IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

K/IBAC 10
(CLIVAS10)

K/T1IBAC 20
(CLIVAS20)

Cknag:

AitoyapeyoBrHa po3yBacTaTuH;

1 Tabnetka mMIiCTUTb po3ysacTaTuMHy Kanbuito 10,4 mr (y nepepaxyBaHHi Ha posysactatvH 10 mr) a6o 20,8 mr po3yBacTaTUHy Ka/bLito (y mepepaxyBaHHI Ha
po3yBacTaTuH 20 Mr);

[OMOMI>KHI peqyoBUHU: MaHIT (E 421), HaTpito KpOCKapmeno3a, MarHito rigpokcug, KanbLito KapboHart, HaTpito KapboHaT 6e3BO4HUIA, KPEMHIIO Aiokeunsg (KONoigHWi
rigpoobHMI), KPEMHIIO LiOKCU KONOTAHUIA BOGHWIA, MarHito cTeapar;

CyMmill Ans MniBKOBOro NOKPUTTS: 3ani3a okcug depBoHuin (E 172), 3aniza okeug XoBTuid (E 172), 3aniza okcug YopHuin (E 172), NonieTUNEHrNiKob, CNupT
MoNiBiHINOBUN, Ta/IbK, TUTaHY giokeng (E 171).

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/I0HKOHO.
OCHOBHI (pi3nMKO-XiMiYHi BNacTUBOCTI: TabNeTKM KPYrnoi hopMu, 3 ABOONYK/IOK MOBEPXHEHD, MOKPUTI NNIBKOBOK 060/TOHKOK POXKEBOI0 KObOPY, 3 PUCKOLO.

dapmakoTepaneBTUYHa rpyna.
IinoninigemiyvHi 3aco6u. IHri6iTopm TMI-KoA-peayKrasu.
Kog ATX C10A AO07.

dapmMakosoriyHi BNacTmBoCTI.
dPapmakoHamika
MexaHi3m gii
Po3yBacTaTUH € CEeNIEKTUBHUM KOHKYPEHTHUM iHribitopom MI-KoA-peaykrasu, epMeHTY, WO BM3Ha4ae LUBMAKICTb peakuil Ta nepeTBoptoe 3-rifpokcu-3-
METUNTNYTapun KogepMeHT A Ha MeBa/1IoHaT, NnornepeaHnK XonectepmHy. OCHOBHUM MicLEeM [AiT po3yBacTaTUHY € MeYviHka, opraH-MilleHb 419 3MeHLUEeHHS PiBHIB
XOJNIECTEPVIHY.
PosyBacTaTuH 36i/bLiye KinbKicTb peuenTtopis JITTHLL, Ha NoBepxHi KNIiTUH NeYiHKK, MOCUNIOKYM 3axornneHHs Ta Kataboniam JITTHLL,, Ta npurHivye neviHKoBuiA
cuHTes JIMOHLL, Takum YMHOM, 3MEHLLYHOUN 3araiibHy KifibKicTb YacTUHOK JITTAHLLL ta JITTHLL,.
dapmakoguHamivHa gis
Po3yBacTaTMH 3MeHLUYe MigBuLLEHNIA piBeHb XxonecTepuHy-JIMHLY, (XC-JIMHLL), 3aranbHoro xonectepuHy Ta Tpurniyepuais (TI), 36inbliye piBeHb
XO/IECTEPVHY-MINONPOTEIAIB BUCOKOI LWinbHOCTI (XC-JIMNBLL). BiH 3meHwwye KifbKicTb anoninonpoTeiHy B (anoB), XC-He/MMBLY, XC-NMNAHLW, Tr-/1N4AHL, ta
nigsuwye piBeHb anoninonpoteiHy A-l (anoA-1) (tabnuusa 1), 3meHwye cnissigHoweHHs XC-MMHLL/XC-NMNBLY, 3aransHuii XC/XC-NMBLL, ta XC-He/1MNBLL,
/XC-NMNBLL, Ta cnisBigHoLwweHHs AnoB/AnoA-I.

Tabnuus 1



Bignosiab Ha f03y Y NaUieHTIB i3 NePBMHHOLO rinepxonectepuHemieto Tuny llaTta llb
(BiKOpWroBaHa cepefHs BiICOTKOBA 3MiHa MOPIBHAHO 3 BUXIAHUM PiBHEM)

[o3a N XC-NMNHLY 3aranbHuii | XC-NMBLL, Tr XC-He/IMNBL, anoB anoA-|
XC
Mnaue6o 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTUYHWIA e(heKT NPOABAAETLCA NPOTArOM 1 TUXKHS NICNsA NOo4YaTKy Tepanii po3yBacTaTUHOM, Yepe3 2 TWXKHI NiKyBaHHA edekT gocarae 90 % makcuMasibHO
MOX/IMBOr0. MakcumasibHWUI eqheKT, K NpaBuio, JOCAraeTbea Yepes 4 TWXKHI Ta TPUBAE Hajai.

KniHiyHa e(beKTUBHICTb

Po3yBacTaTuH e(heKTUBHWI A4/ [OPOC/INX NaLieHTIB 3 rinepxonecTeprHeMmieto 3 abo 6e3 rinepTpurailepuaemii He3aneXxHo Bif pacu, ctaTi abo BiKy, y TOMY yuchi
ANS NauieHTIB i3 LyKPOBMM [iabeToM Ta CiMeHO0 FinepxonecTepuHeEMIero.

Bigomo, wo 3a o06’eAHaHUMWM daHUMKW  pochigpkeHb a3 11l po3yBacTaTUH e(EKTUBHO 3HWXKYBaB PiBHI XONMECTePUHY Yy OBiNbLIOCTI NauieHTiB i3
rinepxonectepuHemicto tuny lla ta Ilb (cepesHii noyatkoBuii piseHb XC-/IMHLL, npu6nmsHo 4,8 mmons/n) A0 UiNbOBUX 3HAY€Hb, BCTAHOBNEHUX BU3HAHUM
KepiBHULTBOM EBPOMNEncbLKOro ToBapuctea atepockneposy (EAS; 1998); npnbnunsHo y 80 % nauieHTiB, AKi npuiiManu npenapaT y fo3i 10 mr, Baanocs Aocartu
HOpMaTMBHUX LiNboBuX piBHIB XC-JIMHLL 3a EAS (<3 mmons/n).

Y BenuMkoMy gocnigpkeHHi 435 nauieHTiB i3 reTepo3vroTHO CIMEMHOK TinepxonecTepuHeMieE0 nNpuiiMann posyBacTaTuH y fo3ax Big 20 o 80 Mr 3a CXeMOKO
MOCUMIEHOr0 TUTPYBaHHA A03W. CNPUATANBUIA BN/IMB NiKAPCbKOro 3ac00y Ha NOKa3HWKM NiNifiB Ta JOCArHEHHS LiNbOBUX PiBHIB Bif3HaYasm npu BCix gosax. Micns
TUTPYBaHHA A0 [060B0T f031 40 Mr (12 TwxkHIB nikyBaHHSA) XC-JTMHLL, 3H13mBca Ha 53 %. Y 33 % nauieHTiB 6yn0 4OCArHyTO HOpMaTuBHUX piBHiB XC-JIMHLL, 3a
EAS (<3 mmonb/n).

Bigomo, WO Yy BIAKPUTOMY LOCMIAKEHHI MOCUNEHOro TUTPYBaHHA 403 BIAMOBIAb Ha 3aCTOCYBaHHA po3yBacTaTuUHy y Ao3ax 20-40 mr BuByaniacs y 42 nauieHTIB i3
FOMO3MIOTHOO CIMEMHOIO FinepxonecTepuHeMieto. Y 3aranbHiin nonynsuii piseHb XC-/1MHLL, 3HM3MBCS B cepeiHbOMY Ha 22 %.

Y KNiHIYHUX JOCNIIPKEHHSAX 3a Y4acTH0 0OMEXEHOT KiflbKOCTI MaLieHTiB CNoCTepiraBcs aAMTVBHMIA eheKT po3yBacTaTMHY Ha 3HUXKEHHS PiBHS TpUrAiLepuAiB npu
3aCToCyBaHHI Yy KOMOGiHaUiT 3 (heHOGhibpaTOM Ta Ha MifgBuLLEeHHs piBHIB XC-J/IMNBLL, npu 3acTocyBaHHI y KOMOiHauii 3 HiauuHom (auB. po3ain «OcobnnBocCTi
3aCTOCYBaHHSA»).

Y 6GaratoueHTPOBOMY, NOABIHO cNinomy, nnaweb6o-KoOHTPONLOBAHOMY KNiHIYHOMY gocnipkeHHI (METEOR) 984 nauieHTy Bikom 45—70 pOKiB i3 HU3bKUM PU3NKOM
iLleMiyHOT XBOpO6U cepus (BU3HAYEHUM K PU3MK 3a PpaMiHreMCbKoo LWKaio <10% npotarom 10 pokiBs), cepeaHiM 3HadeHHAM XC-/1MHL, 4,0 mmonb/n (154,5
mr/an), ane i3 CyokIiHIYHMM aTepOCKNepo30M (BU3HaUYeHM 3a 36i/bLLIEHHSAM TOBLUMHW KOMMEKCY iIHTUMa-mefist COHHOT apTepil (TKIMCA)) 6ynv paHa0Mi30BaHi 4o
[BOX rpyn Ta NpuinMany ofuH pa3 Ha fo6y abo 40 Mr po3yBacTaTuHy, abo nnauebo NpoTArom 2 pokis. MopiBHAHO i3 Niauebo po3yBacTaTH 3HAYHO CMOBI/IbHIOBAB
nporpecysaHHs MakcuMansHoi TKIMCA y 12 Toukax COHHOT apTepil Ha -0,0145 mm/pik [95 % fosipunid iHTepean -0,0196, -0,0093; p<0,0001]. 3miHa NopiBHAHO
3 BUXigHUM piBHem ctaHoBuna -0,0014 mm/pik (-0,12 %/pik (CTaTUCTUYHO He3Hauylla)) y rpyni po3yBacTaTvHy MOPIBHAHO i3 nporpecyBaHHAM +0,0131 MMm/pik
(1,12%/pik (p<0,0001)) y rpyni nnaue6o. Mpsamoi kopensauii MixX 3MeHLEeHHAM TKIMCA Ta 3HWXEHHSM PU3MKYy NopyLleHb 3 60Ky CepLeBO-CYAUHHOT CUCTEMU
NMPOAEMOHCTPOBaHO He 6yno. o pocnipkeHHs METEOR 6ynu 3aiyyeHi nauieHTV 3 HU3bKUM PU3NKOM iLeMiYHOI XBOPOOW cepud, AKi He € npeAcTaBHUKamu
LiNbOBOT MonynaAuii 3acTocyBaHHSA po3yBacTaTvHy y Ao3i 40 mr. o3y 40 Mr cnif npusHavaTh nuLle nauieHTam i3 TSHKKOK rinepxonecTepuHeMIeld Ta BUCOKUM



PU3MKOM CepLeBO-CyANHHMX po3n1agiB (AMB. po3ain «Crnocib 3acTocyBaHHA Ta 403U»).

B iHTepBeHUiHOMY [OCMIIKEHHI po3yBacTaTUHY 3 MeTOH O6rpYHTYBaHHSA 3aCTOCYBaHHSA CTaTMHIB AK 3aco0y nepBUHHOT npodinaktmkn (JUPITER) Bnnve
pO3yBacTaTVHY Ha YacTOTY 3HAYHUX aTePOCKIEPOTUYHNX CEPLIEBO-CYAMHHUX 3aXBOPHOBaHb OLiHIOBasIM Y 17 802 yonosikis (=50 pokiB) Ta »XiHOK (=60 pokiB).
YUaCHUKN JOCNiIKEHHA By BUNaLKOBUM YMHOM po3nogineHi o rpyn nnauebo (n=8901) abo po3ysactaTuHy B A03i 20 Mr oAuH pa3 Ha foby (n=8901) i 3a HUMK
crnocTepiranu B cepeiHbOMY NPOTAroM 2 POKiB.

KoHueHTpauii xonectepuHy-J1MNHLL, 3meHwmnnce Ha 45 % (p<0,001) y rpyni po3yBacTaTUHy MOPIBHAHO 3 rPynoto nnate6o.

Y post-hoc aHanisi gaHux Nigrpynu nauieHTiB BUCOKOro pPU3KKY i3 BUXIAHUM 3Ha4YeHHsAM >20 % 3a dPpamiHreMcbKo LWKanok (1558 yyacHuWKIB) cnocTepiranocs
3HaYHE 3HMXKEHHS YacTOTU KOMBIHOBaHOT KiHLEBOT TOUKM, L0 OXOM/t0BaNa CMepTb Bif, CEPLEBO-CYANHHUX MOMiN, IHCYNbT Ta iH(apKT miokapga (p=0,028), y rpyni
po3yBacTaTVHY MOPIBHAHO 3 naue6o. 3MeHLeHHA abCcontTHOro pusnky craHoswuno 8,8 Bumnagkie Ha 1000 nauieHTO-pokKiB. MOKa3HUK 3araibHOI CMEPTHOCTI
NNLLABCS HEe3MIHEHUM Y Ui rpyni Bucokoro pusnky (p=0,193). ¥ post-hoc aHanisi gaHux Nigrpynn BUCOKOro puanky (9302 yyaCHUKK 3arasioMm) i3 BUXIAHUM
3HayeHHAM =5 % 3a wkanoto SCORE (eKcTpanoiboBaHO 3 METOK BK/IKOUYEHHA JaHUX YYaCHUKIB BIKOM MOHa[, 65 pOKiB) CNOCTepirasiocs 3HauvyLLe 3H/KEHHSA YacToTy
KOM6IHOBaHOI KiHLLEBOT TOYKM, LLIO OXOM/t0Basia CMEPTb Bif, CEPLEBO-CYANHHNX NOAIN, IHCYNbT Ta iH(apKT Miokapda (p=0,0003), y rpyni po3yBacTaTHYy MOPIBHAHO 3
nnaue6o. 3HMKEHHS abCOMOTHOIO PU3NKY, BUPAXKEHOTO 3a YaCTOTOK NOAiN, ctaHoBMNO 5,1 BuNagkiB Ha 1000 nauieHTo-pokKiB. MoKa3HMK 3aranbHOI CMEPTHOCTI Y
Wi nigrpyni BUCOKOro pusnky nuuascsa HeamiHeHnM (p=0,076).

Y pocnipkeHHi JUPITER 6,6% y4yacHVKIB rpyny npuiioMy po3yBacTaTMHY Ta 6,2 % y4yacCHVKIB rpynu nnauebo NpunvMHUAN 3aCTOCYBaHHS AOC/IAKYyBaHOro
NiKapcbKoro 3acoby Yepes HebaxaHi asvLla. Halibinbl YyacTUMK HebakaHMU SBULLAMM, L0 MPU3BOAWAN L0 NPUMUHEHHS NliKyBaHHSA, 6ynu Mianria (0,3 % y rpyni
po3yBacTaTuHy, 0,2 % - nnauebo), abaomiHanbHMin 6inb (0,03 % y rpyni posysactaTuHy, 0,02 % — nnaue6o) Ta sucun (0,02 % y rpyni posysBactaTuHy, 0,03 % —
nnaue6o). Hainbinbl YacTUMN HebaXaHUMKU ABULLAMM, LLO CMOCTepiranucs y rpyni posyBacTaTMHY i3 4acTOTOH, GiNblLIOKD abo PIBHOK Bif3HAYeHin y rpyni
nnaue6o, 6ynu iHgekuii cevoBux Wwnsxie (8,7 %y rpyni posysactaTuHy, 8,6 % — nnayebo), HasodapuHrit (7,6 % y rpyni posysactaTuHy, 7,2 % — nnayebo), 6inb y
cnuHi (7,6 %y rpyni posyeactaTuHy, 6,9 % — nnayebo) Ta mianris (7,6 %y rpyni posysactaTuHy, 6,6 % — nnaue6o).

LiTn

Y nofBiiHO cninomy, paH4oMi3oBaHOMY, 6araToLeHTPOBOMY, Naueb0-KOHTPOIbOBaHOMY 12-TUXKHEBOMY AoC/imkeHHI (N=176, 97 y4YaCHMKIB 40/10BiY0i Ta 79 -
XKIHoYOI cTaTi) i3 noganbwnm 40-TvKHeBUM nepiogom (N=173, 96 y4yaCHMKIB YONOBIYOI Ta 77 — XKIHOYOI CTaTi) BiAKPUTOro TUTPYBaHHS 03X po3yBacTaTUHY
nauieHTy Bikom 10-17 pokis (I1-1V cTagii po3BMTKY 3a TaHHEPOM, AiBYaTa, Y AKMX MEHCTpyaLii novanmcs LoHarMeHLLe 1 pik TOMy) i3 reTepo3nMroTHOR CiMeRHO
rinepxoniecTepuHEMIEr0 NPOTAroM 12 TWMXKHIB OTpUMYBann po3ysacTaTvH y fo3i 5, 10 a6o 20 mr/go6y abo nnaue6o, nicis 4oro BCi yYaCHWUKKN LWOAHS NpUiiMau
po3yBacTaTuH NpoTarom 40 TYpKHIB. Ha noyaTky gocnimpkeHHs npnbnnsHo 30 % nauieHTiB 6ynun Bikom 10-13 pokiB Ta Npn6ansHo 17 %, 18 %, 40 % 1a 25 % i3 HMX
3Haxogunuck Ha ll, 111, 1V Ta V cTtagii po3BuTKy 3a TaHHepOM BiZAMOBIAHO.

PiBeHb XC-JTMHLL, 3meHwuBCcs Ha 38,3 %, 44,6 % Ta 50,0 % BignoBigHO Y rpynax npuinomy posysactaTuvHy B f03i 5, 10 Ta 20 mMr nopiBHAHO i3 0,7 % y rpyni
nnate6o0.

HanpukiHui 40-TM>XHEBOro nepiofy BiAKPUTOro TUTPYBaHHA J03M A5 LOCATHEHHS LiNbOBOrO PiBHA (MakcumasibHa fo3a cTaHoBMna 20 Mr oAuH pas Ha joby) y 70 3
173 nauieHTiB (40,5 %) Baanoca focArtv LinboBoro pisHa XC-JIMHLL, meHLwwe 2,8 MMosb/n.

Micna 52 TWXKHIB AOCNIAXKYBaHOrO /iKyBaHHS He OYn0 BUSBEHO XOAHOro BMAMBY Ha picT, macy, ITM abo ctaTeBe fo3piBaHHS (AMB. po3fin «Oco6/MBOCTI
3aCTOCYBaHHA»). [l0CBif KNIHIYHOrO LOCAIMKEHHA AiTel Ta MigniTKiB 0OMeXeHWi, i LOBroTpusani eekT posyBacTaTvHy (>1 poKy) Ha cTaTeBe [03piBaHHA
HeBifgomi. Lle gocnigpxeHHs (n=176) He NPUAHATHE ANA NOPIBHAHHA PIAKNX HeGaXKaHUX SBUILL.

dapmaKkokiHeTuKa

BCMOKTYBaHHA

MakcvMasibHa KOHLEHTpaLis po3yBacTaTUHy Yy Mnna3mi KpPoBi JOCAraeTbCs NPUOMM3HO 4vepe3 5 roguH nicnd npuiiomMy BHYTPILWHLO. ABCOMOTHA 6i0A40CTYMNHICTb
CTaHOBUTbL Npu6M3HO 20 %.



Posnogin

Po3yBacTaTWH 3Ha4YHMM YMHOM 3aXOM/HETLCA MEYIHKO, Ka € OCHOBHMM MICLIEM CUHTE3Y X0necTepuHy Ta KiipeHcy XC-JIMHLLL. O6’em inoro po3noginy cCTaHOBUTb
npr6amsHo 134 n. Mavixe 90 % po3yBacTaTUHY 3B’A3YETbCA 3 BifIKaMU Ma1asMu1, B OCHOBHOMY 3 a/ibOyMiHOM.

MeTabonism

Po3yBacTaTWH 3a3Hae He3Ha4yHoOro metadoniamy (npubnmnsHo 10 %). OocnimgkeHHs MeTabonisaMy in vitro i3 BUKOPUCTaHHAM renaTouuTiB MOAUHM CBigYaTh, WO
pO3yBacTaTVH € CNabkuM cybcTpaToM A1 MeTabosi3My Ha OCHOBI (PepMeHTIB LuToxpomMy P450. OCHOBHMM 3aisHUM i30thepmeHTOM € CY P2C9, fello MeHLy posb
Bigirpatotb 2C19, 3A4 Ta 2D6. N0N0BHMMU BUSBNEHUMI MeTaboniTamy po3yBacTaTvHy € N-AUCMETUIOBUI Ta NAaKTOHOBMIA MeTabonitn. N-gucmeTun-metabonit
npuoénn3Ho Ha 50 % MeHLW aKTUBHWIA, HiXK pO3yBacTaTWH, NAKTOHOBI MeTaboniTM KNiHIYHO HeaKTMBHI. Ha posyBacTtaTuH npunagae 6inbwe 90 % aKTUBHOCTI
LMPpKy/oroYoro iHribiTopa FMIM-KoA-pegykTasu.

BvBeaeHHA

Mpn6an3Ho 90 % [03K po3yBacTaTUHY BUBOAUTLCA Y HE3MIHEHOMY BUrNAAl 3 thekanigsMmm (pa3oM BCMOKTaHa Ta HEBCMOKTaHa fitoya pevoBMHa). IHWa YacTuHa
BMBOANTBLCA i3 ceyetro. MNpnbam3Ho 5 % BMBOAMTLCA i3 CEYEt0 Y He3MiHEHOMY BUrnagi. MNepiof HaniBBMBEAEHHS i3 Na3MU CTaHOBUTb Npr6M3HO 19 roguH. Mepiog,
HaniBBMBEAEHHS He 3MIHIOETLCA NPU 36iMbLUEHHI f03K1. CepefiHild KNipeHC cTaHOoBUTL NprnbnnsHo 50 n/rof, y Npoueci Ne4iHKOBOr0 3aX0MN/IEHHA po3yBacTaTuHy bepe
yyacTb MembpaHHuiA TpaHcropTep OATP-C, AKuiA BUKOHYE BX/IMBY POJib Y NEYiHKOBI efliMiHaLii po3yBacTaTuHy.

NiHinHiCcTb

CuctemMHa eKcrnosuuis po3yBacTaTuHy 30i/bLUYETLCSA MPONOPLIAHO 40 A03K. pu 6araTtopa3oBoMy LOLEHHOMY 3aCTOCYBaHHI (DapMakOKIHETUYHI mapameTpy He
3MIHIOKOTbCA.

OcobnuBi nonysLLIT NALIEHTIB

Bik TacTaTth

BifCyTHIi KNiHIYHO 3HAYYLLMIA BNAKUB BiKY Ta CTaTi Ha (hapMakOKiHETMKY po3yBacTaTuHy y LOpPOoCcAnX. ®apMakoKiHeTMKa po3yBacTaTuHY Y fiTel i3 reTepo3nroTHO
CiMeHOO rinepxonecTepmHemieto 6yna nofibHow A0 (hapMaKOKIHETUKN Y 0POC/INX A406POBO/bLLIB.

Paca

Bigomo, Wo gocnimpkeHHs hapmMakoKiHETUKN BUSBUN, L0 Y NaLieHTIB MOHIOM0IAHOI pacy (SNOHLIB, KATalLiB, (ininniHyiB, B’€THaML|iB Ta KOpeLiB) MegiaHHi
3HayeHHa AUC T1a Cig NPUOAM3HO BABIYI BULLi, HDK Y €BpOMenuUiB; Yy iHAIMLUIB MegiaHHI 3HaveHHA AUC Ta Cigc NigBuweHi npubnusHo B 1,3 pasa.
dapmMakoKIHETUYHWNIA aHani3 eTHIYHUX TPyn He BUABUB K/IHIYHO 3HAYYLLUMX BigMIHHOCTEN Y (hapMaKOKiHeTULi cepes NpeAcTaBHUKIB EBPOMNEOIAHOT Ta HErpoigHoi
pac.

MopyLUeHHs hyHKLiT HUPOK

Y nauieHTiB 3 NerkuMy abo NoMIpHMMU MOPYLUEHHAMW (YHKLIT HMPOK piBeHb KOHLEHTpauii po3yBacTaTuHy Ta N-gucMeTuny y nnasMi KpoBi ICTOTHO He
3MIHIOETBHCA. Y NAUieHTIB 3 TAXKKOK HUMPKOBOK HEAOCTATHICTIO (KNipeHC KpeaTuHiHy < 30 M//XB) KOHLEHTpauis po3yBacTaTvHy y nnasMi y 3 pasu BuLlla, a
KOHUeHTpauia N-gucmetuny y 9 pasiB BULLA, HIX Y 3[0p0BMNX A06POBONbLLIB. KOHLEHTpaLis po3yBacTaTUHY Yy Nia3mi nauieHTiB, fKi nepebyBatoTb Ha remogianisi,
6yna npn6am3Ho Ha 50 % BULLOKO, HIXK Y 30POBMX LOOPOBO/bLIB.

MopyLUeHHs OyHKLIT NeYiHKu

Bigomo, Wo y AocnipKeHHI XBOPUX 3 Pi3HUMMK CTYNEHAMM MeYiHKOBOT HeLOCTATHOCTI 3 6a/loM 7 Ta HMXKYe 3a LWKanoo Yannga-N’to He BUSIBNIEHO 03HaK NiABULLEHOT
eKcnosuuii posyeactatuHy. OfHak y ABOX MauieHTiB 3 ouiHkow 8 i 9 6anisB 3a WKanot Yarnga-N’to 6yno Big3Ha4yeHO NOJOBXEHHS Mepiofdy HarniBBMBELEHHS
NpUGAN3HO B 2 pasn MOPIBHAHO 3 aHAIONiYHMM MOKA3HWKOM Yy MauieHTiB 3 Oi/lbll HU3bKUMMK MOKa3HWKamy 3a Lkanow Yainnga-M’to. [ocBig 3acToCyBaHHS
po3yBacTaTVHYy NatieHTam 3 6a710m BuLLe 9 3a WwKanoto Yarnga-N’to BigcyTHIi.

"eHeTWUYHUI noniMmopdi3m

Posnogin iHriéitopis TMI-KoA-pefyKTasn, y TOMY YmUC/i po3yBacTaTuHY, BifbyBaeTbCA 3 yyacTio TpaHcnopTHux 6inkie OATPIB1 ta BCRP. Y nauieHTiB 3




reHeTyHuM nonimopgpiamom SLCO1B1 (OATPLB1) T1a/abo ABCG2 (BCRP) icHye pu3uK NiABULLEHOT eKCro3uuii posysacTatuHy. py okpemmx gopmax
nonimopiamy SLCO1B1 ¢.521CC ta ABCG2 c.421AA ekcnosuyis posysactatuHy (AUC) nigsuiieHa nopiBHAHO 3 reHoTunamy SLCO1B1 ¢.521TT a6o ABCG2
€.421CC. Cneunia/slbHe reHOTUMNYBaHHSA Y KMiHIYHIA NpaKTUUi He nepefbadeHe, ane nayieHTam 3 TakMM MoNiMopisMOM PeKOMEHAYETLCS 3aCTOCOBYBATU MEHLLY
[060BY 03y pPO3yBacTaTUHY.

LiTn

dapmMakoKiHETUYHI NapameTpu y AiTei i3 reTepo3nroTHOK CIMENHOI rinepxonecTepuHemMieto BikoM Bif 10 fo 17 pokiB MOBHICTIO He BM3Ha4eHi. Bigomo, Wwo
HeBeNMKe AOCNIMKEHHS hapMaKOKIHETVKM po3yBacTaTuHy (Y opMi TabneTok) 3 yyacTio 18 nauieHTiB AUTAYOro BiKy Nnokasano, Wo eKCcno3uuis npenapaty y Aitei
nofibHa Ao ekcno3uuii y Aopocnux nauieHTiB. TakoX pe3ynbTaTy CBifuaThb, WO 3HAYHMX BiAXUNEHb, MPONOPLIAHMX A0 403, HE OYiKYETbLCS.

KniHiYHI XapaKTepUCTUKN.

Noka3aHHA.

JikyBaHH#A rinepxonecTepuHemii.

[Hopocni Ta gitm BikoM Big 10 pokiB. MepBuHHa rinepxonectepuHemia (Tvn lla, y TOMy 4ucni reTepo3uroTHa ciMeiiHa rinepxonectepuMHeMis) abo 3millaHa
ancninigemia (tun 11b) SK AONOBHEHHSI A0 AIETW, KOAW AOTPUMAaHHA [IETW Ta 3aCTOCYBaHHSA IHWWX HeMeAMKaMEeHTO3HMX 3aco6iB (Takmx K (i3n4Hi Bripasw,
3MEHLLIeHHS Macu Tifa) € HeOoCTaTHIMMK.

"OMO3MroTHa CimeliHa TinepxonecTepuHEMI SIK JOMOBHEHHS A0 AIETW Ta iHWMX NiNig03HMXKYBaNbHMUX 3ac06iB NikyBaHHSA (Hanpuknag adepesy JITMHLL) a6o y
BUMaKax, KONW Taki BUAMN NiKyBaHHA € HEOPEYHUMMU.

MpoinakTnKa cepLeso-CyaMHHIUX NOPYLLEHD.

3anobiraHHa 3HaYHWM CepLEeBO-CYAVHHUM MOPYLUEHHAM Y MaLieHTIB, AKWM, 3a OUiHKaMW, 3arpoXXye BUCOKWIA PU3MK MepLIoro BUMAAKY CepLeBO-CYAMHHOrOo
MOPYLUEHHS, K LOMOBHEHHSA 40 KOPeKLiT IHLWKX (DaKTOPIB PU3MKY.

MpoTnnNoKasaHHA.
- TinepyyTnuBicTb A0 po3yBacTaTHY abo 6y/ab-AKOi JOMOMIDXKHOT PEHOBUHU;
- aKTMBHe 3aXBOPIOBAHHSA MEYiHKW, B TOMY YWC/I CTilKe NigBULLEHHS CUPOBATKOBMX TpaHCaMiHa3 HeBiLOMOT eTionorii Ta 6yAb-aKe NiABULLEHHS TpaHCaMiHa3 Yy
CUpoBaTL,i KpOBI, L0 BTPMYI NEpeBULLYE BEPXHIO Mexy HopMu (BMH);
- TAXKKI NOPYLIeHHA PYHKUIT HUPOK (KnipeHC KpeaTuHiHy < 30 m1/XB);
- mionaris;
- ofiHO4YacHWIA Npuinom KoMbiHaii copocOyBip/Bennaracsip/Bokcunanpesip (AuB. po3ain «OcobnmMBOCTI 3aCTOCYBaHHS»);
- 0fHOYaCHWI NPUIOM LMKIOCMOPUHY;
- nepiog BariTHOCTI Ta rogyBaHHA rpyaato;
- XiHKaM penpoayKTUBHOIO BiKY, LLIO HE 3aCTOCOBYHOTb Ha/IEXHi 3aC006M KOHTpaLenLii.
[o3a 40 Mr npoTunokasaHa nawieHTam i3 hakTopamu, Lo CrpuaoTb PO3BUTKY MionaTii/pabgomionisy. [1o Takmx (hakTopiB Hanexars:
MOPYLLEHHSA PYHKLIT HAPOK NOMIPHOT TSXKKOCTI (KNipeHC KpeaTuHiHy < 60 MN1/XB);
rinoTupeos;
HasBHICTb B iHAMBILYa/IbHOMY ab0 CiMeiHOMY aHaMHe3i CnafKoBNX M’A30BUX 3aXBOPHOBaHb;
HasBHICTb B aHaMHe3i MiOTOKCUYHOCTI, CNPUYMUHEHOT IHWMMMU iHriGiTopamu TMIM-KoA-peaykTasmn abo ibpatamu;
3/10BXNBaHHSA a/IKOro/em,;
CUTYyaLiT, L0 MOXYTb NPU3BECTM 0 MiABULLEHHSA PIBHA Npenaparty y nias3mi Kposi;



Ha/IeXHICTb MaLieHTIB 4O MOHIO/I0IAHOT pacw;
CYNYTHE 3aCTOCYBaHHSA (hibpaTiB.
(AwmB. po3ginn «OcobAMBOCTI 3aCTOCYBaHHS», «B3aeMofist 3 IHLIMMW NiKapCbKMMKM 3aco6amu Ta iHLLI BUAW B3aEMOAI» Ta «PapMakoKiHETUKa).

B3aemogisi 3 iHLLIMMK NiKapcbKUMM 3ac06aMu Ta iHLWi BUAW B3aEMOSIA.

Bnave cynyTHIX npenapaTis Ha po3yBacTaTWH.

IHri6iTOpPN TPAHCNOPTHYX BINKIB.

Po3yBacTaTuH € Cy6CcTpaToM A1 AesKUX TPaHCMNOPTHUX 6iNKiB, Y TOMY YMCNi NEYiHKOBOro TpaHcrnopTepa 3axonieHHs OATPIB1 Ta editoKCHOro TpaHcrnopTepa
BCRP. OpfHo4acHe 3acTOCyBaHHSi PO3yBaCTaTUHY 3 JIIKAPCbKUMW 3acobamu, WO MPUTHIYYKOTb Li TPaHCMOPTHI 6inKK, MOXe MpuU3BOAWTU O NiABULLEHHS
KOHLEHTpaLii po3yBacTaTvHy Yy Mna3mi KpOBi Ta 36iMblUeHHS pU3MKy Mionartii (auB. po3ginm «Cnoci6 3acTocyBaHHA Ta [03u», «OC06/MBOCTI 3aCTOCYBaHHSA,
«B3aemofis 3 iHLMMK NiKaPCbKMMK 3ac06amu Ta iHLLI BUAM B3aEMOAI>», TabNnLIo 2).

LIMKnocrnopuH.

Mpn ofHOYaCHOMY 3aCTOCYBaHHI PO3yBacTaTUHY Ta LMKIOCNOPUHY 3HavyeHHs AUC posyBacTaTuHy Oy/0 B CepefiHbOMYy B 7 pasiB BULLMM, HDXK Y 3[40pPOBUX
[06poBosbLiB (AMB. TabNMLIO 2). Po3yBacTaTVH NPOTUMNOKAa3aHWI NaLieHTaM, AKi BXXe OTPUMYHOTb LMKIOCMOPUH (AMB. po3ain «1poTUNOKa3aHHs).

OfHoYacHe 3aCTOCYBaHHS He BN/IMBA/O Ha M1a3MOBY KOHLLEHTPALLiKO LLMK/IOCMOPUHY .

"emcpibpo3un Ta iHWI rinoninigemiyHi npenapaTw.

CynyTHE 3aCTOCYBaHHS PO3yBacTaTuMHy Ta remioposnny npu3BoAMI0 A0 ABOKPATHOrO MiABULLEHHS Cayx Ta AUC posyBacTatuHy. 3 ornsagy Ha faHi cnewianbHux
AocnifkeHb, hapMakKoOKIHETUUYHO 3HaYYLLOT B3aEMOAIT 3 (heHO(hibpaTOM He O4iKYETbCA, OfHAK MOX/MBa PapMaKogMHaMivHa B3aemogisi. MeMdibpo3uns, geHodibpart,
iHWi pibpatn Ta HiauMH (HIKOTMHOBA KMCMOTa) Y rinoninigeMiyHux fosax (> abo piBHi 1 r/go6y) NiABWLLYHOTb PU3UK PO3BMTKY MionaTil mpu CynyTHbLOMY
3acTocyBaHHi 3 iHri6iTopamu T MIM-KoA-peayKTasun, MOXX/IMBO, TOMY LLLO BOHM 3[aTHI MPU3BOAMTI 4O MionaTil i Npu 3acTocyBaHHI OKpemo. [lo3a po3yBacTaTtuHy 40
MI MPOTUMOKa3aHa Npu CynyTHbOMY 3acTOCYBaHHi (hibpaTiB (AnB. po3ainn «MpoTmnokasaHHs» Ta «OCo6MMBOCTI 3aCTOCYBaHHSA»). J1ikyBaHHA pO3yBaCTaTMHOM Y
TaKu1x BUMagKax Cnif TakoX po3novmHaT 3 4o3un 5 mr.

E3zeTuMmib.

OfiHoYaCHe 3aCTOCyBaHHS po3yBacTaTuHy B f03i 10 Mr Ta e3eTumiby 10 Mr y nawieHTiB i3 rinepxosecTepuHemieto NprnsBoanno 4o 3pocTaHHs AUC po3yBacTaTvHy B
1,2 pasa (Tabnuugs 2). He MoXkHa BUKHOUNTY (hapMaKoAMHAMIYHOT B3aEMOZIT Mi>K pO3yBacTaTMHOM Ta e3eTUMIOOM, L0 MOXKE MPU3BECTU L0 MOBIYHMX etheKTiB (4UB.
po34in «Oco6/IMBOCTI 3aCTOCYBaHHS»).

IHri6iTopKN NpoTeasu.

Xoua TOYHUIA MexaHi3M B3aEMOZIT HEBILOMUIA, CyNyTHE 3aCTOCYBaHHS HTiGITOPIB NPOTeasn MOXe 3HaYHO MiABULLYBaTW eKCNO3ULLT po3yBacTaTuHy (aMB. Tabnmuto
2).

Hanpuvknag, y AOCNifKeHHI (papMakoKiHETUKIN OfHOYacHe 3acTocyBaHHA 10 Mr po3yBacTaTMHY Ta KOMOGIHOBAHOrO /iKapCbKOro 3acoby, Wo MICTUB [Ba iHribiTopu
npoteasn (300 mr atazaHasipy/100 Mr pUTOHaBipy), y 340P0OBUX [06POBO/LLIB CynpoBoLKyBasiocs niasulLeHHAM AUC Ta Cp g PO3yBacTaTviHy npnbnusHo B 31a 7

pasiB BignoBigHO. OgHOYacHe 3aCTOCYBaHHS PO3yBacTaTMHY Ta AesKMX KOMOiHaUil iHri6iTOpiB NpoTeasu MOX/MBE NIiCMs PeTe/lbHOro 06MipKyBaHHS KOpeKLuiT 403w
pO3yBacTaTVHYy, BUXOLAYM 3 O4YiKyBaHOIo 3pOCTaHHA eKCNo3uuii po3yBacTaTuUHy (AMB. po3finvM «Cnocib 3acTocyBaHHS Ta [03u», «OCOBMMBOCTI 3aCTOCYBaHHA,
«B3aemogis 3 iHWMMM NiKapCbKUMUM 3ac06aMK Ta iHLWI BUAW B3aEMOLii», Tabnmuto 2).

AHTaUWAHI npenapaTu.

OfiHoYaCHe 3aCTOCYBaHHA pO3yBacTaTUHY Ta aHTaUMAIB, WO MICTATb MiAPOKCUL altoMiHit0 abo MarHito, 3HUXKYE KOHLEHTpaLii po3yBacTaTuHy npubnmsHo Ha 50 %.
Llein epeKT 6yB MeHLU BUPaXKeHMM Y pa3i 3aCTOCYBaHHS aHTaUmMAHNX 3ac06iB vepe3 2 roAvHN nicns npuinomy posysactaTtuHy. KniHiuHe 3HaUYeHHS LiET B3aEMOAIT He
BUBYAIN.




EpyTpomMiumH.

OfiHoYacHe 3aCTOCYBaHHSI pO3yBacTaTUHY Ta epUTPOMILMHY 3HUXKYBaNo AUC(o.y) posysacTatnHy Ha 20 %, a Cpax — Ha 30 %. Taka B3aEMOAIA MOXe OyTu
CNpUYNHEHA NIABULLEHHAM NEPUCTATbTUKM KULLEYHUKY BHACIAOK AiT epUTPOMILUHY.

®epmeHTU UUTOXPOMY P450.

PesynbTati OCNIAXKeHb in vitro Ta in vivo CBigyaTh, WO po3yBacTaTuH He iHribye Ta He CTUMY/KOE i30(hepmMeHTU LnToXpoMy P450. OKpiM LbOro, po3yBacTaTuH €
cnabkum cybcTpaTom Umx i3othepMeHTiB. TOMY B3aEMOZIT MK npenapaTaMu, NoB’s3aHol 3 MeTabo/1i3MOM, ornocepeiKOBaHUM LMTOXPOMOM P450, He o4ikyeTbcs. He
crnocTepiranocst KNiHiYHO 3HauJyLIMX B3aEMOfiA MiXK po3yBacTaTMHOM Ta (hykoHa3on0M (iHribitopom CYP2C9 Tta CYP3A4) abo KeTOKOHa30/10M (iHri6iTopom
CYP2A6 1a CYP3A4).

B3aemogiT, Lo BuMararoTh KOPeKLiT 4031 po3yBacTaTUHY (ANB. Tako>K Tabnmuto 2).

Mpy HeO6XiAHOCTI 3aCTOCYBaHHSA PO3yBaCTaTUMHY 3 IHLUMMK NiKapCbKUMK 3aco6amMu, 3[4aTHUMMK MigBULLYBATW €KCNO3uLil po3yBacTaTuHy, [03Yy Po3yBacTaTUHY
MOTPIGHO CKopuryeaTu. AKLO OYiKyeTbCA, WO ekcnosuyisd npenapaty (AUC) 3pocte npubnmsHo B 2 abo Ginblue pasiB, 3aCTOCyBaHHS PO3yBacTaTWMHY Chif
po3noyYmHaTi 3 fo3n 5 mr 1 pa3 Ha goby. MakcrmanbHy A060BY [03y pO3yBacTaTWUHY Cif CKOPUIyBaTW TakMM YMHOM, LG O4iKyBaHa eKCro3uLis po3yBacTaTUHy
He MepeBuLLyBana eKCno3uuito, WO Bif3HavaeTbca Npu npuitomi gosm 40 mr/goby 6e3 3acTOCyBaHHSA NiKapCbKMX 3aco6iB, L0 B3aEMOAIIOTL i3 NpenapaToM;
Hanpuknag, Npu 3acTocyBaHHI 3 reMgibpo3nom f03a po3yBacTaTuHy cTaHoBUTUMe 20 Mr (36i/bLUeHHs ekcno3uuii B 1,9 pasa), Npy 3acToCyBaHHI 3 KOMOIHaLier
puTOHaBip/aTaszaHaBip — 10 mr (36inbLUEHHS B 3,1 pa3sa).

Tabnuus 2
Bnave cynyTHix NiKapcbKUX 3ac06iB Ha eKCNO3uLi0 po3yBacTaTUHY
(AUC; y nopagKy 3MeHLIEHHS BeNIMUMHK) 3a ony61ikoBaHUMU JaHUMU KNIHIYHKX LOCig>KeHb

PeXxum [03yBaHHA NiKapcbKOro 3acoby, Lo |Pexxum f03yBaHHS 3miHn AUC
B3aEMOJi€ po3yBacTaTuHy po3yBacTaTUHy*
LimknocnopuH Big 75 mMr agidvi Ha fo6y fo 200{10 mr 1 pa3 Ha poby, 10|t 7,1 pasa
MI [Bidi Ha Joby, 6 micsuis [HiB

PeropadyeHi6 160 mr, 1 pa3 Ha goby, 14 aHiBs 5 Mr, ogHopasoBa A03a 1 3,8 pasa
ArTasaHasip 300 mr/putoHasip 100 mr 1 pa3 Ha|10 mr, ogHopasoBa go3a |t 3,1 pasa
[00y, 8 AHIB

Bennatacsip 100 mr, 1 pa3 Ha go6y 10 mr, ogHopasoBa fjo3a |1 2,7 pasa
OwmbiTacsip 25 mr/napitanpesip 150 mr/ 5 mr, ogHopasosa fo3a 1 2,6 pasa
puToHasip 100 mr, 1 pa3 Ha foby/gacabysip 400

Mr [BiYi Ha goby, 14 fHiB

Mpazonpesip 200 mr/en6acsip 50 mr, 1 pa3 Ha|l1l0 mr, ogHopa3oBa fo3a |1 2,3 pasa
[o6y, 11 aHiB

I"nekanpesip 400 mr/ni6peHTacsip 120 mr, 1 pa3|5 mr, o4uH pa3 Ha goby, 7|t 2,2 pasa
Ha fo0y, 7 fHiB AHiB




* [aHi, npeAcTaBneHi fK 3MiHa B X pasiB, ABNSAOTb COO0K0 CMiBBiLHOLIEHHA MiXK 3aCTOCYBaHHSIM po3yBacTaTvHY B KOMOGIHaLiT Ta OKpemo. [aHi, 3a3HadveHi y BUrnsgi

NoniHasip 400 mr/puToHasip 100 mr Agivi Ha|20 mr 1 pa3 Ha fpoby, 7|t 2,1 pasa

[o6y, 17 aHis [HIB

Knonigorpens 300 mr, notiMm 75 Mmr yepe3 24|20 mr, ogHOpa3oBa jo3a |1 2 pasu

roANHM

"emdibpo3nn 600 mr ABiYi Ha aoby, 7 AHIB 80 mr, ogHopasoBa fo3a |1 1,9 pasa

Entpom6onak 75 mr 1 pa3 Ha o6y, 5 AHiB 10 mr, ogHopasoBa fo3a |1 1,6 pasa

[JapyHasip 600 mr/puTtoHasip 100 mr ggivi Ha|10 mr 1 pa3 Ha goby, 7|t 1,5 pasa

[o6y, 7 AHiB AHiB

Tunpanasip 500 mr/puTtoHasip 200 mr agiyi Ha |10 mr, ogHopa3oBa fo3a |1 1,4 pasa

fo6y, 11 fHiB

[poHenapoH 400 mr ABidi Ha Jo6y Hesigomo t 1,4 pasa

ITpakoHa3on 200 mr 1 pa3 Ha fo6y, 5 aHiB 10 mr, ogHopasoBa fo3a |1 1,4 pasa **

E3etumi6 10 mr 1 pa3 Ha o6y, 14 gHiB 10 mr 1 pa3 Ha poby, 14|t 1,2 pasza **
[HIB

do3amnpeHasip 700 mr/putoHasip 100 mr agiyi|10 mr, ogHOpa3oBa fAo3a | «

Ha o6y, 8 gHiB

Anernitasap 0,3 mr, 7 gHis 40 mr, 7 fHiB o

CunimapuH 140 mr Tpudi Ha ooy, 5 gHis 10 mr, ogHopa3oBa fo3a | «

deHoibpat 67 Mr Tpuyi Ha aoby, 7 AHIB 10 mr, 7 gHiB -

Pudpamnix 450 mr 1 pa3 Ha o6y, 7 gHis 20 Mr, ofHOpa3oBa fio3a |

KeTokoHa30/1 200 mr fBiyi Ha go6y, 7 fHIB 80 mr, ofHOpasoBa fio3a |

®nykoHa30n 200 Mr 1 pa3 Ha foby, 11 fHiB 80 mr, ogHopa3oBa fjo3a | «

EputpomiyuH 500 Mr 4 pasu Ha foby, 7 gHiB 80 mr, ogHopa3soBa fo3a |1 20%

BalikaniH 50 Mr Tpudi Ha o6y, 14 gHiB 20 mr, ofHopa3oBa flo3a |1 47 %

% 3MiHK, ABNAOTH CO60H0 % Pi3HMLKO BiJHOCHO MOKa3HWMKIB NP 3aCTOCYBaHHI PO3yBacTaTMHY OKPeMO.
36i/IbLLIEHHA NO3HAYEHO 3HAYKOM 1, BIACYTHICTb 3MiH — o, 3MEHLLEHHS — |.

** By/o NpoBeAeHO KiflbKa JOCNiKEHb B3aEMOAIT NPy Pi3HUX [03ax po3yBacTaTuHY, B TabiuMLi 2 NogaHo HalibinbLL 3HaYyLLe CriBBiAHOLLEHHS.

Bnnve po3yBacTaTWHY Ha CynyTHi NiKapcbKi 3acoom.

AHTaroHicTu BiTamiHy K.




AK i y pasi 3acTocyBaHHS iHLWKMX iHri6iTopiB TMI-KoA-pefyKTasu, No4aTokK /likyBaHHs po3yBacTaTMHOM abo MoCTynoBe MiABULLEHHS Or0 LO3W Y MALieHTIB, AKi
0[JHOYACHO 3aCTOCOBYHOTb aHTaroHicTu BitamiHy K (Hanpuknag BapdapuH abo iHLWi KyMapyHOBI aHTUKOArynsHTK), MOXe NPU3BECTN A0 NiABULLEHHS MiXKHapOAHOro
HopMasiizoBaHOro BigHowweHHs (MHB). Micnsa BigMiHW po3yBacTaTUHY abo 3MeHLIeHHst o3 MHB MoXe 3HM3UTUCS. Y Takux Bunagkax 6axkaHo BifnoBigHUM
YMHOM KOoHTpostoBaT MHB.

MepopanbHi KOHTpauenTuBu/ropmoHosamicHa Teparnis (IM3T).

OfHOYaCcHe 3aCTOCYBaHHA PO3yBacTaTMHY Ta NepopasibHNUX KOHTpaLuenTuBiB NpMU3BOANIIO0 A0 nigsuweHHa AUC eTuHinecTpagiony ta Hoprectpeny Ha 26 % ta 34 %
BiAMNOBIAHO. Take MifABWLIEHHS M1a3MOBMX PIBHIB CNif BpaxoByBaTW Mpu Nig6opi [03M nepopasibHUX KOHTpauenTuBiB. Hemae faHWX LWOAO (hapMaKOKIHETUKM
npenapartiB y nayieHTiB, AKi OfHOYACHO NpUIAMalOTb Po3yBacTaTtuH Ta M3T, TOMY MOXMBICTL B3aEMOAIT BUK/OYATM HE MOXHA. OfHaK Taka KOMOiHaLis LWMPOKO
3aCTOCOBYBa/MaCH XIiHKaM Y XO4i KNiHIYHMX JOCNI4KeHb Ta nepeHocuiacs foope.

IHWI nikapcbKi 3aco6u.

[VroKCcuH.

3 ornagy Ha AaHi cneujianbHUX AOCMIIKEHb, KNIHIYHO 3HaYYLL0T B3aEMOAIT 3 ANTOKCUHOM He OYiKYEThCS.

Py3mngosa K1CnoTa.

JocnipkeHHs B3aeMOAIT po3yBacTaTUHY 3 (hy3MA0BOK KUC/IOTOK He NMPoBOAMAMCA. PU3KMK mionartii, y T. Y. 3 pabaomionizom, Moxe 6yTu 36i/bLUEHNIA BHACTIA0K
CYyNyTHbOrO 3aCTOCYBaHHS CUCTEMHOI (PY3MA0BOT KMCNOTYM 3i CTaTMHaMK. MeXaHi3Mm Ljiei B3aemogii (hapmakoamHaMiuHWin abo hapMakoKiHETUYHWIA, ab0 i Te i iHLE)
MOKM He 3’coBaHuiA. Mosigomnsnocs Npo pabaomionis (3o0KpemMa fesiki neTasnbHi BUNaaKn) y NaLieHTiB, aKi OTPMMYBaIN L0 KOMOIHaLiH.

MauieHTaM, y AK1X 3aCTOCYBaHHS CUCTEMHOI (PY3ML0BOT KUC/IOTU BBAXXAETHCA HEOOXIAHWM, NiKYBaHHSA PO3yBacTaTUHOM C/lif, MPUMUHUTI Ha BECb TEPMIH JliKYBaHHSA
(hy3140BOO KNCMOTOK. TaKoX AMB. po3ain «Oco6/IMBOCTI 3aCTOCYBaHHS».

aiTn.

Bigomo, Wwo gocnimkeHHs B3aeMogii NpoBoAuAM nute y aopocnnx. CTyniHb B3aEMOAiTy AiTein HEBIAOMUIA.

Oco6MBOCTI 3aCTOCYBaHHS.

Bnnne Ha HUPKW.

Bigomo, o y nauieHTiB, AKi 3aCTOCOBYBa/IM PO3yBacTaTUH Yy BMCOKMUX f03ax, 0c06/mBo 40 Mr, BigzHayanucs BUMaAKM NPOTEiHYpIT (BU3HAYEHOI 3a «TeCTOM
CMY>XKKM»), NMepeBaXKHO KaHa/bLEBOT 3a MOXOMKEHHAM Ta Y 6inblIOCTi BMNafKiB TMM4YacoBoi abo nepepusyacTtoi. [poTeiHypis He cBigymna npo roctpe abo
Mporpecytoye 3axBOptOBaHHA HUPOK (AMB. po3ain «[MobiuHi peakyii»). HebaxaHi sBuLia 3 60KY HUPOK Bif3HaYasMCs YacTille Mpu 3actocyBaHHi gosu 40 mr. Y
navuieHTiB, AKi NpUAMatoTh Npenapar y A03i 40 Mr, PYHKLiK0 HAPOK CNif NepeBipAaTH perynspHo.

Bnaue Ha cKkeneTHy MycKynaTypy.

YpaKeHHs CKeneTHOi MYCKynaTypu, Hanmpuknag mianris, mionaTia Ta 3pigka — pabfomioni3, CrocTepirainca y nauieHTiB MpyY 3acTOCyBaHHI OyAb-AKMX [03
po3yBacTaTuHy, a 0co6/1MBo npu gosax > 20 mr. pu 3acTocyBaHHI e€3eTUMIOY Yy KOMOiHauil 3 iHri6iTopamm TMI-KoA-pefyKTasn y NOOAMHOKUX BUNagKax
MoBIJOMANOCA MPO PO3BUTOK pabaomMionidy. He MOXHa BUK/IKOYATA MOX/IMBOCTI (papMakoAMHaMIYHOT B3aEMOZIT, @ TOMY Taky KOMOIHaLito Cnif 3aCTOCOBYBaTH 3
06epexxHICTHO.

AK i y pasi 3acTocyBaHHS iHWKX iHri6iTopie TMI-KoA-peaykTasn, Bunaaku pabaomionisy, NoB’s3aHi i3 3aCTOCYBaHHAM PO3yBacTaTMHY, Y NMOCTMapKeTUHIOBUIA
rnepiog Tpannsanuncs yacriwe npwv fo3i 40 mr.

PiBeHb KpeaTVHKIHa3W.

PiBeHb KpeaTuHKiHa3n (KK) He cnig BUMiptoBaTy Mic/s 3HAYHUX (DI3UYHUX HaBaHTaXeHb abo Yy pasi HasBHOCTI MOX/IMBUX albTEPHATUBHUX MPUYMH MiABULLEHHS
KK, Wwo MoXyTb yCKNafHIOBaTV iHTeprpeTaLito pe3ynbTaTiB. AKWO novaTkoBmii piseHb KK 3HayHO nigsuiieHunii (> 5 pasis BMH), npotarom 5-7 gHiB Heo6XigHO
3p06UTN [0AATKOBUIA aHani3, LWob NiAgTBepAUTI pe3ybTaTh. AKLWO pe3yibTaT MOBTOPHOI0 aHani3y NigTBepAkye NoYaTKOBUIA piBeHb > 5 pa3iB BepXHbOT MeXi Hopmu,



MOYMHATK NiIKyBaHHA He CNif.

Mepes NoYaTKOM NiKyBaHHS.

PosyBactaTuH, AK i iHWI iHri6itopu MMI-KoA-pegyktasu, cnif 3 00epeXxHIiCTIO Mnpu3HavaTh nauieHTam i3 pakTopamu, L0 CrpUAOTb PO3BUTKY Mionatii
/pabgomionisy. 10 TakuX (hakTopiB HanexaTb:

* MOPYLUEHHA PYHKLIT HUPOK;

* riNOTUPeO3;

* HasBHICTb B iHAMBIAyalbHOMY ab0 CiMenHOMY aHaMHe3i CNagKoBMX M’S30BMX 3aXBOPHOBaHb;

* HasIBHICTb B aHaMHe3i MiOTOKCUYHOCTI, CNPUYMHEHOT IHLWIMMU iHriGiTopamn TMIT-KoA-peaykTasu abo ibpatamu;

* 3/10BXVBaHHSA aJIKOT0/1eM;

* Bik > 70 poKiB;

* CuTYyauii, WO MOXYTb MPU3BECTN 4O MiABULLEHHA PIBHIB npenapaty y naasmi Kposi (4uB. po3ainm «Cnocib 3acTocyBaHHA Ta [03U», «B3aeMofif 3 HLWMMK
NiKapCbKUMM 3ac06aMU Ta iHLLI BUAW B3aEMOLiN» Ta «PapMaKOKIHETUKA);

* 0IHOYaCHe 3aCTOCyBaHHS (ibpaTiB.

Y Takux nauieHTiB MOTPIGHO MOPIBHATM PU3MK Ta MOX/MBY KOPWUCTb MPW 3aCTOCYBaHHI Mpenapary; TakKoX PeKOMEHLOBaHWI KiHIYHWIA MOHITOpUHT. He cnig
PO3MOYMHATU NiKYBaHHA Y BUMAAKY 3HA4YHO NiABuLeHNX novaTkoBux piBHiB KK (> 5 pasis Buwe BMH).

Y nepiof nikyBaHHs.

MauieHTiB cnig nonepeanT NPo HeoOXiAHICTb HEramHO MOBIAOMASTU NPO M’S30BWIA Giflb, cnabkicTb abo CyfOMM HEBIAOMOI eTionorii, 0CO6AMBO AKLLO BOHU
CYNPOBOKYHOTLCA HE3AY)KaHHAM ab0 IMXOMaHKOK. Y TakmxX NauieHTiB cnif Bu3Haunty pisHi KK. Cnig npynuHUTY NikyBaHHSA, SKWO piBHI KK 3Ha4yHO nigBuLleHi
(> 5x BMH) a60 AKL0 M’A30Bi CUMNTOMU TSXKKI Ta CNPUYMHAKOTL AUCKOMMOPT Y NOBCAKAEHHOMY XUTTI (HaBiThb AKLLO piBHI KK <5 x BMH).

AKWO cMMNTOMU MUHalOThb Ta piBeHb KK noBepTaeTbcs [0 HOpMK, pO3yBacTaTMH abo anbTepHaTMBHWI iHri6iTop MMI-KoA-pefyKTasu MoXHa crnpobyBaTy
3acTOoCyBaTh 3HOBY, a/ie Y MiHIMa/IbHUX [03ax Ta Mifj peTeslbHUM HarnsgoMm.

PerynspHuii KOHTPOosb piBHA KK y nauieHTiB 6e3 BULLEBKa3aHUX CUMNTOMIB He NOTPiGHNUIA.

[yxXe pifKo MNoBigoMAAnocs npo BuNafdky iMyHoorocepeiKoBaHOI HekpoTuaytodoi mionatii (IOHM) nig yac abo nicng Tepanii ctaTUHamu, B TOMY 4uUCAi
pO3yBacTaTUHOM.

KniHiyHnmmn nposisamy IOHM € cnabkiCcTb MPOKCUMAIbHUX M’A3IB Ta MIABULLEHHSA PIBHA KpeaTMH(OCHOKIHA3KM Yy CMpOoBaTLi KPOBI, L0 30epiracToCs HaBiTb Mic/s
MPUMMUHEHHSA 3aCTOCYBaHHA CTaTUHIB.

Bigomo, o y Xo4i KNiHIYHUX LOCAIIKEHb Y HEBENMKOI KiNbKOCTI MaLieHTIB, AKI 3aCTOCOBYBa/IM PO3yBacTaTUH Ta CyMyTHI npenapaTu, MOCUIEHOro BM/IUBY Ha
CKeneTHy MyCKynaTypy He Bifi3Haya10Cb.

OfHaK niABvleHa YacToTa BUMNaaKiB Mio3UTy Ta MionaTil criocTepiranack y nauieHTiB, siKi 3aCTOCOBYHOTh iHWI iHriGiTopu TMI-KoA-peayKtasm 3 noxigHumu
(hIGPOEBOI KMUCMOTK, B TOMY YMC/i reMibpo3nIoM, LMKIOCMOPUHOM, HIKOTUHOBOK KUC/IOTOKO, a30/1bHUMW MPOTUTPUOKOBUMM 3acobamu, iHribiTopamu npoTeasu Ta
MaKpo/liAHMM aHTUBIOTUKaMMU.

"emibpo3nn NiaBuLLYE PU3NK MionaTil Npu CynyTHLOMY 3aCTOCYBaHHI 3 Aeskumu iHrioitopamu TMI-KoA. Tomy po3yBacTaTUH HE PEKOMEH/0BaHO 3aCTOCOBYBATU
y KOMOGiHaLiT 3 reMibpo3unom. CnpuaTiMeuiA BNMB NOAa/IbLLUMX 3MiH PiBHA NiNi4iB NpWM 04HOYACHOMY 3aCTOCYBaHHI PO3yBacTaTuHY i3 (hibpaTtamMun abo HiauMHOM
NOTPIGHO MNOPIBHATA 3 MOTEHUIMHUMW PU3MKaMK MPW 3aCTOCYBaHHI Takol KoMOGiHauii. OfgHoYacHe 3acToCyBaHHSA po3yBacTaTUHy B f03i 40 mr Ta (pibparTis
NPOTUMOKa3aHo (4MB. PO3Ainn «B3aeMogis 3 iIHLIMMUY NiKapCbKMMK 3ac06aMu Ta HLI BUAW B3aEMOAIN» Ta «ITo6IYHI peakLii»).

Po3yBacTaTuH He Cnif 3aCTOCOBYBATW CMiflbHO 3 CUCTEMHMMU NiKapCbKMMK 3acobamu y3nAoBOI KACIOTW abo MPOTAroM 7 AHIB MIiCNA NPUNUHEHHS NiKYyBaHHS
(hy3140BOO KMUCOTOR. lMaLieHTam, y AKMX 3aCTOCYBaHHS CUCTEMHOI (DY310BOT KUC/IOTW BBXKAETLCA XUTTEBO HEOOXIAHWUM, NiIKYBaHHA CTaTUHAMU CAif NPUNUHUTY
Ha BECb TEPMIH NiKyBaHHA (hy31A0BOK KMCNOTOK. [MoBigoMnsnocs npo padbgomionis (y ToMy YMCNi LeKifbKa feTaslbHUX BUNaAKIB) y MauieHTiB, AKi OTpUMyBaIn



KOMOGiHaL|it0 (hy31a0BOI KUCMOTK Ta CTaTUHIB (AMB. po3ain «B3aemogist 3 iHWUMK NiKapCbKMMK 3aco6amm Ta iHLLI BUAM B3aEMOMii»). MauieHTaM cnig nopaguTu
HeramHo 3BEPHYTUCA MO MeAMYHY AOMNOMOry, SKWO BOHW Bif4yBatOTb OyAb-AKi CUMMTOMM M’A30BOT CnabkocTi, 607110 abo XBOPO6/IMBOT YyTAMBOCTI. Tepanito
cTaTMHamy MOXXHa MOBTOPHO MOHOBUTW Yepe3 CiM AHIB MiCif OCTaHHLOI 403U (DY3UA0BOI KMUCMOTW. Y BUHATKOBMX BUMagKax, KoM HeobXifHa MposioHroBaHa
cucTeMHa (hy3naoBa KWUCNOTa, Hanpuknag, Ans NikyBaHHSA TSXKKMX THQEKUi, HeobXigHICTb OAHOYACHOrO 3aCTOCYBaHHA PO3yBacTaTMHY Ta (Dy3uA0BOI KMCNOTK
MOBWHHA PO3INIAAATUCA TiSIbKM B KOXXHOMY KOHKPETHOMY BUMAAKY ¥ Nif peTeNbHUM MeAUYHUM HarnsaLoM.

Po3yBacTaTWH He CNif 3aCTOCOBYBaTU NawiieHTaM i3 rOCTPUMU, CEPNO3HUMIM CTaHaMK, WO CNPUSAKOTb PO3BUTKY MionaTil abo NiABMLLYIOTb PU3MK PO3BUTKY HUPKOBOI
HefOCTaTHOCTI Ha T/i pabaomionidy (TakMMK SiK Cerncuc, apTepiasibHa rinoTeH3is, 3HayHe XipypriyHe BTPYYaHHs, TpaBma, TSHXKKI MeTabosniyHi, eHLOKPUHHI abo
eNeKTPONITHI NOPYLLEHHS; HEKOHTPO/IbOBAHI Cy0MN).

Bnave Ha neyiHky.

AK i iHWi iHri6iTopy TMI-KoA-penykTasun, po3yBacTaTvH cflif 3 00epeXHIiCTIO 3aCcTOCOBYBaTM MauieHTaM, SKi 3/10BXMBAKOTb ankoronem Tta/abo MarTb
3aXBOPHOBAHHA NeYiHKM B aHaMHesl.

BioXiMiYHI MOKa3HUKN (DYHKLIT NeYiHKM PeKOMeHZ0BaHO MepeBipuUTU Nepej NnoyaTKOM 3aCTOCyBaHHA Mpenapaty Ta depe3 3 MicAui NiKyBaHHA. HAKLO PiBeHb
TpaHcaMiHa3 y CMpOBaTLi KPOBI Giflblue HIXX YTPUYi NepeBULLYE BEPXHIO MEXY HOPMW, 3aCTOCYBaHHSA PO3yBacTaTUHY CAif NPUIMHUTKL abo 3MeHWnTK fo3y. Mpo
Cepro3Hi NOPYLUEHHSA (YHKLUIT NeviHkn (NepeBaKHO MiABULLEHHA PIBHA MEYiHKOBMX TpaHCamiHa3) y MOCTMapKeTWHIOBWIA Nepiof MOBIiLOM/IANOCA YacTille npu
3acTocyBaHHi 031 40 mr.

Y nauieHTIB i3 BTOPUHHOKO rinepxonecTepuHEMIED, CIPUYNHEHOID FiNOTUPEO30M abo HEPOTUYHUM CUHAPOMOM, CMEepLUy Cif NPOBECTU NMiKyBaHHS OCHOBHOMO
3aXBOPIOBaHHS, & MOTIM NOYMHATU 3aCTOCYBaHHA PO3YBaCTaTUHY.

Y nicnspeecTpauiiHmii nepiof 3pifkKa NoBigoMNsnoca npo netasbHi abo HenetanbHI BUNaAKM MEYiHKOBOT HEJOCTATHOCTI Y NauieHTIB, AKi NpuiiMann cTaTuHK, B
TOMY 4uCNi po3yBacTaTWMH. HAKWO Ha TNi NliKyBaHHA pPO3yBacTaTMHOM PO3BUBAETLCS CEPO3HE YPaXKEHHSI MEYiHKM 3 K/IHIYHOK CUMMTOMATUKOK Ta/abo
rinep6inipy6iHemieto Un XOBTAHULIEID, HEraiHO HeO6XiAHO NPUMMHUTK NPUIAOM npenapaTy. AKWO IHWWX NPUYUH He BUABMEHO, HE C/if NOHOB/OBATY NliKYBaHHS
npenapaTom.

Pacosa Ha/leXKHICTb.

Bigomo, o y xoai gocnimkeHb hapMakoKIHETUKM CNOCTePIranocs 3poCcTaHHA CUCTEMHOI eKCMO3uMLil y nauieHTiB MOHIOMN0IAHOI pacy MOPIBHAHO 3 €BpPONenLsMU
NpUGAN3HO yAaBIYi (AnB. po3ainu «PapMakoKiHeTUKa», «Cnoci6 3acToCyBaHHS Ta A03u», «[TpOTUNOKa3aHHS»).

IHri6iTopKn NnpoTeasu.

MigBuLLEHA CUCTEMHA EKCMOo3uLlis A0 po3yBacTaTUHY criocTepiranacs B 0Ci6, siKi 3aCTOCOBYBa/IM PO3yBacTaTUH CYMyTHLO 3 PI3HUMW iHriGiTOpaMn npoTeasun y
NnoeAHaHHI 3 puTOHaBipoM. Criifi 06MipKyBaTK AK KOPUCTb Bif, 3HVXXEHHSA PIBHA NiNiA4iB 32 40NOMOroH po3yBacTaTuHy Y nauieHTis 3 BIJ1, AKi oTpuMytOTb iHriGiTOpK
npoTeasu, TaK i MOX/IMBICTb NiABULLEHHA KOHLEHTpPaLii po3yBacTaTiHy Y nia3Mi KPoBi Ha no4yaTKy Tepanii Ta Npu NigBULLEHHI 03K po3yBacTaTUHY Y NauieHTiB,
AKi OTPUMYIOTb iHTi6ITOpM NpoTeasn. OgHOYACHE 3aCTOCYBaHHA Npenapary 3 iHribiTopammn NpoTeasn He PeKOMeHAYETbCS, AKLLO0 [03a PO3yBacTaTVHY He CKOpUroBaHa
(am.. po3ain «Cnocib 3acTocyBaHHs Ta J03W» Ta «B3aemMogis 3 iHWMMKU NiKapCbKUMKM 3ac06amm Ta iHLI BUAW B3aEMOSIN»).

IHTepcTuLia/IbHE 3aXBOPHOBAHHSA fIereHb.

IMig yac 3acToCyBaHHSA AEAKUX CTaTWMHIB, 0COBAMBO NPW TPUBaNIOMY /iKyBaHHI, NOBIAOMAANOCA MPO BUHATKOBI BUMAAKWN iHTEPCTMLiaNIbHOT XBOPOOKM NereHb (AMB.
po3gin «MobiyHi peakuii»). [o NposBIiB Lji€i XBOPOOM MOXKHA BiHECTWN 3aAMLLKY, HEMPOAYKTUBHWIA Kallenb Ta MOTipLEHHS 3arasibHoro cTaHy (CTOM/IOBAHICTb,
3HVDKEHHS Macu Tifla Ta rapsivka), 3acCToCyBaHHS CTaTUHIB NOTPIGHO NPUMUHATMW.

Llykposuii fiabeT.

[esKi thakTu cBigyaTh, WO CTaTUHW NiABULLYHOTb PiBEHb I/IFOKO3M B KPOBI Ta Y AeAKUX NaLieHTIB, KM 3arpoXye BUCOKUIA PU3MK PO3BUTKY AiabeTy B MainbyTHbOMY,
MOXYTb CMIPUYMHATY TiMEpr/iikemMito Takoro piBHA, Npu AKOMY Heob6XifHe HaneXxHe NiKyBaHHA LYyKpoBoro fiabety. Lito 3arpo3sy, OfHaK, NepeBULLYE 3HMXKEHHS
PU3UKY CYAUHHMX MOPYLUEHb NPV 3aCTOCYBaHHI CTaTMHIB, | TOMY BOHA He Mae GyTuv NiACTaBOK A48 NPUNUHEHHSA Tepanii ctaTuHamu. 3a nalieHTaMu rpynu pusmky



(piBeHb rNOKO3M Hatlle 5,6-6,0 Mmonb/n, IMT > 30 Kr/mM2, NiABULLEHWIA piBeHb TPUMNiLEPWiB, apTepiaibHa FinepTeHsis) cnif BCTAHOBUTW K KNiHIYHWIA, TaK i
6iOXIMIYHWIA KOHTPO/Ib 3riHO 3 HaLiOHAILHUMMW THCTPYKLiSIMA.

Bigomo, wo y gocnimkeHHi JUPITER 3apeecTpoBaHa 3arajibHa YacToTa LlyKpOBOro fiabeTy cTaHoBuna 2,8% Yy rpyni npuiioMy posysacTtaTtuHy Ta 2,3% -y rpyni
nnaue6o, nepeBaxXHO y MaLieHTIB i3 piBHEM [/THOKO3M HaTLue Bif 5,6 10 6,9 Mmonb/n.

aiTn.

OuiHKa niHiHOro pocty (3picT), macu Tina, IMT (iHAEKCy Macu Tina) Ta BTOPUHHUX XapaKTepUCTUK CTaTeBOro fo3piBaHHA 3a TaHHepoM Yy fiTel Bikom Big 10 go 17
POKiB, IKi NpuiiMann po3yBacTaTiH, 06MeXeHa nepiofom TpmBanicTo 1 pik. Micng 52 TXKHIB AOCNiAKYBAHOI0 NiKyBaHHA XXOAHOI 0 BMMBY Ha picT, macy Tina, IMT
abo cTaTeBe [j03piBaHHSA BUABNEHO He Oyn0. ICHYIOYI AaHi KNiHIYHMX AOCNiMKeHb 3aCTOCYBaHHSA nNpenapary AiTamMm 00MeXKeHWH, | 4OBroTpuBai eqeKTn 3aCTOCyBaHHS
po3yBacTaTuHy (> 1 pik) Ha cTaTeBe [03piBaHHSA HEBILOMI.

Y KNiHIYHOMY JOCNiMKeHHI Yy AiTei Ta NigNiTKiB, AKi NpuiAMany po3yBacTaTuH NPOTAroM 52 TMXKHIB, NigsuLLeHHs piBHAa KK > 10 pasis Buile BHM Ta cumntomu 3
60Ky M’A3iB nicig (i3NYHOr0 HaBaHTaXXeHHs abo MiABULLEHOT (PI3UYHOT aKTMBHOCTI CMOCTepIraiMca 4YacTille MOPIBHAHO 3 TakKUMW Y LOPOCAUX (AMB. PO34in
«[106IYHI peakLii»).

3acTocyBaHHA y nepiof, BariTHOCTI abo rogysaHHs rpyaato.

Po3yBacTaTWH NPOTUMNOKa3aHWI y Nepiog BariTHOCTI abo rogyBaHHA Fpyato.

YKiHKM penpoyKT1BHOTIO BiKY MOBUHHI 3aCTOCOBYBATU Ha/IEXHI 3aC00M KOHTpaLenLil.

OCKiNbKN XONecTepuH Ta iHWI NPoAYyKTU BGIOCMHTE3Y XONMECTEPUHY BaXIMBI ANS PO3BUTKY MN10Aa, NOTEHUINHWIA pu3nK iHridyBaHHs MI-KoA-pegyKTasu
MepeBuLLYE MOX/MBY KOPUCTb Bif, 3aCTOCYBaHHA npenaparty Yy nepiog BariTHOCTI. AKLIO NaLieHTKa 3aBariTHIE B Nepiog 3aCTOCyBaHHSA npenapary, NiKyBaHHSA Chif
HeramHO NPUNUHATMK.

OCKi/IbKM iHLWMIA NiKapCbKMiA 3aCi6 LbOro Knacy NpPOHWKae y rpyaHe MOJIOKO JIIOAMHY Ta BPaxoByrouu, WO iHriGiTopy TMIM-KoA-peayKTasn MOXYTb CIPUYNHATY
Cepio3Hi HebaxkaHi peakLuii y HEMOBAAT, XiHKaM, AKi NOTPe6YOTb NiKyBaHHSA pPO3yBacTaTUHOM, CNif PEKOMEeHAYBaTh yTpMMaTMCA Bif rofyBaHHA rpyaaro. [aHux
LL,0A0 MPOHWKHEHHSA Npenapary y rpyAHe MOI0KO II0AUHU HeMaE (AMB. po3ain «poTUnoKasaHH:).

34aTHICTb BNAMBATY Ha WWBMAKICTb peakLii Nnpy KepyBaHHIi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.

JocnifpkeHHs BMAMBY pO3yBacTaTMHY Ha 3[aTHICTb KepyBaTW aBTOTPAHCMOPTOM Ta MpauioBaTh 3 iHWKWMKU MexaHi3mamu He nposoavnu. OfHak 3 orfisgy Ha
(hapmakoMHamiyHi BNacTMBOCTI, MaJloOMMOBIPHO, WO PO3yBacTaTWH BNAMBAaTUME Ha TaKy 34aTHICTb. IMpy KepyBaHHI aBTOTpaHCMOPTOM abo po6oTi 3 iHWMMM
MexaHi3mMamu Cij, BpaxoByBaTu MOX/MBICTb 3araMOpPOYEHHS Y Nepioj /liKyBaHHSA PO3yBacTaTUHOM.

Cnocib 3acTocyBaHHA Ta [03Mu.

Mepen NOYaTKOM NiKyBaHHA MalieHTy Cif NPU3HaYUTU CTaHLAPTHY XOMeCTEPUHO3HVKYBA/IbHY AIETY, AKOT CMiL AOTPUMYBATUCA | NPOTArOM NiKyBaHHA. 03y chif
nigéupaTy iHAMBIAYaNIbHO, 3a/1EXKHO Bif MeTH Tepanii Ta ePeKTUBHOCTI NiKyBaHHS, 6epyyn [0 yBarv NOTOYHI peKoMeHAaaLlil.

Mpenapat Knisac MoxHa npuiiMati y 6yfib-AKNiA Yac AHS, HE3a/IeXXHO BifJ, MPUnomy ixi.

TabneTKy He cnif, pO3)KOBYBATK, aJle MOXHA Ai/IMTY 3 METOKO MOJIErLLIEeHHS KOBTaHHSA. 3anvBaTui BOLOHO.

JikyBaHH#A rinepxonecTepuHemii.

PekoMeH/l0BaHa NnoyaTKoBa f03a CTaHOBUTbL 5 abo 10 mMr nepopanbHO 1 pa3 Ha f00y AK A/19 NauieHTiB, AKi paHille He 3aCTOCOBYBa/IM CTaTWMHU, TaK | 414 NalieHTIB,
AKi 10 LbOro 3aCTOCOBYBa/M iHLWI iHri6iTopy TMI-KoA-peayKTtasu.

Migbvpatoum noyaTkoBy 403y, Cif BpaxoBYBaTW iHAMBIAYaNIbHWIA PiBeHb BMICTY XOMIECTEPUHY Y MALIEHTIB Ta MOX/MBUIA CEpPLEBO-CYANHHUIA PU3MK, a TaKOX
NOTEHLIHNIA PU3NK PO3BUTKY MOBIYHMX peakLiil. Y pasi HeoOXiAHOCTI Yepes 4 TMXKHI 403y MOXHA 36inblunTK (AMB. po3ain «PapMakognuHaMiKa).



OcCKiflbK1 'y BMNafAKy 3actocyBaHHA 031 40 Mr no6iyHi peakuiil BMHUKAKOTHL YacTille, HDK Mpyv MeHWUX fo3ax (aue. po3gin «IMobiyHi peakwuii»), 0CTaTOYHO
TUTPYBaTW [03Y A0 MakCUMaslbHOro piBHA 40 Mr c/iif nvwe nauieHTam i3 TSXKKOK TinepxonecTepuHeEMIEtd Ta BUCOKMM CEPLEBO-CYAMHHMM PU3MKOM (30Kpema
nayieHTam i3 CiMENHOK rinepxonecTepuHEMIErD), Y AKUX He BAAN0CA JOCArTM 6aKaHOro pesynbraty 3a 403w 20 Mr, i AKi NMOBWHHI nepebyBaTtu Nif perynspHuMm
Harnsgom (amB. po3ain «OcobAnBOCTI 3aCTOCYBaHHS»). Ha noyaTKy 3acTocyBaHHs 403u 40 Mr peKOMeHA0BaHWiA Harnisif cnewianicTa.

MpodinakTnKa cepLeBo-CyaNHHINX NOPYLLEHD.

Bigomo, Wwo nig yac JOCnifKeHHA 3HUWXKEHHSA PU3WKY YCKNafHeHb 3 BOKY CepueBO-CyAMHHOT cucTeMn [o60Ba Ao3a npenaparty craHoswna 20 Mr (gue. posgin
«dapmMaKkomHamiKa).

3acTocyBaHHs nauieHTam NiTHbOrO BiKY.

PekomeHA0BaHa noyaTKoBa j03a A4/1 NauieHTIB BIKOM > 70 poKiB CTaHOBUTbL 5 Mr (4uB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHSA). IHLLIA KOPEKLiS A03M 3a/1eXKHO BIf BiKY
He NoTpibHa.

MauieHTy 3 NopyLUEeHHAMY (OYHKLIT HUPOK.

[Nna nayieHTiB 3 SIErKUM Ta MOMIPHMM MOPYLUEHHAM (OYHKUIT HUPOK Hemae HeobXigHOCTI y KOpekuil fo3n. PekomeHfoBaHa noyaTkoBa Ao3a [Ans MauieHTiB 3
NOPYLUEHHAM (hYHKLiIT HUPOK MOMIPHOT TSXKOCTI (KNipeHC KpeaTuHiHy < 60 Mn/xB) ctaHOBUTL 5 mr. [Jo3a 40 Mr npoTUnokKasaHa nauieHTam 3 NopyLUeHHAM (yHKUiT
HMPOK MOMIPHOT TSXKKOCTI. MaLieHTam 3 TAXKKMM NOPYLUEHHAM (PYHKLIT HAPOK 3acTOCyBaHHA npenaparty KnisBac NpoTunokasaHo y 6yab-akux fo3ax (4vB. po3ginu
«[MpoTUNoKasaHHs» Ta «PapMaKOKIHETUKA).

MauieHTN 3 NopyLUEHHAMU PYHKLIT NEYIHKM.

He cnocTepiranocs 3pocTaHHA CMCTEMHOT €KCNO3WLiT po3yBacTaTMHY Y NauieHTiB 3 7 6anammn abo MeHLUe 3a WwKanow Yainnga-M’to. MNMpoTe NOCUNEHHS CUCTEMHOI
eKcno3uLii 6yno Big3Ha4yeHo Yy MaLieHTiB, CTaH AKUX OLiHIOBaBCA y 8 Ta 9 6aniB 3a wkKanoto Yainnga-’to. Takum nawieHTam cnif NpoBoAUTY OLiHKY YHKLIT HUPOK
(amB. po3pin «Oco6AMBOCTI 3aCcTOCyBaHHSA»). [LOCBiA 3acTOCyBaHHS MNpenapaty nauieHTam, Aki Habpanu Ginblwe 9 6anis 3a wkanoto Yannga-r’to, BigCyTHIN.
Mpenapat KniBac NpoTunokasaHuii NawieHTam i3 3aXBOPIOBaHHAMY NeYiHKN B aKTUBHIN CTagil (4nB. po3ain «poTUnoKasaHHs).

Pacosa Ha/IleXKHICTb.

Y nauieHTiB MOHI0/10I4HOT pacK criocTepirasacs nifBuLLEHa CUCTEMHA eKCMO3ULLiA pOo3yBacTaTUHY (AMB. Po3a4inn «1poTrnokasaHHA», «OC06/MBOCTI 3aCTOCYBaHHSA»
Ta «PapMaKoKiHeTKa»). PeKOMeH0BaHa NoYaTKOoBa 103a A/19 TaKuX NauieHTiB CTaHOBUTL 5 Mr. 3acTocyBaHHA f031 40 Mr NpoTuMnoKasaHe.

MauieHTN 3i CXUNBbHICTIO A0 PO3BMTKY MionaTil.

PekoMeH[l0BaHa NnoyaTkoBa fo3a A5 MauieHTIB 31 CXUIbHICTIO A0 PO3BUTKY Mionartii CTaHOBMTL 5 Mr (AvB. po3gin «Oco6nMBOCTI 3aCTOCyBaHHA»). [o3a 40 mr
NPOTUMOKa3aHa feaKNM 3 TakuX NauieHTiB (4UB. po3ain «poTUnoKasaHHs»).

"eHeTUYHUI noniMopi3Mm.

[MeBHI TUNW TEHETUYHOro MONIMOPQI3MY MOXYTb MPU3BOAUTU A0 MIABULLEHHSA eKCcrno3uuii po3ysacTtatuHy. lMauieHTam i3 BiJOMOK HasBHICTIO TakuX TUMIB
nofiMopiamMy peKoMeHAY€ETLCS 3aCTOCOBYBATU MEHLLY A060BY 403y npenapary.

CynyTHE 3aCTOCYyBaHHS.

Po3yBacTaTuH € Cy6CTpaToM pPi3HMX TpaHCMopTHUX 6inkiB (Hanpuknag OATPLB1 Ta BCRP). Pusmk mionarii (y ToMy yncni pabfomionidy) 3pocTae npu CynyTHLOMY
3aCTOCyBaHHI po3yBacTaTUHY 3 MEBHUMM NiIKaPCbKMMK 3ac06aMu, L0 MOXYTb MiABULLYBATW KOHLEHTPAL,it0 po3yBacTaTUHy Yy na3mi KpoBi BHACNiLOK B3aEMOLIT 3
UMMW TPAHCMOPTHUMK BinikaMmn (Hanpuknag UMKIOCNOPMHOM Ta NEBHWMU IHriGiTOpamMy MpoTeasu, Y TOMY 4uC/li KOMOIHaUisMU PUTOHABIPY 3 aTas3aHasipom,
noniHaeipom Ta/abo TunpaHaBipom (AMB. po3ainn «Oco6ANBOCTI 3aCTOCYBaHHA» Ta «B3aemogisi 3 IHWNMK NiKapCbKUMK 3aco6amu Ta iHLWI BUAW B3aEMOiin»)). Mo
MOX/IMBOCTI CAif PO3rNAHYTU 3aCTOCYBaHHA a/lbTEPHATUBHUX NTIKAPCbKUX 3ac0biB Ta, Yy pa3i HeobXiAHOCTI, TUMYaCOBO nepepsaTy Tepanito npenapatom Knisac.
FAKLLO CYNyTHLOr0 3aCTOCYBaHHA LIMX JTIKAPCbKMX 3ac00iB 3 npenapatoM KiBac YHUKHYTU HEMOX/IMBO, C/lif, PETENIbHO 3BXXWUTU KOPUCTb Ta PU3MK Bif CYMyTHLOrO
3aCTOCYyBaHHSA Ta BiNoBiJAHUM YMHOM BifKOperyBaTu o3y npenapaTty (AuB. po3ain «B3aeMogis 3 iHLWUMK NiKapCbKMMM 3ac06aMu Ta iHLWI BUAW B3aEMOLI»).



aiTn.

3acTocyBaHHs npenapary AiTAM Mae MPOBOAUTM NNLLE CreLiasicT.

3acTocoByBatu 4iTam BikoM Big 10 go 17 pokiB (X10n4mMKy Ha cTagii po3suTKy Il Ta BuLLe 3a TaHHepPOM Ta fiBYara, y SKUX MeHCTpyau il novasmca LoHaiMeHLe pik
TOMY).

3BMyaliHa noyaTkoBa 4060Ba [03a 414 AiTeil i3 reTepo3nroTHO CIMENHOKD rinepXxosiecTepMHeMIer0 CTaHOBUTL 5 Mr Ha fo0y. IMpenapaT 3a3Buyait cnig npuiiMaTu
nepopasibHO y Ao3ax Big 5 mr o 20 mr 1 pas Ha fo6y. Migsuiysaty go3sy cnif BignoBigHO A0 iHAMBIAYaNbHOT BIANOBIAI AUTUHW HA NiKYBaHHA Ta NepeHOCUMOCTI
npenapaty, A0TPUMYHUMCb PEKOMEHAALLiIN WOAO NiKyBaHHA AiTel (AnB. po3ain «OcobMBOCTI 3aCTOCYBaHHA»). [Nepen novaTKoM Tepanii po3yBacTaTUHOM AiTAM Chif
NPU3HAYNTN CTaHAAPTHY FiNOX0MeCTePUHEMIYHY AIETY, AKOI MaUieHTV MaloTb JOTPUMYBATUCA | NPOTArOM NiKyBaHHA. Bigomo, wo 6e3neky Ta egeKTUBHICTb
nikapcbKoro 3acoby B fo3ax 6inbLue 20 Mr y Wik nonynauii He 4OCNiLKyBann.

[iTn Bikom o 10 pokiB.

Jocsig nikyBaHHs fiTeld Bikom 4o 10 pokiB 06MeXeHWiA. ToOMy po3yBacTaTWH He PEKOMEHAYETLCA 3aCTOCOBYBATH AiTAM BikoM 0 10 pokiB.

Nepeno3yBaHHS.
CneunivyHoro nikyBaHHs nepefo3yBaHHs HeMae. JTiKyBaHHSI CUMMITOMAaTMYHE, PEKOMEHAYETLCA NiATPUMYHoYa Tepanis. MoTpibeH KOHTPOMb (DYHKLIT NeYiHKK Ta
piBHiB KK. ManoimMoBipHO, Lo remogiania 6yze eheKTUBHUM.

Mo6iyHiI peakuil.

Mo6iyHI peakuiT, WO CNoCcTepiratoTbCs NPY 3aCTOCYBaHHI po3yBacTaTUHY, 3a3BMYyald Nerki Ta TMM4YacoBi.

MoGiyHI peakuil HaBeeHO HVKYe BIAMOBIAHO A0 YaCTOTU BUHWKHEHHS: YacTo (= 1/100, < 1/10); HevacTo (= 1/1000, < 1/100); pigko (= /10000, < 1/1000); pyxe
pigko (< 1/10000); yacToTa HeBifoma (HEMOXX/IMBO BCTAHOBUTU 3a HassBHUMU JaHUMW).

3 60Ky KpoBi Ta niMhaTUYHOT CUCTEMU: PiLKO — TPOMOOLMTOMEHIS.

3 60Ky iIMYHHOT cCcTeMU: PiAKO — peakLii rinepyuyTaInBOCTI, Y TOMY YMC/i aHTIOHEBPOTUYHMIA HAOPSAK.

EHAOKPUHHI po3nafy: 4acTo — LyKpoBwii giadet?.

3 60Ky HEPBOBOI CMCTEMW: YacTO — FO/IOBHWIA 6iNb, 3aNaMOPOYEHHS; Ay>Ke PiAKO — MOMIHEBPONaTis, BTpaTa Nam’aTi; YacToTa HeBigoMa — nepupepryHa HeBponaTis,
MOPYLLEHHS CHY, Y TOMY YnMCNi 6E3COHHA Ta HiYHI Kowwmapu.

McuxiyHi po3nagn: YacToTa HeBifoma — Aenpecis.

3 60Ky opraHis uxaHHs, rpyAHOT KNI TKU Ta CepefoCTIHHA: YacToTa HeBIZOMa — Kallesib, AUCTHOe.

3 60Ky TpaBHOro TpakTy: 4acTo — 3arnop, HyAo0Ta, 6i/b Y XKXUBOTI; PifKO — MAHKPeaTWT; YacToTa HeBioMa — fiapes.

3 60Ky renaTobiniapHoi CUCTEMU: PILKO — NIABULLEHHSA PIBHA NEYIHKOBUX TPaHCaMIHa3; AYXKE PiAKO — XOBTAHULA, FenaTuT.

3 60Ky LUKIpW Ta NigLWKIPHOT KNiTKOBMHW: HEYacTo — CBepbixXK, BUCUN, KPOMMB’IHKA; YacToTa HeBifiomMa — cMHAPOM CTiBeHca-[)KOHCOHa.

3 BOKY CKeNneTHO-M’S30B0OT CUCTEMM Ta CNoMyYyHOT TKaHWHW: YacTo — Miasris; pigko — mionatis (y TOMy 4ncii Mio3uT) Ta pabomioni3, BOBYAKONOAIOHMI CUHAPOM,
pO3puB M’A3IB; AY>Ke PILKO — apTpasiria; yacToTa HEBIAOMA — MOPYLUEHHS 3 BOKY CYXOXW/lb, IHKO/IN YCKAAHEHI po3pmBamu, iIMyHOOMOCepPeLKOBaHa HEKPOTU3YHOYa
mionaris.

3 60Ky HMPOK: Oy>Ke pifKo — remarypis.

3 60Ky penpojyKTUBHOT CUCTEMU Ta MOOYHYX 3a/103: AY>KE PifKO — rHEKOMACTIS.

3arasibHui CTaH: YacTo — acTeHisl; YacToTa HeBijomMa — HabpsiK.

1 YacToTasanexuTbBij HasBHOCTi (haKTOPiBPU3MKY (PiBEHB FHOKO3UHATLLE > 5,6 MMonb/N, IMT > 30 Kr/M2, nifiBULLIEHI PiBHI TpUrNiLepuaiB, apTepianbHa rinepTeHsis B
aHamHe3i).



AK i y BUNaKy 3acTocyBaHHs iHWKMX iHribiTopis FTMIT-K0A, yacToTa HebakaHWUX peakLiil 3a1eXuTb Bif 403U.

Bname Ha HUPKWN.

Y nauieHTiB, AKi 3aCTOCOBYBa/IM PO3yBacTaTWH, CNOCTEPIra/inca BUNagKu NPOTEIHYPIT, MePeBaXXHO KaHa/IbLEeBOro MOXOAXeHHS (BU3HAYEHOT 3a «TECTOM CMYXXKU»).
3MiHKM BMICTY 6ifKa y cedi Bif BigCYTHOCTI abo CnifiB A0 3Ha4YeHHs ++ abo Gifblue 3apeecTPOBaHi Y AeSAKMX 4acoBMX TouKax Y < 1 % nauieHTiB, SKi npuiiManm
po3yBacTaTuH y f03i 10 mr Ta 20 Mr, Ta NprM6/n3Ho y 3 % nauieHTiB NpuW 3aCTOCyBaHHI 403K 40 Mr.

He3HauHe 36i/bLUeHHSA YacTOTK BUMNAAKIB NiABULLEHHA 6ifka y cedi Bif BiACYTHOCTI abo CnifiB A0 3HAYEHHS + CMOCTepirasiocs npw 3acTocyBaHHI fo3n 20 mr. Y
6iNbLIOCTI BUMAAKIB BUPAXKEHICTb MPOTETHYPIT 3MeHLYyBanacb abo 3HMKana CNOHTaHHO NPKW NPOAOBXEHHI 3aCTOCYBaHHSA PO3yBacTaTuHY.

3 ornagy Ha iCHytYi faHi KNiHIYHWMX LOCNiQKeHb Ta MOCTMAPKETUHIOBMX CMOCTEPEXeHb, Ha AaHWA 4ac He BUSBNEHO MPUYMHHO-HACNILKOBOrO 3B’S3KY MiXK
MPOTETHYpPIEO Ta rOCTPUM abo MPOrpecyoUnM 3aXBOPHOBAHHAM HUPOK.

"ematypisicriocTepiranach y nauieHTiB, IKi 3aCTOCOBYBa/IM pO3yBacTaTWH, i BiAOMI AaHi KNiHIYHMUX JOCNiMKeHb CBig4aTb MPO Ti HA3bKY YacToTy.

Bnaue Ha ckeneTHy MycKynaTypy.

YpaXeHHs CKeNeTHOI MyCKynaTypu, Taki K Mianrid, mionatig (y ToMy 4mcni Mio3uT) Ta pigKo pabaomionis, i3 rocTpod HUPKOBOK HeLOCTaTHICTIO abo 6e3 Hel,
crocTepiranncs Npw 3actocyBaHHi 6yab-AKMX 03 pO3yBacTaTuHY, a 0C06/IMBO NPU 3aCTOCYBaHHI A03 > 20 Mr.

Y nauieHTiB, AKi NpuiimMany po3yBacTaTuH, CNOCTEPIranocs 40303aeXxHe 3pocTaHHs piBHIB KK; y 6inblIoCcTi BUNagKiB ssuwe 6yno cnabkmm, aCMMnToMaTUYHUM Ta
TumyacoBmM. AKLLO piBHI KK nigsuieHi (> 5 pasiB BepxHboT MeXi Hopmu (BMH)), nikyBaHHSA cnif NpUnnuHATK (au1B. po3gin «OcobnmBOCTi 3aCTOCYBaHHS).

Bnnue Ha neviHky.

FAK i y BUMNAAKy 3acTOCyBaHHS iHWMX iHri6iTopis MMI-KoA-pefyKTasn, y HeBeNMKOI KifIbKOCTI MauieHTiB, fKi nNpuiiManu po3yBacTaTUH, CrocTepiranocs
[0303a/1eXKHe 30iNbLLEHHSA PiBHS TpaHcaMiHa3; Y 6iNbLIOCTi BUNaAKiB ABuLe 6yn10 cnabkum, aCUMNTOMaTUYHUM Ta TUMYaCOBUM.

Mpw 3aCTOCYBaHHI AesKUX CTaTUWHIB NOBILOMIANOCS NPO Taki Heba>kaHi ABMLa:

po3nafn CTaTeBOl (PYHKLIT; OKpemi BWUMAaAKW IHTEPCTULia/IbHOTO 3aXBOPKOBAaHHA JlereHb, 0CO6/MBO Yy pasi TpuBanoi Tepanii (4uB. po3gin «OcobamBoCTi
3aCTOCYBaHHA»).

UacToTa BMNaakis pabaomionisy, cepiio3HMX NopyLleHb 3 6OKY HMPOK Ta MeYviHku (nepeBaXkHO NiBULLEHWUI piBeHb MeYiHKOBMX TpaHcaMiHa3) Oyna 6inbLioto npu
3acTocyBaHHi 031 40 mr.

aiTn.

MigBULLEHHA piBHA KpeaTuHKiHa3M >10 pasis Buwe BMH Ta cumntomm 3 60Ky M’A3iB MicnA PI3UYHOro HaBaHTaXKeHHA abo MigBULLEHOT (DI3VYHOT aKTUBHOCTI
criocTepiranmca 4acTiwe y AiTeid MOPIBHAHO 3 Aopocnumu (aue. po3fin «Oco6iMBOCTI 3aCcTOCyBaHHSA»). poTe npodinb 6e3nekn posyBacTaTUHy Y AiTeil 6yB
nofibHMM [0 Takoroy OpoC/mnX.

TepMiH NpUAaTHOCTI.
2 POKMW.

YMoBM 36epiraHHs.
36epirat y HeaoCTyNHOMY ANs AiTei MicLi, B OpUriHanbHii ynakoBLi npy TemnepaTypi He Buwle 25 °C.

YnakoBkKa.
Mo 10 Tabnetok y 6nicTepi, no 1, 3a60 9 6nicTepiB B KAPTOHHIN nayLi.

KaTteropis Bignycky.
3a peuenTom.



Bupo6HUK.
TOB «®apma CtapT».

Micue3HaxoMkeHHSA BUPOOHMKaA Ta afpeca Micua NpoBaf>KeHHS MOro 4isiNIbHOCTI.
YKpaiHa, 03124, m. Kuis, 6ynbBap Bauiasa IMaBena, 8.



