IHCTPYKIIIA
IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y
KPECTOP

(CRESTOR®)

CKnao:
0itoya pevoB8uHa: po3yBacTaTHH;

1 TabneTKa, BKpHUTa IIiBKOBOI 000710HKOI0, MicTuTh 5 Mr, 10 Mr, 20 Mr a6o 40 Mr po3yBacTaTUHY Y
Burnsami 5,20 mr, 10,40 mr, 20,80 mr a6o 41,60 Mr po3yBacTaTUHY KaJIbIIiio;

0onomidcHi peyo8uHU: TaKTO3a, MOHOTiIpaT; LIe/TI0/I03a MiKpOKPUCTaliyHa, Kanblliio ¢hocdar,
KPOCIIOBiIOH, MarHilo cTeapar; IUTiBKOBa 000I0HKA: JTaKT03a, MOHOTiIpaT; rimpoMeso3a, TIIepot
Tpuanertar, TuTany giokcup (E 171),

01g TabJIeTok 1o 5 Mr - 3aii3a okcup xoBTuit (E 172);

miist Tabnetok mo 10 mr, 20 mr, 40 Mr - 3ami3a okcup yepBouuit (E 172).

Jlikapcbka ¢popma. TabmeTKy, BKPUTI ITIBKOBOIO 000JI0HKOIO.
OcHosHI (i3uko-xiMiuHi 81aCMUBOCMI:

mabsemku no 5 M2 - XK0BTa, BKPUTA ILTiIBKOBOIO 000JIOHKOI0, KPYTJIa, ABOOIYKIIA, IPUOIN3HO 7 MM
(miameTp), BUrpaBitoBaHa TabeTKa; Ha NUIboBOMY Oo1ri “ZD4522 5”, Ha 3BOpoTHOMY 00I1i Hi40rO;

mabsemku no 10 Me - poxkeBa, BKpUTa IJIIBKOBOI 000JIOHKOI0, KPYTJla, ABOOIYKIIA, IPUOIU3HO 7 MM
(miameTp), BUrpaBitoBaHa TabeTka; Ha uIboBoMy 6ot “ZD4522 10”, Ha 3BOpOoTHOMY 6011 Hi4O0TO;

mabemku no 20 M2 - poxkKeBa, BKPUTA ILJTiIBKOBOI 000JIOHKOI0, KPYTJIa, ABOOMYKIIA, MPUOIH3HO
9,1 MM (miameTp), BurpaBitoBaHa TabieTKa; Ha MULbOBOMY oIt “ZD4522 20”, Ha 3BOPOTHOMY Oo11i
Hi4doro;

mabsaemxu no 40 M2 - poxeBa, BKPHUTA IJTiBKOBOIO 000JIOHKOI0, OBaJIbHA, IBOOIYKJIIA, ITPUOIIU3HO
11,5%7,1 MM (mOoBXKMHA X LIMPUHA), BUTpaBiloBaHa TabieTKa; Ha MULbOBOMY OoIri “ZD4522”, Ha
3BopoTHOMY Oor11i “40”.

dapmakoTepaneBTHYHA rpymna. [inoninigemivni 3acobu. Iuriditopu I'MI-KoA-penykTasu.

Kom ATX C10A AQ7.

dapmako102iuHi e racmueocmi.



®apmakoOuHamika.
Mexatism 0ii

Po3yBacTaTuH — Ile CelIeKTUBHUN Ta KOHKypeHTHuM inribitop I'MI'-KoA-penykrasu, pepMeHTy, 1110
o0MexXKye LIIBUAKICTh peakilil Ta IepeTBOPIOE 3-TifPOKCHU-3-MeTUNTIyTapuil KopepMeHT A Ha
MeBaJIOHaAT, ITOIePeNHUK XonecTepuHy. OCHOBHUM MiClleM [il pO3yBacTaTUHY € MediHKa, OpraH-
MillIeHb [J1s1 3MEHIIIEeHHS PiBHIB X0JIECTEPUHY.

PosyBacTtatus 30inbmye KinbKicTh petienTopiB JITTHII] Ha moBepxHi KIiTUH NEYiHKY, IIOCUTIOI0YN
3axomyeHHs Ta Katabomiam JIITHIII, Ta npuraiuye nmevinkosuit curTe3 JITIIHII, TakuM 4uHOM,
3MEHILYIOUM 3arajibHy KinbKicTh yacTuHoK JITT[THII ta JITTHIILI.

®apmakoOuHamiyHa 0is

Kpecrop 3nuXKYye nigBuineHui pisers xonecrepuny JITTHIII, 3arajpHOr0 X0IEeCTEPUHY Ta
TpUriilepunis i nigsuinye pisHi xonectepuny JIIIBII. Bin TakoX 3MeHIIye piBHi anoB, XC-
HeJITIBI, XC-JITIOHII, TT-JITIOHII Ta migBuinye piBers amoA-I (tabmuis 1). KpecTop Takox
3MmeH1ye crniBBigHomenHs XC-JIITHII/XC-JIIIBIL, 3aransroro XC/XC-JITIBIL, XC-reJIIIBII/XC-
JITIBIII Ta anoB/amoA-I.

Tab6muig 1
BipmoBigb Ha 003y y MallieHTIB i3 TePBUHHOIO Tinepxoectepunemieto tumy Ila ta I1b

(BimKOpHUTroBaHa CepeqHs BilCOTKOBA 3MiHa IMOPIBHSAHO 3 BUXITHUM PiBHEM)

[To3a N XC-JITTHIIBaransaui [XC-JITIBII [TT XC-neJITIBIjamoB aroA-I
XC

[Tnane6o |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 -2.3 -51 -46 o)

40 18 -63 -46 10 -28 -60 -54 0

TepaneBTuyHU e(PeKT AOCATAETHCSA MPOTATOM 1 THXKHS IiC/ISA TOYaTKYy 3aCTOCYBaHHS JIIKapChKOT0
3aco0y, 90 % MakcuManbHOTO eeKTy - yepe3 2 THUXKHi. MakcuManbHu# ehekT 3a3Budai
[oCATaEThCS Yepes 4 TUXKHI Ta TPUBAE Hafali.

KniHiuHa epekmugHicmb ma 6e3neka
Kpecrop eekTuBHNY y NiKyBaHHI JOPOCHUX i3 TiIepX0ieCTePUHEMIEIO - i3 TiIepTPUTIiLepUaeMier0
abo 0e3 Hel - He3aJIeKHO Bif pacu, CTaTi Yu BiKy, a TAKOXK y NalliEHTiB 0COOIUBUX TPYT, TAaKUX TK

XBOPi Ha LyKpoBuil miabeT abo malieHTH i3 CiMEeWHOIO rimepxoiecTePUHEMIEIO.

3a 00’epHaHMMU JaHUMU pociigxkenb ga3u [II Kpectop ehekTUBHO 3HUXKYBaB PiBHi X0IECTEPUHY Y
OinbIIoCTi malieHTiB i3 rimepxonecrepunemMieto tuny Ila ta IIb (cepenniit moyatkoBuii piBeHb XC-



JITTHII mpu6nu3Ho 4,8 MMOJIB/TT) [0 IiTbOBUX 3HAUYE€Hb, BCTAHOBIIEHUX BU3HAHUM KEPiBHUIITBOM
€BpOoIencLKOro ToOBapuCTBa aTepocknepo3y (EAS; 1998); mpubnusno y 80 % malrieHTis, ski
IIpuMMaJy npenapar y go3i 10 mMr, Bganocss fOCATTA HOpMaTUBHUX LinboBUX piBHIB XC-JITTHIII 3a
EAS (<3 MMonbp/m).

Y BenukoMy gociigxeHHi 435 Malli€HTiB i3 reTepO3UroTHOK CIMEMHOIO TinepxoiecTepuHEMIEI0
npuiimanu Kpectop y mo3ax Big 20 mo 80 Mr 3a cxeMO0 IIOCUIEHOT0 TUTPYBaHHS A03U. CIPUSTIUBUI
BIIJIUB JIiIKapChKOTO 3ac0o0y Ha ITOKa3HUKM JIiMifliB Ta JOCATHEHHS I[iThOBUX PiBHIB Bil3HaYasu npu
BCix gosax. [licns tutpyBanus go mo6osoi o3u 40 mr (12 tuxHiB nikyBauHs) XC-JITTHII] 3HU3UBCSA
Ha 53 %. Y 33 % marrienTiB O6yno gocsarayTo HopMaTuBHUX piBHIB XC-JITTHII 3a EAS (<3 MMomb/m).

Y BiIKpUTOMY [OCIIIAZKEHH] IIOCAJIEHOT0 TUTPYBaHHS 03 BiANIOBIAL Ha 3aCTOCYBaHHS JIIKAPCHKOI0
3aco0y Kpecrtop y mo3ax 20-40 mMr BuBYasacs y 42 maIfieHTiB (BK/I0Ya04u 8 fmiTed) i3 rOMO3UTOTHOIO
CiMeWHOI0 TinepxonecTepruHeMie0. Y 3aranbHii nomynsiil piBeEs XC-JITTHII 3Hu3UBCS B CepeaHbEOMY
Ha 22 %.

YV k7TiHIYHUX JOCTIIXKEHHSIX 3a Y4acTi0 00MeKeHOI KiJTbKOCTi MaIlieHTiB CITOCTepiraBcst afuTUBHUN
edekT nikapchkoro 3aco0y Kpectop Ha 3HUKEHHS PiBHS TPUTJIIIIEPUAIB IIPU 3aCTOCYBaHHi y
kKoMOiHatii 3 ¢peHodiOpaToM Ta Ha mipBuiieHHs piBHiB XC-JITIBII npu 3acTocyBaHHI y KoMbiHaIlil 3
HianlHOM (AUB. po3ain «Oco6IUBOCTI 3aCTOCYBAHHS»).

Y GaraTolieHTPOBOMY, IOABIMHO CIlinoMy, ianeb0-KOHTPOIb0BAaHOMY KITIHIYHOMY JOCTifKeHHi
(METEOR) 984 namientu BikoM 45-70 poKiB i3 HU3LKUM PU3UKOM illIeMidHOI XBOpoOU ceplist
(BU3Ha4YeHUM K pU3UK 3a OpaMinreMcokoro mkasnow <10 % nporsarom 10 pokis), cepenHiM
3HauenHsaM XC-JITTHIII 4,0 mmomns/n (154,5 Mr/gi), arne i3 cyOKITiHIYHUM aTEPOCKIIEPO30M
(BU3HaYeHUM 3a 30i/bIIeHHSIM TOBIIMHU KOMIIJIEKCY iHTHMa-Mefis coHHol apTepii (TKIMCA)) 6ynu
paHoMi30BaHi 0 ABOX TPYII Ta IpUiMau oguH pa3 Ha 700y abo 40 Mr po3yBacTaTuny, abo niamne6o
npoTsaroM 2 pokiB. TTopiBHSAHO i3 mane6o po3yBacTaTUH 3HAYHO CIIOBIIbHIOBAB IIPOrPECYBAaHHS
makcumanbHOl TKIMCA y 12 Toukax coHHOI apTepil Ha -0,0145 MM/pik [95 % moBipumii iHTepBan
-0,0196, -0,0093; p<0,0001]. 3mina mopiBHSHO 3 BuXigHUM piBHeM cTaHoBuna -0,0014 mMM/pik
(-0,12 %/pik (cTaTUCTUYHO He3HaAUYyIlla)) y TPYIi PO3yBaCTaTUHY IOPIBHAHO i3 IPOrPeCyBaHHIM
0,0131 mm/pik (1,12 %/pik (p<0,0001)) y rpymi nnanebo. ITpsiMol Kopensiril MixkK 3MeHIIeHHIM
TKIMCA Ta 3HMKEeHHSM PU3UKY CeplieBO-CYAUHHUX IOfIiil TPOIEeMOHCTPOBaHO He 6yno. 1o
nocrimxkenass METEOR Oynu 3aiy4eHi MallieHTH i3 HU3bKUM PU3UKOM illIeMidHOl XBOPOOU ceplid, SKi
He € IpefCcTaBHUKAMHU IIiJIbOBOI IIOMYJISIi 3aCTOCyBaHHS JTiKapchKoro 3aco0y Kpecrop y mosi 40 mr.
o3y 40 mr cif npu3HavyaTy JIullle NalieHTaM i3 TAXKKOI0 IinepxojieCTepUHeMI€0 Ta BUCOKUM
PU3HUKOM CEePIIEBO-CYIMHHUX Po3yamiB (IuB. po3min «Crocid 3acToCyBaHHS Ta JO3U»).

B iHTepBeHIIMHOMY [OCHIIXKEeHH] pO3yBaCTaTUHY 3 METOI OOTPYHTYBaHHS 3aCTOCYBaHHS CTAaTUHIB 5K
3aco0y nepsunHOi mpodinakTuku (JUPITER) BIIMB po3yBacTaTUHY Ha YaCTOTy 3HAYHUX
aTepOCKJIEPOTUYHUX CEPIEeBO-CYOUHHNX 3aXBOPIOBaHb omiHoBanu y 17 802 yonosikis (=50 pokiB) Ta
XKiHOK (=60 poxkiB).

YYacHUKHY JOCHTigKeHHs Oy BUIIagKOBUM YMHOM PO3MOfineHi no rpymn miamne6o (n=8901) abo
po3yBacTaTHHY B [03i 20 Mr ofuH pa3 Ha go0y (n=8901) i 3a HUMU crioCTepiraau B CepeaHbOMY
IIPOTATOM 2 POKIB.

Konuentpauii xonectepuny-JITTHII 3amenmmnucs Ha 45 % (p<0,001) y rpymi po3yBacTaTuHy
IIOPIBHSHO 3 I'PYIIOI0 Italebo.

Y peTpocCneKTUBHOMY aHali3l JaHUX MIOTPYIIY [Ali€HTiB BUCOKOTO PU3UKY 13 BUXIMHUM 3HAUYEHHAM
>20 % 3a OpamiHreMchbKo0 mKanoi (1558 yyacHuUKIB) criocTepirasocs 3HauHe 3HUKEHHS 4aCTOTU



KOMOiHOBaHOI KiHIIEBOI TOYKH, II[0 OXOIIJIIOBAala CMEPTH Bifl CEPLIEBO-CYIUHHUX TOMiH, iHCYIbT Ta
indapkT miokapaa (p=0,028), y rpyni po3yBacTaTuHy NOpiBHSHO 3 M1ale60. AGCOTIOTHE 3HUKEHHS
pU3uKy mopiu ctaHoBuio 8,8 BunapkiB Ha 1000 maiieHTO-pokiB. [ToKa3HUK 3arajibHOI CMEPTHOCTI
JIAIIABCS He3MiHEHUM Y IIiil TPy BUCOKOTO Pu3uKy (p=0,193). Y peTpocnekTuBHOMY aHami3i faHUX
Oigrpynu BUCOKOro pu3uky (9302 yyacHUKY 3arajioM) i3 BUXiJHUM 3HA4YEHHAM =5 % 3a IIKaJI0l0
SCORE (ekcTpanosiboBaHO 3 METOI BKJIIOUEHHS JaHUX YYaCHUKIB BiKOM IOHaA 65 POKiB)
CIIoCTepiranocs 3Hauyllle 3HUXKEHHS YaCTOTH IOfiit KOMOiHOBaHOI KiHIIEBOI TOYKH, 10 OXOTI/IIOBaIa
CMeDTh Bifl CepLieBO-CYAUHHUX NOAi, iHCYbT Ta iH(dapKT Miokapaa (p=0,0003), y rpymi
PO3yBacTaTUHY MOPIiBHSHO 3 M1ale60. 3HUKEHHS abCOMIOTHOTO0 PU3UKY, BUPAXKEHOTO 3a YaCTOTOI0
nofit, craHoBuio 5,1 Bunagky Ha 1000 marieHTo-pokiB. [ToKa3HUK 3arajbHOI CMEPTHOCTI Y ITit
HiATPYyIi BUCOKOI'0 PU3UKY NTHUIaBCSI He3MiHeHUM (p=0,076).

Y mocnigxensi JUPITER 6,6 % y4acHUKIB Irpyniu IpuioMy po3yBacTaTUHY Ta 6,2 % y4aCHUKIB I'PyNIu
naneb0 MPUIMHUIN 3aCTOCYBaHHS OOCIiAKYBaHOTO JIiIKapChKOTro 3aco0y udepe3 HeGaxXaHi sSBUIIA.
Haiibinpim yacTuMu HebaKaHUMU SBUIIAMHU, 110 IPU3BOAUIIN 00 NPUNUHEHHS JIIKyBaHHS, Oyu
mianris (0,3 % y rpymi podyBactaTuny, 0,2 % — nnaue6o), abgominansaui 6ins (0,03 % y rpymi
po3yBactatuny, 0,02 % — mmane6o) ta Bucur (0,02 % y rpymi posyBactatuny, 0,03 % — nnane6o).
Haii6inbi yacTuMy HebaxkKaHUMU SBUIIAMH, II0 CIIOCTEPIranucs y TPyl po3yBacTaTHHY i3
4yacToTolo, OinbInoio abo piBHOIO Bii3HaYeHil y rpyni nnauebo, Oynu indekuii ceqoux msaxis (8,7 %
y rpymi po3yBacTtatuny, 8,6 % — mnarebo), HazobapuHrit (7,6 % y rpymi posyBacratuny, 7,2 % —
nnate6o), 6inb y cuHi (7,6 % y rpymi po3yBactaTuny, 6,9 % — mmane6o) Ta mianris (7,6 % y rpymi
po3yBacTaTuny, 6,6 % — muane6o).

Himu

Y nopBiliHO cinmoMy, paHOoOMi30BaHOMY, 6araTolleHTPOBOMY, I1alle060-KOHTPOIEOBaHOMY 12-
THXKHEBOMY HOCHimKeHHi (n=176, 97 y4acHUKIB 40/10Bi40i Ta 79 — XKiHOYOI cTaTi) i3 nomanbmuM 40-
THXKHEBUM IepiogoM (n=173, 96 yyacHUKIB 40JI0Bi40l Ta 77 — KiHOYOI CTaTi) BiTKPUTOTO
TATPYBaHHS NO3M PO3yBacTaTUHy namieHTd BikoM 10-17 pokiB (II-IV cTagil po3BuTKy 3a TaHHEPOM,
IiB4aTa, y AKUX MEHCTpYyallil modanucs moHaMeHIIe 1 pik ToMy) i3 reTepO3UroTHOIO CiMENHOI0
rinepxonecTepuHeMi€io MPOTATOoM 12 THUXKHIB OTPUMYBaJIK Po3yBacTaTHH y [03i 5, 10 abo 20 mr/moby
abo mane6o, micasa 4oro BCi y4aCHUKY IIONHS MpUKMaiIy po3yBacTaTuH npotsarom 40 TuxHiB. Ha
IOYaTKY HociimkeHHs mpubau3no 30 % nanienTiB 6ynu Bikom 10-13 pokiB Ta mpubnuzuo 17 %,

18 %, 40 % Ta 25 % i3 Hux 3Haxogunucsk Ha II, III, IV ta V crapii po3BuTKy 3a TaHHEPOM BifIIOBIigHO.

PiBens XC-JIITHIII 3menmuBca Ha 38,3 %, 44,6 % ta 50,0 % BigmoBigHO y rpynax IpUUoMy
po3yBacTaTUHY B [03i 5, 10 Ta 20 Mr nopiBusiHO i3 0,7 % y rpymi maauebo.

Hamnpukinni 40-TuKHEeBOT0 [1epiofy BIAKPUTOTO TUTPYBAHHS NO3U AJIS1 HOCATHEHHS I[I/IbOBOT0O PiBHSA
(MakcuMasnbHa fo3a cTaHoBmIa 20 Mr omuH pa3 Ha go0y) y 70 3 173 mamienTis (40,5 %) Bmamocs
gocAarTu minboBoro piBHA XC-JITTHII menIe 2,8 MMOIB/TI.

[Ticns 52 THXKHIB HOCTIIXKYBaHOTO JTiKyBaHHS He 0YyJI0 BUSBIEHO XKOIHOT0 BIJIUBY Ha picT, Macy, IMT
abo craTeBe mo3piBaHHS (OUB. po3min «OcobnuBOCTi 3acTocyBaHHA»). Lle mocmimxkenus (n=176) He
IPUUHSATHE [JS MOPIBHSAHHS PiIKUX HeOaxkKaHUX SBUII.

Po3syBacTaTuH TaK0X BUBYAIHU y 2-PiYHOMY BiIKPATOMY AOCII2KEHHI] i3 I[I/IbOBOI0 TUTPALI€I0 AO3U Y
198 miTeii 3 reTepO3UTOTHO CiIMEWHOO TinepxoaecTepuHeMi€ero y Biti Big 6 7o 17 pokis (88
y4aCHUKIB 4010Bivoil cTati Ta 110 - XKiHOYOI cTaTi, cTagis po3BUTKY 3a TaHHepoM <II-V). [TowaTkoBa
Io3a 1S BCiX MallieHTiB CTAHOBUJIA 5 MT PO3yBaCTAaTUHY OOUMH pa3 Ha mo0y. ITarienTam BikoM Bif 6 mo
9 pokiB (n = 64) mo3y TUTPyBaX OO0 MaKCUMasbHOI 103U 10 Mr omuH pa3 Ha 700y, a malieHTaM BikoM
Bim 10 mo 17 pokiB (n = 134) - go MakcuMasbHOI 03U 20 MT ofuH pa3 Ha go0y.



[Ticna 24 MicsuiB NiKyBaHHS PO3yBaCTaTUHOM CEpefHE 3HUXKEHHS Bifi BUXITHOTr0 3HaueHHS XC-
JITTHIII, Bu3HauYeHe 3a METONOM HaVMeHIIUX KBagpaTiB, CTaHOBUIIO -43 % (BUXiAHUYU piBEHb:

236 mr/pn, micamns 24: 133 mr/an). [I1s KOXXHOL BiKOBO1 I'PYIIH CepefHE 3HUKEHHS BiJf BUXITHOTO
3HaueHHsa XC-JIITHIII, Bu3HaueHe 3a METOIOM HalMEHIIIUX KBaipaTiB, CTAHOBUIO -43 % (BUXigHUM
piBeHb: 234 mr/on, Micsans 24: 124 mr/on), -45 % (Buxiguuit piBeHb: 234 Mr/on, micsaup 24: 124 mr/mmn)
Ta -35 % (BuxigHuu piBeHb: 241 Mr/omn, micaus 24: 153 Mr/on) y BikoBux rpymax Big 6 go <10, Big 10
0o <14 1i8ig 14 go <18 pokiB BiAMOBiAHO.

Pe3ynbpTaToM 3acTOCyBaHHS po3yBacTaTHHY ¥ fo3ax 5 MT, 10 mMr i 20 Mr Takox OyIu CTaTUCTUYHO
3HAUYIIi CepeHi 3MiHU y ITOPiBHSAHHI 3 BUXITHMMU MMOKa3HUKAMU TaKAX BTOPUHHUX 3MiHHUX BEJIMUYUH
mimigiB i minompoTeiniB: XC-JITIBII, 3aransauit XC, XC-ueJITIBII, XC-JITTHII/XC-JITIBIL], 3aranbHui
XC/XC-JITIBII, TT'/XC-JITIBII, XC-ueJITIBII/XC-JITIBIII, anoB, amoB/amoA-1. KoxHa 3 11ux 3MiH
IEeMOHCTpPYBaJla MOJIMIIeHHS JiMigHUX peakIliii i 30epiranacs MpoTaroM 2 Pokis.

[Ticns 24 mics1iB miKyBaHHS XKOTHOTO BIIUBY Ha picT, Macy Tina, IMT abo cTaTeBe mo3piBaHHS
BUSIBJIEHO He 0yyo (ouB. po3ain «Oco0MMBOCTi 3aCTOCYBaHHSI»).

Y paHmoMizoBaHOMY, MOABIHOMY CiIinloMy, I1alle00-KOHTPOJIbOBAHOMY, OaraTolleHTPOBOMY,
IIepexpecHOMY JOCITi?KeHHi BUBYaIN PO3yBacTaTUH y 7031 20 Mr oguH pa3 Ha o0y y MOPiBHSAHHI 3
nnaiebo 3a ydacTio 14 miTel Ta mifmiTKiB (BikoM Bif 6 o 17 poKiB) 3 TOMO3UTOTHOIO CiMEHHOIO
rimepxonectepuHeMielo. [JOoCTimKeHHs BKITIOYal0 aKTUBHY 4-TUXKHEBY MHiATOTOBYY ¢a3y 3
DOTPUMaHHAM [i€TH, Mif Yac SKOI Malli€HTiB JIiIKyBalu po3yBacTaTHHOM y H03i 10 Mr, mepexpecHy
a3y, 110 cKknaganacs 3 6-TUKHEBOTO MePioAy JiKyBaHHS pO3yBaCTaTUHOM B [03i 20 Mr i3
norepegHiM abo MOAasbIINM 6-TUKHEBUM JIiIKyBaHHSAM I1aiebo, Ta 12-TUXKHEBY DigTpUMyl04y ¢asy,
IIPOTSTOM $IKOI BCi mallieHTu oTpuMyBanu 20 Mr po3yBacTaTuny. [laiieHTH, sKi nepedyBanu Ha
Teparil e3eTumibom abo adepe3oM, TPOJOBKYBaAIM OTPUMYBATH Iie JIIKyBaHHS IIPOTITOM yChOTO
OOCITiIKEeHHS.

Cratuctuyno 3Hauyule (p = 0,005) suuxkenHs pisas XC-JITTHII (22,3 %; 85,4 mr/omn, abo

2,2 MMOJIB/]I) CIOCTepiraau 4yepe3 6 TUXKHIB JIIKyBaHHSA PO3YBaCTaTUHOM y 1031 20 MT y IOpiBHSHHI 3
nnare6o0. CrocTepiranocs CTaTUCTUYHO 3HAUYIIe 3HMKeHHS 3aranbHoro XC (20,1 %, p=0,003), XC-
HeJI[IBII] (22,9 %, p=0,003) i amoB (17,1 %, p=0,024). Takox cmocTepiramocs 3HUKeHHs piBHIB TT,
XC-JITTHII/XC-JITIBII, 3aransroro XC/XC-JITIBII, XC-meJITIBII/XC-JITIBII Ta anoB/anoA-I micnsa

6 THKHIB JIIKyBaHHSA PO3yBacTaTMHOM y 103i 20 Mr y nopiBHAHHI 3 nyanebo. 3HNKeHHS piBHA XC-
JITTHIII yepe3 6 TUXKHIB JTiIKyBaHHS PO3YBaCTaTUHOM y 1031 20 MI' 3 HACTYyIIHUMU 6 TUXKHAMU
nikyBaHHA 1mtane6o 30epiranocs npotsarom 12 TuxHIB 6e3mepepBHOI Teparil. Y ogHOro nalieHTa
criocTepiranocs nomanbiine 3uuxKeHHs piBHsA XC-JITTHIIT (8,0 %), 3aransroro XC (6,7 %) i XC-
HeJITIBII (7,4 %) micns 6 TUXKHIB JTiKyBaHHS 3 TUTPYBaHHAM 03U 00 40 Mr.

[Tig yac npomOBKEHHS BIOKPUTOrO JIIKyBaHHS PO3yBaCTaTUHOM y 4031 20 Mr y 9 3 LuX Mali€HTiB [0
90 tuxHiB 3uuKeHHs piBHI XC-JITTHII 36epiranocs B Mexkax Bim -12,1 % mo -21,3 %.

Y BigKpuTOMY HOCHiAKEHHI TIOCUJIEHOTO TUTPYBaHHS 03 Y 7 OL[iHIOBAHUX [iTeH i MifiTKiB (y BiIi Bif
8 mo 17 pokKiB) 3 TOMO3UTOTHOIO CIMEMHOIO TillepX0IeCTePUHEMIEIO (OUB. BUIIE) BiICOTOK 3HUKEHHS
piBasg XC-JITTHIII (21,0 %), 3aransaoro XC (19,2 %) ta XC-ueJIIIBII (21,0 %) Big BUXigHOTO PiBHSA
ic/s 6 TUXKHIB JTiKyBaHHS pO3yBaCTaTUHOM B 031 20 M BifiloBigaB TOMYy, III0 CIIOCTEpPIiranocs y
BULe3TafaHOMy AOCIIIIXKEeHH] y [iTel Ta MifJIiTKiB 3 TOMO3UTOTHOK CIMENHOI0
rinepxoJiecTepuHeMie.

€BponelcbKe areHTCTBO 3 JIiKapChKUX 3aco0iB BiTMOBUITIOCS Bifi 3000B’s13aHHS HaaBaTU pe3y/bTaTu
OOCIiAXKEeHb PO3yBaCTaTUHY y BCIX MiArpynax giTeX 3 TOMO3UTOTHOK CIMENHOI0
rimepxoiecTepuHEMi€I0, TEPBUHHOI0 KOMOiHOBAHOIO (3MillTaHO0I0) AUCITIIimeMiero Ta ays



mpodinakKTUKK TOPYIEHb 3 60Ky CepIIeBO-CYOUHHOI cucTeMu (IuB. po3Min «Crmocib 3acToCyBaHHS Ta
[0o3u» O7i9 OTPUMaHHA iH(GOopMallil of0 3aCTOCYBaHHS OiTSAM).

dapmakoKiHemuxka.
BcmoxkmyeaHHA

MaxkcuMasnbHa KOHIIEHTpAllisl p03yBacTaTUHY Y IJIa3Mi I0CATAEThCS MPUONIU3HO Yepe3 5 TOAUH TicIs
IIepopajbHOTO 3aCTOCyBaHHS. AGCOIOTHA 0i0JOCTYIIHICTh CTaHOBUTD IMpuOmu3Ho 20 %.

Po3nodin

Po3yBacTaTvH 3HQYHUM YMHOM 3aXOIJIIOETHCS NTEYIHKOIO, IKa € OCHOBHUM MiCIIEM CUHTE3Y
xonectepuny Ta Kiipency XC-JIITHIII. O6’em po3nofiny po3yBacTaTUHY CTAHOBUTH NMpubnau3Ho 134 1.
Bnu3bpko 90 % po3yBacTaTUHY 3B’SI3yeThCA 3 OiTKaMu IJTa3MU KPOBi, IepeBakHO 3 alb0yMiHOM.

Mema6oaizm

Po3yBacTaTuH 3a3Ha€ HE3HAYHOT0 MeTabomiamy (mpubnusno 10%). [ocmigxkeHHs MeTabo0Ii3My in
Vitro i3 BUKOPUCTAHHSIM TellaTOLUTIB JTIONUHY CBiUaTh, II0 PO3yBaCTaTHH € CTaOKUM CyOCTpaToM
niist MeTabos1i3My Ha OCHOBi (hepMeHTiB uToxpoMmy P450. OcHOBHUM 3afisHUM i30pepMEeHTOM €
CYP2C9, memo menty ponb Bimirpatots 2C19, 3A4 ta 2D6. OCHOBHMMM BH3HaUYEHUMU MeTaboliTaMu
€ N-mecmeTunoBuit Ta 1akTOHOBUM MeTabomniTu. N-gecMeTun-Mmetabonit mpubausso Ha 50 % MeHIn
aKTHBHMH, HiXK PO3yBaCTaTHH, TJAKTOHOBUM MeTabOoIiT BBaXKa€ThCS KIiHIYHO HeakKTHBHUM. Ha
po3yBacTaTuH npumnagae Oinbire 90 % akKTUBHOCTI IUPKYyM004oro inribiTopa I'MI-KoA-penykTasu.

BusedeHHs

[Tpu6nu3uo 90 % mo3u po3yBaCTaTUHY BUBOOUTHCS Y HE3MiHEHOMY CTaHi 3 KajloM (pa30M BCMOKTaHa
Ta HEBCMOKTaHa [il0Ya PeYOBHHA), PEIITa BUBOOUTHLCS i3 cedelo. [Tpubmu3uo 5 % BUBOOUTHCS i3
ceuelo y He3MiHeHi# popmi. [Tepion HamiBBUBeIeHHS i3 MJIa3MU CTAHOBUTH MPUOIN3HO 19 roguH i He
30iNbIIyETHCS IIPH MigBUIEHHI 0031, CepefHE TeOMeTPUYHEe 3HaUeHHS KITipEeHCY TiKapChKOro 3aco0y
i3 mma3mu KpoBi cTaHOBUTH mpubnu3Ho 50 n1/rox (koedimienT Bapiamii - 21,7 %). 4k i momo iHIITX
inribitropie 'MI'-KoA penykTasu, Me4iHKOBe 3aXOIJIEHHS PO3yBACTATHUHY BiOYBAETHCS 3@ y4aCTIO
MeMmOpaHHOTro TpaHcmopTepa OATP-C, sikuil Bigirpa€e BaxKJIMBY POJIb B IIEUiHKOBIM esriMiHalii
po3yBacTaTUHY.

JIuHitiHicmb

CucreMHa €KCIIO3UIIis PO3yBaCTATUHY 30ibIIYETHCS IPOMOPIIiHHO 0o3i. [Ipu 6GaraTropazoBoMy
IIOOEeHHOMY 3aCTOCYyBaHHI TapaMeTpy (papMaKOKiHETUKY HE 3MiHIOIOTHCS.

Ocobuei epynu nayieHmia
Bix ma cmamb

He cmocTepiranocs kIiHIYHOT0 3HAYYIIOT0 BIUIMBY BiKy abo cTaTi Ha ¢papMaKOKiHETUKY
po3yBacTaTUHY ¥ JOpociaux. EXCIIO3ullig po3yBacTaTUHY y AiTe! Ta MifAJiTKiB i3 reTepO3UTr0THO0
ciMmeitHOO TinepxonecTepuHeMiero Oyra monibHow abo HUXKY0I0, HiXK Y HOPOC/IMX Talli€HTiB 3
ouclinigemieio (QuB. po3min «IiTu»).



Paca

HocnimxeHHS papMaKOKiHETUKY BUSBUIY, 1110 ¥ MAlliEHTiB MOHTOJIOIAHOL pacH (SIMOHIIB, KUTAUIIIB,
Gbiminminiie, B'eTHaAMINB Ta KopeiiB) memianHi 3HaueHHss AUC Ta C,,,, mpubIu3HO BABiIYi BUII, HiXK y
€BPOTENIiB; y iHAiNLiB MemianHi 3Hauenus AUC Ta C,,,, migBuieHi npubnusHo B 1,3 pa3a. AHani3
NONyALNiMHOI (hapMaKOKiHEeTUKY He BUSIBUB KITiHIYHO 3HAYYIIO1 Pi3HULI MiX NallieHTaMu
€BPOIIEOITHO] Ta HETPOIAHOI pac.

IMopyweHHA pYyHKUII HUPOK

Y mocnifKeHHI y MaIli€HTiB i3 Pi3HUM CTyIeHeM NOpYyIIeHHS (YHKIIil HUPOK 3MiH IJITa3MOBUX
KOHIIEHTPaIliXl po3yBacTaTuHy abo N-gecMmeTun-mMmeTabosIiTy y oci 3i crabkor 4y IoMipHOI0
HEJOCTATHICTIO Bil3Ha4eHOo He 0ys10. Y malieHTiB i3 TAXKKUMU IOPYIIeHHIMH GYHKIII HUPOK (KITipeHC
KpeaTtuHiny <30 MJI/XB) IIJTa3MOBi KOHIIEHTpallii po3yBacTaTuHy Oynu B 3 pasu, a piBHi N-mecmeTun-
MeTaboiTy B 9 pasiB BUILIMMHU, HiK Y 3MOPOBUX NOOPOBOJIBLIIB. PiBHOBaXkKHi I171a3MOBi KOHIIEHTpallii
po3yBacTaTHHY Y Malli€eHTiB, 5Ki epebyBaloTh Ha reMofianisi, 0ynu npubnusuo Ha 50 % BUIUMY,
HiXK y 3[0POBUX JOGPOBOJIBIIIB.

ITopyweHHA pYyHKUII neviHKu

Y mocrnigKeHHi XBOPYX i3 PI3HUMHU CTyIeHSMU NIOPYIIeHHS [Te4iHKOBUX (QYHKIIIN 03HAK MiABUIIEHOI
€KCII03UIlil po3yBacTaTUHY He OyJi0 BUSIBJIEHO Y MAIli€HTIB, CTaH SIKUX OIliHIOBaBCS y 7 abo MeHIIIe
6aniB 3a mKkasnoio Yainga - [1'10. OgHak y [ABOX MallieHTiB, siKi Habpanu 8 Ta 9 3a mkanoi Yainma -
[T'to, cucTeMHa eKCro3ullis Oyna ImoHalMeHIIle BABiUi BUIla, HiXK y NaLieHTIiB i3 MeHIIuMU O6anaMu.
IocBin 3acToCyBaHHS PO3yBaCTaTUHY IAIliEHTaM, CTaH SKUX OILIHIOEThCS y OinbIiie HixK 9 GaniB 3a
mKkanowo Yaiinga - I1'10, BigCyTHIH.

I'enemuuHull noaimopgiam

Po3nopin inri6iTopis 'MI'-KoA-penyKTa3u, B TOMY YHCJIi PO3yBAaCTaTHHY, BiIOYBAETHCS 3@ y4aCTIO
tTpaHcnopTHux 0inkiB OATP1B1 ta BCRP, m1o koxmytoThcs reHamMmu SLCO1B1 (OATP1B1) Ta ABCG2
(BCRP). I1eBHi BapianTu nux rexis, Taki sk SLCO1B1 ¢.521CC ta ABCG2 c.421AA, noB’si3aHi
BigmoBigHO 3 mpubau3HO B 1,6 Ta 2,4 pasa BUIIOI0 €KCIIO3UIli€l0 po3yBacTaTuHy (AUC) mopiBHSAHO 3
rerotunamu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. [In1g mamieHTiB, y SKUX BUSBIEHO IIi TeHOTUIIH
(SLCO1B1 ¢.521CC a6o ABCG2 c.421AA), peKOMeHAYEThCS MeHIIa 1060Ba J03a JTiKapchKoro 3acofy
Kpecrtop.

Himu

IBa mocnimkeHHs ¢papMaKOKiHETUKY PO3yBacTaTUHY (y BUTTIAMi TabneToK) y miTen i3
reTepO3Ur0THOIO CIMEHNHOIO TimepxosecTepuHeMicio BikoM Bim 10 mo 17 pokiB ab6o Bim 6 mo 17 pokiB
(3aranom 214 marieHTiB) mOKa3asH, 10 €KCIIO3UIlis JTiIKapChKOTo 3aco0y B AiTel HUXK4Ya abo monibHa
10 eKCITO3UIIil ¥ AOPOCIUX MalieHTiB. EKcno3utis po3yBacTaTuHy Oya nependadyyBaHOIO BiTIOBITHO
[0 MO3HU Ta TPUBAJIOCTI IPUHOMY IIPOTSATOM OibII HiK 2 POKU CIIOCTEPEKEHD.

KriniyHi xapaKTepHCTHKH.
IToka3zanHus.

JIixyeaHHA 2inepxosecmepuHemii



HopocnuM, mianmiTKkaM Ta OiTAM BIKOM Bifi 6 POKIB i3 IEPBUHHOM rinepxosectepuneMiero (tTumy Ila, B
TOMY YMCJIi i3 TeTEPO3UTOTHOO CiIMEMHOIO TilepxoyiecTepUHEMiEI0) ab0 3MillTaHO0 AUCTImigeMie0
(tTuny IIb) sIK HOTIOBHEHHS [0 AiETH, KON NOTPUMAHHS Ji€TU Ta 3aCTOCYBAHHS iHIIUX
HeMeJUKaMeHTO3HHUX 3ac00iB (Hanpukian ¢hi3uuyHUX BIIPaB, 3HUKEHHS MaCH Tijla) € HeMOCTaTHIM.

IopocnuM, mifgiTKaM Ta OiTSM BIKOM Bif 6 POKiB IpXA TOMO3UTOTHIN CIMEUHIVHIN
rinepxonecTepuHeMii K TOIOBHEHHS [0 HiETHU Ta iHLINX JNiMO3HUKYIOYNX 3ac00iB TiKyBaHHS
(Hanpuknap adepesy JITTHII) a6o y Bunagkax, KOJIA Take JTiKyBaHHS € HEIOPEYHUM.

ITpoginakmuka cepy,e8o-CyOUHHUX NOPYUWEHb

3anobiraHHs 3HAYHUM CeplIeBO-CYOAUHHUM MTOPYIIEHHSIM Y MAIliEHTIB, SKUM, 3a OLIIHKaMH, 3aTPOXKYeE
BHCOKHUI PU3UK IIE€PIIOTr0 BUIAKy CEPLIEBO-CYIUHHOTO MOPYIIeHHS (IUB. PO3MiN
«PapMakoarHaMiKa»), SIK OOTOBHEHHS [0 KOPEKIIil iHIKX (paKTOpiB pU3HUKY.

IIpomunoka3aHHs.
KpecTtop npoTunoka3aHui:

- TAIliEHTaM i3 MiBUIEHOI0 YYTIHUBICTIO 10 Po3yBacTaTUHY abo Gyb-sIKOl i3 JOMTOMIXKHUX PEYOBUH
JiKapchKoro 3acoby;

- TallieHTaM i3 aKTUBHUM 3aXBOPIOBAHHSIM II€YiHKY, B TOMY YMCJIi CTIMKUMHU MifBUILIEHHIMU
CHPOBATKOBUX TpaHCaMiHa3 HEBiloMol eTionoril Ta Oyab-IKMMHU MiJBUIIEHHSIMU TpaHCaMiHa3 y
CHPOBATL, 10 y 3 pa3u NepeBULIYI0Th BEPXHIO MexXy HopMmu (BMH);

- TIAI[iEHTaM i3 TSXKKUM IOPYIIeHHSAM (QYHKIIl HUPOK (KIipeHcoM KpeaTuHiny <30 MII/XB);
- IIallieHTaM i3 MioIaTielo;

- TalfieHTaM, siKi OMHOYaCcHO oTpuMyBaiu KombiHalliio codpocOyBip/BenmnaTacBip/Bokcunamnpesip (IUB.
po3min «B3aemMomist 3 iHIMMMY TiKapChKUMHU 3acobaMy Ta iHII BUOU B3a€EMOMIIN»);

- TIalieHTaM, gKi ODHOYaCHO OTPUMYIOTh LIUKJIOCIIOPUH;

- B [Iepiof BariTHOCTI Ta TOAYBaHHS I'PYALI0, @ TAKOXK XKIiHKaM PENPOOYKTUBHOIO BiKy, K1 He
3aCTOCOBYIOTh HaJIeXKHi 3aC00M KOHTPAIETIIi.

o3a 40 Mr mpoTHIIOKa3aHa IallieHTaM 3i CXUJIbHICTIO 10 MiomaTii/pabmomioniay.

o dhakTOpiB TAKOr0 pU3UKY HaIE€XKaTh:

- IOMipHe MOpPYyIIeHHS (QYHKIIl HUPOK (K/IipeHC KpeaTuHiHy <60 MII/XB);

- TIIOTHPEO3;

- HasABHICTb B 0cO0MCTOMY a00 POIMHHOMY aHaMHe3i CIIafIKOBUX M’ SI30BUX 3aXBOPIOBaHb;

- HasABHICTh B aHaMHe3i MioTOKCHMYHOCTi Ha (oHi 3acTocyBaHHS iHmuMX iHTibiTopiB 'MI-K0A-
penykTasu abo ¢idpaTis;

- 3JIOBZ KHBAHHS aJIKOT'OJIEM;



- CUTYalil, 1110 MOXKYTh IPU3BECTHU [0 MiABUIIEHHS KOHIIEHTpallil JTikapCchKOoro 3aco0y B Ijia3Mi KPOBi;
- HAJIeXXHIiCTh 00 MOHTOJIOIIHOI pacy;
- CYIIyTHE 3aCTOCyBaHHS ¢ibpaTis.

(OuB. po3minu «OcoOnMMBOCTI 3aCTOCYBaHHS», «B3aeMopist 3 iHIMMU TiKapCchKUMU 3acobaMu Ta iHIIi
BUMIM B3aeMofiii» Ta «OapMaKOKiHETHKA»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodil.
Bnaue cynymHix npenapamis Ha po3y8acmamuH
IH2i6imopu mpaHcnopmHux biakie

Po3syBacTaTuH € cy0CcTpaTOM OJIs1 AESAKUX TPAHCIOPTHUX OiNKiB, B TOMY YHCJIi IEYiHKOBOTO
TpaHcnopTepa 3axomneHHs OATP1B1 ta edbmiokcHoro Tpancrnoprepa BCRP. OnHo4acHe
3aCTOCyBaHHS JIikapCchbKoro 3aco6y KpecTop i3 jmikapcbkuMu 3aco0aMu, 110 MPUTHIYYIOTH 1Ii
TPAHCIIOPTHI OiIKK, MOXKe TIPU3BOOUTH [0 MiABUIIEHHS KOHIIEHTPAIlill pO3yBacTaTUHY B IJIa3Mi KPOBi
Ta 30ibIIeHHS pU3UKY MiomaTil (ouB. po3ginu «Crocib 3acTocyBaHHS Ta f03u», «OCOOIMBOCTI
3aCTOCyBaHHSI», «B3aemopmist 3 iHIIUMY JTiKapCbKUMHU 3aco0aMu Ta iHII BUIU B3aEMOTI»,

TaOIHITO 2).

HukaocnopuH

Y nepiog CynyTHROTO 3aCTOCYBaHHS JTiKapchKoTo 3aco0y KpecTop Ta muknocnopuny 3HadyeHHss AUC
po3yBacTaTUHY OyIu B cepegHbOMY MPUONMU3HO Y 7 pas3iB BUIIMMH, HiX Ti, SIKi CITocTepiranucs y
300POBUX MOOPOBOIBIIB (HuB. Tabmuio 2). Kpectop mpoTHUIOKAa3aHWM HaIlieHTaM, SKi OQHOYACHO
OTPUMYIOTE LIUKJIOCIIOPHUH (AUB. po3ain «[IpoTUIOKa3aHHS»).

CymyTHE 3aCTOCYBaHHS He BIIMBAJIO Ha KOHIIEHTPAIlil IIUKIOCIIOPUHY B IIJIa3Mi KPOBI.
IHeibimopu npomeasu

Xo4a TOUHHMH MexXaHi3M B3a€MO/Iil HEBiTOMUM, OQHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxe
3HayHO 30i/bIITyBaTH €KCIIO3ULIiI0 Po3yBacTaTuHy (uB. Tabnuio 2). Hampukinan, y nocuimxeHHi
dbapMaKOKiHETHKM OMHOYAaCHEe 3acToCcyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOiHOBAHOTO JIiKapChKOTO
3aco0y, 1m0 micTuB ABa iHribiTopu mpoteasu (300 Mr aTaszaHaBipy / 100 M puTOHAaBIpY), ¥ 3TOPOBUX
no6poBobLiB cynpoBoaxKyBasocs migsuineHHsIM AUC ta C,,, po3yBacTaTuHy mpuOnu3Ho B 3 Ta 7
pasiB BimmoBigHO. OmHOYACHE 3aCTOCYBaHHS JIiKapCchKoro 3acoby KpecTop Ta meskux KoMOiHaIlin
inri6iTopiB MpoTea3u MOXKJIKBE IIiC/IST peTeIbHOT0 00OMIPKYBaHHS KOPEKIIil 031 JTiKapChKOT0 3aco0y
KpecTop, 3 ornsigy Ha odikKyBaHe 3pOCTaHHS eKCIIO3HUllii po3yBacTaTHHY (OuB. po3minu «Crocid
3aCTOCyBaHHS Ta [03u», «OcoONMMBOCTI 3aCTOCYyBaHHA», «B3aEMOIid 3 iHIIUMU TiKapChKUMU
3aco0aMu Ta iHIII BUOU B3aEMOMiN», TaOIHUIIO 2).

I'em@ibpo3us ma iHwi ainido3HUNHCYBANbHI 3aC0OU

OpHoYacHe 3aCTOCyBaHHS JiKapchKoro 3aco0y KpecTop Ta rem¢pibpo3uny mpru3BOAKUIIO 10 3POCTaHHS
AUC Tta C,,, po3yBacTaTuHy B 2 pa3u (OuB. po3min «OcoOMMBOCTI 3aCTOCYBaHHS»).

3Baxkaly4y Ha [laHi ClelialbHUX JOCTiAXKeHb, GapMaKOKiHETUYHO 3HAYYIII0l B3aEMOII 3



benodiOpaToOM He 0UiKyETHCS, OOHAK MOXKJIMBa (hapMaKOAMHaMiuHa B3aemoxisa. 'eMpidposus,
benodiopar, inmi pibpatu Ta mimimo3HUKYBaNbHI 003U (> abo piBHi 1 r/moby) HianuHy (HIKOTHHOBOI
KUCJIOTH) 30iIbIIYIOTh PU3UK MiOTaTil IpU CyIyTHHOMY 3aCTOCyBaHHi 3 inribiTopamu I'MI-Ko0A,
MMOBIpHO, 3a PaXxyHOK TOTO, III0 BOHA MOXYTh CIPAYMHATH MiOIaTiio, KOJIA 1X 3aCTOCOBYIOTh OKPEMO.
o3a 40 Mr mpoTuIoKa3aHa IIpy CyIIyTHbOMY 3acTOCyBaHHi ¢ibpaTiB (quB. po3minu
«IIpoTunoka3aHHsI» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»). TaKUM IallieHTaM TaK0X CJIiff TOYUHATH
Tepariio 3 103U 5 MT.

Ezemumib

OpHoYacHe 3aCTOCyBaHHS JTikapchbKoro 3aco0y Kpectop B go3i 10 Mr Ta e3etumiOy 10 Mr maiiieHTam
i3 rinepxonecreprHeMi€io mpu3BoauIo [0 3poctanHg AUC po3yBacTtaTuHy B 1,2 pasa (Tabnuus 2).
He MoxXHa BuUK/IIO4YaTH (hapMaKomHHAMIYHOI B3a€MOfii MixK mikapchkuM 3aco6om Kpectop Ta
e3eTuMi00OM, 1110 MOXKe NMPU3BECTU 00 HebaxkaHUX SBULI (OUB. po3min «OcobIUBOCTi 3aCTOCYBaHHS»).

AHmauuodHi aikapceKi 3acobu

OpgHOYacHe 3aCTOCYyBaHHS JiKapchKoro 3aco0y KpecTop i3 cycneH3isIMy aHTaLUXLIB, 10 MiCTITh
rigpokcup amoMiHil0 abo MarHilo, 3HUKYBaAJI0 KOHLIEHTPallii po3yBacTaTHHY B IIJITa3Mi KPOBi
npubnu3no Ha 50 %. et epekT O6yB MeHIII BUPaKeHUM y Pa3i 3aCTOCYBaHHS aHTALUOHUX 3ac00iB
yepes 2 TOOUHMU Ticns Jikapcbkoro 3acoby Kpecrtop. KiiHiuHa 3HaUyIIicTh Liel B3aEMO[Iii He
BUBYAJIaCH.

EpumpomiyuH

OpHoYacHe 3aCTOCYBaHHS JTiKapchKoro 3aco0y KpecTop Ta epuTtpominuny 3HuXKyBamo AUC
po3yBactatuny Ha 20 %, a C,,,, - Ha 30 %. 1Is B3aemois Moxe OyTH CIpUYMHEHA ITOCUIIEHO0
IIePUCTaIbTUKOI0 KUIIEYHUKY BHACJIIIOK [Iii epUTPOMIIIUHY.

Tukazpesaop

[Toka3zaHo, 1110 TUKArpesop MifBUILY€E KOHIEHTPALlil0 pO3yBaCTaTUHY, 110 MOXKE IIPU3BECTH A0
IigBUINEHHS PU3UKY MiomaTii. Crifi 3BaXKUTH KOPUCTH Bifl MPoGinakTUKU CEePHO3HUX HECITPUSTIUBUX
CeplieBO-CYAMHHUX IIO/Iill y TIOPiBHSIHHI 3 pU3WKaMH, TI0B’I3aHUMHU 3 MiIBUILIEHHSAM KOHIIEHTpaIlil
pO3yBacTaTUHY B IIJIa3Mi KPOBI.

®epmenmu yumoxpomy P450

Pe3ynbTaTu goCHigKeHs in vitro Ta in vivo cBig4arTh, 1[0 pO3yBacTaTUH He iHTiOye i He CTUMYIIIOE
izopepmenTu nuToxpomy P450. OKpiM 110T0, pO3yBacTaTUH € CITaOKUM CyOCTPaTOM IUX
i3opepmenTiB. TakKuM YUHOM, B3a€MOZI1 3 JTiKApChKUMHU 3aco0aMu B Pe3yJibTaTi MeTabomi3my,
onocepenkoBanoro P450, He ouikyeTbcs. He croctepiranocs KaiHIYHO 3HAYYIIUX B3aEMOAIN MixK
po3yBacTaTuHOM Ta ¢ykoHasosoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(imri6iTopom CYP2A6 Ta CYP3A4).

B3aemo0ii, wo sumaaarome Kopekuii 0o3u posysacmamuHy (0us. makodxc mabauuo 2)



[Tpu HeoOXimHOCTI 3aCTOCYBaHHS JiKapCchKoro 3aco0y KpecTop 3 iHIMMMHU NTiKapChbKUMU 3aC00aMH,
3MATHUMM IIBUITYBATH €KCIIO3UIlil PO3yBaCTaTUHY, OO3Y JTiKapchKoro 3aco0y Kpectop moTpi6HO
CKOPHUTYBATH. AKIIO OYiKYETHCS, 110 €KCIO3UIIis JTikapchKoro 3acoby (AUC) 3pocTe npubiu3Ho B 2
abo Oinbire pasiB, 3acTocyBaHHS KpecTopy Ciiif moYyrHATH 3 HO3K 5 MT OOUH pa3 Ha [00y.
MakcumanbHy f060BYy 003y JTiKapchKoro 3aco0y KpecTop ciif cKkopuryBaTtu TaKuM YHHOM, 11106
OUiKyBaHa eKCIIO3UIIisl p03yBacTaTUHY He IepeBHUIlyBala eKCII03UIIilo, 1110 Bil3HAYa€EThCS IIPU
npuitoMi mo3u 40 Mr/goby 6e3 3acTOCyBaHHS JTiKapChKUX 3aC00iB, 1110 B3aEMOIIOTS i3 JTiKAPChKUM
3aco00M; HaIIpPHUKIIa, IPX 3aCTOCYBaHHi 3 rem¢piOpo3unom mo3a Kpectopy cranoButuMe 20 Mr
(36inpiIenHst ekcro3utii B 1,9 pa3a), Ipu 3acToCyBaHHi i3 KoMmOiHalli€lo puToHaBip/aTazaHagip - 10
Mmr (36inbmenss B 3,1 pasa).

Ao nikapcekui 3aci6 36inmpirye AUC po3yBacTaTUHY MEHII HiXK y 2 pa3y, II0YaTKOBY 103y
3MeHIIIyBaTH He MOTPiOHO, aje Ciifl JoOTpuMyBaTHUCs 00epeKHOCTI pu 30inblIeHH] 103U TiKapChKOTo
3acoby Kpectop mo nonan 20 mr.

Tabmnuig 2
BrnuB cymyTHiX niKapchkux 3aco6iB Ha €KCITO3UIII0 PO3yBaCTaTUHY
(AUC; B mopsaKy 3MeHIIEeHHS BeIMYMHH) 3a OMy0O1iKOBAaHUMHU JaHUMU KITIHIYHUX [OCTiIXKEeHb

36inbmenns AUC po3yBacTaTuHy B 2 pa3u abo 6inblle, HiX y 2 pa3u

PexuM mo3yBaHHS JIiIKapChKOTO 3aco0y, 110 B3a€Mofie PexXuM m03yBaHHS 3minu AUC
po3yBacTaTUHY po3yBacTaTuHy*

CodocOysip/Benmartacsip/Bokcumanpesip (400 mr-100 10 mr, ogHOpPa3oBa 1 7,4 pa3a

Mmr-100 mr) Bokcumnampesip (100 Mr) omux pa3 Ha o0y mo3a

npotsarom 15 gHIB

LuknocmopuH Bim 75 Mr aBivi Ha goOy mo 200 mr gBiui 10 Mr oguH pa3 Ha 1 7,1 pasa

Ha 100y, 6 MicsIriB no0y, 10 guiB

Hapomytamin 600 Mr gBiui Ha moOy, 5 OHIB 5 Mr, omHOpPa30Ba 1 5,2 pa3a
mo3a

Peropacdeni6 160 mr ogus pa3 Ha go0y, 14 mHiB 5 Mr, omHOpPa30Ba T 3,8 pasa
mo3a

Ata3zanasip 300 mr/putonasip 100 Mr oguH pa3 Ha 10 mr, opropazosa 1 3,1 pasa

noOy, 8 mHiB mosa

Bemnmaracsip 100 Mr ogus pa3 Ha go0y 10 mr, omHOpa3oBa 1 2,7 pa3a
mo3a

OwmbiTacBip 25 mr/maputanpesip 150 mr/ 5 Mr, ogHOpa30Ba 1 2,6 pasa

putoHasip 100 mMr omuH pa3 Ha mo0y/ macalysip 400 Mrmos3a
nBiui Ha moOy, 14 mHiB

Tepudnyromin [laHi BifCyTHI 1 2,5 pasa

I'pasomnpesip 200 mr/enbacsip 50 Mr oguH pa3 Ha goOy,10 Mr, ogHOpPa3oBa 1 2,3 pasa

11 nuis Io3a

I'nekanpesip 400 mr/mi6perTacBip 120 Mr ofguH pa3 Hab MI OOWH pa3 Ha 1 2,2 pasa

noOy, 7 mHiB noOy, 7 mHiB

Jlominagip 400 mr/putonasip 100 mr aBiui Ha goOy, 20 Mr oguH pas Ha 1 2,1 pasa

17 muiB noOy, 7 mHiB

Kanmatuui6 400 Mr aBivi Ha go0y 10 mr, ogHopa3oBa T 2,1 pasa
no3sa

Kmnonigorpens 300 mr, notim 75 mr 4epe3 24 roguau 20 Mr, ofHOpa3oBa 1 2 pa3u
nosa

®ocramaruni6 100 Mr gBiuHi Ha JEHb 20 Mr, ogHOpa30Ba 1 2,0 pa3u
no3sa

®ebykcoctaT 120 Mr oguH pa3 Ha go0y 10 mr, omHOpa30Ba 71,9 pasa

mosa



Femdibpo3un 600 mr ABidi Ha K00y, 7 OHIB 80 Mr, ogHOpa30Ba 71,9 pasa
mo3a

30inbmenss AUC po3yBacTaTHHy MeHILe HiX y 2 pa3u

PexuM no3yBaHHS JIiKapCchKOTro 3aco0y, 110 B3aEMofie PexXuM mo3yBaHHS 3miau AUC
po3yBacTaTUHY po3yBacTaTUHY™*

Entpomb6omak 75 Mr oguH pa3s Ha [o0y, 5 gHiB 10 mr, omHOpa30Ba 7 1,6 pa3a
mo3a

Hapyuasip 600 mr/putonaBip 100 Mr gaBiui Ha moOy, 10 Mr oguH pa3 Ha 71,5 pasa

7 OHIB no0y, 7 OHiB

Tunpanasip 500 mr/putoHasip 200 Mr aBiui Ha o0y, 10 mr, ogHopa3oBa T 1,4 pa3sa

11 nuis Io3a

Iponenapon 400 Mr aBigi Ha KOOy [laHi BincyTHI 7 1,4 pasa

ITpakoHa3on 200 Mr onuH pa3 Ha go0y, 5 AHIB 10 mr, omHOpa3oBa 7 1,4 paza **
mo3a

E3etumi6 10 Mr opuH pa3 Ha 0oOy, 14 nHiB 10 mMr ofuH pa3 Ha 7 1,2 paza **
no0y, 14 guiB

3uuxenHsa AUC po3yBacTaTUHY

PexuM no3yBaHHS JIiKapCchKOTo 3aco0y, 110 B3aEMofie PexXuM mo3yBaHHS 3miau AUC
po3yBacTaTUHY po3yBacTaTUHY™*

Eputpowmitua 500 Mr yoTupu pa3u Ha fo0y, 7 OHIB 80 mr, ogHopa3zoBa | 20 %
mo3a

Batikanin 50 mr Tpudi Ha 1o0y, 14 gHiB 20 Mr, ogHOpa30Ba 147 %

mosa

* IlaHi, mpefcTaBieHi SIK 3MiHa B X pa3iB, ABISAIOTH COO0I0 CIiBBiTHOIIEHHS MiX 3aCTOCYBaHHSIM
po3yBacTaTHy y KoMOiHaIil Ta okpeMo. [laHi, pefcTaBnieHi y BUrismi % 3MiHu, ABISII0TH C06010 %
Pi3HULIIO BiTHOCHO IMOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

30i/IbIIEHHS IT03HAYEHO 3HAUYKOM 1, 3MEHIIeHHd - | .

** By1o mpoBefieHO KinbKa [OCTiIKeHb B3aEMO[Iii ITpH pi3HUX H03aX Jikapchkoro 3aco0y Kpectop, B
TabnuIl 2 mogaHo HaWOiNbIl 3HAUYILE CIiBBigHOIIEHHS.

Jlikapceki 3acobu / KoMmOiHalii, IKi He Mau KIiHiYHO 3HAYYILIOTO BIIMBY Ha croiBBigHOmEeHHS AUC
po3yBacTaTHHY IIPU OOQHOYACHOMY 3aCTOCyBaHHi: asneryita3ap 0,3 Mr 7 mHiB; ¢peHodiOpaT 67 Mr 7
nHiB 3 pa3u Ha moby; drykonason 200 mr 11 gHiB 1 pa3 Ha mo0y; do3amnpenasip 700 Mr / puTOHABIp
100 mr 8 guiB 2 pa3u Ha go0y; KeTokoHa3on 200 Mr 7 mHiB 2 pa3u Ha moby; pudammin 450 Mr 7 gHiB
1 pa3 Ha mo6y; cunimapun 140 mr 5 gHiB 3 pa3u Ha m00y.

Bnaue po3ysacmamuHy Ha cynymHi aikapceki 3acobu

AHmazoHicmu simamiHy K

4K i momo inmmx iHribitopiB 'MI-KoA-pemykTasu, Ha MOYaTKy 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y
KpecTtop abo mpu migBUINEeHHi #0T0 103U Y MAIli€HTiB, IKi OMHOYACHO 3aCTOCOBYIOTh AaHTATrOHICTH

BiTaminy K (Hampuknag Bapdapus abo iHIINN KyMapuHOBUHM aHTUKOATYJISTHT), MOXKJIMBE ITigBUIIEHHS
MiKHapOgHOTO HOpMasni3oBaHoro criBBigHomeHHsa (MHC). [TpunuHeHHS 3aCTOCYBaHHS JIIKAPCHKOTO
3acoby Kpectop abo 3MeHIlIeHHS HOT0 03U MOXKe IMpu3BecTy fo 3HuXKeHHSI MHC. ¥ Takux BullagKax
OaxaHuy HanexXHU MoHiTOpUHT MHC.

ITepopanvHi KOHMpauenmuasu / 20pmoHo3amicHa mepanis (I'3T)

OpHOYacHe 3aCTOCYyBaHHS JiKapchKoro 3aco0y KpecTop Ta mepopaibHUX KOHTPAIENTHBIB
npu3Boguio no nigsuiieHHs AUC eTuHinecTpaniony Ta Hoprectpeny Ha 26% Tta 34% BigmoBigHO.
Take mifBuUIlleHHS PiBHIB B IJIa3Mi KPOBi CJIifi BpaXx0OBYBaTH IIpH MigOopi [03M IepopanbHuX



KOHTpalenTuBiB. [laHuX 1000 papMaKOKiHETUKHM JTIKapChbKUX 3aC00iB Y MAIli€HTiB, SKi OQHOYACHO
3acTtocoByoTh Kpectop Ta I'3T, HeMae, TOMy He MOXKHa BUKJII0OYaTH OomiOHOT0 edekTy. OgHaK
KoMOiHallis IMMPOKO 3aCTOCOBYBAIacCs XKiHKaM B paMKax KJTiHIYHUX JOCITiIKeHb i IepeHoCcHIIacs
noobpe.

THwi nikapcvki 3acobu

HuzokcuH

3a JaHUMHU CIiellialbHUX JOCTiAXKeHb KIiHIYHO 3HaYyII0l B3aEMOII i3 IUTOKCUHOM HE OYiKy€EThCS.
®y3udosa Kucsioma

HocmimKeHHS B3aEMO{Iii po3yBacTaTHHY 3 QPy3UO0BOIO KMCJIOTOIO HE MTPOBOOUINCS. PU3uK Miomartii, y
T.4. 3 pabnomionizoMm, Moxke OyTH 30iNbIIeHNH BHACIIOK CYIyTHHOIO 3aCTOCYBAHHS CUCTEMHOI
Gby3umoBoi KUCTIOTH 3i cTaTHHAMHU. MexaHi3M 1iel B3aeMoii (hapMakoguHaMiuHui a0
dapMmakokineTUuyHuH, abo i Te ¥ iHIIe) TOKY He 3’sicoBaHui. [ToBigoMsnocs mpo pabmomionis
(30KpeMa mesiKi cMepTeNnbHi BUTIAAKK) V MAIli€HTIB, SKi OTpHMyBasH If0 KoMOiHallifo.

[TamieHTaM, y SKUX 3aCTOCYBaHHSI CUCTEMHOI (y3UI0BOI KMCIIOTH BBAXKAETHCS HEOOXiTHMM,
JIiKyBaHHSI KpecTopoM criig IpUNMHUATHA Ha BECh TEPMiH JTiKyBaHHS (Hy3UO0BOIO KUCIOTOK0. TaKoX
nuB. po3min «OcobnMMuBOCTi 3aCTOCYBaHHS».

Himu

HocnipKeHHS B3a€EMOIil IPOBOOWINCSA NHIEe V Hopocnux. CTymiHb B3a€MOZIl Y AiTel HeBiIOMUMU.

Oco6.1ueocmi 3acmocye8aHHsi.
Bnaue Ha HUpku

[IpoTeinypis, BUSBIIeHa Y pe3yJIbTaTi aHalli3y 3a TeCT-CMyKKaMU Ta IIepeBakKHO KaHaJIbIIeBOTO
IIOXO[KEHHs, CIlocTepiranacsad y IMali€HTiB, AKi JIKyBaJMCsa BUIIUMHU Ao3aMu KpecTopy, 30KpeMa
40 wmr, iy GinbiiocTi BuniapikiB Oyna THM4acoBoio abo mepepuBdacToio. [IpoTeinypis He Gyna
IIepeBiCHMKOM IoCTpol abo porpecyoodol XxBopobu HUPOK (guB. po3min «ITob6iuni peakii»). YacToTa
TIOBiOMJIEHD ITPO CEPHO3Hi sBUINa 3 60Ky HUPOK Y IIOCTMapKETUHTOBUX JOCTIIXKEHHIX BUILA ITPU
3acTtocyBaHHi go3u 40 Mr. V maifieHTiB, sKi mpuitMaloTh TiKapchKui 3acib y mosi 40 mr, ciifg
PETYIAPHO IePeBipATHA PYHKIIiI0 HUPOK.

Bnaue Ha CKe/emHy MyckKyiaamypy

[TopyienHs 3 60Ky CKeleTHOI MyCKyJIaTypy, HallpuKIIaf Mianris, MionaTis Ta 3pigka pabmomionis,
CIIOCTepiranucs y mallieHTiB, gki npuiimanu Kpectop y Oyab-Kux m03ax, 0co0muBo Oinbie 20 Mr.
Iyxe pigko Bunagku pabooMionidy Big3Hayamucs Ipu 3aCTOCYyBaHHi e3eTuMiOy y KoMmOiHarii 3
inribitopamu 'MI'-KoA-penykTa3u. He MoKHa BUK/II0YaTH MOXKJIABICTh (papMaKOAUHAMIYHOI
B3aeMofil (quB. po3nin «B3aeMopmis 3 iHIMMY JTiKapChbKUMU 3aco0aMu Ta iHII BUAM B3aEMOii»), a
TOMY TaKy KOMOiHallilo CJlif 3aCTOCOBYBaTH 3 06€peXKHICTIO.

4K i npu 3acTtocyBaHHi iHmux iHribiTopiB 'MI'-KoA-penykrasu, 4acToTa IOBiIOMIEHD IIPO BUIAAKU
pabmoMioni3y, mOB’sI3aHOT0 i3 3aCTOCYBAaHHSAM KpecTopy, y MOCTMapKeTHHIOBUI mepiox Oyia BUIIO0
npu [03i 40 mr.



PigeHb kpeamuHKIHa3u

PiBenb kpeatunkinasu (KK) He ciig BUMipioBaTH Imics 3HaYHUX (Hi3MYHUX HaBaHTaXXeHb a0o 3a
HasBHOCTI MOXK/IMBUX aJIbTEPHATUBHUX NMPUYUH MiABuieHHS KK, 1110 MOXYTh YCKIIagHIOBATH
iHTepnpeTatito pe3ynbTaTiB. AKio BuxigHi piBHiI KK 3HauyHO mipBuieHi (>5 pasis Buiie BMH),
IPOTSATOM 5-7 [HIB HE0OXigHO 3p0OUTH MMOBTOPHUYM aHai3, 00 MigTBepOUTH Pe3ynIbTaTh. AKII0
pe3yibTaTy TOBTOPHOT'O aHasi3y MifTBePAXKYIOTh, 1110 BuxingHe 3HaueHHS KK Oinbie HiX B 5 pa3iB
nepesumye BHM, 3acTocyBaHHS JikapChKOT0 3ac0o0y MOYKUHATH He CIIif.

ITeped noyamkom AiKyBaHHA

Kpecrop, 5K i inmi inribiTopu 'MI-KoA-penyKTa3uy, ciif 3 06epeXHiCTIO TpUu3HavYaTH MHallieHTaM 3i
CXUJIbHICTIO 00 Miomnartii / pabgomiomnisy. o ¢pakTopiB TaKOT0 PU3UKY HaJIeXKaTh:

- IOpPYIIEHHS (PYHKIIil HUPOK;
- rinoTupeons;
- HasIBHICTb B 0cobrcTOMy a00 POAMHHOMY aHaMHe3i CTlafKOBUX 3aXBOPIOBaHb M’'3iB;

- HasABHICTb B aHaMHe3i MiOTOKCUYHOCTI Ha (oHi 3acTocyBaHH4 iHImMX iHTi0iTopiB I'MI-K0A-
penykTa3u abo ¢ibparis;

- 3JI0BXKMBAHHS aJIKOT'0JIEM;
- BiK > 70 poOKiB;

- CUTYalil, 1110 MOXKYTh IIPU3BECTHU [0 IiIBUILIEHHS PiBHIB JTiKAPCHKOTO 3ac0o0y y IIa3Mi (OuB. pO3Mdinu
«Crmocib 3acTocyBaHHS Ta HO3W», «B3aemopis 3 iHIIMMHU JTiKAapCHKUMHU 3aco0aMu Ta iHI BUAA
B3aemofiiii» Ta «®apMaKOKiHETHKA»);

- CYIyTHE 3aCTOCyBaHHA ¢ibpaTis.

Y Takux Ialli€eHTiB IOB’sI3aHUY i3 MiKyBaHHSIM PU3UK MOTPIOHO OI[iHIOBATH, IIOPiBHIOIOYH 3
OYiKyBaHOI0 KOPUCTIO; TaKOXK PEKOMEHAYEThCS KIIIHIYHUY MOHITOPUHT. AKIo BuxifHi piBHI KK
3HAQYHO niABuUieHi (>5 pasis Bullle BMH), nikyBaHHS [TOYWHATU HE CIIiT.

B nepiod snikysaHHA

[TamieHTiB CNif MOMPOCHTU HETaHO IOBIIOMIISATH TIPO M’ g30Bui 6inb, cnabKicTh abo cygoMu
HeBifoMOi eTiosorii, 0co0IMBO SKIIO BOHU CYIIPOBOAXKYIOTHCS HE3MYyKaHHSAM a00 TMXOMaHKO. Y
TaKuX NalieHTiB noTpibHo BuMipioBatu piBHi KK. 3acTocyBaHHs niKapchkoro 3acoby ciifg
npunuHUTH, Ko piBHi KK 3HauHo migBumeni (>5 X BMH) a6o sKIo cuMnToMu 3 60Ky M’s3iB
TSIKKi Ta CIIPUYMHSIOTH IMOJeHHUN nucKoMbopT (HaBiTh kim0 piBHI KK = 5 x BMH). V paszi
3HUKHEHHS CUMIITOMIB Ta MOBepHEeHHS piBHA KK 10 HOpMU MOXKHa IMOHOBUATH Tepalilo IpenapaToM
Kpectop abo anbrepHatuBHuM iHribitopom 'MI'-KoA-penykTa3u y HaiMeHIIiY 0031 Ta Mifl peTeIbHUM
HarnsmoM. PerynsipHo nepeBipsitu piBHi KK y acMuMITOMaTUYHUX MAIiEHTIB HeMae moTpedu. [yxe
PiAKO MOBIHOMIISINIOCS IPO BUIIaJKU iIMyHOOIIOCEPEOKOBaHOl HeKpoTu3youol mionaril (IOHM) mig gac
abo micrns Tepamil ctaTuHaAMHU, B TOMY YKCIIi po3yBacTaTuHoM. Kriniynumu npossBamu IOHM €
cnabKicTh MPOKCUMaIbHUX M SI3iB Ta MiABUIIEHHS PiBHSA KpeaTHHKIHA3M Y CHPOBATII, 110
30epiraeTbCsd HaBiTh MiC/Is IPUNMHEHHS 3aCTOCYBaHHS CTaTUHIB.

[ToBimomusiniocs, 110 V [AesKUX BUIagKaX CTaTUHU BUKJIMKAIOTh ab0 3aT0CTPIOIOTH MOMEePEeNHbO HAsIBHY



MiacTeHilo rpaBic abo o4Hy MiacTeHito (guB. po3min «I1o6iuHi peakii»). ¥ pa3si 3arocTpeHHs
CUMIITOMIB 3aCTOCYBaHHS Jlikapchkoro 3aco0y Kpectop ciig npunuautu. [ToBigoMsnocs mpo
PeLuANBY NIPY IepiioMy abo MOBTOPHOMY 3aCTOCYBaHHi TOro camoro afo iHIIOTo CTaTUHY.

Y kniHiuHUX gocTigKeHHSX He OyJI0 OTPUMaHO J0Ka3iB MiIBUILIEHOTO BIJIUBY Ha CKEJIETHY
MYCKYJaTypy V HEBEIUKOI KilmbKOCTI NalieHTiB, sKi mpuiiManu KpecTtop Ta cymyTHi TiKapchKi 3acobmu.
OpHak migBUIEeHHS YaCTOTH MiO3UTY Ta MiomaTil Bifl3Ha4yanoCs y Malli€HTiB, SKi IpUMay il
inribitopu I'MI'-KoA-penykTrasu pa3oM i3 moxigHuMu ¢ibpo€eBOI KUCIIOTH, B TOMY YHCITi
reM}iOpo3uioM, IUKIOCIOPUHOM, HIKOTHHOBOIO KMCJIOTOI0, a30JIbHUMH IIPOTUTPHOKOBAMHU
npernapatamy, iHribiTopaMu IpoTeasu Ta MaKpOligHUMU aHTHOioTHKaMu. ['emdibpo3un migBuiye
PU3MK MioTaTil IpX CyyTHROMY 3aCTOCYBaHHi 3 neskumu inribiropamu I'MI-KoA-penykTasu. Tomy
3actocoByBaTu Kpectop y kombinarii i3 reMmdpidbpo3unoM He peKOMeHIY€EeThCs. KOPUCTD MOIaIbIIol
3MiHU piBHA MiMifiiB MpX 3acTOCyBaHHi NiKapchkoro 3aco0y Kpectop y koMmbGiHarii i3 ¢pibpaTamu abo
HiallMHOM ITOTPiOHO pPeTeNbHO 3BaXKyBaTH IOPIBHSAHO i3 IOTEHI[INHUMY pU3UKaMHU, TI0B’ I3aHUMHU i3
3aCTOCyBaHHSM Takux KoMOiHarii. [Jo3a 40 Mr mpoTunoKa3aHa IIpY CyIyTHbOMY 3aCTOCYBaHHI
¢bibpariB (muB. po3minu «B3aeMopisa 3 iHIIMMU JTiKapCbKUMM 3aco0aMu Ta iHIII BUAYM B3aEMOTiN» Ta
«ITobOiuHi peakirii»).

KpecTop He cJ1ifi 3aCTOCOBYBaTH CIiILHO 3 CUCTEMHUMMU JTiKApChKUMU 3aco0aMu Gy3un0BOI KUCTIOTH
abo mpoTarom 7 OHIB Mic/is NPUNMHEHHS JIiIKyBaHHS (y3UO0BOI0 KUCI0TOW. [lalieHTaM, y SKux
3aCTOCYBaHHSI CUCTEMHOI (y3UI0BOI KMCIIOTU BBaXKA€ThCS HEOOXiMHUM, JTIKyBaHHS CTaTUHAMM CITif
IPUIIMHUTY Ha BeCh TEPMiH JTiKyBaHHS Qy3uO0BOI0O KUCIOTOI0. [ToBigoMsanocs mpo pabmomiosi3 (B
TOMY YHCJIi IeKillbKa CMepTe/IbHUX BUMAKIB) y Nalli€HTiB, sIKi OTpuMyBaiu KoMbiHa1iio Qpy3unoBoi
KHCJIOTH Ta CTATHHIB (OuB. po3[in «B3aemopmis 3 iHIIuMYU JTiKapChbKUMHU 3aco0aMu Ta iHIM BUIH
B3aeMopin»). [TarieHTaM Ciif mopaguTy HeraHO 3BEPHYTUCS 110 MeIUYHY OOIIOMOTY, SKIII0 BOHU
Bim4yBaioTh Oyab-sIKi CUMIITOMU M’s130B01 ci1aOKocTi, 605110 abo xBopoOIuBoi uyTIuBOCTi. Tepariio
CTaTMHAMM MOXKHa ITOBTOPHO IIOHOBUTH Yepe3 CiM JHIB IiCJIg 0CTaHHBOI 103U Gy3UA0BOI KUCTIOTH. Y
BHMHSTKOBUX BUIIQ[Kax, KO HeoOXigHa MPOJIOHTOBaHa CUCTeMHa (y3umoBa KUCIIOTa, HallPUKIIaf,
[JIs TiKyBaHHS TSXKKUX iHPEKI[iN, HeoOXigHICTh OMHOYACHOTO 3aCTOCyBaHHS KpecTopy Ta py3ungoBoi
KUCJIOTH ITIOBUHHA PO3TJISOaTUCS TiIbKKA B KOXKHOMY KOHKPETHOMY BUIIAAKY U Iifl peTeIbHUM
MEeIWYHUM HarJIsagoM.

Kpectop He ciif 3aCTOCOBYBATU MallieHTaM i3 TOCTPUMU, CEPUO3HUMU CTaHaMHU, 110 CBiA4aTh IPO
MiomaTito a0 MOXKJIMBICTh PO3BUTKY HUPKOBOI HEIOCTATHOCTi BHACTIAOK padmoMioni3y (TaKuMHu, SIK
CETICHC, TIOTeH3is1, BelIMKe XipypriuyHe BTpy4YaHHS, TpaBMa, TSIKKi MeTaboIiyHi, eHOOKPUHHI Ta
eJIeKTPOIITUYHI po3sagu abo HEKOHTPOIbOBaHi CyooMH).

Tsaxcki wkipHi nobiuHi peakuii

[Tpu 3acToCyBaHHI pO3yBaCTaTUHY IOBIIOMIISIIOCS IIPO TSXKKi MKipHi mo0iyHi peakiii, BKIIOYal0Yn
cunpgpoM CriBeHca - JIxkoHcoHa (CCII) Ta peakliito Ha JTiKapCchbKu# 3acid 3 eo3uHodimieo Ta
cuctemauMu cumnromamu (DRESS), siki Mmornu OyTy HeGe3nmeuYHUMU A7 KUATTS ab0 JIeTaTbHUMU
(muB. po3min «ITobiuHi peakiiii»). ITim yac mpu3Ha4YeHHS JTiKapCchKOTO 3aco0y

0TPi6HO MoiH(OPMYBaTH MALiEHTIB ITPO 03HAKU TA CUMIITOMHM TSIXKKHX IIKIPHUX PeakKIlii i
301MCHIOBATU PeTeJIbHUY Harjsaf 3a CTAHOM ITallieHTIB Iif Yac JIiKyBaHHA. fKI0 BUHUKAIOTh O3HAKHU
1 CHMIITOMH, III0 BKa3yIOTh Ha I[I0 Peakilito, MOTPiOHO HeraiHo MPUIIMHUTH 3aCTOCyBaHHS KpecTopy
Ta PO3TJISHYTYU albTepHATUBHE JIIKyBaHHS.

fAKio y maijieHTa po3BuUHYIacsa cepio3Ha peakiis, Taka ik CCIl a6o DRESS, y 3B’s13Ky i3
3acTocyBaHHAM KpecTopy, TaKOMy IallieHTy JIiKyBaHHS KpecTopoM BifHOBIIOBATH HE MOXKHA.

Bnaue Ha neyiHky



4ki i inmi inribitopu 'MTI-KoA-pengykTasu, Kpectop ciif 3 00epexkHiCTI0O 3aCTOCOBYBaTH MalliEeHTaM,
SIKi 3JT0BXKMBAIOTh aJIKOTOJIEM Ta/a00 MaloTh B aHAMHEe3i 3aXBOPIOBAHHS MTEYiHKH.

PekoMeHIoBaHO MepeBipsATH 6ioXiMiuHi MOKA3HUKYU (QYHKII IeYiHKY Iepel IT0YaTKOM JIiKyBaHHS Ta
yepe3 3 Micsi moTomy. 3acToCyBaHHS JIikapchKoro 3aco0y KpecTop cmig npunuauT abo 3MeHIIUTH
mo3y, SIKIIO PiBeHb TPaHCaMiHa3 Yy CUPOBATIi Oifibllle HiXK BTPUYi IePEBUIIYE BEPXHIO MEXKY HOPMH.
YacToTa NOBifOM/IEHD ITPO CEPHO3HI siBUIIA 3 00Ky IMeYiHKY (IlepeBakKHO PO MigBUIIEHHS PiBHS
TpaHCcaMiHa3 MeYiHKu) y micnspeecTpaliiaui nepion 6yna 0ibiIoo mpu 3acTocyBaHHi fo3u 40 Mr.

Y nmaiieHTiB i3 BTOPUHHOIO TillepxoJieCTEpHHEMIEI0, 3yMOBJIEHOIO TiOTHPe030M a0o HepPOTUUHUM
CHHIPOMOM, CJIifi IPOBECTH JIiKyBaHHS OCHOBHOI XBOPOOHU, TEPII HiXK IIOUYMHATH TePaIllilo JiKapChbKUM
3acobom Kpecrop.

Pacosa HanedcHicmMb

HocmimxeHHS (papMaKOKiHETUKM CBi4aTh ITPO 3POCTAHHS €KCIIO3MUIlii y MallieHTiB MOHTOJIOIIHOI pacu
TIOPiBHSIHO 3 €BpONEUIIMU (AUB. po3ninu «Crocib 3acTocyBaHHS Ta [03u», «[IpoTUloKa3aHHI» Ta
«PapMaKOKiHETHUKA»).

IHeibimopu npomeasu

[TigBuIleHa cUCTEMHa eKCIIO3UIlisl po3yBacTaTUHY CIIOCTepiranacs y ocid, siKi 3aCTOCOByBaIu
pO3yBacTaTHH CYIyTHHO i3 pi3HUMU iHTiGiTOpaMy NpoTea3u y MOENHAHHI i3 puToHaBipoM. Cifg
00MipKyBaTH K KOPUCThH Bifl 3HUKEHHS PiBHA JiMiAiB 3a IOMIOMOTO00 JTiKapchKoro 3aco0y Kpectop y
namieHTiB i3 BIJI, ski oTpuMyoTh iHTi6iTOpPM MpOTea3y, Tak i MOKIUBICTD MigBUINIEHHS KOHIIEHTPAIIiN
pO3yBaCTaTHUHY y IJ1a3Mi KPOBi Ha ITOYaTKYy Tepallil Ta Ipu IiABUIIEHH] 1031 KpecTopy y malli€eHTiB,
SIKi OTPUMYIOTH iHTiOiTOpY MpoTea3u. OgHOUYaCHe 3aCTOCYBaHHS JTiIKapChKOro 3aco0y 3 meSKUMU
inribiTopaMu mpoTea3u He PEKOMEHOYEThCS, IKIIIO fo3a KpecTopy He CKOpHUToBaHa (OUB. PO3Min
«Cmocib 3acTocyBaHHS Ta {03u» Ta «B3aeMomist 3 iHIMMY JTiKapChKUMHU 3acobaMu Ta iHII BUOU
B3aEMOMIN»).

HenepeHocumicmb 1akmo3su

[TarienTaM i3 pigKicCHUMY CIIaKOBUMH IIpobieMaMy HeIIepPeHOCHMOCTi raakTo3u, JediluToM
nakTasu Jlanna abo I10K030-ralakTO3HOI0 MaTbaOCoPOIliel0 He CIlif 3aCTOCOBYBATH 1ieH JIiKapChKUN
3acio.

IHmepcmuuiasvHa xeopoba nezeHb

[Tig yac 3acToCyBaHHS OeSKUX CTaTUHIB, 0COOIMBO IIPX TPHUBAIIOMY JIiKyBaHHi, ITOBiIOMIISIOCS IIPO
BUHSITKOBI BUIIQ[IKX IHTEPCTUITIAIBHOI XBOpOoOU nereHs (AuB. po3min «ITob6iuni peakmii»). 1o mposiBiB
1riei XBopoOu MOXKHA BifHECTH 3aUIIKY, HEITPOOYKTUBHUY Kalllellb Ta 3arajibHe MOTipIIeHHS CTaHy
(cTOMITIOBAHICTh, 3HUKEHHS MaCH Tijla Ta Tapsyka). Y pasi migo3pu Ha iHTePCTUIiaIbHY XBOPOOY
JIereHb 3aCTOCYBaHHS CTATUHIB CIIifi IPUIIUHUTH.

Llykposuti diabem

Hesiki pakTy cBigyaTh, 110 CTATUHHY, SIK KJIAC, MiABUILYIOTh PiBEeHb TIIOKO3U B KPOBi Ta Y AESIKUX
TALiEHTIB, IKUM 3arPOXKy€e BUCOKUI PU3UK PO3BUTKY LIYKPOBOTO MiabeTy B MalbyTHHOMY, MOXKYTh



CTIPUYMHSTH TillePrIiKeMi0 TaKoTO PiBHS, 3a SKOT0 HeoOXigHe HaJleXKHe JIiKyBaHHS IIyKPOBOTO
miabety. L{to 3arpo3y, ogHaK, TePEeBUIIYE 3HUKEHHS PU3UKY CYIUHHUX MOPYIIeHb IIPU 3aCTOCYBaHHi
CTaTHHIB, i TOMy BOHa He Mae OyTH IifCTaBOIO AJig IPUNMHEHHS Tepallii cTaTuHaMU. 3a MallieHTaMu
Tpyny pu3UKy (piBeHb III0K03M HaTIe 5,6-6,9 mmons/n, IMT >30 KT/M’, TTiIBUIIEHUH piBEHb
TPUTTIIIEPUIB, apTepiaibHa TillepTeH3is) CITil BCTAHOBUTH K KITiHIYHMM, TakK i OloxiMiuHuM
KOHTPOJIb 3TiAHO i3 HalliOHATbHUMU KEePiBHUIITBAMHU.

Y mocnipxenHi JUPITER 3apeecTpoBaHa 3arajibHa 4aCcTOTa LIyKPOBOTO fiabeTy cTaHoBUMIa 2,8 % y
Ipyni npuiioMy po3yBacTaTuHy Ta 2,3 % — y rpymi nnaiebo, IepeBaXkHo y NallieHTiB i3 piBHEM
TJIIOKO3H HaTIle Bim 5,6 1o 6,9 MMOJIb/II.

Himu

Ouinka JiHIMHOTO POCTy (3picT), Macu Tina, IMT (iHgeKCy Macu Tifa) Ta BTOPUHHUX XapaKTEPUCTUK
CTaTeBOTr0 A03piBaHHSA 3a TaHHEPOM y AiTel BiKoM Bif 6 1o 17 pokKiB, sKi mpuiiManu po3yBacTaTHH,
oOMexKeHa IepiofioM TpuBasicTio 2 poku. [licig 2 pokiB HOCHIAXKYBaHOTO JTIKyBaHHS JKOLHOTO BILIUBY
Ha picTt, Macy Tina, IMT abo ctaTteBe mo3piBaHHS BUSBIEHO He OYJ10 (OWB. PO3Mis
«®apMakoouHaMiKa»).

Y kIiHIYHOMY OOCTIAKEHH] y [iTed Ta MifgiTKiB, gKi Ipu¥MalId po3yBacTaTUH IPOTATOM 52 TUXKHIB,
nigBuimenHs piBHs KK >10 paziB Buiie BHM Ta cumntomu 3 60Ky M’g3iB micis GpizmyHOro
HaBaHTaXXKeHHs a00 migBuINeHoi Gi3nyHOl aKTUBHOCTI CITOCTEPIraaucs 4acTille MOPiBHIHO 3 TAaKUMHU
y mopociux (muB. po3nin «I1obiuHi peakiii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
KpecTtop npoTunoka3aHuii B Iepiof BariTHOCTI Ta TOAYBaHHS I'PYHALIO.
2KiHKM penpofyKTUBHOTO BiKy MMOBMHHI BUKOPUCTOBYBATH HaleXHi 3ac06M KOHTpAIEMNLil.

OcCKinbKM XOJIECTEPHUH Ta iHIII TPOAYKTH 0i0OCMHTE3Y X0JIeCTEPUHY BilirpaloTh iCTOTHY POJb Y
PO3BUTKY IJI0Ja, IOTEHLINHUY pU3UK Bif npurHidveHHsa ['MI'-KoA-penyKTa3u mepeBulllye KOPUCTD Bil
3aCTOCYBaHHS JTiKapCcbKoro 3acoby B mepiofn BariTHOCTI. [JaHi JocnmigkeHb Ha TBapUHAaX II0J0
TOKCUYHOTO BIUIMBY Ha PENPONYKTHBHY QYHKIIiI0 00MexkeHi. fKIIo mallieHTKa 3aBariTHie B mepiof
3aCTOCyBaHHS I[bOTO JIIKapChKOT0 3aco0y, JTiKyBaHHS CIIif HeTallHO IPUIIMHUTH.

Po3yBacTaTuH moTparisie y MOJIOKO IIypiB. [JaHUX 1010 TPOHUKHEHHS JTIKapChKOro 3aco0y y rpyaHe
MOJIOKO JTIOOVHU HeMa€ (OuB. po3ain «IIpoTunoka3aHHsI»).

30amHicmb enaueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

HocmimKeHHS BIJIKMBY JiKapchbKoro 3aco0y KpecTop Ha 3maTHICTE KepyBaTu aBTOMObineM Ta
IIpaloBaTy 3 iIHIIMMU MeXaHi3MaMu He npoBogunucs. OgHak, 3 oryaay Ha ¢papMakoAuHaMivHi
BJIACTUBOCTI JTiIKAPCHKOTO 3ac00y, MaIoMMOBipHO, 110 KpecTop YMHUTHMeE BIINB Ha TaKy 3[aTHICTb.
[Tpu kepyBaHHiI aBTOTpaHCIIOPTOM ab0 pobOoTi 3 IHIIKMU MeXaHi3MaMHU CJIiJ BpaxOByBaTHA MOXKJIABICTh
3arnaMOpOY€eHHs B Ilepiof JIiKyBaHHA.



Cnoci6 3acmocyeaHHs1 ma 0o3u.

[Iepen mo4yaTKOM JIiKyBaHHS MALIEHTY CJIi IPU3HAUYUTU CTaHOAPTHY Till0X0JIECTEPUHEMIYHY TIETY,
KOl BiH ITOBMHEH JOTPUMYBATHUCS i TPOTITOM JiKyBaHHS. []03y CIif migOupaTy iHOUBiAyaibHO,
3aJIe’XHO Bifl METH Tepallil Ta BiANOBIMi MallieHTa Ha JIiKyBaHHS, KEPYIOUUCh PEKOMEHOallisTMU
MIOTOYHUX 3arajJbHONPUMHATHAX KEPIBHUIITB.

Jlikapcekuii 3acib Kpectop MoxkHa puiMaTy y OyOb-IKUM 4ac OHS, He3aJIeXKHO Bifi IpuiioMy 1xi.
JIiKysaHHA 2inepxosecmepuHemii

PexoMeH0BaHa II0YaTKOBA [I03a CTaHOBUTE 5 ab6o 10 MT mepopasiibHO OKH pa3 Ha Ao0y AK [s
NallieHTiB, SIKi paHillle He 3aCTOCOBYBaJIU CTaTHHHU, TaK i TepeBeleHNX Ha JTiKapChKuil 3acib 3
npuiiomy iumoro inri6iTopa 'MI'-KoA-penykTa3su. [Ipu Bubopi mo4aTKoBOi 403U CIIifl BpaxOByBaTH
PiBHI X0JIeCTEPUHY B KOKHOT0 OKPEMOTO MalliEHTa Ta PU3UK CEPLIEBO-CYOUHHUX IIOPYIIEHb Y
MaiibyTHROMY, @ TAKOXK MMOBIPHICTh PO3BUTKY HeOazkaHUX peakiliii. 3a HeoOXigHOCTI mifBUITyBaTH
[03y [0 HAaCTYIIHOTO PiBHS MOXKHa 4epe3 4 TUXKHI (AuB. po3nin «PapMakofguHaMika»). 3 OTJISIAy Ha Te,
mo Ha (oHi 3acTocyBaHHS JIiKapCchKoro 3acoby B [03i 40 Mr HeGaxaHi peakilil BAHUKAIOTh YacCTillle,
HiXK IIpY MEHINUX no3ax (ouB. po3min «I1o6iuHi peakirii»), 0CTaTOYHO TUTPYBATH 03y [0
MaKCUMabHOI 1034 40 Mr BapTO JIUIIE MalliEHTaM i3 TSKKOIO TilepxojieCTePUHEMIEI0 Ta BUCOKUM
PU3UKOM CepPILIeBO-CYAUHHUX MOPYIIEHD (30KpeMa Y XBOPHUX i3 CIMEMHOIO TilnepxoieCTePUHEMIEID), ¥
SKUX He BAaJiocs [OCATTH METH JIiKyBaHHS IIPYU 3aCTOCyBaHHi no3u 20 Mr i sKi nepeOyBaTUMYTh IIif
PerynspHUAM HarnsagoM (OuB. po3min «OcoO0nmmuBOCTi 3acTocyBaHHA»). [T Yac iHimiariil npuiiomy
JiKkapchKoro 3aco0y y mo3i 40 Mr peKoMeH0BaHUM HATJISA[ CIelialicTiB.

ITpoginakmuka cepy,ego-cyOuHHUX noOoiu

Y mocnifKeHHI 3HUXKEHHS PU3UKY CEPIeBO-CyAUHHUX TOMiN TiKapchKui 3acibd 3aCTOCOBYBaU y 031
20 mr Ha mo0y (ouB. po3gin «PapMakoguHaMiKa»).

ITayieHmu AiMHbO20 BIKYy

PekomeHnoBaHa mo4YaTKOBA [I03a OIS IAlli€HTiB BikoM >7(0 pOKiB CTAaHOBUTL 5 MT (OUB. PO3MiNn
«Oco0nMBOCTi 3aCTOCYBaHHS»). [HIlIa KOPEKIIis J03U 3 OTMISIAY Ha BiK He IOTpiOHa.

ITauieHmu i3 HUPKOBOW HedoCcmamHicmio
[TamieHTaM i3 nerkumMu abo MOMipHUMH MOPYIIEeHHIMH QYHKIII HUPOK KOPEKIIis 1031 He MOTPiOHa.

PexomeH0BaHa MOYaTKOBA [03a OJ15 MAI[i€HTIB i3 TOMIpHUMY NOPYIIEeHHAMH QYHKIII HUPOK
(kmipeHC KpeaTHHiIHY <60 MJI/XB) CTaHOBUTH 5 MT. [Jo3a 40 MI mpoTUIOKa3aHa MallieHTaM i3
TIOMipHUMU NOPYIIeHHAMH GYHKIIII HUPOK. 3aCTOCYyBaHHS JiKapchbKoro 3aco0y Kpecrop maijieHTam i3
TSKKUMU [TOPYIIEHHSIMYU HUPKOBOL QYHKINI IPOTUNIOKA3aHO Y OyOb-KUX H03ax (IUB. PO3Oinu
«IIpotunoka3zanusa» Ta «dapMaKOKiHETHKAE).

ITauienmu i3 nopyweHHAMU QYyHKUII neyiHKu

Y natieHTiB i3 mopyeHHIMU QYHKIIIM eYiHKy, 110 oliHioBanucs y 7 abo MeHIe 6asiB 3a MIKaJo0
Yaiinma - [1'10, mifgBUIleHHS CUCTEMHOI €KCIIO3UIlil po3yBacTaTUHY He cIocTepiranocs. OgHak y ocib
i3 mopymenHsaMu y 8 Ta 9 6aniB 3a mKanoio Yainga - [1'10 cucTeMHa eKCIO3uUlig 3pocTana (IuB.
po3min «PapMaKOKiHeTHKa»). Y TaKUX NallieHTiB JOIIIBHOIO € OLiHKa (PYHKII1 HUPOK (OUB. PO3TiN
«0Oco6uBOCTi 3aCTOCYyBaHHS»). [IOCBif 3aCTOCYBaHHS JTiKapChKOro 3aco0y ImallieHTaM, sKi HaOpamu
6inbie 9 6aniB 3a mkasnoio Yaiinga - [1'10, BimcyTHiN. KpecTop mpoTUlioKa3aHuy nalieHTaM i3



aKTMBHUMM 3aXBOPIOBAHHSIMU MEYiHKY (OUB. po3ain «[IpoTumoka3aHHsI»).
Pacosa HanedcHicmb

Y narieHTiB MOHTOJIOIIHOI pacu CIOCTepiranacs migBuIlleHa CUCTEMHA eKCIIO3UITis JTIKapChKOT0
3aco0y (muB. po3minu «IIpoTunokalanusa», «Oco6IMBOCTI 3aCTOCyBaHHSI» Ta «DapMaKOKiHETHKA»).
PekxoMeHgoBaHa IMOYaTKOBa 403a OJIs MalliEHTiB MOHTOJIOITHOI pacu CTaHOBUTH 5 MT; mo3a 40 Mr
TaKUM TalliEHTaM IIPOTUAIIOKa3aHa.

T'enemuyuHull noaimopgiam

Byno nokasano, mwo resotunu SLCO1B1 (OATP1B1) ¢.521CC ta ABCG2 (BCRP) c.421AA noB’s3aHi 31
30iNTbIIIEHHSIM €KCIIO3HIIil po3yBacTaTuHy. [lalieHTaMm, y SKuxX BusiBiieHo reHotun ¢.521CC abo
c.421AA, peKOMeHIY€ETHCS OJIOBMHA 3a3BMYall PEKOMEHIOBaHOL 03X Ta MaKCHMaibHa fo3a 20 mMr
Of¥H pa3 Ha mo0y nikapcekoro 3aco0y Kpectop (muB. po3minu «Oco6nMuBOCTi 3aCTOCYBaHHS»,
«B3aeMopmis 3 iHIMMMY JTiKapChbKUMHK 3ac00aMM Ta iHII BUAYM B3aeMOii», «®apMaKoJIoriyHi
BJIQCTUBOCTI»).

ITauienmu 3i cxuabHicmio 00 po3BumMKy mionamii

PekoMeHgoBaHa ImoYaTKOBa 403a OJIs MALi€HTIB i3 paKTOpaMu PU3UKy PO3BUTKY MiOIlaTil CTAHOBUTH
5 Mr (muB. po3ain «Oco6IUBOCTI 3aCTOCYBaHHS»).

o3a 40 MT mpoTUIIOKa3aHa OesIKUM i3 TAaKMX IMalli€HTiB (AuB. po3min «[IpoTUoKa3aHHSI»).

CynymHe 3acmocyeaHHs

Po3yBacTaTuH € cyOCTpPaTOM Pi3HUX TpaHCHOPTHUX OinkiB (Hampuknag OATP1B1 ta BCRP). Pusuk
miomartii (B ToMy uuci pabgoMioni3y) 3pocTae mpu CynyTHbOMY 3acToCyBaHHI KpecTopy i3 meBHUMHU
JiKapCbKUMU 3aco0aMu, 10 MOXKYTh ITiIBUITYBaTH KOHIIEHTPALIil0 PO3yBACTaTHHY V IIJIa3Mi BHACITiIIOK
B3a€EMO[il i3 IUMU TPaHCIOPTHUMH OinKamu (HampuKiIal IUKIOCIIOPUHOM, TUKArpeiopoM Ta
IIeBHUMHU iHTi6iTOpaMu MpoTea3u, B TOMY YUCIIi KOMOiHaIliIMU PUTOHABIPY 3 aTa3aHaBipoM,
yoniHaBipoM Ta/abo TUIpaHaBipoM; AuB. Po3minu «OcoBIUBOCTI 3aCTOCYBaHHSI» Ta «B3aemMomist 3
iHIMMY TiKapchKUME 3ac00aMu Ta iHII BUAYM B3a€MOMiH»). 1o MOKITUBOCTI, CHIifl PO3TNISHYTH
3aCTOCYBaHHS albTePHATUBHUX JTiKapChKUX 3ac00iB Ta y pa3i HeoOXigHOCTI TUMYaACOBO ITepepBaTH
Tepariio mikapchbKuM 3aco6oM KpecTop. AKIIO CyImyTHROTO 3aCTOCYBaHHS ITUX TiKapChKUX 3aco6iB i3
KpecTopoM yHUKHYTHA HEMOKJIMBO, CJIi[l PETEIbHO 3BaXKUTU KOPUCTh Ta PU3MK Bifl CYIyTHHOTO
3aCTOCyBaHHS Ta BiNOBIAHMM YHMHOM BiIKOperyBaTH A03Y JliKapchbKoro 3acoby Kpectop (guB. po3min
«B3aemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIM BUIHU B3AEMOIIN»).

Himu.
3acTocyBaHHS JTiKapChKOT0 3aco0y HiTSM Ma€ IMIPOBOJUTH JIUIIE CIIeIliaicT.
ITiTH Ta miIIITKY BikoM Bixg 6 mo 17 pokiB (cTapmist TanHepa ‘II-V).

['eTepo3uroTHa CcimMenHa rinepxojecTepuHeMis

3BMYalHa II0YaTKOBa M000Ba [103a IS OiTel Ta MifJIiTKiB i3 reTepo3uroTHO CiMeHHO0



rinepxonecTepuHEeMi€l0 CTaHOBUTE D MT Ha [00Y.

. 3BrYaiiHa [03a OJId OiTed BIKOM Bif 6 mo 9 poKiB i3 reTepo3uroTHOI CiMENHO0
rimepxonecTepuHEMi€l0 CTAHOBUTE Bifg 5 Mr go 10 Mr mepopasnbHO OfUH pa3 Ha noby. beaneka Ta
e(eKTHUBHICTb 3aCTOCYBaHHS JTiKapChKOTro 3acoby y mo3ax Ginbire 10 Mr y wift momynsiii He
OOCIiAKYBaJIUCH.

. 3BUYanHa f03a o giteu BikoM Bif 10 mo 17 pokiB i3 reTepO3UroTHO CiMEVHO0
rinepxonecTepuHeMi€l0 CTaHOBUTE Bif 5 Mr go 20 Mr nmepopaibHO OfUH pa3 Ha 0o0y. be3smneka Ta
e(eKkTUBHICTb 3aCTOCYBaHHS JTiKapChKOTO 3ac00y B mo3ax Oinbine 20 MT y Lid MONYJIIll He
LOCIIIiAKYBaJIUACA.

[TipBuyBaTH HO3Yy CIIiM BigMOBIIHO MO iHAMBIAyanbHOI BiAMOBiAl AUTUHY Ha JIIKyBaHHS Ta
IIepeHOCUMOCTi JIiKapChKOT0 3aco0y, IOTPUMYIOUNCh PeKOMeH Iallill oMo TiKyBaHHS OiTeil (OuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [lepen moyaTkoM Tepariil po3yBacTaTUHOM HiTSIM Ta MifIiTKaM
CJIi[l IPU3HAYUTH CTaHAAPTHY Till0XOJIECTEPUHEMIYHY HI€TY, SIKOI aIlieHTH MalTh JOTPUMYBaTHUCH i
IIPOTATOM JIiKyBaHHS.

['oMO3UTOTHa CiMelHa rinepxonecTepuHeMisa

PekomeHnngoBaHa MaKCcHMallbHa [03a OJId OiTed BIKOM Bif 6 70 17 POKiB i3 TOMO3UTOTHOIO CiMENHOI0
rinepxonecTepuHeMier0 CTaHOBUTDL 20 MT of¥H pa3 Ha J00y.

PexomeH0BaHa mOYaTKOBa [[03a CTAHOBUTE Bif 5 Mr 1o 10 Mr oguH pa3 Ha fo0y 3alekHO Bif BiKy,
MacH Tijla Ta MONnepefHbOr0 3aCTOCYBaHHS CTaTHHIB. [ligBUITyBaTH 1O MaKCHManbHOL fo3u 20 Mr
OOuH pa3 Ha foby crif BignoBigHO O iHAMBigyasnbHOI BiATIOBiAl UTUHY Ha JiKyBaHHS Ta
IIePEeHOCUMOCTI IIpenaparty, JOTPUMYIOYUCh PEKOMEHAllil 00 JIiKyBaHHS JOiTel

(ouB. po3min «OcobMuBOCTI 3acTOCyBaHHS»). [Iepeq MoYaTKOM Teparlil po3yBaCTaTHHOM [iTSIM Ta
HiATiTKaM CIif IPU3HaYUTH CTaHJaPTHY Til0X0JIeCTEPUHEMIUHY AIi€TY, IKOI MallieHTH MaloTh
OOTPUMYBATUCS 1 IPOTATOM JIiIKyBaHHS.

IocBin mikyBaHHS i€l mONynsLii y mo3ax Oinbire 20 Mr oOMeKeHU .

Tabnerku o 40 Mr He 3aCTOCOBYIOTh IiTSM.

IliTy BikOM 10 6 POKiB

Beameka Ta epeKTUBHICTh 3aCTOCYBAHHS JTIKAPCHKOT0 3aCO0Y AiTSM BiKOM [10 6 POKiB HE BUBYAJIUCH.
TakuM yrHOM, IIpenapaT KpecTop He peKOMEHAYEThCS 3aCTOCOBYBATU AiTIM BIKOM [0 6 POKiB.

Ilepedo3yeanHsi.

Cneuudiunoro nikyBaHHS Ilepefo3yBaHHS HeMa€E. Y pa3i nepefo3yBaHHS MallieHTa CIIif JTiKyBaTH
CUMIITOMaTUYHO Ta Y pa3i HeoOXigHOCTI BXKUTHU MiATpUMYI0UnX 3axofiB. [T0TpiGHO KOHTPOIIOBATH
¢byukuil nevinku Ta piBHI KK. EQekTuBHICTH remMopianidy Malo¥MOBipHa.

ITob6iyHi peakuii.



HebaxaHni sBuIlla, 1110 Big3Ha4alTHCS IIPU 3aCTOCyBaHHI KpecTopy, 3a3Buyal JIeTKi Ta TUMYACOBi. Y
KOHTPOJIbOBaHUX KJTIIHIYHUX AOCTIAXKEHHAX MeHIe 4 % mali€eHTiB, gKi 3aCTOCOByBaiu Kpectop,
BUUIIUTH i3 JOCTiIKeHHs Yyepe3 HeOaxkaHi peaxiiii.

[Nepenik mo6iYHKUX peaKIliil y BUTISNi Tabmuii

Y HuxX4yeHaBeOeHil Tabmulli MpencTaBaeHo Mpodinb HeOaxkaHUX peakilii Ha PO3yBaCTaTHH 3a
MaHUMU KJTIHIYHUX [OCTigXKEeHb Ta BEJIMKOTO JOCBify MicispeecTpalifHoro 3acTocyBanHs. HebaxaHi
peakiil knacudikoBaHO 3a 4YaCTOTOIO Ta CUCTeMHO-opranHuMHU Knacamu (COK).

3a yacToTor HeOaxaHi peakilii po3nopinieHi TakuM YuHOM: 4acTi (Big =1/100 mo <1/10), HewacTi (Bixg
=1/1000 go <1/100), pipki (Big =1/10000 mo <1/1000), myxe pigki (<1/10 000), HEBiZOMOI YaCTOTH
(HEMOZKJINBO OIIIHUTH 3a HASIBHUMMU JaHUMH).

Tabmuig 3

[To6iuHi peaxiiil 3a faHUMU KJTIHIYHUX JOCIiAKEHb Ta OOCBiAYy

MiCIAPEECTPaLiiHOTO 3aCTOCYBaHH S

CucTeMHO-OpraHHUN

YacToTa HeBimoMa

tac Hacri Heuacri Pinxi [lyxe pigki
3 60Ky Kposi ma TpoMOOLIMTO-TIeHis
1imppamuyHoi
cucmemu
3 60Ky iMyHHOT Peakiii
cucmemu Tinep4YyTiIn-BOCTi, B
TOMY YHCIIi
QHTiIOHEeBPO-THYHUH
HabpsK
FHOOKpUHHI po3aadu |LIykpoBuii
miaGet'
[TcuxiuHi po3aadu emnpecist
3 60Ky Hepsosoi [oymoBHUI Oirnb, [TomineBpo-matis |[lepudepryna
cucmemu 3al1aMopPo-YeHHS BTpaTa mam’siTi |[HeBpomaris,

pO3Nafu CHY (B TOMY
uucyi 6e3COHHS Ta
HiYHI KOIIMapH),
[mMiacTenisa rpasic

3 60Ky opeaHis 30py

OuHa MiacTeHis

3 6oKy opeaHis
OuxaHHs, epyoHoi
KaimKu ma
cepedocmiHHsA

Karenb, 3amumiKa

3 60Ky WayHK0BO- 3amop, HyZHoTa, [TaHKpeaTuT [iapes
Kuwkoso20 mpakmy |abmomiHamb-HUM
6inb
3 6oky [TimBuilleHHS PiBHSA |ZKOBTSHULIA,
eenamobisiapHoi MeYiHKOBUX TemaTUuT
cucmemu TpaHCaMiHa3
3 6oky wKipu ma CBepbix, CuHIpOM
niowkipHoi BYICHII, CriBeHCa-[]?KOHCOHa,
KAIMKOBUHU KPOIIUB’ THKa [peaklis Ha

TiKapChKUM 3acib 3
eo3uHOdimie0 Ta
CUCTEMHUMU
cumnroMamu_(DRESS)




3 60Ky ckesnemuoi  [Mianris MiomaTist (B ToMy |ApTpanris [TopyIeHHs 3 60Ky

MycKyaamypu ma YUCIT MiO3UT), CYXOXKHUJIb, IHKOJIX

CNo/yyHOI MKAHUHU pabnoomionis, yCKIIanHeH
BOBUAKO-IIOTiOHMH PO3pUBAMY,
CUHIIPOM, PO3PUB IMyHOOIIOCE-PENKOBAaHA
M’ 1318 HEKPOTU3YI0-4a

mionmaTia

3 60Ky HUPOK ma CeMaTypist

ceuosudinbHOl

cucmemu

3 6oky [iHeKoMacTis

[penpodykmusHoi

cucmemu ma

[MO/I0YHUX 30103

3azanvHi po3aadu ma |Acteris Habpsik

cman micysa

BBeOEHHA

" YacToTa 3a1eXKuTh Biff HagABHOCTI (paKTOpiB pU3KKY (PiBeHb TMI0KO3K HaTHle =5,6 MMomn/1, IMT
>30 kr/M’, miABHUINEH] piBHi TPHUITIlepu/iB, apTepianbHa rimepTeHsisd B aHaMHe3i).

4K i mpu 3acTocyBaHHi iHmuMX iHTi6iTOPiB 'MI-KOA, YacToTa HebaxKaHUX peaklliii Ma€e TEHIEHIIiI0
3anexaTy Bil MO3H.

Bnaue Ha HUpKu

[Tporeinypis, BUsiBIeHa y pe3y/IbTaTi aHATi3y 3a TeCT-CMyKKaMU Ta IlepeBaKHO KaHa/lblIeBOI0
IIOXOOKeHHS, CIIoCTepiranacs y malli€eHTiB, gKi 3acTocoByBanu Kpectop. 3miHu BMicTy Oinka y ceui
Bim Hyns abo crimiB Mo 3HaYeHHs abo OinbIne crmocTtepiranucs y <1 % mallieHTiB mepioguyHo B Xomi
3aCTOCYBaHHS JIiKapCchbKoro 3acoby B mo3ax 10 Ta 20 mr i y mpubnusso y 3 % - mpu mo3i 40 mr.
HeBenuke 306inbIIeHHS YaCTOTH 3MiHM BMICTY Bif HyJs a0 CIifiB 10 3HAUYEHHS CIIOCTEPIraaucs mpu
no3i 20 mr. B 6inbInocTi BUMaakiB npoTeiHypis 3MeHIIyBaiacs abo 3HKWKala CIIOHTAaHHO IIPH
IIPOMOBXKEHHI Teparllii. 3a JaHUMM KITiHIYHUX [OCTigXKEeHb Ta TOCTMAPKETUHTOBUX CIIOCTEPEKEHDb Ha
ChOTOMIHI He BHSIBJIEHO IPUYHUHHO-HACTITKOBOI0 3B’sI3Ky MiXK IIPOTEIHYPi€Io Ta rocTpuM abo
IIPOrPECyYUM 3aXBOPIOBaHHSAM HUPOK.

Ha ¢omni 3acTocyBaHHS ikapchKoro 3aco6y KpecTop Bim3HaueHO BUIIQKU reMaTypii; 3a JaHUMHU
KJTIHiYHUX OOCIIIMXeHb YacToTa 11 Maja.

Bnaue Ha CKe/emHy mMyckKyaamypy

YpaxeHHS CKeJIeTHOI MyCKyJIaTypH, Taki K Mianris, MionaTis (B ToMy YuCIIi MiO3UT), Ta 3pigKa
pabmoMionti3 i3 TOCTPOI0 HUPKOBOIO HEOCTATHICTIO un 6e3 Hel Oy/Iu Bii3Ha4eHi IpX 3aCTOCYBaHHI
Oymp-sikux 0o3 Kpecrtopy, ocobmuBo mpu mo3ax >20 mr.

Y nanieHTiB, sKi IpuiiMany Po3yBacTaTUH, CIOCTEPIraaocs go3o3anexkHe 3pocTanHsa piBHiB KK; B
OinmbIOCTi BUMaAKiB siBuiile 0y10 clTabKUM, aCUMITOMAaTUYHUM Ta TUMYacoBuM. dAkiro piBHi KK
nigBuieHi (>5 pasiB Buiile BMH), nmikyBaHHS CJTif MPUIUHUTH (OUB. po3min «Ocob6nuBoCTi
3aCTOCYBaHHS»).

Bnaue Ha neyviHKy



4K i npu 3acTtocyBaHHi iHmux iHribiTopiB 'MI'-KoA-penykTa3u, y HeBeIHUKOI KiTbKOCTI MAIli€HTIB, SAKi
IpUMany po3yBacTaTHH, Bil3HAYAIOCS [M0303aexkHe 30i/bIlIeHHs PiBHS TpaHcaMiHas; y Oi/bInocTi
BUNAJKIB sBUIlE OYJI0 CTa0KUM, aCUMIITOMAaTUYHUM Ta TUMYaCOBUM.

Ha ¢oHi 3acTocyBaHHS OeIKUX CTaTUHIB Bif3Havanucs Taki HebaxaHi SBUIIA:
Po3napm craTeBoi QyHKIIII.

OxkpeMi BUTIagK¥ iHTEPCTHUIiaIbHOI XBOPOOU JiereHb, 0COOIMBO NIPX TPHBAJIOMY 3aCTOCYBaHHi (IUB.
po3ain «OcobIMMBOCTI 3aCTOCYBAHHS»).

YacToTa noBifomMiIeHb IIpo pabmomiosi3, ceplio3Hi mopymeHHs 3 00Ky HUPOK Ta MeYiHKM (IIepeBaXkKHO
TiABUINEHHS aKTUBHOCTI MeYiHKOBUX TpaHCcaMiHa3) OibIlla Py 3aCTOCYBaHHi JTiKapCchKOro 3acoby B
no3i 40 mr.

Himu

[TinBuiieHHs piBHSA KpeaTuHKiHa3u >10 pagis Buie BMH Ta cumntomu 3 60Ky M’'3iB micis
GbiznyHOro HaBaHTaxXeHHs abo MmigBuUIeHOl Gi3UUHOI aKTUBHOCTI CIIOCTepiraaucs Jacrime y 52-
TUXXKHEBOMY K/IIHIYHOMY JOCTIIXKEHH] 3a y4acTIO OiTel Ta MigIiTKiB MOPIiBHIHO i3 JOPOCIUMU (IUB.
po3min «OcobauBOCTi 3acToCcyBaHHS»). [IpoTe mpodinb Ge3meku po3yBacTaTUHY Y HiTel Ta MiAMiTKiB
OyB OMiOHUM 10 TAKOTO Y OOPOCIIHX.

[ToBimoMIIEHHS PO Him03pIoBaHi m0o6ivHi peakirii

BazxuBo mOBiTOMISTH PO MTigo3pioBaHi Mo0iyHi peakiiii y micispeecTpaliiuuil mepion
3aCTOCyBaHHS JIikapchbKoro 3acoby. Ile mae 3Mory 3miicHIOBaTH Oe3rmepepBHUM MOHITOPUHT
CIIiBBigHOIIEHHST KOPUCThL/PU3UK 3aCTOCYBaHHS JiKapchKoro 3aco0y. CrelianicTyu y rany3i 0XopoHu
3M0pPOB’sl 3060B’A3aHi MOBIIOMIATH PO OyOb-Ki BUMIAAKU Mif03PI0OBaHKX MOOIYHUX peaklliii yepe3
Hal[lOHAJILHY CUCTEMY 3BITHOCTI.

Tepmin npudamuocmi.

3 POKH.

YMoBu 30epiranHsi.

36epiraTy y HeIOCTYIIHOMY [/Is AiTed Micti. 36epiratu mpu Temmepatypi He Buile 30 °C.

VnaxoBka.

I[To 14 Tabnetoxk y 6iicTepi, mo 2 GaicTepu B KapTOHHIN KopoOui (ams Ta6neTok mo 5 mr, 10 Mr ta 20
Mr); 1o 7 TabneTok y GiicTepi, mo 4 6iicTepu B KApTOHHIN Kopobii (ams TabneTox mo 40 mr).



Kareropis Bigmycky.

3a peLemnToM.

BupoOHHUK.

Actpa3eneka IOK Jlimirtes.

Micue3Haxo/KeHHsI BHPOOHHMKA Ta aJgpeca MicCIllsi IPOBaXKeHHsS HOro Jis/IbHOCTI.

Cink Poap Bisuec IMTapk, Makkincoing, SK10 2NA, Benuka bpuTta#is.



