAOPSK MOPIBHSIHO 3 MallieHTaMM iHIIIMX pac.

HaiiBuuii pU3uK MOSIBY aHTiOHEBPOTUYHOTO HAOPSKY IpU 3acTOoCyBaHHi iHribiTopa AII® MoXIUBUH



y Talli€eHTiB 3 aHTIOHEBPOTUYHUM HaOPSKOM B aHAMHE3i, I[0 He MTOB’I3aHul 3 Teparieio iHridbiTopamMu
ATI® (guB. po3pin «IIpoTUIOKa3aHHS»).

[ToBimoMISANIK TIPO PigKiCHI BUMIaIK BUHUKHEHHS aHTiOHEBPOTUYHOTO HAOPSAKY KUIIEYHUKA Y
nalieHTiB mif yac jmikyBaHH4 iHriGiTopamu AII®. YV Takux nauieHTiB crocTepiraBcs abmoMiHanbHUM
6inb (3 HygoToo abo 6moBaHHAM Yu 03 HUX); Y OeIKUX BUMa[IKaxX He CIIOCTEPIranocs mnonepegHboro
aHTiOHEBPOTUYHOTO HAOPsAKY 00nmuyys i pieHs C-1 ectepa3u 6yB y HopMi. [liarHo3
aHTiOHEBPOTUYHOTO HAOPSKY KUIlleUHNKa OyB BCTAHOBJIEHUH IIifl YaCc KOMIT'IoTepHOI ToMorpadii
YepeBHOI MOPOKHUHYU ab0 yIbTPa3ByKOBOTO AOCTiAKEHHS, abo Mif yac XipyprigHoro BTpy4daHHS.
[Ticns BigMinu inri6iTopa AIT® cuMITOMM aHTiOHEBPOTUYHOTO HAOPSKY 3HUKANIU. MOXKIUBICTh
AHTiIOHEBPOTUYHOT'0 HAOPSKY KUIIeUHUKA HeoOXigHO BpaxoBYBaTH IiJ 4aC IPOBEEHHS
nudepeHIiiHoro miarHo3y y malieHTiB 3 abgoMiHanbHUM 6051eM, SKi mpuiimMaioTs inribitopu AIIO.

OpgHOYaCHe 3aCTOCYBaHHS MEPUHIOIPHUIY 3 CaKybiTpuUIoM/BarcapTaHOM IIPOTUIIOKa3aHe yepe3
IiABUINEHUY PU3UK PO3BUTKY aHTiIOHEBPOTUYHOTO HAOPSKY. Po3mounHaT 3aCTOCYBaHHS
cakyObiTpuiy/BancapTaHy CJlif He paHillle HixX yepe3 36 TOOUH IiCJIg IPUHAOMY OCTaHHbBOI 103U
epUHIONPUIY. YV pa3i IpunuHeHHS JIiKyBaHHSA caKyOiTpuiIoM/BajicapTaHOM Teparlliio
IePUHIOIPHUIOM CJIifi PO3MOYMHATH He PaHillle Hixk yepe3 36 TOAWH MiCs NPUMOMy OCTaHHBOI J03U
cakyb6iTpuny/Bancaprany (ouB. po3minu «ITpoTunokasaHHs» Ta «B3aemomis 3 iHIIUMY JTiKapCHKUMU
3aco0aMu Ta iHIIi BUOY B3aEMOMIl»).

OnHouacHe 3acTocyBaHHA iHTiOiTOPiB ATI® 3 iHmmMu iHribiTopamMu HeUTpaIbHOI €HAONENTHAA3!U
(HEIT) (manmpukiap panekagoTpuny), inribitopamu mTOR (Hampukianm CUPOIiMyCcoOM, eBepOIiMyCcoM,
TEMCHUPOJIIMyCOM) Ta BiJIHarIiITUHOM TaKOX IIiIBUIYE PU3UK PO3BUTKY aHTiI0HEBPOTHYHOIO HAOPSKY
(Hanpuknag HaOPSKY OUXalbHUX IIIIXiB a00 sI3WKa, 3 MopylIeHHISM GyHKIil guxanHsa abo 6e3) (ous.
po3nin «B3aeMopist 3 iHIMMU JTiIKapChKUMHU 3aco0aMu Ta iHIIi BUOKW B3aEMOTiN»).

Tomy mepen nmoyaTkoM JikyBaHHS iHriOiTopamu HEII (Hanpukiapn palnekafgoTpuiaoM), iHribiTopaMu
mTOR (Hampuknag CUpOIiMyCcOM, €BEPOIIMYyCOM, TEMCHUPOJIIMYCOM) Ta BiIHATTINTUHOM Yy IAIli€HTIB,
SIKi B3Ke 3aCTOCOBYIOTH iHTiOiTOp ATI®, Crtif MpOBECTH PETENBHY OLIHKY CIIiBBiIHOIIEHHS
KOPUCTh/PU3UK.

AHaginakmoioHi peakuii nid yac deceHcubinizauii

Y namienTis, siki npuiiMmanu inribitopu AIT® mig yac nmpoienypu aeceHcubinisaltil (Harmpukiag g0
ocuHOI abo OIKOIMHOI 0TPYTH), CIIOCTepiranuck aHadinakroigui peakuii. [uribitopu AII® crin
3aCTOCOBYBaTH 3 00€peXkKHICTIO ajieprikaM, SIKUX JIiKyI0Th neceHcuOini3allieio, Ta yHUKaTU
3aCTOCYBaHHS IallieHTaM, SKi IIPoXoasiTh iMyHOTepatito oTpyToo. OfHAK i peakilii MOxkHa
IIOTIEPEUTH, TUMYACOBO IPUNMHUBIIM 3aCTOCYyBaHHA iHTi0iTopa AII® mpoTAroM sKHalMeHIe 24
TOJUH Ilepef JTiKyBaHHSM Ialli€eHTiB, SKi MOTPeOy0Th 3acToCcyBaHHS iHTibiTOpiB ATI® Ta
neceHcubimizariii.

AHaginakmoioHi peakuii nid uac agpepesy ninonpomeiHie HU3bKoi wWisbHocmi

Pigko y marienTis, sKi mpuiiMatoTh iHribitopu AII® mig wac adepe3y JIITHII 3 cynbhaToM OeKCTpaHy,
TPaIISIThCA aHa(inakTOIAHI peakiil, 1[0 CTAHOBIATH 3arPo3y XKUTTIO. TakKi peakllii yCcyBalucs
TUMYaCOBUM CKaCyBaHHSM npuiiomy iuri6itopis AII® nepen KoxXHUM Ina3Madepe3oM.

ITauienmu, aAKum npogodumucs 2emo0ianis

[ToBimoMISANIK NP0 BUIAAKU BUHUKHEHHS aHa(iaKTOIgHUX peakllill y IalieHTiB, SKi IpuiManu
inribitopu AII® mig yac nepeOyBaHHS Ha reMOfiani3i 3 BUKOPUCTaHHSAM BUCOKOIPOTOYHUX MeMOpaH
(mampukinan, AN 69®). TakuMm malieHTaM CJIifl 3aCTOCOBYBATH iHIIUYM THUII Hiami3HUX MeMOpaH abo
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IpU3HayvaTH iHINHI KJlaC aHTUTINePTEeH3UBHUX 3aC00iB.
ITepguHHUU a1bOOCMEPOHI3M

[TarieHTH 3 IEPBUHHUM TIillepajibfOCTEPOHI3MOM, K IIPABUJIO, HE BiNIOBiA0Th HA JIIKyBaHHSA
AHTUTINEePTEH3UBHUMHU IIperapaTaMy, Ki Oil0Th MIJITX0M iHTi0yBaHHS pPeHiH-aHTi0TeH3UHOBOI
cucTeMu. TOMy TaKuM IalliEeHTaM 3aCTOCOBYBATH Ie# TiKapChKU 3acib He PEKOMEHIYETHCS.

PigHi kaniro

['0710BHUM PU3UKOM JIiKyBaHHS Tia3uAaMM Ta Tia3UOHUMU OiypeTUKaAMU € 3HUKEHHS KOHIleHTpallil
KaJIiio Ta rimokasmiemisi. Y mamieHTiB, sIKi IoraHo Xap4yoThcs Ta/ab0 MpUUMaloTh 0gpa3y KilbKa
IIperaparis, y Mali€HTiB JIITHBOI'0 BiKYy, Y XBOPUX 3 LIXUPO30M II€YiHKHU 1 aCIIUTOM, Y MALli€HTIB 3
imeMiuHOI0 XBOPOOOIO CEPIIS i CEepIIeBO0 HENOCTATHICTIO CITif 3amobirTu mosiBi rimokamiemii (< 3,4
MMOJIb/JT). Y TaKuX NallieHTiB TinoKasieMis 36ibIIye KapAiOTOKCUYHICTh CEePLIeBUX ITiKO3UTIB i PU3UK
IIOSIBU apUTMil.

Kom06inanist meprHOONPUITY Ta iHganmaMiny He 3amobirae mo4aTok rinokamieMii, 0coOIMBO y TAITiEHTIB
3 IIyKpoBuUM miabeToM ab0 3 HIPKOBOI HemoCTaTHICTIO. [Tpu Teparmii aHTUTinepTeH3UBHUM
npenapaToM y KombiHalii 3 IiypeTUKOM CIIifi IPOBOAUTH PETYNISPHUM KOHTPOJIb PiBHIB Kaiio y
IIJIa3Mi KPOB.

Kanitisbepiearoui npenapamu, xap4osi 0obasku, u,o micmams kait, abo 3aMiHHUKU COi 3 KanieM

OpHovacHe 3aCTOCYBaHHS IEPUHAONPUIY 3 Kajlili3bepiraloyuMu npenapataMu abo XxapyoBUMU
moOaBKaMH, 110 MIiCTSITh Kaliif, He PpeKOMEeHAYEThCS (IUB. po3in «B3aemMopisa 3 iHIMKUMY JTiKapChKUMU
3aco0aMH Ta iHII BUOU B3aEMOLIN»).

I'inepkaniemis

[uribitopu AII® MOXYTb BUK/IMKATHU TiepKalieMiio, OCKiTbKY BOHU NPUTHIYYIOTh BUBIIbHEHHS
anbaocTepoHy. EdekT 3a3Buyail He3HAUYHUY Y NAIi€HTIB 3 HOPMaJIbHOK (QYHKITE€I0 HUPOK. [0
(bakTopiB PU3UKYy BUHUKHEHHS TillepKaieMil HajexkaTh: HIPKOBA HEIOCTATHICTh a00 3HUKEHHS
GbyHKILi HUPOK, BiK moHan 70 poKiB, IyKpoBUl AiabeT, iHTEpKYPEeHTHI CTaHU, TaKi K AerifpaTallid,
rocTpa ceplieBa HelOCTaTHICTh, MeTaboTiuHUM allig03 Ta OgHOYACHE 3aCTOCYBaHHS
Kajii3bepiranyux OiypeTHkKiB (HalIpUKiIaf CIipOHOIAKTOHY, eIJIePeHOHY, TpruaMTepeHy abo
aMminopuamy), XapuoBux m106aBOK, IO MICTSTh Kaili, abo 3aMiHHUKIB coJti 3 KajtieM, abo iHIIuX
IpenapariB, 1[0 BUKIUKAIOTh IMiABUIIEHHS KOHLIEHTpAIlil KaJjlil0 y CHPOBATIIi KPOBi (HampuKiazg
refnapyuH, TPUMETOIPUM ab0 KO-TPUMOKCA30JI, TaKOXK BifoOMUH SK TPHMETOIPUM/CyIbhaMeToKCa30II),
0COo0/IMBO aHTArOHICTiB abAOCTEPOHY ab0o 6JI0KaTOPiB aHTI0TEH3MHOBUX PELIETITOPIB,
alleTUIICAJIIIIAIIOBOI KMCIIOTH Y 1031 = 3 r/mo0y, iuribiTopis LIOT-2 Ta HecenektuBHux HIT3TI,
iMyHOMEnpecaHTiB, TaKUX SIK IMKJIOCIOPUH abo Takposimyc. [inepkaniemis Moxe COPUYMHUTH
BUHUKHEHHS CEPUO3HOI, iHOA1 TeTanbHOl, apuTMil. fAKIIo ogHOYaCHEe 3aCTOCYBaHHS IEPUHAOIPUIY Ta
Oynmb-sIKOI 3 BUIlle3a3HAUEHUX PEUOBUH BBAXKA€ThCS HOLIIBHUM, iX CJIifl 3aCTOCOBYBATH 3
00epexkHiCTIO0, peTenbHO KOHTPOJIIOIOYY PiBEeHb KaJlilo y 1mia3Mi KpoBi (AuUB. po3nin «B3aeMofis 3
iHITMMY NTiKapCbKUMM 3aco0aMM Ta iHII BUOM B3AEMOIiii»).

BazimHicmb

IuribiTopu AII® He crig mpU3HaAYaTH IIif Yac BariTHOCTI. AKIIo mig 9ac jikyBaHHA iHTiOiTopamu ATT®
NallieHTH TJIaHYIOTh BaTiTHICTD, 1X CJIil 3aMiHUTH Ha ajbTepPHATHBHI aHTUTINIEPTEeH3UBHI 3aco0u, sKi
MaloTh BCTAHOBIIeHUM MPOodink 6e3meKu s 3aCTOCYBaHHS BariTHUM. fKIIO MiATBEPAXKYETHCS
BariTHICTh, NTiKyBaHHA iHribiTopamu AII® cnig HeraliHO MPUNMHUTH i, K10 HEOOXimHO, TOYaTH



arbTEePHATUBHY Teparmito (TuB. po3ninu «[IpoTunokasaHHa» Ta «3aCTOCYBaHHS Y [1ePiof BariTHOCTI
abo romyBaHHS TPYOOIO»).

domouymausicmeo

[ToBimoOMISIIM PO BUIIAAKK Peakllil CBITIOUYTAUBOCTI y MAIli€HTIB, SIKi MpHUiMaly Tia3ugHi Ta
tiasupononibHi miypetuku. IIpu BUHUKHEHHI TaKUX peaklliil TiKyBaHHS [iypeTUKaMu
PEKOMEHOYEThCA MPUNIUHUTHU. AKII0 HeoOXigHEe MOBTOPHE 3aCTOCYBAHHS [iypeTHKa,
PEKOMEeH0BaHO 3aXUCTUTH BPa3/KBi OiNSHKY Bif COHIISA abo Bif mKepes MTYy4YHOTO yabTpadionery.

Hupkoesa HedocmamHicmb

[Ipu TSXKKiM HUPKOBiM HEJOCTATHOCTI (KJipeHC KpeaTHHiIHY < 30 MJI/XB) JTiKyBaHHSA IPOTUIIOKa3aHe.
Pokcunep He migXoguTh HalieHTaM 3 KJIipeHCOM KpeaTuHiHy < 60 Mii/xB. [1/1 TaKUX Nalli€HTIiB
peKoMeHJ0BaHe TUTPYBaHHSA OKPEMHUX 103 MOHOKOMITIOHEHTIB (OuB. po3xin «Crmocib 3acTocyBaHHSA Ta
DO3U»).

[7g mesKUX MallieHTiB 3 TinepTeH3i€io 6e3 BUAMMUX ypaXkKeHb HUPOK, ¥ SKUX aHali3u I0Ka3yloTh
GyHKILiOHATBHY HUPKOBY HEIOCTaTHICTE, TIKyBaHHS CJIifi IPUNUHUTHU. BiIHOBIIOBATH NTiKyBaHHS
OTPiOHO Ta PO3MOYATH 3 HAMHMUKYOL 003K ab0 TiMbKM 3 OMHUM KOMIIOHEHTOM.

[lns TakuX Malli€HTiB 3BUYaliHe MEOUYHE CIIOCTEPEXKEHHS BKIII0YaTHMe YaCTHUU KOHTPOb PiBHSA
KaJlifo i KpeaTUHIHY [ic/Is 2 TUXKHIB JIiKyBaHHS, a IOTIM KOXKHI 2 MiCALl IPOTATOM Iepiogy
TepaneBTUYHOI cTabimbHOCTI. [T0BiqOMIISITIM ITPO HUPKOBY HEIOCTATHICTL, B OCHOBHOMY Y TAIli€HTiB 3
TS2KKOIO0 CepIieBOI0 HEJOCTATHICTI0O ab0 3 OCHOBHOIO HUPKOBOIO HEIOCTATHICTIO, BK/IIOUAI0YH CTEHO3
HUPKOBOI apTepil.

[TpemapaT 3a3Buy4ail He PEKOMEHAYIOTh Y BUMIAAKY [ABOOIYHOT0 CTEHO3Y apTepiit HUPOK abo CTeHO3y
apTepii €NWHOI HUPKH.

Y matieHTiB, SKi 3aCTOCOBYBai BUCOKi MO3K po3yBacTaTUHY, 0co6mrBo 40 MT, Big3Hadaau BUMIQKH
IIPOTeiHypii (BU3HAUEHOI 3a «TECTOM CMYXKKU»), IepeBaKHO KaHalblleBOl 3a IIOXOAKEHHSIM Ta
OiNbIIOCTI BUMNAMKIB TUMYACcOBOI abo ImepepuBYacTo0. IIpoTeinypist He CBimuuMia mpo roctpe abo
IIPOrpecyloye 3aXBOPIOBaHHSA HUPOK (IuB. po3min «ITobiuHi peakirii»).

OyHKUiA HUPOK ma diypemuKu

Tia3upHi i ciopifgHeHi AiypeTHKy e(eKTUBHIII IpU HOpMaJibHill QYyHKII1 HUPOK abo pyu He3HAYHOMY
ii mopyueHnHi (piBeHb KpeaTHUHIHY y M1a3Mi KpoBi fopociux < 25 Mr/i abo 220 MKMOJIb/T).

Y nanieHTiB NITHLOTO BiKy piBeHb KpeaTHHIHY B IIJIa3Mi KPOBI C/Iif KOPUT'YBaTU BifHOCHO BiKY, Macu
Tiza Ta ctarTi, 3a hopmynoo Kokpodra:

cl,, = (140 - BiK) X Mmaca Tina/ 0,814 X piBeHb KpeaTUHIHY Y IJIa3Mi KPOBI,

Ie: BiK BUpAXKeHUH y pOKaX, Maca Tijla — y Kijlorpamax, piBeHb KpeaTUHiHY y IIJla3Mi KpOBi — B
MIKPOMOJIAX Ha miTp. Lig dpopMmyna migxomuTh Oyist YOIOBIKiB MITHHOTO BiKy. [IJ1s1 XKiHOK Pe3yIbTat
ciig noMHOXKUTH Ha 0,85.

limoBoneMis, 110 BUHUKAE Ha II0YATKY JIIKyBaHHS Yyepe3 BTpaTy BOAU 1 HATPilo BHACIIAOK
3aCTOCyBaHHS OiypeTuKa, MOXKe CIPUYUHATHA 3HUKEHHS KiTy0oukoBoi dinbrpanii. [e Moxke
IIPU3BECTH [0 30ibIIIeHHS PiBHSA CEYOBMHY Ta KpeaTHHIHY Y IIJla3Mi KPOBi. Y maiieHTiB 3
HOPMaJIbHOI (PYHKIT€I0 HUPOK TakKa TPaH3UTOPHa (QyHKIIOHAJIbHa HUPKOBa HEJOCTATHICTh 3HUKAE



0e3 Oymb-sIKUX HaCIOKiB, ajie MOXKe IOTipPIIMTY CTaH IMAllieHTiB 3 yKe HasBHOI0 HUPKOBOIO
HeIOOCTaTHICTIO.

ApmepianvHa 2inomeHais i depiy,um 8o0u ma esneKkmpoaimia

IcHye pu3UK Pi3KOro 3HUXKEHHS apTepiaTbHOTO THUCKY y MallieHTiB 3 gedinuToM HaTpio (0cOOMMUBO Y
TIAIliEHTIB 31 CTEHO30M HUPKOBUX apTepiit). Tomy HeoOXimHO CHCTEMAaTUYHO MTePeBipATH HASIBHICTh
CHUMIITOMIB IeilliTy BOOU Ta eJeKTPOJITiB, III0 MOXKYTh BUHUKHYTH IIpH O/1t0BaHHiI abo miapel.

Y Takux naiieHTiB HeoOXigHO PETYISIPHO KOHTPOJIIOBATH PiBEHb €JIEKTPOJIITIB y MIa3Mi
KPOBI.

[Tpy BUHMKHEHHI 3HAYHOI apTepianbHOI rinoTeH3il y mamienTa Moxe OyTH MOTPiOHUM
BHYTPIIIIHLOBEHHE BBEIEHHS i30TOHIYHOI'0 COJILOBOI'0 PO3YKHY. TMMYacoBa apTepiajibHa rinoTeH3is
He € MPOTUII0OKAa3aHHAM [JIs IIOHAJIbIIOro MPUoMy JTikapchbKoro 3aco0y. ITicns BifHOBIEHHS 06’ eMy
IIUPKYII0I0490i KPOBi Ta HOpMaJti3allil apTepiaJIbHOT0 TUCKY JIiIKyBaHHS MOXKHA PO3M0YaTH 3 HUXKYOL
no3u abo OMHUM KOMIIOHEHTOM IIperapary.

Pusuk apmepianvHoi 2inomeH3ii ma/abo Hupkogoi HedocmamHocmi (y sunadky cepuesoi
HedocmamHocmi, B00HO020 Mad eAeKmpoaimHo20 ducbanaxcy)

3nauyHa ctumynsanis PAAC, oco6nuBo Iif Yac 3HaYHOTO BOOHOTO Ta eJIEKTPOJIiTHOTO AuchamaHcy
(cyBopa fieTa 3 0OMeXKeHHSIM HaTpiio abo MooBXKeHe JIiKyBaHHS iypeTHKaMu), CIiocTepiranacs y
NAlliE€HTIB, apTepianbHUM TUCK SAKUX CII0YATKy OyB HU3bKUM, V BUIIafKaX CTEHO3y HUPKOBUX apTepiy,
IIPY CEPIIEBiM HEMOCTATHOCTI i3 3aCTIMHUMHU SIBUIIIaMK a00 IMPO30M 3 HaOPSKOM Ta aCIIUTOM.

Takum unHOM, 0710KyBaHH4 I1i€l cucTeMu iHTibiTopoM AII® MOXKe CIPUYUHUTH, OCOOINBO ¥ MOMEHT
IIePILOr0 3aCTOCYBaHHA Ta IPOTATOM MEPIINX 2 TUXKHIB JIIKyBaHHS, HECIIOiBaHe 3HUKEHHS
apTepianbHOr0 TUCKY Ta/abo MigBUIEHHS PiBHIB KpeaTUHIHY Y Ia3Mi KpOBi, IEMOHCTPYIOUU
GyHKUIOHATTBHY HUPKOBY HEIOCTaTHICTE. YacoM Ile MOXKe MaT{ BUTTIAM TOCTPOro Halaay, Xo4a i
pigKo, Ta 3 pi3HUM [IE€PiOOM Hamamy.

Y Takux BUMagKax JIiKyBaHHS MePUHOOIPHUIOM CJIii PO3MOYUHATH 3 HU3bKOI 03H, i MiABUINYBaTH ii
IIOCTYTIOBO.

PeHosackyasipHa 2inepmeHais

JIikyBaHHSIM peHOBaCKYJIIpHOI rinepTeHsil € peBackynspusanisi. OnHak iHriditopu ATI® MoXyTh OyTH
NPUUHATHUMHY [JI5 NALi€HTIB 3 PEHOBACKYJISIPHOIO TiNepTeH3i€ek, sSKi 4eKalTh Ha Xipypriyny
KOPeKIIito, a0 SKIIO0 Taka oIepallis HeMOXKIIUBA.

[TpuiioMm nepuHOONPUIy/iHTanaMify naiieHTam 3i CTeHO30M HUPKOBUX apTepiit abo 3 mimo3poio Ha
HBOT'O CJIifl PO3M0YaTH Y MeIUYHOMY 3aKJIafi.

CmeHo3 aopmasavHo20 abo MimpaabHO20 KAanaHie/ 2inepmpogiuHa kapdiomionamis

[uridiTopu AT1® HeoOXimHO 3aCTOCOBYBATU 3 00EPEKHICTIO IIPH JIiKyBaHHI MallieHTIiB 3
0OCTPYKIIi€I0 BUBIIHOT'0 TPAKTY JIiBOTO IIJIYHOYKA (SIK HAIIPUKJIIa[ CTEHO3 aopTu abo
rinepTpodiyHa KapaioMionaTis).

Kawennv



[Tpu 3acTocyBaHHi iHTi6iTOPiB AII® iHOAI 3’ IBNIAETHCA CyXUM Kalllelb — HEMIPOAYKTUBHUM, CTINKUM.
Bin 3HuKae micns mpunuHeHHs Teparii. Kamens, cnpuynHenuyt inriditopamu AII®, mae
PO3TTIIHATUCS K YaCTHHA AudepeHIiabHOro JiarHo3y Kauio. AKIo npu3HadyeHHs iHriditopa AIIO
BCe IIle BBAXKAETHCS HEOOXigHUM, MOXKHA PO3TJITHYTH IUTAHHS 00 NIPOJOBXKEHHS JTiKyBaHHS.

IHmepcmuuiaavHe 3ax80PHOBAHHSA /Ie2eHb

BimoMo mpo mooguHOKI BUMTAagKM iHTEPCTUIIaTbHOTO 3aXBOPIOBAHHS JIET€Hb ITPH 3aCTOCYBaHHI IeIKUX
CTATHHIB, 0COOIMBO Y BUMIAAKY MOBroTpUBaoi Teparii (muB. po3min «ITobiuni peakirii»). o
CHMIITOMIB [TIOPYILLIeHHS HajeXaTh 3aJUIlIKa, HEIIPOAYKTUBHUY Kallle/Ib Ta MOTipPIIeHHS 3araJbHOT0
CTaHy (BTOMa, BTpaTa MacH Tijla Ta MifiBUILIEHHS TeMIlepaTypH). Y pasi Mifo3pu Ha PO3BUTOK
iHTepCTUIiaTbHOTO 3aXBOPIOBAHHS JIETeHb 3aCTOCYBaHHS CTATUHIB IOTPIOHO NMPUNIMHUTH.

ITeviHkoBa HedocmamHicmob

JlikyBauHS$ iHTriGiTOopoM AII® iHOMI CYyIIPOBOMAXKYBAIOCS MOSBOI0 CHHAPOMY, SIKHM PO3IIOUYMHABCS SK
X0JecTaTU4yHa KOBTSHHUIIS, 1110 IPOTpecyBasia A0 CIOHTAHHOT0 HEKPO3y IeYiHKM Ta (iHKOIM) CMepTi.
MexaHi3M 1bOTO CHHAPOMY He3’sicoBaHui. [larienTam, siKi oTpuMytoTh iHribiTopu AII® Ha Tii IKuX
PO3BUBAETHCS KOBTSHUIS a00 Bil3HAYAETHCS MigBUIIIEHHS PiBHS MEYiHKOBUX (PEPMEHTIB, CIlifg
IPUIIMHUTY IPUHOM iHTiOiTOPY (muB. po3min «[TobiuHi peakiii»).

ITeyiHKoBa eHuepasonamis

[Tpu noripmiesHi QyHKIII TeYiHKY Tia3uAHI Ta Tia3UZONOiOH] AiypeTUKN MOXKYTh CIIPUUUHUTI
Ie4iHKOBY eHIle(danonaTiio. 3aCTOCyBaHHS OiypeTHKa CIifl 0fpa3y IPUIUHUTH HiCas 11 IOSBH.

PigHi Hampito

KonneHnTpanito HaTpiio y mi1a3Mi KpoBi HeoOXigHO BU3HAYaTH Nepeq I04aTKOM JIiKyBaHHS Ta yepe3
PiBHI IPOMIiXKKU 4acy Mif 4yac JiKyBaHHA. BCl AiypeTUKu MOXYTh CIPUYMHSATH TiIOHATPiEMIIO, iHOA] 3
OyXKe Ceplo3HUMU Hacnigkamu. OCKiIbKY 3MEHIIIEeHHS KOHLIEeHTPallil HaTpio y Ia3Mi KpoBi
CII0OYaTKy Moxke OyTu 6e3CUMITOMHUM, HEOOXimHUM PeryaspHUN KOHTPOIb. Y Nalli€eHTiB TITHHOTO
BiKy Ta XBOpPHUX 3 IXPO30M ITeYiHKM BU3HAUEHHS KOHIIEHTPAIlil HaTpilo y Ma3Mi KpoBi OTpPiOHO
3pilicHioBaTH dacTime (AuB. po3ninu «I1o0iuHi peakiii» i «Ilepeo3yBaHHA»).

linoHaTpieMis 3 rimoBoneMieio Moxke OyTU IPUUMHOIO OeTigpaTallii i OpTOCTaTUYHOI TiloTEeH3Ii.
CymyTHS BTpaTa XJIOPUA-i0HIB MOXKe ITPU3BECTH 10 BTOPHHHOI'0 KOMIIEHCATOPHOTO MeTabO0IiYHOTO
aJyikasio3y: 4acToTa i CTYIiHb UbOTO0 ePEeKTy € He3HAUHUMU.

ITodoeocenHs inmepaany QT

[TarienTy 3 momoBxKeHUM iHTepBanoM QT TakoXK MalTh ITEBHUM PU3UK, HE3ANIEXKHO Bill MPUYUHU
NIOJIOBXKEHHS iHTepBany (BpomxkeHe abo aTporenHe). [imokanieMisi, Tak caMo SK i Opagukapmis, mie
K (haKTOp, 110 CIIPHUSIE PO3BUTKY HEOE3MEYHUX apUTMIil, 30KpeMa IoIiMopdHOI HITyHOYKOBOI
Taxikapmil TUTy «IipyeT», iHOAi 3 TeTalbHUM HaCIigKOM.

Y Bcix BUIlaiKax y TaKWX XBOPUX NMOTPiOHO YacTille KOHTPOJIIOBATH PiBeHb KaJlilo y Myla3Mi KpOBi.
[Tepie BUMipiOBaHHS KOHIIEHTPAIIi1 KaJIii0 y I1a3Mi KPOBi CJIifi TPOBECTU IPOTATOM IIEPIIOr0 TUKHSI
IIiC/ISl IOYaTKY JIIKyBaHHS.

[Tpu BUSABIEHHI HU3bKUX PIBHIB KaJIilo CJIil IPOBECTU KOPUT'YBaHHS [O3yBaHHS.

PigHi Kaavuito



Tia3upgHi Ta TiadumonomibHi miypeTHKKM MOXKYTh 3MEHIITYBATH BUBEIEHHS KaJlbllilo i3 cevero i
CIIPUYMHSTA He3HAYHOMY TPaH3UTOPHOMY 30ibIIIEHHIO KOHIIEHTPallil KaJIbIliio y Ij1a3Mi KPOBi.
Crilika rinepkarsnblieMis Moxke OyTu 06yMOBIieHa HasABHICTIO TineprnapaTupeody. ToMy JTiKyBaHHS
OiypeTUKOM CJIifi MPUIIMHUTHU OO0 IepeBipKu QYHKIII mapaliiTOBUIHOI 3aI03H.

Ceuosa Kucaoma
Y marfieHTiB 3 rinepypruKeMi€to MOXYTh CIIOCTEPIraTUCS Halagu Iofarpu.
ITayieHmu AiMHbO20 BIKY

[Tepen mo4yaTKOM JIiKyBaHHS CJIif IepeBipATH (PYHKIIi0 HUPOK Ta PiBeHb Kajilo. [Io4aTKOBY 403y
KOPHUTYIOTh BifIIIOBIIHO [0 ITOKa3HUKIB apTepialbHOT0 TUCKY, 0COO/IMBO IIpH AedilluTi BOOU Ta
eJIeKTPOJIITIB, {11 YHUKHEHHS TillOTEH3il.

IlauieHmu 3 amepocKaepo3om

Pu3uK apTepianbHOI TiMOTeH3ii iCHye y BCiX MAaIli€HTiB, ajle 0COONMUBY yBary Cilif IPUOiNATI
narfieHTam 3 ireMiyHoo XxBopo0Ooio cepild abo HEJOCTATHICTI0O MO3KOBOTO KPOBOOOITY,
IOYMHAIOYH JIiIKyBaHHS 3 HU3BKOI O3M.

ITauieHmu, xeopi Ha uykpoaull diabem

Y natieHTiB 3 iHCYJTiHO3a/Ie’KHUM ITyKPOBUM [fiabeToM (CTIOHTaHHA TEHOEHIIIS [0
MiOBUINEHHS PiBHS KaJlilo) JMiKyBaHHS CIIi[ MOYWHATH IIif HaTJISA0M JIiKaps 3i 3HUKEHOI0
II0YaTKOBOIO [T03010.

[TamieHTaMm, XBOPUM Ha IIyKpOBuUM miabeT, sSKi MpuiMaloTh ITepopaibHi mpoTuniabeTHuHi
3acobu abo iHCymiH, HeoOXiIHO PeTeNbHO KOHTPOIIOBATH PiBHI I'miKeMil mif yac mepmx
Mics1IiB JTiKyBaHHS iHTi0iTOpoM AIIO.

[leski maHi cBif4aTh, [0 CTATUHU SK KJIacC MiABUIIYIOTh PiBEHb TJIFOKO3U Y KPOBi, a y HesKUX
TIAIEHTIB 3 BUCOKUM PU3UKOM PO3BUTKY HiabeTy MOXKYTh BUKJIMKATH, KOJIH IOIJIbHO ITPOBOOUTH
dbopmanbHUY OOy 3a miabeToM. [IpoTe 11l pU3UK ITePeBaXKy€eThCsT 3MEHIIIEHHSIM PU3UKY CepIeBo-
CYOVHHUX 3aXBOPIOBaHb IIPY 3aCTOCYBaHHI CTaTHHIB, TOMY BiH HE IIOBUHEH CTaBaTH IIiICTABOIO AJId
IPUIIMHEHHS JTiKyBaHHS CTaTUHaMM. Y MallieHTiB 3 pu3uKoM fAiabeTy (T/1I0K03a HaTie Bif 5,6 mo 6,9
MMOJIb/JI, iggexc macu Tina (IMT) > 30 kr/M°, HigBUIIEHHS PiBHS TPUIIIiNepHULiB, TilepTeHsis) ciif
nepeBipsATH 5K XiMiyHi, Tak i 6i0XiMiyHi TOKa3HUKY 3TiHO 3 HallioHAJIbLHUMU HaCTaHOBaMHU.

Y mocnipxerHi JUPITER 3aranpHa 4acToTa I[yKpoBoro giabety carana 2,8 % y rpyii po3yBacTaTUHY
Ta 2,3 % y rpyIi mnaiebo, 3arajaoM y MallieHTiB 3 piBHeM I'JIIOKO3M HaTIIe Bif 5,6 [0 6,9 MMOIb/I.

I'n1t0Ko03a 8 Kposi

Y xBop¥X Ha IIyKpOBHUii fiabeT BaKJIMBO KOHTPOJIIOBATH PiBEHb I'IIOKO3U Y KPOBi, 30KpeMa
IIpHU TimoKaJiemil.

Cepuesa HedocmamHicme/ msajicka cepuesa He0oCmamHicms

[TarmienTaM 3 TSIKKOI0 CEPIIeBOI0 HEOOCTaTHICTIO (Knac IV) abo malieHTaM 3 iHCYTiHO3ameXKHUM
IIyKPOBUM fiabeToM (CIIOHTaHHA TEHIEHIIis OO MigBUINEHHS PiBHIB KaJlilo) MTiKyBaHHS CIIif
PO3MOYMHATH IIil MEJUYHUM HarasagoM 31 3HMKEHOI0 IT0YaTKOBOIO M03010. ITallieHTaM 3 rimepTeH3icio



Ta CEPILIEBOI0 HEJIOCTATHICTIO He CIIi[l MPUIUHSATH NTiKyBaHHS OeTa-0nokaTopaMu: iHribitop AII® crig
momaTtu mo OeTa-6110KaTOpa.

EmmuiuHi ocobausocmi

Tak camo, K i 3 iHmuMu iHribiTopamu AII®, mepuHOONPUI UMOBIPHO MeHII e(EKTUBHO 3HUKYE
apTepiaJbHUY TUCK Y TEMHOIIKIPUX MAIIE€HTIB, OPIBHSHO 3 iHIIUMHY, 110, MOXKJIUBO, IIOSICHIOETHCS
HU3bKUM PiBHEM pPEeHiHY y KPOBI 11X al[i€HTiB.

dapMaKOKiHETUYHI AOCIIXKEHHS IeMOHCTPYIOTh MiBUIIEHHS BIJINBY PO3yBaCTaTUHY Ha MAllleHTiB —
IpeCTaBHUKIB HApOiB A3il y MOPiBHAHHI 3 NallieHTaMU — IIpefcTaBHUKaMu HapofiB KaBka3y (nus.
po3minu «®apMakokiHeTrKa», «Crocib 3acToCyBaHHS Ta [03U» Ta «IIpOTUIIOKA3aHHS»).

Xipypeis/ aHecmesis

[uribiTopu ATI® MOXYTh CIPUUYMHSTH apTepialbHy TimoTeH3ilo ¥ pasi aHecTesil, 0co06IUBO KON
AHECTETHK, 110 BBOTUTHCS, € ITPErnapaToM 3 TiMOTEH3UBHUM IOTEHITiaIoM.

TakuM 4MHOM, peKOMEHY€eThCs, 1100 JiKyBaHHS iHriGiTopamu AII® mpoIOHTOBaHOI Iil, TAKUMH SK
NIepUHIOIPUI, OyJI0 IPUIMHEHO II0 MOXKJIMBOCTI 3a [IeHb [I0 XipypridyHoro BTPy4YaHHS.

CnopmcmeHu

CnopTCcMeHaM CJIifi BpaxOByBaTH, 1110 I[e¥ TiKapChKUX 3aCi0 MiCTUTh aKTUBHY PEYOBUHY
IHOamaMmif, 1110 MOXe CIIPUYUHATY IO3UTUBHY Peakliiio IIpU IIPOBeNEeHH] JOMiHT-KOHTPOJIO.

XopioidasnvHull Bunim, 20cmpa Mionis i BMOPUHHA 3aKPUMOKYMOo8d 21ayKoma

[TpemapaTu cynbdaHinaminy abo noxigHUX cynbdaHiaMifny MOXYTb BUKJIUKATH iJiOCUHKPATUYHY
peaxiiiio, 110 MPHU3BOAUTE 10 XOPioifaIbHOT0 BUIOTY 3 HedeKTOM 11071 30py, KOPOTKOYaCHOI
KOPOTKO30POCTi Ta TOCTPOI 3aKPUTOKYTOBOI ITayKoMu. CUMIITOMY BK/II0UAIOTh TOCTPUM IOYaTOK
3HUKEHHS TOCTPOTH 30py abo oyHOro 00JI0 i, IK IPAaBUIIO0, BUHUKAIOTh IPOTATOM [I€KiTbKOX TONUH
abo TUXKHIB Biff MOoYaTKy IpuioMy Ipenapary. HemikoBaHa rocTpa 3aKpUTOKYTOBa I'layKoMa MOXke
IIPU3BECTH [I0 IIOCTiMHOI BTpaTH 30py. [IepBUHHKM JIiKyBaHHSM € IPUIMHEHHS IIPUIOMY IIpelapaTiB
SKOMOTa IIBHUALIE. JKI0 BHYTPIIIHbOOYHUM TUCK 3a/IUIIAE€ThCA HEKOHTPOIbOBAHUM, MOXKE
3HaHoOUTHUCS IMIBUAKE Megu4yHe abo XipypriuHe nikyBaHHS. ®aKTOpU PU3UKY PO3BUTKY I'OCTPOIL
3aKPUTOKYTOBOI IJTayKOMM MOXYTh BKJTIOUaTH B cebe aHaMHe3 aieprii Ha cynbdoHamin abo
MeHIINITiH.

Bnaue Ha ckeaemHy MyckKyaamypy

YpaxkeHHS CKeJleTHOI MyCKYJIaTypH, HallpUKIIaf Mianris, miomaTisi, pinko — pabmomionis,
CIIOCTepiranucs y malieHTiB IpY 3aCTOCYBaHHI PO3YBACTATUHY y BCIX JO3YBaHHSAX, a 0COOIMBO IpU
no3ax Gineie 20 mr. [Tpu 3acTocyBaHHI e3eTuMi0Oy y KombiHartil 3 iHridiTopamu I'MI-KoA-penykrasu
nyke pifKo MOBiIOMIISIZIOCH IPO BUMIAAKK PO3BUTKY pabmomionizy. He MoxXHa BUKITIOYATH
MOXKJIMBOCTi (papMaKOAMHAMIYHOI B3a€EMOIil, a TOMY TaKy KOMOiHaIlil0 C/Iil 3aCTOCOBYBAaTH 3
obepexkHICTIO (quB. po3min «B3aeMopmis 3 iHIIMMY JTiIKAapPChKUMHU 3ac00aMu Ta iHIIi BUIKW B3aEMOTIN»).

4K iy BUnapky 3actocyBaHHs iHmmx iHri6itropis ['MI'-KoA-penykTasu, Buniagku pabmomiornisy,
IIOB’s13aHi 13 3aCTOCYBaHHAM PO3yBaCTaTUHY, Y IOCTMapKETUHTOBUY IIE€PiOT TPAIUISIMCS YacCTille Ipu
mo3i 40 mr.

BusHauenHs pigHsa kpeamuHKiHa3u (KK)



Pieui KK He cnif BUMipioBaTH micig 3HAYHUX (Pi3MYHUX HaBaHTaKeHb a00 NIpX HasgBHOCTiI MOKJIUBUX
anbTEePHATUBHUX NMPUYUH migBuineHHs KK, 110 MOXyTh 3aBaXaTH iHTepIIpeTalil pe3ynbTaTiB. AKIIO0
nmo4yaTKoBi piBHi KK 3HauHO migBuieHi (> 5 X BMH [BepxHb01 MexXi HOpMHU]), IPOTSATOM 5-7 OHIB
HeoOXiTHO 3po0UTH MONAaTKOBUM MiATBEPAXKYIOUNH aHai3. fAKI0 pe3yabTaT MOBTOPHOT'O aHAali3y
nigTBepaXKye noyatkoBuil piBeHs KK > 5 X BMH, po3nounHaTy JiKyBaHHS HE CIIif.

ITeped nikysaHHAM

Po3yBacTatuH, sK i pemry iHri6itopis 'MI'-KoA penykTa3u, ciif 3 00epekHICTIO Tpu3HavYaTh
naiieHTaM i3 ¢haKTopaMu, 110 CIIPUSIOTh PO3BUTKY MiomnaTii/pabmomionisy. o Takux hakTopiB
HaJjleXarTh:

nopyueHHs (QyHKIIl HUPOK;

- TinoTHUPEOS;

HAsIBHICTH B iHAMBimyambHOMY ab0 CiMeiHOMY aHAMHe3i CIIafIKOBUX M’S30BUX 3aXBOPIOBAHb;

HAsBHICTh B aHaMHe31 MiOTOKCUYHOCTi, CipuunHeHO] iHmuMu inridiTopamu I'MI-KoA-pegykTasu
abo dibparamy;

3JIOBZKUBAHHS aJIKOT'OJIEM,

BiK > 70 poKis;

CHTYyallil, 10 MOXKYTh IPU3BECTH [0 MifBUILIEHHS PiBHIB IIpemnapary y Ijla3Mi KpPoBi;

OogHOYaCHe 3acToCyBaHHS (iOpaTiB.

YV Takux marieHTiB NOTPiOHO MOPIBHATH PU3UK Ta MOKJIMBY KOPUCTD ITPU 3aCTOCYBAHHI JTiIKAPCHKOTO
3aco0y; TaK0XkK PeKOMEHIOBaHUY KIiHIYHUY MOHITOPUHT. He citig po3moynuHaTy MiKyBaHHS Y BUIIAOKY
3HAYHO MiABUIIEHUX IT0YaTKOBUX piBHIB KK (> 5 x BMH).

Y nepio0 aikyeaHHs

[TarfieHTiB CIIif MomepeguTy IPO HeOOXiMHICTh HeraiHo MOBiTOMIISTH PO He3 SICOBHUM M’ SI30BUI
6inb, M’230BY cnabKicTh a60 CyoMH, 0COOTMBO SKIIO0 BOHU CYIIPOBOAXKYIOTHCS He3MyKaHHAM a0o
MigBUILIEHHAM TeMIlepaTypHu. Y TaKuX Nali€HTiB ciif Bu3dHauuty piBHi KK. Crig npunusutu
nikyBaHHS, Ko piBHi KK 3HauHo migsumeHi (> 5 X BMH) a0 K110 M’230Bi CUMIITOMHU TSIXKKi Ta
CIIPUYUHSIOTh IUCKOM@OPT yV MOBCIKAEHHOMY XKUTTi (HaBiTh sKio piBHI KK < 5 X BMH). {dkmio
CUMIITOMU MUHaIOTh i piBeHb KK moBepTaeThcs 10 HOPMH, po3yBacTaTuH ab0 albTepHAaTUBHUMN
inri6itop I'MI'-KoA mozkHa cripofyBaTi 3aCTOCYBaTH 3HOBY, ajie y MiHIMaJIbHUX [I03aX Ta IIif
peTenbHUM HarnsgpoM. Perynsipauit KonTponb piBHg KK y maiiienTiB 6e3 BullleBKa3aHUX CUMIITOMIB
He NOoTpiOHUM. [lyKe piAKO crocTepiraau BUMaAKX iMyHOOIIOCEPEOKOBaHOI HEKPOTHUYHOI MiomaTil
(IOHM) mig yac Ta micisg 3aCTOCYyBaHHS CTaTUHIB, 30KpeMa po3yBacTtaTuHy. IOHM xapakTepusyeThcs
cnabKicTIO TPOKCUMabHUX M'S3iB i MigBUIIEHHSIM PiBHS KpeaTHHKiHA3u B CUPOBATIIi KPOBI, sIKi He
3HUKAIOTh HaBITh ITiC/Id IPUNMHEHHS IPUMOMY CTAaTUHIB.

Y KMiHIYHYX JOOCTigXXEHHSIX YV HEeBEJIMKOI KiTbKOCTI IAIli€HTIB, SIKi 3aCTOCOBYBaJId PO3yBaCTaTUH Ta
CYIYTHIi IIpenapaTy, IOCUJIEHOTO BILIMBY Ha CKEeJIETHY MyCKy/IaTypy He Big3Hadanoch. OgHak
MigBHIeHa YaCTOTa BUMAAKIB MiO3UTY Ta MiolaTil CIloCTepiranach y IMalli€HTiB, sIKi 3aCTOCOBYIOTh
inmi inri6iTopu 'MI-KoA penykTasu i3 noxigauMu pidbpoeBoi KMCIOTH, B TOMY YHCIi reMdpibpo3unom,



IIMKJIOCIIOPUHOM, HiKOTMHOBOIO KMCJIOTOIO0, @30JIbHUMU IPOTUTPUOKOBAMHU 3aco0aMH, iHTibiTopamu
IPOTea3u Ta MaKpoligHuMu aHTHOioTMKaMu. ['eMbibpo3un mifgBuilye pu3uK po3BUTKY MiomaTii mpu
CYIIyTHbOMY 3aCTOCYBaHHI i3 gesskumu iuribitopamu I'MI'-KoA-penykTa3u, TOMy pO3yBacTaTUH He
PEKOMEH0BaHO 3aCTOCOBYBaTH ¥ KoMOiHatii i3 rempioposunom. CIpusTIUBUM BIIIUB MONAIbIINAX
3MiH piBHA MiMifiB MpX OIHOYACHOMY 3aCTOCYBaHHI pO3yBacTaTHHY i3 pibpaTaMu abo HialluHOM
OTPiOHO TOPIBHATH i3 IOTEHI[INHUMU PU3UKaMU IIPU 3aCTOCYyBaHHI Takol KoM0OiHarii. OgHOYacHe
3aCcToCyBaHHS po3yBacTaTyHY B [03i 30 abo 40 Mr Ta ¢ibpaTiB IpOTHUIIOKa3aHO (IUB. PO3MINU
«B3aemogis 3 iHIIUMY JTiKapCbKUMHU 3aco0aMu Ta iHIN BUOM B3aEMOfil» Ta «Ilepemo3yBaHHs»).

PosyBacTaTuH He CIIifi 3aCTOCOBYBAaTH I MAli€HTIB i3 TOCTPUMHU, CEPUO3HUMU CTaHaAMHU, 1110
CIPUSIOTh PO3BUTKY MiomaTii abo migBUINYIOTh PU3UK PO3BUTKY HUPKOBOI HEJOCTATHOCTI Ha TJIi
pabmoMioni3y (TaKMMU K CEIICHC, Tim0oTeH3is, BeJIMKe XipypriuHe BTPy4YaHHS, TPaBMa, TSIXKKi
MeTabomiyHi, eHOOKPHHHI ab0 eeKTPOJIiTHI MOPYIIeHHS; HeKOHTPOJIbOBaHI CyIOMH).

Poxcumep He CIIifl 3aCTOCOBYBaTH ONHOYACHO i3 CUCTEMHUM 3aCTOCYBaHHAM (y3UA0BOL KUCIIOTU
abo mpoTsAToM 7 [HIB MiC/Is MPUMIMHEHHS JTiKyBaHHS (y3UI0BOI0 KUCIOTO0. [IJIg TallieHTiB,
IJIS1 IKAX 3aCTOCYBaHHSA CHCTEMHOI (Qy3UI0BOI KUCIIOTH BBAXKAETHCS HEOOXiqHUM, JTiKyBaHHS
CTaTUHAMHU CJIi[i MIPUIINHUATH Ha BeCh Mepiof Tepalril ¢y3ugoBoi0 KUCI0Tow. bynu
TIOBiTOMJIEHHS IIPO BUMTaAKK pabmomionidy (BKItoYalo4y NeTalbHi HaCHiIKM) y TallieHTiB, sKi
OoTpUMYyBanu Qy3ugoBy KUCIOTY i CTaTUHU B KOMOiHaIlil (nuB. po3min «B3aemopis 3 iHIIuMu
JMiKapCbKUMU 3aco0aMu Ta iHIII BUAU B3aeMOfi»). [TalieHT MOBUHEH HeTalHO 3BEPHYTHCS [0 JIiKaps,
SIKIIIO BiH BiffuyBae TakKi CUMIITOMHU, SIK M’si30Ba CJ1a0KicTh, 6istb ab0 B’SITICTE.

Tepamis ctraTuHaMu MoxKe OyTH IIOBTOPHO IIPOBefieHa Yyepe3 7 [OHIB MicJis 3aCTOCYBaHHS OCTaHHBOI
no3u (Hy3umoBoi KUCIIOTH.

Y BUHSATKOBUX BUIIAagKaX, KOJIX HeoOXiHe TpUBajie CUCTEMHE 3aCTOCYBaHHS (y3UO0BOI KUCIOTH,
HaIPUKJIaM, IS JTiKyBaHHS TSXKKUX iHGEKIIiN, oqHOYaCHe 3aCTOCYBaHHS PO3yBaCTaTHHY i Py3unoBoi
KVCIIOTH MOKJIMBE TilIbKY ITifl pETEIbHUM MEIUYHUM HaTrIaooM.

IToositiHa 6.10Kada peHiH-aHziomeH3uH-a1b0ocmepoHosoi cucmemu (PAAC)

€ moBigOMJIEHHS IIPO Te, II0 OMHOYACHUY ImpuiioM iHribiTopiB AII®, 610KaTOPiB perenTopis
aHrioTeH3uny Il abo amickipeHy migBuUIlye pU3UK BUHUKHEHHS TillOTEH3ii, rinepkanieMii Ta
3HUKEHHS QYHKIIil HUPOK (BK/II0UAI0YU FOCTPY HUPKOBY HEAOCTAaTHICTh). ToMy mopBifiHa 610Kafa
PAAC mngxom ogHOYACHOTO ImpuiioMy iHribiTopiB AII®, 610KaTopiB pelentopiB anrioteH3uny Il abo
ajicKipeHy He peKOMeHJ0BaHa (auB. po3ainu «®apMakoguHaMika» i «B3aemMofis 3 iHIIUMEA
JiKapChKUMH 3ac00aMu Ta iHIIi BUAKW B3aEMOIIN»).

AKio nikyBaHHS 3 OHHOYACHUM 3aCTOCYBaHHSM OBOX OnokaTopiB PAAC BBaxka€eThCsi abCOTIOTHO
HeoOXiTHUM, BOHO MOKe BinOyBaTUCS TiNTbKY IIif HATJISOM CIlellialicTa Ta 3a YMOBU PETEIHHOT0
MOHITOPUHTY (PYHKIII HUPOK, PiBHS €IeKTPOJIITiB Ta apTepiasbHOr0 TUCKY. IHTibiTopu AII® Ta
6110KaTOpU pelenTopiB aHTioTeH3uHy Il He ciTif 3aCTOCOBYBaTH OOHOYACHO MallieHTaM 3 AiabeTUYHOI0
HedpomarTiero.

IHeibimopu npomeasu

[TinBuileHa cUCTEeMHa eKCIIO3UIIisl po3yBacTaTUHY CIOCTepiranacs B oci, sIKi 3aCTOCOByBaIn
pO3yBacTaTHH CYIYTHHO 3 Pi3HUMHU iHTiGiTOpaMu NMpoTeasy y MOENHAHHI 3 puTOHaBipoM. Crif
OILIIHUTY SIK KOPHUCTB Bifl 3HUKEHHS PiBHA JIMiiB 3a AOIOMOT 00 PO3yBaCTaTUHY y MallieHTiB i3 BIJI,
SIKi OTPUMYIOTh iHTi6iTOpY IIPOTEa3y, TakK i MOXKIIUBICTh MiABUILIEHHS KOHIIEHTPALill PO3yBaCTaTUHY Y
IJ1a3Mi KPOBi Ha IMOYaTKYy Teparlil Ta Ipy MigBUILeHHI 03U PO3yBacTaTUHY [AJIS MAlli€HTIB, AKi



OTPUMYIOTh iHTi6iTOpH mpoTea3u. OJHOYACHE 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y 3 iHribiTopamu
IPOTea3u He PEKOMEHAYETHCS, SKIO 403a PO3yBaCTaTUHY He CKOpPUroBaHa (muB. po3ninu «Cmocib
3aCTOCYBaHHS Ta [03W» Ta «B3aemofis 3 iHIIUMHU JTiIKapCHbKUMHU 3aco0aMu Ta iHIM BUOM B3AEMOIIN»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
Pokcumnep npoTunoKa3aHuy IIif 4aCc BariTHOCTI Ta B I1ePiof roAyBaHHS I'PYATO.
BariTHicTb

3actocyBaHHs iHribiTOpiB AII® He peKOMeH0BaHe Iif yac [ TpuMecTpy BariTHOCTI (OuB.
po3min «Oco6IMBOCTI 3aCTOCYBaHHA»). 3aCcTOCyBaHHs iHribiTopiB AII® mpoTHioKa3aHe Iif
yac II ta III TpuMecTpy BariTHOCTi (OuB. po3pinu «IIpoTunoka3zaHHsa» i «OCOOMUBOCTI
3aCTOCYBaHHS»).

EmimeMionoriyHi JaHi CTOCOBHO PU3UKY TEPATOTeHHOTO BIJIMBY IPU 3aCTOCYBaHHi iHTiOiTOPIB
ATI® npotsirom | TpuMecTpy BariTHOCTI He IIePEKOHIIKBI, OfHAK OesKe 3POCTaHHS PU3UKY He
BUKJTIIOYEHe. 3a BUHSITKOM BUIIAOKiB, KOJIM MMPONOBXKEHHs Teparii inribitopamu AIT®
BBaXKA€EThCSI HEOOXIMHUM, MaIliEHTKaM, SIKi IJIaHyIOTh BaTiTHICTb, CIIiJl IpU3HAUYUTHU
aJlbTePHATUBHY aHTUTINIePTEH3UBHY Tepallilo 3i BCTaHOBIeHUM IpodineM Oe3MmeKu 00
3aCTOCYBaHHA B [IE€PiOT BariTHOCTI.

fKI0 AiarHOCTOBAHO BaTiTHICTH, NMiKyBaHHA iHribiTopamMu AIT® cnig HeraHO MPUNUHUTY i,
IpY HeoOXigHOCTI, pO3M0YaTH ajJbTePHATUBHE JTiKyBaHHS.

Brnus Teparii 3 inribitopamu AII® mipg gac II Ta III TpuMecTpy CIPpUYUHSETHCS
(heTOTOKCHUYHICTIO (3HUXKEHHS (QYHKII1 HUPOK, MaJOBOAMS, VIIOBITbHEHHS OKOCTEHIHHS
KICTOK 4Yeperna) Ta HeOHaTa/lbHOI TOKCAYHICTIO (HUPKOBa HEAOCTaTHICTh, TiIOTEH3id,
rinepkamiemis). fAkuro inridiTopu AI1® 3acTtocoByBanu 3 II TpuMecTPy BariTHOCTI,
PEKOMEeHI0BaHO IIPOBECTH Y/IbTPA3BYKOBE AOCIIIXKEHHS I IepeBipKu QYHKIIl HUPOK i
CTaHy KiCTOK yepela. HoBOHapoXKeHUX, YKl MaTepi 3acTocoByBanu iHribiropu AII®, cin
pPeTeNnbHO IEePEBIPATH Ha HASIBHICTh TiMOTeH3il (OuB. po3minu «I[IpoTunoka3aHHsg» i
«Oc0BIMBOCTI 3aCTOCYBaHHI»).

KinbkicTs ganux (menine 300 BuMagKiB BariTHOCTI) 1IOO0 3aCTOCYBaHHS 1HOalaMify IIif 4ac
BariTHocTi oOMexkeHa. TpuBanuil BIIUB Tiasuny mig 9ac I TpuMecTpy BariTHOCTI MOXKe
3HM3UTHU 00’'€M MAaTEPUHCHKOI IIJTa3MHU Ta YTEPOIIalleHTHUM OTiK KPOBI, 110 MOXKe
IIPU3BECTHU [0 (PETOITAlleHTHOI illleMil Ta 3aTPUMKH POCTY.

IocmimXeHHs Ha TBAapUHAaX He CBim4aTh o npsMi abo HempsaMi MKigmuBi eeKTH 1010
PEenPOAYKTUBHOI TOKCUYHOCTI.

Ak 3anobixkHuY 3axif, 6akaHO YHUKATH 3aCTOCYBaHHS iHgamaMify Iif 4ac BariTHOCTI.
2KiHKM penpoayKTHBHOTO BiKy IMMOBUHHI 3aCTOCOBYBATH BifIIOBigHI 3ac00M KOHTpAIEIMIIil.

OCKinbKY X0JIeCTEPUH Ta iHII MPOAYKTH 0i0OCHHTE3Y X0JIeCTEPUHY € BaXKJIMBUMHU [IJIS
PO3BUTKY IJIOfa, MOTEHLIWHNY PU3UK Bif npurHidvenHs ['MI-KoA-pefgykTa3u nepeBaxae



KOPUCTB Biff JIIKyBaHHS y IIepiof BariTHOCTI. fAKINO narieHTKa 3aBariTHie mif 4yac
3aCTOCYBaHHS IIpernapary, JIIKyBaHHS CJIif HeraHO IIPUIIUHUTM.

Ilepiox rogyBaHHS TPYOIIO

Pokcunep npoTunokasaHuii B Iepiog rogyBaHHs I'PYAAIO0.

Yepes BifiCYTHICTh OOCTYITHOI iH(pOopMallii I[0[I0 3aCTOCYBaHHS IEPUH/IOIPUILY, BiH He
PEeKOMeH0BaHUi B Iepio rogyBaHHs I'pyAmio. B mepion rogyBanHs rpyaaio 6akaHO 3aCTOCOBYBATH
arbTEpPHATHBHE JIiIKYBaHHS 3 Kpallle BCTAHOBIIEHUM IIpodineM 6e3neKku, 0CoOIMBO HOBOHAPOIXKEHOTO
a00 HeJOHOIIIEeHOI IUTHHH.

HepocTtaTHbo iHdopMalril mongo BuAineHHs iHmamaMigy/ MeTaboJIiTiB 3 MOJIOKOM TIOOUHU. MoxXKe
BUHUKHYTH IiIBUIIIEHA YYTIUBICTh 0 JTiIKapChKUX 3ac0o0iB, MOXiIHUX CyNnbGOoHaAMINy Ta TimoKaieMis.
He MoXHa BUKIIOYATHA PU3UK I HOBOHAPOIXKEHNX/ HEMOBIAT. [HOamaMif HaleXUTh OO Tia3UOHUX
OlypeTuKiB, gKi B IIepiof rogyBaHHs IPYAAI0 IPUTHIUYIOTE BUAUIEHHS MOJIOKa. [HOamaMmin
IIPOTUIIOKA3aHUM TIifi Yac TOAyBaHHS IPYAIIo.

PosyBacTaTuH BUAINAETHCA Y MOJIOKO ITypiB. HeMae maHUX LI0[0 BUAUIEHHS [IpenapaTty y IpynHe
MOJIOKO JTIOOMHHU (AuB. po3min «IIpoTumnokasaHHI»).

DepTUNLHICTDL

HocmigXeHHST peIpOAYKTABHOI TOKCHUYHOCTI He IMOKa3asly BIJIMBY Ha (PEPTUIBHICTh Y CAMOK i CaMIIiB
mypiB. Brinue Ha pepTUNIBHICTD TIOAWHY BifCyTHIN.

30amHicmb enaueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

Poxcumnep He BIJIMBA€ Ha 3[aTHICTh KEPYBATH aBTOTPAHCIOPTOM abo0 iHIIMMU MeXaHi3MaMH, aje
OKpeMi peaxliil, 0 ITOB’s13aHi 3 HU3bKUM apTepiabHUM THUCKOM, MOXKYTh BUHUKATH y OEIKUX
TallieHTiB, 30KpeMa Ha IT04aTKy JIiKyBaHHS a00 y pa3i 3acTocyBaHHS KoMOiHallil 3 iHImMuUMu
aQHTUTINEePTEH3WBHUMU MIpenapaTaMu. TaKOXK CHifl 3a3HAYUTH, III0 Mif Yac JIiKyBaHHS MOXKe
BUHUKHYTH 3allaMOPOYEHHS, TOMY 30aTHICTh KEePyBaTH aBTOTPAHCIIOPTOM ab0 iHIIMME MexaHi3MaMu
Moxke OyTu moripieHa.

Cnocib 3acmocyeaHHsi ma do3u.

3aCTOCOBYBaTH IIePOPaIbHO.

PekoMeHpoBaHa fio3a - 1 TabneTka Ha no0y, 0axkaHo 3paHKY Mepef MPUioMoM 1xi.
Kombinairis ¢ikcoBaHMX 003 HEIPUUHSITHA [JIS TI0YaTKOBOI Teparril.

[Tepen mepexomoM [0 3aCTOCYBaHHS JTiIKapCchKOTO 3aco0y Pokcumep, Citig mpoBOOIUTH
KOHTPOJIb CTaHy Malli€HTiB, IKi 3aCTOCOBYIOTh OHOYACHO Ti K caMi cTalinbHi 0o3u
MOHOKOMIIOHEHTIB. [[03y npenapaTy Pokcumep ciif BU3HayaTU Ha OCHOBI 703 OKPEMUX
KOMITOHEHTIB [I0 epexoay Ha KombiHalrio.



Ao 3mMiHa mo3yBaHHS HeoOximHa s Oy[b-KOl aKTUBHOI peY0BMHHU (pikCcoBaHOI KOMOiHaIlil
3 Oymb-sIKOl IPUYMHMU (HaAIIpPUKJIaM, AiaTHOCTOBaHe CYIYTHE 3aXBOPIOBaHHS, 3MiHa CTaHY
natieHTa abo B3aEMOIis IpemnapariB), CMIifl MOBTOPHO 3aCTOCYBAaTH OKPeMi KOMIIOHEHTH I
BU3HAYEHHS [O3M.

[TallieHTH TITHBOTO BiKY

Y nani€eHTiB IITHLOTO BiKy KpeaTHHIH y Ij1a3Mi KPOBi CJIiI CKOperyBaTH BifIIOBIOHO BiKY, Baru Ta
crarti. [TamienTam NiTHHOTO BiKy IpU3HAYaTH Tepalilo MOXHA IiCJA IepeBipKy (QyHKIl HUPOK Ta
apTepiarbHOTO TUCKY.

[MopvuieHHES OVHKIINI HUPOK

[lJ151 mami€eHTiB 3 TSIXKKOK HUPKOBOX HEJOCTATHICTIO (KilipeHC KpeaTuHiny < 30 MI1/XB)
JIIKyBaHHA NIPOTUIIOKa3aHe. POKCUIlep He MiAXOOUTE MallieHTaM 3 KJIipeHCOM KpeaTuHiHy

< 60 m/xB. [I5151 1[UX IalliEHTiB peKOMEeH0BaHe TUTPYBaHHS OKPEMUX 03 MOHOKOMIIOHEHTIB
(muB. po3minn «OcoBIUBOCTiI 3aCTOCYBAHHS»).

Ins nauieHTiB 3 KIipeHCcoM KpeaTuHiHy = 60 MJI/XB He MOTPiOHA KOPEKITis JO3HU.

3BUYAVHUY MeOUYHUU OTJISA BKIII0YA€E PEeTEeNIbHUY KOHTPOJIb PiBHIB KpeaTHUHIHY Ta KaJliko.

[TopyimeHHs QyHKIII IeYiHKu

[Tpu TAXKKiY IEeYiHKOBIM HEJOCTATHOCTI JIiKyBaHHS IIPOTUIIOKa3aHe. Pokcumep
IIPOTUIIOKA3aHUH MallieHTaM i3 3aXBOPIOBAHHSM II€YiHKY B aKTHBHiN ¢HopMi (IuB. po3min
«[IpoTunoka3zaHHI»).

II1st maIfieHTiB 3 MOMipPHOIO ITeYiHKOBOIO HEJOCTATHICTIO KOPEKITisl 03K He MOTpiOHa.

Y nanieHTiB 3 nmopyieHHIM QYHKIII Ie4iHKY 3 TOKa3HUKaMHU 7 Ta MeHIIe 3a Kiacuikallieo
Yaunga-I1"to migBuIieHHs €KCIO3UIIil pO3yBaCcTaTUHY He crocTepiranocs. OgHaK MifBUIeHa
CHCTEMHa €KCIIO3UIIiSl CIIOCTepiranacs y Nali€eHTiB 3 MOKa3HUKaMu 8 Ta 9 3a Kjtacudikalfi€io
Yaiinga-IT'to (quB. po3min «®apMakoKiHeTHKa»). TaKUM MMalliEHTaM CIIi IPOBOAUTH
obcTexxeHHs PyHKIII HUPOK (muB. po3min «OcobmuBoCTi 3acTocyBaHHS»). HeMae maHuUX IIpo
IAIliEHTIB 3 MOKa3HUKaMu Buile 9 3a Knacudikailiero Yannga-I1'1o0.

ETHiuHi 0c00aUBOCTI

[TigBuIeHa cUCTEMHa eKCIIO3UIIis CIIoCTepiranacs y mallieHTiB — IpefCcTaBHUKIB HapofiB A3ii (IuB.
po3minu «®apMaKokiHeTnKa», «[IpoTunokasanHsa» Ta «OcoOIMBOCTI 3aCTOCYBaHHI»).

['emeTnuHi noniMopdizMu

BimoMi neBHi TUIIM reHETUYHUX IOTIMOP(Pi3MiB, IKi MOXKYTh CIPUYUHATH IiABUIIEHY €KCIIO3UIIiI0
po3yBacTaTUHY (OuB. po3fmin «PapMaKoKiHeTuKa»). [lalieHTaM, SKi MaloTh Oyab-IKi 3 IUX
crenu(pigHUX TUIIB MOIiMOp(}i3MiB, peKOMEHI0BAHO IPHU3HaYaTH MEHIy H000BYy H03Y
po3yBacTaTUHY.

CynyTHA Tepanig

Po3yBacTaTuH € cyOCTpaTOM [Jig Pi3HUX TpaHCHOPTHUX OinkiB (Hanpukian, OATP1B1 i BCRP). Pusuk



MionarTil (BKo4aoun padmoMiosi3) migBUIIYETHCS TP OOGHOYACHOMY IIPUMOMi PO3yBaCTaTUHY 3
IIeBHUMHU JTiIKapChKUMU 3aco0aMu, 3naTHUMHU 36iIbIyBaTH KOHIIEHTPAIlil pO3yBacTaTUHY B IJIa3Mi
KPOBi Yepe3 B3a€MOIiI0 3 TPAHCIOPTHUMU OilkaM¥u (HaIIpPUKIIa, 3 HUKIOCIIOPUHOM Ta OeSKUMU
inribiTopaMu mpoTeasu, BKIIIOYal04u KoMOiHallil puTOHaBIpYy 3 aTa3aHaBipoM, JomiHaBipoM Ta/abo
TUIIPaHaBipoM) (OuB. po3minu «B3aemofis 3 iHIIMMM JTiIKapCbKUMY 3aco0aMu Ta iHIM BUON
B3aemofii» Ta «OcobIUBOCTI 3aCTOCyBaHHS»). [10 MOXKIMBOCTI CITif PO3TIAHYTH albTePHATUBHE
JiKyBaHHS i, SIKIII0 HEOOXiMHO, TUMYACOBO MPUIKXHUTY JIIKYBaHHS PO3yBACTATUHOM. Y CUTYallisX,
KOJIM OIHOYACHOTO IIPUMOMY IIUX JTIKapChKUX 3ac00iB pa3oM 3 pO3yBacCTaTUHOM YHUKHYTHU
HEMOKJIMBO, TOTPiOHO 3BazKyBaTH BCi IIepeBaru Ta PU3UKU CYIYTHHOTO JIIKYBaHHS Ta PETEIHHO
nigOupaTH 103y po3yBacTaTUHY (OUB. po3[in «B3aemomis 3 iHIIMMHU JTiKapChbKUMHK 3aco0aMu Ta iHII
BUIHM B3aEMOIN»).

Himu

Pokcurmep He CITifi 3aCTOCOBYBATH AiTSIM Ta IMifJIiTKaM, OCKiTbKM €(eKTUBHICTh Ta
IIepPeHOCHMICTh JTiKapChKOTo 3aco0y AJIs OiTel Ta MifJiTKiB He BCTaHOBJIEHi.

Ilepedo3yeanHsi.
CuMnToMu

Haii6inb iMoBipHOIO 1TOGIYHOIO peakilielo y pa3i mepefo3yBaHHs € TiOTeH3is, iHOMi OB A3aHa 3
Hy[O0TOI0, 6JII0BaHHSAM, CyJOMaMH, 3allaMOPOYeHHSM, COHJIMBICTIO, CILIyTAHHSIM CBiIOMOCTI,
OJIiT'ypi€lo, 10 MOKe NMPOrpecyBaTy OO0 aHYpil (4epes rimoBosiemii). MoXyTh BUHUKHYTH IOPYLIIEHHS
BOJIHO-COJILOBOTO OalaHCy (HM3bKi PiBHI HATPIO Ta Kasiio).

JIiKkyBaHHS

Hewmae cnenianbHOro NnikKyBaHHA y pa3i nepeno3yBaHHs. Crlif IPOBOOUTY CUMITOMaTUYHE JIiKyBaHHS
Ta BXXUBATU HEOOXiMHI mMiATpUMyBaIbHi 3axonu. PEeKOMEHAYETHCS TPOMUBAHHS LIUTYHKA Ta/abo
3aCTOCYBaHHS aKTUBOBAHOT'O BYTiJUIS, BiTHOBIEHHS 0ajlaHCy PioWHU Ta €JIeKTPOJIITIB y MEIUYHOMY
3aKiami. AKIIo po3BUBAETHCS BUPaXKeHa rimoTeH3is, MallieHTa CIIifl IOMICTUTH B MMOJI0XKEHHS JIeXKauu
Ha CIIMHi 3 OIyIIeHOoI0 rojioBo0. [Ipy HeoOXimHOCTI MOXKHa BHYTPIllTHbOBEHHO BBECTH COJIbOBUMI
po3unH abo 3acTocyBaTu Oyab-IKUM iHIINM MeTO[ 30iblIeHHS 06’ €My IIUPKYII0I0Yill KPOBi.
Heo06xigHo KOHTpOsOBaTH (YHKIIiI0 TEeYiHKY Ta PiBEHb KpeaTUHKIHA3H.

[TepuHOONPUIAT - aKTUBHY (POPMY NEPUHAOIPUITY - MOXKHA BUBECTU 3a AOMOMOT0I0 [iasi3y (Ous.
po3pin «®PapMakoKiHETHKa»), ajle OJid BUBeOeHHs PO3yBaCcTaTUHY IreMofiai3 UMOBIPHO, HE MaTUMe
KOPUCTIL.

ITo6iuni peakuii.
[Tpodint Ge3meku MepUHAOIPHUITY BifmoBinae mpodinio 6e3neku iHridiTopis AIID.
Haituacrimmi mo6iuni peakirii, SiKi criocTepiranucs mig 4ac 3aCTOCYBaHHS:

- IEPUHOOIIPUITY: 3allaMOPOYEeHHS, TOJIOBHUM ik, IapecTesii, BEPTUTO, TIOPYLIEHHS 30DY,



I3BiH y ByXaX, apTepiaibHa TinoTeH3isd, Kalllellb, 3aAuIlKa, 6ifib y KHUBOTI, 3a110p, HAiapes,
CIIOTBOPEHHS CMakKy (IKUCTeB3ist), MUCIEeINCisd, HyoTa, 00BaHHS, CBepOixK, IIKipHi BUCUTIH,
CyoOMH M’sI3iB, aCTeHis.

- iHganamigy: peaxilil TrinepyyTIUBOCTI, TIepeBaXkKHO JePMaTOJIOTiuHi, y HaIll€HTIB, CXUIbHUX
[0 aJIeprivyHuX 1 aCTMAaTUYHUX peakliil 1 MaKyJio-anyjaIb03HUX BUCHUIIIB.

[To6iyni peakii KnacrudikoBaHO 3a YacTOTOIO: AyxKe 4acTo (= 1/10), gyacto (= 1/100, < 1/10),
HedacTo (= 1/1000, < 1/100), pigko (= 1/10000, < 1/1000), oyxe pigko (< 1/10000), HeBimoMa
(ImoomMHOKI MOBiHOMJIEHHS).

. N HacToTa
Cucrema opraniB [[Io6iuHi peakiiii .
[lepunponpun |[Hpmanamin | Po3dyBacTaTun
[Hdex1il Ta iHBa3il |[Punit [yxe pigko | -
3 60Ky cucTemMu |EosuHODimisa Hesigoma" - -
KpoBiTAa ArparynonuTos” [dyxe pinko  |dyxe pigko |
TiMQaTHyHOL ANTacTUYHA aHEMis - Iyxe pigxo |-
CHCTEMH [laHIIUTONIEHIA [yxe pigko - -
JlellKoneHis [yxe pigko [yxe pigko |
Heiitponenis” Iyxe pioko | -
['eMOJIiTUYHA aHEMIA [lyxe pigko [lyxe pigko |
TpoMOOIUTONEHis” [lye pigko [Tyxe pigko |Pigko
3 00Ky iMyHHOI1 Peax1iii rinep4yyTInBOCTI - YacTto Pinko
CUCTEMU (mepeBakHO IepMaTOJIOTivHi, y
MalliEHTIB CXUTBHUX [0
aNepriyHux i aCTMaTUYHUX
peakiiiil i MaKyIo-Ianyab03HUX
BUCHIIIB)
3 GoKy ITykposuii giaGet” - - YacTto
eHIOKPUHHOI
CHCTEMU
[TopyLIeHHs Timoxasiemis” Heuacro" - -
MeTabonisMy Ta  [Mimepkasiemis, 060poTHa pi  |HewacTo" - -
po3nanu BimMmini”
Xap4yyBaHHI TimoHaTpieMis’ HeuacTto” Hesigoma |
['imepKanblieMis - Hyxe pigko}
BTpara Kario npu rinokamiemii, | Heyacto -
0CO0JIMBO CEPHO3Ha, B MEeSIKUX
Mal[i€HTiB 3 BUCOKAM PU3UKOM”
[Tcuxiuni po3nanu [Po3agu HaCTPOK Ta CHY HeuacTo -
Po3agu CHY HeuacTto HeBimoMma
CryTaHICTh CBiIOMOCTI Hyxe pigko | -
[lenpecis - - Hesigoma




3 00Ky HEpPBOBOi  |3amaMOpOYeHHS YacTto - JacTto
CHCTEMH CoioBHUH OiNlb YacTo Pinko Jacto
[TapecTesis HacTo Pigko -
CIOTBOPEHHSI CMaKy HacTo - -
COHNHUBICTH Heuacto" - -
HempuTOMHICTE HeuacTo" Hesimoma |-
[TepudepryHa HeHpOIaTisa - - HesimoMa
[ToniHeBpUT - - [lyxe pigko
Brpara nam’sTi - - IlyKe pigko
[HCYZIbT, MOXK/INBO BTOPUHHUYN  |[lyKe pigKo - -
1000 HagMipHOI TioTeH3il y
MAIiEHTIB 3 BUCOKMM PH3UKOM’
BUHUKHEHHS IIeYiHKOBOI - Hesimoma |
eHIledasonarii y pa3i ne4iHKoBoO1
HEIOCTATHOCTI
3 00Ky OpraHiB [ToripimeHHs 30py HacTo Hesigoma |
30py Miomis” - Hesigoma |
Posmutuii 3ip - HeBimoma |
['0CcTpa 3aKpUTOKYTOBa I'IayKoMal Hesigoma |
XopioiganbHUN BUIIIT - Hesimoma |
3 00Ky OpraHiB BepTturo YacTto Pigko -
CITyXy Ta
BeCTUOYIAPHOrO  |[[3BiH y Byxax Hacto - -
amaparty
3 60Ky cepIis TIpUCKOpeHe cepredbuTTs HeugacTo" - -
Taxikapmis Heuacto” - -
CreHOKappis” [yxe pifko |- -
ApUTMisi (BKITIOYAIOYH [lyxe pigko [lyxe pigko |
OpapuKapiio, IMITyHOYKOBY
TaXiKapmilo, apTepiaabHy
hibpunsio)
[HpapKT MioKapaa, MOXKIIMBO [lyKe pigKo - -
MicIIsT HaAMIPHOI TimoTeH3il y
Mal[i€HTiB 3 BUCOKAM PU3UKOM
3 00Ky CyOouH limoTen3sis (i edbekTu, moB’sg3ani [HacTto [yxe pigko |
3 rimoreH3ie0)”
BackyJiiT HeugacTo" - -
deHomMmeH PeniHO HesigoMa - -
3 6oky muxaHHs, |Karmmesms® JacTo - HesimoMa
TPYIHOL KITKY T4 [3amumka JacTo - HegimoMa
CEPENOCTIHHSA BpoHXOCIa3M HeuacTo - -
Eo3uHodinbHa THEBMOHIS [lyxe pigko - -
3 60Ky TpaBHOTO |Binb y KUBOTI HacTo - HacTto
TPaKTy 3amop YacTo Pigxo HacTo
[liapes [lyKe pigKo - Pigko
Iucnencis YacTo - -
Hypota YacTo Pinko JacTto
boBoTa HacTo HeyacTo -
CyxiCTb y poTi HeuacTo Pigko -
[lankpeatur [lyke pigko [lyxe pigko [Pigko




3 OOKy Tematut” [lyxe pigko Hesimoma |dyXe pigko
reraroliniapeol  [[Topymrenus dyHkuii mewinku | Iyxe pigxo |-
CHCTEMH PKoBTsAHULS - - Iyxe pigko
3 Ooky mikipu Ta |CBepOix YacTto - HewgacTto
MiIIKipHOI Bucun JacTo - HeuacTo
KITITKOBUHY Maxkyno-nanyyib03HUN BUCUII - Yacto -
Kponus’suka” HeuacTo Myxe pigko [Heuacto
AHTiOHEBPOTUYHHI HAOPSK’ HeuacTo Myxe pigko |-
[lypnypa - HeuyacTo -
Cineprigpos HeuacTo" - -
Peaxiiis GOTOUyTAMBOCTI Heuacto” Hepimoma |
[Tempiroig HeuacTto - -
TloripmeHHs mcopiasy Pimko" - -
MynbsTu(OpMHa epuTemMa [lyxe pigko - -
TOKCUUHUY eTifiepMalbHUAN - [lyxe pigko |
HEKPOIIi3
CungpoMm CriBeHca-II2KOHCOHa | [lyxe pigko |
3 60Ky cKeneTHO- |Cymomu M’s3iB HacTo - -
M’s130BO1 CUCTEMU YcKiIagHEeHHS BXKe HasIBHOTO - Hesimoma |
Ta CIIOIY4YHOl TOCTPOTO OUCEMiHOBAHOTO
TKaHUHU YepPBOHOI'0 BOBUYAKa
ApTpanris HeuacTo" - [lyKe pinko
Mianria HeuacTo" - HacTo
MiomnaTis (BKJIIO4Yao4u Mio3uT) | - Pioko
Pabmomioni3 - - Pigko
[TOIIKOOXKEeHHS CYX0XKHUIb, iHOM1 |- - Hesigoma
YCKTagHEeHI pO3pUBOM
[MyHOOIIOCEpEKOBaHA - - HeBimoMa
HEKPOTHYHA MiolaTis
BoB4aKOMOmiOHNM CHHIPOM - - Pinko
Po3puB M’s13iB - - Pinko
3 OOKy HupkoBa HEOCTATHICTh HeuacTo - -
CEYOBHIITBHOI ['0CcTpa HUPKOBa HeJOCTaTHICTL |[yxe pigko [lyxe pigko |
CHCTEMHU ['eMatypist - - [yxe pigKo
3 6oKy EpekTuibHa OiCOYHKIIISA HeuacTto - -
PETTPOTYKTUBHOL
cucTeMu Ta [iHeKoMacTid - - [lyKe pinko
MOJIOYHUX 3aJ103
3arasnbHi peakiiil |AcTeHis YacTo - HeBimoMa
Ta IIOPYWIEHHA Y  [Binb y rpymsx HeuacTo" - JacTo
MicIli BBeJeHHS He3myKaHHs Hegacto! i i
TlepudepuyHi HAOPIKH HeuacTo" - -
Tlipekcis HeuacTo" - Hegimoma
BToma - Pigxo -




ToCTimKEeHHS TlinBuIleHHS PiBHSA CEYOBUHU B |HewacTo" - -
[11a3Mi KPOBi
TlinBuILeHHS PiBHS KpeaTuHiny B|Heuacto" - -
[1J1a3Mi KPOBI
[ligBuienHs piBHA Oinipy6iny B |Pimko - -
r1a3Mi KpoBi
[linBuileHHS piBHIB PepMeHTiB [PimKo Hesimoma |Pigko
MeYiHKI
3HMKEHHS piBHS reMornobiny Ta |dyxe pigko - -
KiJTbKOCTi epUTPOIMTIB”
[TigBUIIEHHS PiBHS TTIOKO3U B
na3Mi KpoBi

Hepimoma [YHacTo

[TinBuUIeHHS PiBHS CEYOBOI - Hesimpoma |
KU CJIOTH B IJ1a3Mi KPOBi
[TomoBxkeHHs iHTepBany QT Ha | HeBimoma |
EKT™

TpaBmu, oTpyeHH [CnabKicTh Heuacro" - -

Ta YCKIIaJHEeHHS
[iCJIst mpoLeayp

YYacroTa moGivHNX peakxiii po3paxoBaHa Ha HifCTaBi CIOHTaHHUX HOBiOMJIEHb IPOTATOM KIiHIYHUX
IOOCJIiIX€eHb.

“Tus. po3nin «OcoB6IMBOCTI 3aCTOCYBAHHS».

“YacToTa 3a/1eXHUTh Bifl HAABHOCTI PAaKTOPiB PU3KKY (TJII0KO3a Y KPOBi Hatmie = 5,6 MMons/m, IMT
>30 Kr/M°, TiOBUIIEHHIM PiBHSI TPUTiLIEPUIiB, HAIBHICTh B aHAMHE3i rinepTeHaii).

Tus. po3ninu «B3aeMopmist 3 iHIMMMU JTiKapChKUMHU 3aco0aMu Ta iHIIi BUAKM B3a€EMOMi» Ta
«Oco6MMBOCTI 3aCTOCYBaHHS».

4K iy Bunagky 3 inmumu inridiropamu 'MI'-KoA-penyKTa3u, 4acToTa pO3BUTKY ITOOIYHUX peaKiil
Ma€ TEeHJEHIIII0 10 J0303aIeKHOCTI.

[TomaTkoBa iHdopMalris, Iog0 po3yBacCTaTUHY

Y matieHTiB, SKi 3aCTOCOBYyBail pO3yBaCTaTHH, CIIOCTEPIraauCch BUMIQAKX NIPOTEIHYPil, TepeBaXkKHO
KaHaJIbIIeBOTO ITOXOMIXKEeHHS (BU3HAYEHOI 3a «TECTOM CMYXKKH»). 3MiHU BMIicTy OinKa y cedi Bif
BifICyTHOCTI ¥ cnigiB o « » abo Oinblile 3apeecTpoBaHi uepe3 mesikuil 4ac y < 1 % malrieHTis, ski
3actocoByBanu 7o3u 10 mr ta 20 Mr i mpubnu3Ho y 3 % nauieHTiB — npu 3acTocyBaHHi fo3u 40 Mr.
He3HauHe 30inblIeHHST YaCTOTH BUIAMKIB migBuIlleHHs 6inka y ceui Bif BimcyTHOCTI abo ciifmiB {0 « »
CIlocTepiranocs mpu 3acTocyBaHHi mo3u 20 Mr. Y GinbIIOCTi BUMlaAKiB MPOTEIHYPis 3MEHIIIyBalach
abo 3HMKaJa CIIOHTAHHO IIPY IIPOJ0BKEHHI 3aCTOCyBaHHS npemnapaty. OTisag faHUX KITiHIYHUX
OOCHiAXKEHb Ta IIOCTPEECTPALIIMHOTO 3aCTOCYBaHHSA Hapa3si He BUSBUB IPUYMHHO-HACIIZKOBOTO
3B’sI3Ky MiX ITPOTEIHYPi€l0 Ta TOCTPOI0 a00 MPOTPecyoyoi0 XBOPoO0I0 HUPOK.

Y nanieHTiB, sKi JIiKyBaIuCsa pO3yBaCTaTUHOM, CIIOCTepirajgacs reMaTypis; gaHi KIiHIYHUX
OOCIiKeHb BKa3yIOTh Ha Te, 1110 YacTOoTa il MOsIBU HU3bKa.

Bnaus Ha CKe/siemHy myckKy/siamypy

3Minu 3 60Ky CKeJIeTHOI MyCKYNaTypH, Taki K Mianris, Miomnaris (B TOMy 4HCIIi MiO3HUT), Ta pigKo —
pabmoMioni3 i3 roCcTPOI0 HUPKOBOIO HEIOCTATHICTIO a0 6e3 Hel, criocTepiranucs npu 3aCTOCyBaHHI



OyOb-IKUX 003 PO3yBacTaTUHY, a 0COOIMBO MPU 3aCTOCyBaHHi o3 > 20 mr. IIpo pigkicHi Bumagku
pabmomioni3y, 1m0 iHKoIu OyIK acoIifioBaHi 3 HUPKOBOIO HENOCTATHICTO, OYyJI0 MOBiHOMIIEHO ITPH
3aCTOCYBaHHI pO3yBacTaTUHYy, & TaKOXK IHIIUX CTATHUHIB.

Y nanieHTiB, gKi IpuiiMany po3yBacTaTUH, CIOCTEPIranocs fo303alexHe 3pocTaHHs PiBHIB KK; y
OinbInocTi BUMaAKiB siBuiile 0yJ10 c1abKUM, aCUMITOMAaTUYHUM Ta TUMYacoBuM. Akiro piBHi KK
nigBuieHi (> 5 X BMH), nikyBaHHS CJIifi TPUIUHUTH (IUB. po3ain «OcobIUBOCTI 3aCTOCYBAHHS»).

Bnaue Ha neyiHKy

4K i y BUMagKy 3acTtocyBaHH4 iHmuX iHribiTopiB 'MI-KoA-penykTa3u, y HEBEJIUKO]I KiTbKOCTi
NallieHTiB, SIKi IpUKMany po3yBacTaTHH, CIIOCTEPIraaocs fo303ajie’kHe 30ibIIeHHs PiBHSA
TpaHcaMiHas3; y GinblIoCTi BUMagKiB siBUIle 6y10 cnabKuM, aCUMITOMAaTUYHUM Ta TUMYaCOBUM.

[Tpu npuiiomi fesIKUX CTaTHHIB CIIOCTepiranu Taki mobiyHi peaxiiil:
- cTaTeBa OUCQHYHKIISA;

- OKpeMi BUIAJKH iHTEPCTHIaTbHOT'0 3aXBOPIOBAHHS JIeTeHb, 0COOIMBO IIPH OOBrOTPUBAJIiM Tepamil
(ouB. po3min «OcoOIMBOCTI 3aCTOCYBaHHS»).

Himu

[Mipeumenns KK > 10 x BMH ta M’a30Bi cuMmnToMu micnis ¢isrudyHux Bopas abo HagMipHOI pi3udHOl
aKTUBHOCTI TPOTSTOM 52-TUXKHEBOTO KJIiHIYHOT0 BUITPOOYBaHHS CIIOCTEPiraauch 4acTillle y fiTel Ta
HiTiTKIB MTOPIBHSAHO 3 OpOCIUMU (IuB. po3min «Ocob6auBOCTi 3acToCyBaHHS»). [IpoTe mpodinb
0e3neKky po3yBaCTaTUHY [AJIS AiTeH, MiMIITKIB Ta JOPOCIUX MOMiOHMIM.

38im npo nido3preaHi nobiYHI peakuii.

3BiT mpo nmepenOavyBaHi mo6iyHi peakiii micns peecTpatii TiKapchkoro 3acoby Ma€ BaxKJIMBe
3HaueHHs. Lle mae 3mMory BecTu 6e3nepepBHe CIIOCTEPeXKEHHS 0aaHCy «KOPUCTh/PU3UK»
nikapcbKoro 3aco6y. CreriasicTy y rany3i 0XopoHU 370poB’s 3000B’s13aHi mogaBaTy iHGopMallito Ipo
Oynmb-siKi mepenOadyBaHi mo6iuHi peakiril 3a JOITOMOT0I0 HallioHAJIbHOI CUCTEMHU 3BiTHOCTI

Tepmin npudamHocmi. 3 POKH.

YmMmoBH 30epirannsi. 30epiratu B OpuUriHaibHIN YIAKOBII I8 3aXUCTY Bif mil cBiTia. JlikapchKui
3acib He moTpedye CleliaTbHUX TeMIepaTypHUX YMOB 30epirants. 30epiratv y HEOCTYIHOMY AJIS
OiTeu Micrii.

YnakoBka.

[To 10 Tabnetox y GiicTepi; mo 3 abo mo 9 GicTepiB y KapTOHHIN KOPOOIIi.

Kareropis Bignycky. 3a peLemnToM.
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