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),

0y1g TabyeTok 1o 5 Mr - 3anisa okcup xoBtui (E 172);

miist Tabnetok mo 10 mr, 20 mr, 40 Mr - 3ami3a okcup yepBouuii (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;

mabaemku no 20 M2 - POXKeBa, BKPUTA IUTIBKOBOI 0OOJIOHKOI0, KPYTJIa, ABOOMYKIIa, MPUOIU3HO
9,1 MM (miameTp), BurpaBitoBaHa TabieTKa; Ha MULbOBOMY oIt “ZD4522 20”, Ha 3BOPOTHOMY Oo11i
Hi4doro;

mabsaemxu no 40 M2 - poxeBa, BKPUTA IIJIiIBKOBOIO 000JIOHKOIO, OBaJIbHA, JBOOIYKJIA, MPUOIN3HO
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.

dPapmako102iuHi 8 1acmueocmi.



®apmakoOuHamika.
Mexatism 0ii

Po3yBacTaTuH — Ile CelIeKTUBHUN Ta KOHKypeHTHuM inribitop I'MI'-KoA-penykrasu, pepMeHTy, 1110
BM3HayYa€ IIBUAKICTh peakilil Ta IepeTBOPIOE 3-TifPOKCHU-3-MeTUATIIyTapuil KohepMeHT A Ha
MeBaJIOHAT, IoNepPeJHUK XojiecTeprHy. OCHOBHUM MiClleM Ail 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 ninBuiteHui pisers xonecrepuny JIITHIII, 3arajpHOr0 X0IeCTEPUHY Ta
TpUIJilepuniB i nigsuiye pisHi xonectepuny JIIIBII. Bin Takox 3MeHuIye piBHi anoB, XC-
HeJITIBII, XC-JITIOHIL, TT-JITIOHII Ta migBuinye piBers amoA-I (tabnuis 1). Kpectop Takox
3Mmenmye criBBigHomeHHs XC-JIITHII/XC-JITIBII, 3aransroro XC/XC-JITIBII, XC-ueJITTIBII/XC-
JITIBIII Ta anoB/amoA-I.

Tab6muig 1

BipmoBigp Ha 003y y MallieHTIB i3 IePBUHHOIO Tinepxoaectepunemieio tuny Ila ta IIb

(BimKOpHUroBaHa CepeqHs BiCOTKOBA 3MiHa MOPIBHSAHO 3 BUXITHUM PiBHEM)

TTo3a N XC-JITTHI|3aranpaun XC-JITIBI] [TT XC-neJITIBIIjartoB artoA-I
XC

[Trmamebo |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 -4.6 5

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

TepaneBTUYHUYN e(PEKT AOCATAETHCS MPOTATOM 1 THKHS IiCJIg II0YATKY 3aCTOCYBAHHS JIIKAPCHKOTO
3aco0y, 90% MakcuMaIbHOTO e(heKTy - yepe3 2 TUXKHi. MakcuManbHUN e(eKT 3a3BUYail IOCITAETHCS
yepe3 4 TUXKHI Ta TPUBaE HaAalll.

KniHiuHa epekmugHicmb ma 6e3neka

Kpectop edekTuBHUY y NTiKyBaHHI JOPOCHUX i3 TillepX0ojieCTEPUHEMIEIO - i3 TiepTpUrIiliepuaeMi€eio
abo 6e3 Hel - HE3aJIeXKHO Bifl pacu, cTaTi Yu BiKY, a TAKOXK y TMAI[iEHTIB 0COOIMBUX TPYII, TAKUX SK
XBOPi Ha LyKpoBuil niabeT abo malieHTH i3 CiMeWHOIO rimepxoiecTepUHEMIELO.

3a 00’emHaHMMM JaHUMU Hociigxkenb Gas3u I Kpectop eheKTHBHO 3HUKYBAB PiBHI XOIECTEPUHY Y
OinbIIOCTi MalieHTiB i3 rinepxonecrepuneMieto tuny Ila ta IIb (cepenniit moyatkosuii piBeHb XC-
JITTHII mpu6mu3Ho 4,8 MMOJIB/TT) [0 IiTEOBUX 3HAYEHb, BCTAHOBJIEHWX BU3HAHUM KEPiBHUIITBOM
€BpoIechKOro ToBapucTBa aTepockneposy (EAS; 1998); nmpubnusno y 80% malfieHTis, ki npuitmManu



npenaparT y fo3i 10 Mr, Bganocs JocATrTH HopMaTUBHUX 1inboBux piBHIB XC-JITTHII 3a EAS (<3
MMOJIB/I).

Y BenukoMy gociigkeHHi 435 Malli€HTiB i3 reTepO3Ur0THOI0 CIMENHOIO TinepxonecTepruHeMielo
npuimanu Kpectop y mo3ax Big 20 mo 80 Mr 3a CXxeMO0 IIOCUIEHOT0 TUTPYBaHHA A03U. CIpUATIUBUI
BIIJIUB JIiIKaPChKOTO 3ac0o0y Ha IMOKA3HUKM JIiIifIiB Ta MOCATHEHHS I[iTbOBUX PiBHIB Bil3HAYaNX MpU
BCix mo3ax. [Ticns TutpyBanHs g0 106080l fo3u 40 mr (12 TuxHiB nikyBauHs) XC-JITTHII] 3Hu3UBCS
Ha 53%. ¥ 33% marienTiB 6yno gocsirayTo HopMaTtuBHUX piBHIB XC-JITTHII] 3a EAS (<3 MMOB/m).

Y BifKpuUTOMY [OCHIAKEHH] IIOCUJIEHOT0 TUTPYBAHHS 03 BiAOBiAL Ha 3aCTOCYBaHHSA JIIKAPCHKOI0
3acoby Kpecrtop y mo3ax 20-40 mMr BuB4asnacs y 42 naiji€eHTiB (BKJo4aio4u 8 fiTel) i3 rOMO3UTOTHOIO
ciMeliHOIO TinepxonecTepruHeMi€e0. Y 3arainbHiii nomynsiil piBeHb XC-JITTHII 3Hu3UBCS B CEPEAHLOMY
Ha 22%.

Y KMiHIYHYX DOCTigXEHHSIX 3a y4acTio 00MeXeHOl KilTbKOCTi MallieHTiB CIIOCTEPIraBCsS aguTUBHUM
edexT nmikapcbkoro 3aco0y KpecTop Ha 3HUKEHHS PiBHS TPUTTiLIEPUIIB IPU 3aCTOCYBaHH] y
koMOiHarii 3 peHodiOpaTom Ta Ha mimuieHHs piBHiB XC-JITIBII mpu 3acTocyBaHHi y KoMOiHaIril 3
HianHOM (IUB. po3ain «OcobIUBOCTI 3aCTOCYBAHHS»).

Y 6araToiieHTPOBOMY, MTOABINHO CITimoMYy, aneb0-KOHTPOIbOBAaHOMY KITIHIYHOMY JOCTiIXKeHHi
(METEOR) 984 narientu BikoMm 45-70 POKiB i3 HU3LKUM PU3UKOM illIeMidHOI XBOPOOU ceplist
(Bu3HaueHUM SK pu3uK 3a PpaMiHreMchKoio mkanow <10% mporsarom 10 pokiB), cepenHim
3HaueHHaM XC-JITTHII 4,0 mmons/n (154,5 Mr/gmn), arne i3 CyOKIiHIYHUM aTEPOCKIEPO30M
(BU3HaYeHUM 3a 30i/IbIIEHHSIM TOBIIUHU KOMIIJIEKCY iHTHMa-Mefis coHHol apTepii (TKIMCA)) Oymu
paHIoMi30BaHi 0 ABOX IPYI Ta IpUKMaK oguH pa3 Ha o6y abo 40 Mr po3yBacTaTuny, abo mnamne6o
poTsroM 2 pokiB. ITopiBHSHO i3 myane6o po3yBacTaTUH 3HAYHO CIIOBiTbHIOBAB IIPOrPECYBAHHS
MakcumanbHOl TKIMCA y 12 Toukax coHHOI apTepil Ha -0,0145 mMM/pik [95% moBipuuit iHTepBan
-0,0196, -0,0093; p<0,0001]. 3mina nopiBHSAHO 3 BuUXigHUM piBHeM craHoBuna -0,0014 mMmm/pik
(-0,12%/pik (cTaTHCTUYHO HE3HAUYINA)) Yy TPYIIi pO3yBaCTaTUHY MOPIBHSAHO i3 MIPOrPeCyBaHHAM
0,0131 mm/pixk (1,12%/pik (p<0,0001)) y rpymi mname6o. [TpsiMmoi Kopensilii MiK 3MeHIIEHHIM
TKIMCA Ta 3HMKEeHHSM PU3UKY IOPYIIeHb 3 60Ky CepleBO-CyIMHHOI CHCTEMH ITPOIeMOHCTPOBAHO
He Oyro. [lo gocnimxkenus METEOR Oynu 3amydeHi nalieHTH i3 HU3bKUM PU3UKOM ilIeMigyHO01
XBOpOoOU ceplis, SKi He € IpefCcTaBHUKAMH IiTbOBO1 IOyl 3aCTOCYBaHHS JIiIKAPCHKOTO 3aC00y
Kpectop y mo3i 40 mr. [1o3y 40 Mr ciif Ipr3HadaTH JIAIIe HallieHTaM i3 TIXKKO0
rinepxonecTepuHEMi€l0 Ta BUCOKMM PU3UKOM CepLeBO-CYOIUHHUX PO3JafiB (OuB. po3min «Cmocio
3aCTOCYBaHHS Ta JO3W»).

B iHTepBeHIIMHOMY [OCTIIXKEHH] pO3yBaCTaTUHY 3 METOI0 OOTPYHTYBaHHS 3aCTOCYBaHHS CTAaTUHIB SIK
3aco0y mepBuHHOI nnpodinaktuku (JUPITER) BiiuB po3yBacTaTUHY Ha YaCTOTY 3HAYHUX
aTepOCKJIEPOTUYHHUX CEPIEBO-CYOUHHMUX 3aXBOPIOBaHb OIiHioBanu y 17 802 yonosikis (=50 pokiB) Ta
XKiHOK (=60 poxkiB).

YyacHUKY JOCTigKeHHs Oy BUIIaAKOBUM 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 POKIiB.

KonnenTpauii xonectepuny-JIIMHII amenmmnuce Ha 45% (p<0,001) y rpymi po3yBacTaTuHy
IIOPiBHSHO 3 TPYIOI0 MIaeoo.

Y post-hoc ananisi gaEuX OiArpyny maiieHTiB BUCOKOTO PU3UKY i3 BUXiIHUM 3HaueHHIM >20% 3a
®paminreMcekoro mKanow (1558 yyacHuUKkiB) crioctepiranocs 3HauHe 3HUXKEHHS 4YaCTOTH
KOMOiHOBaHOI KiHIIEBOI TOYKH, 1[0 OXOILTFOBAjIa CMEPTH Bifl CEPIIEBO-CYIUHHUX TOMIiH, iHCYNIbT Ta



inpapkT Miokappa (p=0,028), y rpyni po3yBacTaTuHy NOPiBHIHO 3 Miaiie60. AGCOIIOTHE 3HUKEHHS
pU3UKYy nopii ctaHoBuUO 8,8 BunankiB Ha 1000 nmauieHTo-pokiB. [ToKa3HUK 3araabHOI CMEPTHOCTI
JIAIIABCS He3MiHEeHUM Y IIiil rpymi Bucokoro pu3uky (p=0,193). ¥ post-hoc ananisi ganux nigrpymnu
BHACOKOTO pu3uKy (9302 y4yacHUKHU 3arajioM) i3 BUXiIHUM 3Ha4yeHHIM =5% 3a mKkanown SCORE
(ekCTpamonbOBaHO 3 METO BK/IIOYEHHS JaHUX YYaCHUKIB BIKOM IIOHA[ 65 POKiB) CIIOCTEpiranocs
3Hauylle 3HUKEHHST 9YaCTOTH KOMOiHOBaHOI KiHIIeBOI TOYKH, 1[0 OXOIL/TI0Bajla CMEPTH Bifl CEPIIEBO-
CYOUWHHUX TIOAiN, iHCYTIBT Ta iHpapKT Miokapga (p=0,0003), y rpymi po3yBacTaTUHy IOPiBHSAHO 3
nnane6o0. 3HUXKEHHS abCOMIOTHOTO PU3KUKY, BUPAXKEHOT0 3a YaCTOTOIO IOMil, CTaHOBUIIO 5,1 BUMIAOKY
Ha 1000 mauienTo-pokKiB. [I0Ka3HUK 3arajabHOl CMEPTHOCTI y Wil MiATPYIIi BUCOKOTO PU3UKY JIMIIABCS
He3MineHnuM (p=0,076).

Y nocnipxenni JUPITER 6,6% y4acHUKIB Ipynu IpUKXOMYy pPO3yBacTaTUHY Ta 6,2% y4aCHUKIB Ipynu
nane6o MPUIMHUIN 3aCTOCYBaHHS HOCIIIKYBaHOTO JIiIKapChKOTo 3ac00y udepe3 HeGaxXkaHi sIBUIIA.
Haiibinbi yacTuMy HeGakKaHUMU SBUIIAMH, 110 IPU3BOAUIIN 00 IPUNMHEHHS JIIKyBaHHS, OyIx
Mmianrist (0,3% y rpymi po3yBacrtaTtuny, 0,2% — mnaie6o), abmominansuuit 6inb (0,03% y rpymi
po3yBactatuny, 0,02% — mmarne6o) Ta Bucur (0,02% y rpymi podyBactatuny, 0,03% — mnare6o).
Haii6inpir yacTuMy HebaxkKaHUMU SBUIIIAMHE, IO CIIOCTEPIranucs y TPyIi po3yBacTaTHHY i3
4yacToToI0, OinbInoio abo piBHOIO Bi3HaYeHii y rpyni nnatebo, Oynu indekuii ceqoBux msaxis (8,7%
y rpymi po3yBacTtaTtusy, 8,6% — mnnaiebo), Hazodapuurir (7,6% y rpymi posysacratuny, 7,2% —
nnaue6o), 6inb y cnuHi (7,6% y rpymi po3yBacTtaTuhy, 6,9% — nnamne6o) Ta mianris (7,6% y rpymi
po3yBacTaTuny, 6,6% — mraie6o).

Himu

Y noggiliHO crinoMy, paHAoMi3oBaHOMY, OaraToleHTPOBOMY, Ialeb0-KOHTPOIbOBaHOMY 12-
THXKHEBOMY HOCHimkeHHi (n=176, 97 y4acHUKIB 40y0Bid0i Ta 79 — XKiHOYOI cTaTi) i3 momanbimuM 40-
THXKHEBUM IepiogoM (n=173, 96 yyacHUKIB 40JI0Biu0l Ta 77 — KiHOYOI CTaTi) BiTKPUTOTO
TATPYBaHHS 0O3M PO3yBacTaTUHy namieHTy BikoM 10-17 pokis (II-IV cTagil po3BuTKy 3a TaHHEPOM,
fiBYaTa, y SKMX MEHCTpyallil moYanucs MjoHalMeHIe 1 pik TOMY) i3 TeTePO3UTr0THO CiMEWHOI0
rinepxonecTepuHeMi€eio MPOTAToM 12 THUKHIB OTPUMYBaJIK Po3yBacTaTHH y 03i 5, 10 abo 20 mr/moby
abo mane6o, micasa 4oro BCi y4aCHUKM IIOAHS MpUKMaii po3yBacTaTuH npotsarom 40 TuxHiB. Ha
o4aTKy gocnigxeHHs npubnusno 30% nanienTis 6ynu BikoM 10-13 pokis Ta npubnusso 17%, 18%,
40% ta 25% i3 Hux 3Haxogumnuck Ha Il, I1I, IV Ta V cTagil po3BuTKy 3a TaHHEPOM BiANIOBIAHO.

PiBens XC-JIITHIII 3menmuBca Ha 38,3%, 44,6% Tta 50,0% BigmoBigHO y rpynax MpuAoMy
po3yBacTaTuHy B [03i 5, 10 Ta 20 Mr mopiBHsHO i3 0,7% y rpymi mnare6o.

Hamnpuxkinii 40-THKHEBOT0 IIepiofy BiIKPUTOTO TUTPYBAHHS AO3U A/ AOCATHEHHS LiIbOBOTO PiBHS
(MakcuMarsnbHa 03a craHoBuiIa 20 MT oguH pa3 Ha mo6y) y 70 3 173 marienTis (40,5%) Boanocs
gocartu minboBoro piBHA XC-JITTHIIT menme 2,8 MMOIB/TI.

[Ticns 52 THUXKHIB OOCTIXKYBAHOTO JTiKyBaHHS He 0yJ10 BUSBIEHO XXKOIHOTO BIUIMBY Ha picT, Macy, IMT
abo craTeBe mo3piBaHHS (OUB. po3mdin «OcoOnMUBOCTI 3acTocyBaHHA»). Lle mocmimxkenHus (n=176) He
IPUMHSATHE [J15 IOPIBHAHHS PigKUX HebaKaHUX SBUIL.

PosyBacTaTuH Tak0XK BUBYAJIU Y 2-PiYHOMY BiIKPUTOMY AOCIIAKEHH] 13 LIIbOBOIO TUTPALIE€I0 OO3U Y
198 miTeii 3 reTepO3UTOTHOO CIMEWHOO TilnepxoaecTepuHEMI€l0 y Bitli Big 6 o 17 pokis (88
y4aCHHUKIB 400Bivuoi cTati Ta 110 - XKiHOYOI cTaTi, cTagis po3BUTKY 3a TaHHepoM <II-V). [TogaTkoBa
Io3a [AJIs BCiX MallieHTiB CTaHOBUJIA 5 MT' pO3yBacTaTUHY OOUH pa3 Ha mo0y. [TalienTaM BikoM Bif 6 1o
9 pokiB (n = 64) mo3y TUTPyBaIX OO MaKCHUMasbHOI 103U 10 Mr omuH pa3 Ha go0y, a malieHTaM BikoM
Bim 10 mo 17 pokiB (n = 134) - go MakcuMasbHOI 103U 20 MI ofuH pa3 Ha J00y.



[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
3HaueHHs XC-JIITHIII, Bu3Ha4YeHe 3a METOIOM HaWMEHIIUX KBaipaTiB, CTaHOBUIO -43% (BUXigHUMN
piBeHb: 234 mr/mn, micsans 24: 124 mr/on), -45% (Buxiguuiu piBeHb: 234 Mr/aon, micsaup 24: 124 mr/mn)
Ta -35% (BuxigHuu piBeHb: 241 Mr/omn, micaus 24: 153 Mr/an) y BikoBux rpymnax Big 6 o <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
nnaie6o. CrocTepiranocs CTaTUCTUYHO 3HAUYIIe 3HUKeHHS 3aranbHoro XC (20,1%, p=0,003), XC-
HeJIIIBII] (22,9%, p=0,003) i aoB (17,1%, p=0,024). Takox crocTepiranocs 3HUKeHHs pPiBHIB 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 3aCTOCYyBaHHS. AGCOMoTHA 0i0OCTYIIHICTh CTaHOBUTE puOIu3Ho 20%.

Po3nodin

Po3yBacTaTvH 3HQYHUM YMHOM 3aXOIJIIOETHCS NTEYIHKOIO, IKa € OCHOBHUM MiCIIEM CUHTE3Y
xonectepuny Ta Kiipercy XC-JIITHII. O6’eM po3mofiny po3yBacTaTHHY CTAHOBUTH MpuOnMu3Ho 134
1. Biu3bpko 90% po3yBacTaTUHY 3B’SI3yEThCA 3 GiTKaMy I1JTa3MU 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 1akKTOHOBUM MeTabomiTu. N-gecMeTun-MmeTabonit npubnu3so Ha 50% MeHI
aKTHBHMH, HiXK PO3yBaCTaTHH, TJAKTOHOBUM MeTabOoIiT BBaXKa€ThCS KIiHIYHO HeakKTHBHUM. Ha
po3yBacTaTuH npumnagae Oinbire 90% akKTUBHOCTI UPKYyMI0l04oro inribiTopa I'MI-KoA-penykTasu.

BusedeHHs

[Tpu6nu3uo 90% [03u po3yBacTaTUHY BUBOOUTHCS Y HE3MiHEHOMY CTaHi 3 KajloM (pa30oM BCMOKTaHa
Ta HEBCMOKTaHa [il0Ya PeYOBHMHA), PEIITa BUBOOUTLCS i3 ceuero. [Tpubmu3Ho 5% BUBOOUTHLCS 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 Mpubnmu3Ho 50 11/rox (KoeditrienT Bapiatii - 21,7%). Ak i mogo iHmmux
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 y gopociaux. PapmMakOKiHETHKA PO3yBaCTaTUHY Yy [AiTel Ta MifIiTKiB i3
TeTepO3UT0THOIO CIMENHO0 rinepxosiecTepuneMiero Oya mogi6Ho0 70 GpapMaKOKiHETUKY Y JOPOCIIUX
nOOPOBOJIBIIB (OUB. PO3min «IIiTu»).



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 Ialli€eHTiB, 5Ki TepeOyBaioTh Ha reMofianisi, Oynu nmpudbnu3uo Ha 50% BUIUME, HiXK
Y 300pOBUX JO0OPOBOJIBIIIB.

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
6asniB 3a mKkasnoio Yainga-II't0. OgHak y [BOX mallieHTiB, ski Habpanu 8 Ta 9 3a mKkanoi Yainga-I1'to,
CHCTEeMHA eKCIo3ullis Oyia IoHalMeHIIe BABiYUi BUIA, HiXK y HallieHTiB i3 MeHmmMu 6anamu. [TocBifg
3aCTOCYBaHHS pO3yBaCTaTUHY MalliEeHTaM, CTaH SIKUX OIIIHIOETHCS Y Oinblile HixK 9 6asiB 3a IIKaso0
Yaunpa-I1't0, BigCyTHIN.

I'enemuuHull noaimopgiam

Po3nopin inri6iTopis 'MI'-KoA-penyKTa3u, B TOMY YHCJIi PO3yBAaCTaTHHY, BiIOYBAETHCS 3@ y4aCTIO
tTpaHcmopTHux 6inkiB OATP1B1 ta BCRP. ¥ marienTi i3 renetuunum momimopdizamom SLCO1B1
(OATP1B1) Ta/a6o ABCG2 (BCRP) icHye pu3uK MigBUIIEHO] €KCII03UIlil po3yBacTaTUHY. [Ipu OKpeMux
dopmax momimopgizamy SLCO1B1 ¢.521CC ta ABCG2 c.421AA ekcno3sunis po3yBactatury (AUC)
migBuUIeHa mopiBHsSHO i3 reHotunamu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CneuianbHe
TeHOTUIIYBAHHS B KJIiHiUHiM npakTulli He nepenbaueHe, aje MmallieHTaM i3 TakKuM nojiMmopdizMmoM
PEKOMEHIYETHCST 3aCTOCOBYBATH MEHIIY N00O0OBY 103y JlikapchKoro 3acoby Kpectop.

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) MOKa3asy, 10 €KCIIO3UIlisd IIpemnapaTy B fgiTel HUK4Ya abo momidHa oo
€KCITO3UIIil y opOoCNuX MalieHTiB. EKcro3utlis po3yBacTaTuHy Oyia nepef0dadyBaHOIO BiiTIOBIgHO [0
[03U Ta TPUBAJIOCTI IPUIOMY IIPOTSITOM OilIbII HiK 2 POKU CIIOCTEPEKEHD.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

JIiKysaHHA 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;



- CUTYallil, 1110 MOXKYTh IPU3BECTHU [0 MiABUIIIEHHS KOHIIEHTpalil JTikapCchKoro 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»).

B3aemodin 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.
Bnaue cynymHix npenapamie Ha po3ysacmamuH
IHeibimopu mpaHcnopmHux biakie

Po3yBacTaTuH € cyOCTpPaTOM [JiS AeSKUX TPAHCIIOPTHUX OiNIKiB, B TOMY YKCIIi TI€YiHKOBOTO
TpaHcmopTepa 3axomnenHs OATP1B1 Ta edmiokcHoro Tpancnoprepa BCRP. OpHouacHe
3aCTOCYBaHHS JiKapcbkoro 3acoby Kpectop i3 mikapchkuMu 3acob6amu, 110 TPUTHIYYIOTH I
TPAHCIOPTHI OiIKK, MOXKe MPU3BOOUTH 0 MiABUIIEHHS KOHIIEHTPAIlil PO3yBaCTAaTHUHY B IJIa3Mi KPOBi
Ta 30inbIIeHHST pU3UKy MiomaTil (ouB. po3ginu «Crocib 3acTocyBaHHS Ta Ho3u», «OCOOIUBOCTI
3aCTOCyBaHHS», «B3aemopis 3 iHIIMMY JTiKapCbKUMU 3aco0aMu Ta iHIII BUTU B3a€EMOTIN»,

TabIuIIo 2).

LukaocnopuH

Y nepiof cynmyTHBOTO 3aCTOCYBaHHS JIiKapCchKoro 3acoby KpecTop Ta nukinocmopuny 3HaueHHs AUC
po3yBacTaTHHY Oynu B ceEpegHbOMY MIPUONIU3HO y 7 pa3iB BUIIMMHU, HixX Ti, SIKi CIIOCTepiranucs y
300pOBUX MOOPOBOMBIIIB (OUB. Tabnuino 2). Kpectop mpoTUIOKa3aHUM NallieHTaM, SKi OQHOYaCHO
OTPUMYIOTh LIUKJIOCIIOPUH (OUB. po30in «[IpoTUIOKAa3aHHA»).

CymyTHE 3aCTOCYBaHHS He BIIJIMBAJIO Ha KOHIIEHTPAIlil IMKIOCIOPUHY B MJIa3Mi KPOBI.
IHeibimopu npomeasu

Xoua TOUHMM MexXaHi3M B3aeMO/il HEBiTOMUM, OqHOYACHE 3aCTOCYyBaHHS iHTi6iTOPiB MpoTea3u Moxke
3HA4HO 30i/IbIIIyBaTH €KCIIO3UIliI0 PO3yBacTaTUHY (AuB. Tabnuio 2). Hanpuknag, y HocTigxKeHH]
(dhapMakKoOKiHeTUKY OfHOYACHE 3acTOCyBaHHS 10 MT po3yBacTaTHUHY Ta KOMOiHOBAHOTO JTiIKapChKOTO
3aco0y, 1o micTuB fBa inribitropu mporeasu (300 mMr ataszanasipy/ 100 Mr puToHaBipy), y 300POBUX
noOpoBobLIiB cynpoBomxkyBasocs migsuineHHsIM AUC ta C,,, po3yBacTaTuHy mpuOnmu3Ho B 3 Ta 7
pasiB BigmoBigHO. OfHOYACHE 3aCTOCYyBaHHS JIiKapCchKoro 3acoby KpecTop Ta meskux KoMOiHaIlin
iHri6iTopiB MpoTea3u MOXKJIKBE ITiC/IST PeTeIbHOT0 00OMIPKYBAaHHS KOPEKIIil 1031 JTIKapChKOTO 3aco0y
KpecTop, 3 ornaay Ha o4dikyBaHe 3pOCTaHHS €KCIIO3UIlii po3yBacTaTuHy (OuB. po3minu «Crocid
3aCTOCYBaHHS Ta 03u», «OcoONMMBOCTI 3aCTOCYBaHHA», «B3aEMOIig 3 iHIUMHU JTiKapChKUMHU
3aco0aMH Ta iHII BUOU B3a€EMOMi», TaOIuUIo 2).

I'em@ibpo3us ma iHwi Aini003HUNACYBANbHI 3aCOOU

OpHOYacHe 3aCTOCYBaHHS JiKapchKoro 3aco0y KpecTop Ta remdiopo3uny mpru3BOAKUIIO N0 3POCTAHHS
AUC Tta C,,, po3yBacTaTHHY B 2 pa3u (AuB. po3min «OcoONIMBOCTi 3aCTOCYBAHHS»).

3Bakalo4yy Ha [aHi creliaJbHUX JOCHiXKeHb, (hapMaKOKiHEeTUYHO 3HAYYII[0l B3aEMO[Iii 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

OpHoYacHe 3aCTOCYyBaHHS JIiKapchKoOro 3aco0y KpecTop i3 cycrneH3isIMU aHTALUXMIB, 10 MiCTITh
rigpokcup amoMiHil0 abo MarHilo, 3HUKYBaAJI0 KOHLIEHTPallii po3yBacTaTHHY B IIJITa3Mi KPOBi
npubnu3no Ha 50%. Lle#t epekT OyB MEHIII BUPAXKEHUM Y Pa3i 3aCTOCYBAHHST aHTALMTHUX 3aC00iB
yepes 2 TOOUHMU Ticns Jikapcbkoro 3acoby Kpecrop. KriniuHa 3HauymIicTh 11iei B3aemofil He
BUBYAJIaCH.

EpumpomiuyuH

OpHOYacHe 3aCTOCYBaHHS JIiKapchbKoro 3aco0y KpecTtop Ta eputpominuny 3uuxKyBano AUC
po3yBacTtatuny Ha 20%, a C,,., - Ha 30%. LI B3aeMofiis Moxe OyTU CipudYrHEHa II0OCUJIEHOI0
MIePUCTaIbTUKOIO KUIIEYHUKY BHACIIOOK [il EPUTPOMIIIUHY.

Tukaepesaop

Trukarpenop Moxe BIIJIMBAaTH Ha HUPKOBY €KCKpEIlil0 po3yBacTaTUHYy, 30ibIIyI0YN PU3UK HOTO
HaKONMUYEeHHs. X04a TOUHUN MeXaHi3M HEeBiJOMUM, y NeIKUX BUIaJKaX OMHOYACHE 3aCTOCYBaHHS
THKarpeJopy Ta PO3yBacTaTUHY IPU3BOOUIIO 10 3HUKEHHS QYHKII HUPOK, MiABUIIIEHHS PiBHS
KpeatuHdpocPokinasu Ta pabmoMionisy.

®epmenmu yumoxpomy P450

Pe3ynbpTaTi gOCigXKeHs in vitro Ta in vivo CBig4aTh, 110 PO3yBACTATUH He iHTiOye i HEe CTUMYITIOE
isopepmenTu muToxpomy P450. OKpiM 11b0T0, pO3YBACTATHH € CITAOKUM CyOCTPATOM ITHX
i3opepmenTiB. TakuM YMHOM, B3a€MOI1 3 JTiKAPCHKUMHU 3aco0aMu B Pe3ybTaTi MeTabomi3my,
onocepenkoBanoro P450, He ouikyeTbcsl. He crocTepiranocs KiaiHIYHO 3HAYYIIUX B3aEMOZIN MixK
po3yBacTaTHHOM Ta (pykoHa3osoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(inriditopom CYP2A6 ta CYP3A4).

B3aemodii, wo sumazaroms Kopekuii 0o3u po3ysacmamuHy (Oua. maxkodc mabauuio 2)

[Tpu HeoOximHOCTI 3aCTOCYyBaHHS JiKapchKoro 3aco0y KpecTop 3 iHIIMMU HiKapchKUMU 3acobaMy,
3MaTHUMH IIIBUIIYBaTH €KCIO3HUIIil PO3yBaCTaTUHY, H03Y JiKapcbkoro 3acoby Kpectop moTpibHO
CKOPUTYBATH. AKINO OYiKYy€EThCS, 1110 EKCIIO3UIIis NTiKapchbKoro 3acoby (AUC) 3pocTe nmpubau3Ho B 2
abo Oinbie pasis, 3acTocyBaHHS KpecTopy Ciif moYyrHaTH 3 HO3U 5 MT OOUH pa3 Ha [o0y.
MakcumanbHy 1060BYy 003y JTiKapchKoro 3aco0y KpecTop ciif cKopuryBaTu TaKuM YHHOM, 11100
OYiKyBaHa eKCIO03uLlis po3yBaCTaTUHY He IIepeBulllyBajla €KCIIO3UII0, 110 Bif3HAYA€ETLCA IPU



npuitoMi mo3u 40 Mr/goby 6e3 3acTOCyBaHHS JTiKapChKUX 3aC00iB, 110 B3aEMOIIOTS i3 JTiIKAapChKUM
3aco00M; HaIIpPHUKJIa, IPX 3aCTOCYBaHHi 3 rem¢piOpo3unom mo3a Kpectopy cranoButume 20 Mr
(30inpiIenHst ekcro3utii B 1,9 pa3a), Ipu 3acToCyBaHHi i3 KoMOiHalli€lo puToHaBip/aTazaHagip - 10
Mmr (36inbmenHs B 3,1 pasa).

fdxkmo nikapcekui 3aci6 36inmpirye AUC po3yBacTaTUHY MEHII HiXK y 2 pa3H, II0YaTKOBY 103y
3MEHIIIyBaTH He MOTPiOHO, aje Ciifl oTpuMyBaTHCs 00epeKHOCTi pu 30inbIIeHH] 103U TiKapChKOTo
3acoby Kpectop mo nonan 20 mr.

Tabmuig 2
BrnuB cymyTHiX miKapchkux 3aco6iB Ha €KCITO3UINI0 PO3yBaCTaTUHY
(AUC; B nopspaKy 3MeHIIIEHHS BeJTMYNHY) 3a ONy0IiKOBaHUMU OaHUMU KITiIHIYHUX HOCTIIXKEeHb

36inpmierHss AUC po3yBacTaTuHy B 2 pa3u abo Oinblile, HiX y 2 pa3u

Pexum mo3yBaHHS ITiKapCchKOro 3aco0y, 110 B3aeMomie Pexum mo3yBaHHS 3minu AUC
po3yBacTaTUHY po3yBacTaTuHy*

Codocoysip/senmaTacsip/Bokcunanpesip (400 mr-100 10 Mr, omHOpa3oBa 1 7,4 pa3a

mr-100 mr) Bokcunamnpesip (100 mr) ogus pa3 Ha 100y mos3a

npotsarom 15 mHIB

LukmocmopuH Bixg 75 Mr aBivi Ha moOy mo 200 mr gBiui 10 Mr oguH pa3 Ha 1 7,1 pa3a

Ha o0y, 6 Mics1iB o0y, 10 gHiB

Haponyrtamin 600 mr gBivi Ha moOy, 5 OHIB 5 Mr, OmHOpa30Ba 1 5,2 pa3a
mo3a

Peropadeni6 160 Mr ogus pa3 Ha moby, 14 nHiB 5 Mr, OmHOpa30Ba T 3,8 pasa
mo3a

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

noOy, 8 mHiB mosa

Benmaracsip 100 Mr omuH pa3 Ha go0Oy 10 mr, omHOpa30Ba T 2,7 pa3a
mo3a

OwmobiTtacBip 25 Mr/mapuTtanpesip 150 mr/ 5 Mr, ogHOpa30Ba 1 2,6 pasa

putoHaBip 100 Mr oguH pa3 Ha go0y/ macabysip 400 Mrmo3a
nBiui Ha moOy, 14 gHiB

Tepudnyromin IlaHi BifCyTHI 1 2,5 pasa

I'pazomnpesip 200 mr/enbacsip 50 Mr oguH pa3 Ha mo6y,10 Mr, omHOpa3oBa T 2,3 pasa

11 nuis Io3a

I'nekanpesip 400 mr/mi6perTacsip 120 Mr oguH pa3 Hab Mr OOUH pa3 Ha 1 2,2 pasa

no0y, 7 oHiB no0y, 7 mHiB

Jlominagip 400 mr/putonasip 100 mr gBiui Ha moOy, 20 Mr oguH pa3s Ha 1 2,1 pasa

17 nuis no0y, 7 mHiB

KanmaTuni6 400 mr aBiui Ha mo0y 10 mr, omHOpa30Ba T 2,1 pasa
nosa

Krnonigorpens 300 mr, notim 75 Mr 4epe3 24 roguau 20 Mr, ofHOpa3oBa 1 2 pas3u
nosa

®octamaTtuni6 100 Mr gBiuHi Ha OeHb 20 Mr, ogHOpa30Ba 1 2,0 pa3u
nosa

debykcoctaT 120 Mr omuH pa3 Ha 0o0Oy 10 mr, omHOpa3oBa 71,9 pasa
nosa

Femdiopo3un 600 mr aBivi Ha moby, 7 mHIB 80 Mr, ogHOpa30Ba T 1,9 paza
nosa

30inpmienHss AUC po3yBacTaTUHY MEHIIE HiX y 2 pa3u

Pexum mo3yBaHHS ITiKapCchKoro 3aco0y, 110 B3aeMomie Pexum mo3yBaHHS 3minu AUC
pO3yBacCTaTUHY po3yBacTaTUHY*

Entpomb6omak 75 Mr oguH pa3s Ha mo0y, 5 gHiB 10 mr, ogaopazoBa 1 1,6 pasa
no3a



Hapyuasip 600 mr/putonaBip 100 Mr aBiui Ha moOy, 10 Mr oguH pa3 Ha T 1,5 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

Hponenapon 400 Mr aBigi Ha KOOy [laHi BigcyTHI T 1,4 pa3a

ITpakoHa3on 200 Mr onuH pa3 Ha go0y, 5 AHIB 10 mr, opaopa3oBa T 1,4 pa3a **
mo3a

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

no0y, 14 guiB
3uuxeHHsa AUC po3yBacTaTUHY
PexuM no3yBaHHS JIiKapCchbKoro 3aco0y, 110 B3aeMopie Pexum mo3yBanHs  3minu AUC

pO3yBacTaTUHY po3yBacTaTUHY™*
Eputpowmitua 500 Mr yoTupu pa3u Ha [o0y, 7 OHIB 80 mr, ogHopa3zoBa | 20%

mo3a
Batikanin 50 mr Tpudi Ha §o0y, 14 gHiB 20 Mr, ogHOpa30Ba 1 47%

mo3a

* IlaHi, mpepcTaByeHi sIK 3MiHa B X pa3iB, ABISAIOTH COO0I0 CIIiBBITHOIIEHHS MiX 3aCTOCYBaHHSIM
po3yBacTaTHHY ¥ KoMOiHalii Ta okpeMo. [laHi, pefcTaBieHi y BUTIsAgi % 3MiHH, SBISIOTE C06010 %
PI3HULIIO BifHOCHO [TIOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

30iIbIIeHHS T03HAYEHO 3HAUYKOM |, 3MEeHIIeHHsT - | .

** ByJo mpoBefieHO KinbKa [OCTiAKeHb B3a€MOIii TpH pi3HKX J03aX JiKapchKoro 3aco0y Kpectop, B
Tabnuii 2 nogaHo HaWOiNbIl 3HAUYIIE CIiBBigHOIIEHHS.

Jlikapceki 3acobu / koMmOiHalii, SKi He Manu KIiHiYHO 3HAYYILIOTO BIIUBY Ha criBBigHOmeHHS AUC
po3yBacTaTHHY IIPH OOHOYACHOMY 3aCTOCyBaHHi: ajneryitasap 0,3 Mr 7 mHiB; ¢peHodibpaT 67 Mr 7
nHiB 3 pa3u Ha mo0y; dnykonason 200 mr 11 gHiB 1 pa3 Ha goOy; ¢do3amnpeHasip 700 Mr / puTOHaBIip
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 moby; cunimapus 140 mr 5 guiB 3 pa3u Ha 0o0y.

Bnaue po3ysacmamuHy Ha cynymHi aikapceki 3acobu
AHmazoHicmu simamiHy K

4k i mopo inmux iHriditopis I'MI'-KoA-penykTa3u, Ha I0YaTKy 3aCTOCYyBaHHS JIiIKapChKOTO 3aC00y
KpecTop abo mpu mipgBuIieHHi #0T0 003K Y MAIliEHTIB, SKi OQHOYACHO 3aCTOCOBYIOTh @HTArOHICTH
BiTaminy K (Hanpukiapg Bapdapus a0o iHIKMYA KyMapuHOBUM aHTUKOATYJISHT), MOXKJIMBE MigBUIIEHHS
MiKHapoOgHOTO HOpMasni3oBaHoro criBBigHoeHHs (MHC). [TpunuHeHHS 3aCTOCYBaHHS JIIKApPChKOTO
3acoby Kpectop abo 3MeHIIIeHHS HOT0 03U MOXKe IMpu3BecTy fo 3HuKeHHS MHC. ¥ Takux BullagKax
OaxkaHWM HanexHU MoHiTOpuHT MHC.

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

OpHOYacHe 3aCTOCYBaHHS JiKapchKoro 3aco0y KpecTop Ta mepopaibHUX KOHTPAIENTHUBIB
npussoausio no nigsuineHHs AUC eTuHiNecTpaniosy Ta HoprecTpeny Ha 26% Ta 34% BifnosifHO.
Take mifBuUIlleHHS PiBHIB B IJ1a3Mi KPOBi CJIifi Bpax0OBYBaTH IIpH MigOopi 1031 IepopanbHuX
KOHTpalenTyBiB. [laHUX II07I0 (papMaKOKIiHETHUKY JIiKapChKUX 3aCc00iB y NallieHTiB, SIKi 0qHOYaCHO
3acTocoByoTh Kpectop Ta I'3T, HeMae, TOMy He MOXKHa BUKJIIOYATH IOmiOHOT0 edekTy. OgHaK
KoMOiHallis IMMPOKO 3aCTOCOBYBaIacs XKiHKaM B paMKax KJTiHIYHUX JOCITiIZKeHb i IepeHoCcHuIacs
noobpe.



THwi nikapcvki 3acobu

Huz2okcuH

3a MaHUMHU CIielliaJIbHUX JOCIiKeHb KITiHiYHO 3HA4yII0l B3aEMO/il i3 IUTOKCUHOM He OUYiKy€EThCS.
dys3udosa Kucsaoma

IocmigXeHHsT B3aEMO{Iil po3yBaCTaTUHY 3 (Py3UA0BOIO KMCIIOTOI HE MPOBOAUNNCS. PU3uK Mionarii, y
T.4. 3 pabpomiosnizom, Moxke OyTu 30iNbIIIeHNI BHACTIAOK CYIIyTHBOTO 3aCTOCYBaHHS CHCTEMHOI
Gy3umoBoi KUCTIOTH 3i cTaTWHaMU. MexaHi3M 1iiel B3aeMofii (hapMakoguHaMiuHui abo
dhapMakoKiHeTuYHMH, a0 i Te i iHIIe) MOKK He 3’sscoBaHui. [ToBimomsnocs mpo pabmomionis
(30KpeMa mesiKi cMepTenbHI BUTIAAKH) V MAIli€HTIB, SIKi OTPUMYBAJIH 1110 KOMOiHalIio.

[NTamieHTaM, y SKUX 3aCTOCYBaHHS CUCTEMHOI (y3U0BOI KMCIIOTH BBAXKA€ETHCS HEOOXiTHUM,
JikyBaHHSI KpecTopoM Ciif IpUNMHUTY Ha BECh TEPMiH JTiKyBaHHS (Qy3UI0BOIO KHACIIOTO. TakoxXK
nuB. po3min «OcoOnMMBOCTi 3aCTOCYBAHHST».

Himu

IocmimXeHHsT B3a€MO[Iii MPOBOAMINCS Jullle y mopociaux. CTymiHb B3aEMOIil y IiTel HEBITOMUM.

Oco06.1ueocmi 3acmocyeaHHs1.
Bnaue Ha HUpku

[Tpoteinypis, BUsBIEHa V¥ PE3y/IbTaTi aHaTi3y 3a TeCT-CMyKKaMHU Ta IIepeBakHO KaHaIbIIeBOTO
IIOXOMXEHHs, CIIoCcTepiranacsa y Mali€HTiB, AKi JiKyBalucs BUIIUMH Ao3aMu KpecTopy, 30KpeMa
40 wmr, iy GinbiocTi BumapkiB Oyna TUM4acoBoio abo nmepepuBdacTtoio. [IpoTeinypist He Gyna
nepefiBiCHMKOM I'oCTpoi abo Iporpecyoyol XxBopobu HUPOK (guB. po3min «I1o6iuHi peakiii»). YacToTa
IIOBiIOMJIEHD IIPO CEPHO3Hi sfBUIa 3 00Ky HUPOK ¥ TOCTMapKeTHHTOBUX JOCIIIXKEHHIX BUIA NIPU
3acTocyBaHHi 1o3u 40 Mr. Y nauieHTiB, SKi npuitMaloTh JlikapchKui 3aci6 y mo3i 40 mr, cuin
PETYIIPHO ePeBipATHA PYHKIIiI0 HUPOK.

Bnaue Ha CKe/s1iemHy MyckKyaamypy

[TopymenHs 3 00Ky CKelIeTHOI MyCKyJIaTypH, HallpUKJIaj Miaris, MionaTis Ta 3pifgka pabmomiornis,
crocTepiranucs y nauieHTiB, siki npuitmanu Kpectop y 6yabp-akux go3ax, 0cobmuso Oinbine 20 mr.
Iyxe pigko BuMagKu paboomionidy Big3Havamucs Ipu 3aCTOCYBaHHiI e3eTuMiOy y KoMmObiHarii 3
inribitopamu 'MI'-KoA-penykTa3u. He MoXXKHa BUK/II0YaTH MOXKJIUBICTh papMaKOmUHAMIYHOI
B3aeMopil (quB. po3din «B3aeMopmis 3 iHIMMMY JTiKapChbKUMK 3aco0aM¥ Ta iHIII BUOM B3aEMOIii»), a
TOMY TakKy KOMOiHaIlil0 CJTifl 3aCTOCOBYBaTH 3 00€pEeXKHICTIO.

4K i npu 3acTtocyBaHHi iHmux iHribitopie 'MI'-KoA-penyKTasu, 4acToTa IOBiIOMIEHD NP0 BUIAAKU

pabmomioni3y, MoB’13aHOTO i3 3acTOCYBaHHSIM KpecTopy, Y MOCTMapKeTHHTOBUM 1epiof Oyia BUIIOIO
npu go3i 40 wmr.

PigeHb kpeamuHKIiHa3u

PiBenb kpeatunkinasu (KK) He ciig BUMipioBaTH miciis 3HaYHUX (HisMYHUX HaBaHTaXXeHb a0o 3a



HasBHOCTI MOXKJIMBUX aJIbTEPHATUBHUX NMPUYUH MiABuileHHS KK, 1110 MOXYTh YCKIIagHIOBATH
iHTepnpeTatito pe3ynbTaTiB. AKiio BuxigHi piBHi KK 3HauyHO mipBuiieHi (>5 pasis Buiie BMH),
IPOTSTOM 5-7 [HIB HE0OXigHO 3p0OUTH MMOBTOPHUM aHai3, 00 MigTBEpOUTH Pe3ynIbTaTH. AKII0
pe3yibTaTH MOBTOPHOT'O aHasli3y MifTBePAXKYIOTh, 110 BuxinHe 3HaueHHsS KK Oinbie HiX B 5 pasiB
nepesuye BHM, 3acTocyBaHHS JIikapChKOTr0 3ac00y IMOYHHATH He CIIif.

ITeped noyamkom AiKyBaHHA

Kpecrop, sk i inmi inribiTopu I'MI-KoA-penyKTasuy, ciif 3 06epeXHiCTIO MpUu3HavYaTH HallieHTaM 3i
CXUTIbHICTIO 70 Miomnatii/pabmomionidy. [Jo haKTOpiB TAKOTO PU3UKY HaJlekKaTh:

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

- HasABHICTb B aHaMHe3i MIOTOKCUYHOCTI Ha (HoHi 3acTocyBaHH4 iHImMX iHTi0iTOpiB I'MI-K0A-
penykTa3u abo ¢ibparis;

- 3JI0BXKMBAHHS aJIKOT'0JIEM;
- BiKk > 70 pOKiB;

- CUTYallil, 1110 MOXKYTh IIPU3BECTHU [0 IiIBUILIEHHS PiBHIB JTiKApPCHKOTO 3ac0o0y y IIa3Mi (AuB. po3dinu
«Crmocib 3acTocyBaHHS Ta 0O3W», «B3aemMopis 3 iHIIMMHU JTiKAapCHKUMHU 3aco0aMu Ta iHI BUAX
B3aeMofiiii» Ta «®apMaKOKiHETHKA»);

- CYIIyTHE 3aCTOCyBaHHA ¢ibpaTis.

Y Takux Ialli€eHTiB II0B’sI3aHUY i3 MiKyBaHHSIM PU3UK IMOTPIOHO OI[iHIOBATH, IIOPiBHIOIOYH 3
OYiKyBaHOI0 KOPUCTIO; TaKOXK PEKOMEHAYEThCS KIIIHIYHUY MOHITOPUHT. AKIo BuxifHi piBHI KK
3HAYHO MiABHUILEHi (>5 pa3siB Bullle BMH), nikyBaHHS TOYWHATH HE CIIif.

B nepiod saikyeaHHA

[TalieHTiB Clif MOTPOCKATH HEraHO IOBIIOMIISATH TIPO M’ g30Bui 6inb, cnabKicTh abo cygoMu
HeBimoMOi eTiosnorii, 0co0IMBO SKIIO BOHU CYIIPOBOAXKYIOTHCS HE3MYyKaHHSAM a00 TMXOMaHKOM. Y
TaKuX NalieHTiB noTpibHo BuMiproBatu piBHi KK. 3acTocyBanHs niKapchkoro 3acoly ciif
npunuHUTH, Ko piBHi KK 3HauHo migBumeni (>5 X BMH) a6o sKio cuMntoMu 3 60Ky M’s3iB
TSIKKi Ta CIIPUYMHSIOTH IMOJeHHUN TucKoMpopT (HaBiTh gkiro piBHI KK = 5 x BMH). V paszi
3HUKHEHHS CUMIITOMIB Ta MOBepHEHHS piBHA KK 10 HOpMU MOXKHAa IMOHOBUTHU Tepallilo IpenapaToM
Kpectop abo anbrepHatuBHuM iHribitopom 'MI-KoA-penykTa3u y HaiMeHIIiY 0031 Ta Mifl peTeIbHUM
HarnsmoM. PerynsipHo nepeBipsitu piBHi KK y acMMITOMaTUYHUX MAIiEHTIB HeMae moTpedu. yxe
PiAKO MOBIHOMIISNIOCS IPO BUIIaIKU iIMyHOOIIOCEPEOKOBaHOl HeKpoTu3yoouol mionaril (IOHM) mig gac
abo micns Tepamil cTaTUHAMHU, B TOMY YKCIIi po3yBacTatuHoM. Kiniynumu npossBamu IOHM €
cnabKicTh MPOKCUMaIbHUX M SI3iB Ta MiABUIIEHHS PiBHSA KpeaTHHKIHA3M Y CHPOBATII, 110
30epiraeTbCs HaBIiTh MiC/Is IPUNMHEHHS 3aCTOCYBaHHS CTaTUHIB.

[ToBimoMnsnocs, Mo y fesIKUX BUNagKaX CTaTHHU BUKJIMKAIOTh a00 3ar0CTPIOIOTE IONePeHBO HasiBHY
MiacTeHilo rpaBic abo ouHy MiacTeHito (quB. po3min «I1o6iuHi peakiiii»). ¥ pasi 3aroctpeHHs
CHMIITOMIB 3aCTOCYBaHHS JIiKapCchKoro 3acoby Kpectop cnig npunvauTH. I10BigoMIsaaocs mpo
PEeLUANBY NIPY IepIIoMy abo MOBTOPHOMY 3aCTOCYBaHHi TOro camoro afo iHIIOTO CTaTUHY.



Y KJTiHIYHUX JOCHIAXKEHHSIX He 0yJI0 OTpHMaHO J0Ka3iB IiIBUIIEHOT0 BIJINBY Ha CKEJIETHY
MYCKYJaTypy V HEBEJIUKOI KiJTbKOCTI malieHTiB, siki npuiiManu Kpectop Ta cymyTHi nikapchKi 3acobu.
OpHax migBUINEHHS YaCTOTU MIO3UTY Ta MiomaTil Bif3HayYanocsd y Malli€eHTiB, SKi Ipu¥Many iHmi
inri6itopu I'MI'-KoA-penykTasu pa3oM i3 moxigHuMu ¢ibpoeBOI KUCIIOTH, B TOMY YHCITi
reMpi6po3usioM, UIXKIOCIOPUHOM, HIKOTUHOBOIO KUCJIOTOI, @30JIbHUMU IIPOTUTPUOKOBUMU
npelnapaTaMy, iHribiTopaMu IpoTea3u Ta MaKpOdifHUMU aHTHOIoTUKamMu. ['eMdiOpo3usn migBuiye
PU3UK MiolaTil Ipu CyIyTHEOMY 3aCTOCYBaHHI 3 geskuMu inribitopamu I'MI-KoA. Tomy
3acTtocoByBaTu Kpectop y kombinarii i3 remdpibpo3uioM He peKOMeHIy€eThCsI. KOPUCTD IMOmaIbInol
3MiHU piBHA MiMifiB Mpu 3acTOCyBaHHI MiKapchkoro 3aco0y Kpectop y kombGiHarii i3 pibpaTamu abo
HiallMHOM IOTPiOHO PeTeNbHO 3BaXKyBaTH IOPIBHSIHO i3 IOTEHI[INHUMY PU3UKaMHU, TI0B’I3aHUMHU i3
3aCTOCyBaHHAM Takux KoMmbiHauiid. [Jo3a 40 Mr mpoTUnokKa3aHa IpyU CYyIyTHEOMY 3aCTOCyBaHHI
¢ibpartiB (guB. po3minu «B3aeMofia 3 iHIIKMMY JTiKapChKUMU 3aco0aMy Ta iHII BUAU B3a€EMOZi» Ta
«ITo6iuHi peakirii»).

KpecTop He c1ifg 3aCTOCOBYBaTH CIiIBHO 3 CHCTEMHUMM JTIKapChKUMU 3aco6aMu (y3Ug0BOL KUCTIOTH
abo mpoTsATOM 7 [HIB IiC/Is MPUNMHEHHS JTiKyBaHHS Qy3UO0BOIO KKCIOTOI0. ITalieHTaM, y SKux
3aCTOCYBaHHSI CUCTEMHOI (y3UI0BOI KMCIOTH BBAXKAETHCS HEOOXiMHUM, JTIKyBaHHS CTaTUHAMM CITif
IPUIIMHUTY Ha Bech TEPMiH JIiKyBaHHS Qy3un0BOI0 KUCIOTO0. [ToBigoMsinocs mpo pabmomiosni3 (B
TOMY YHCJIi IeKillbka CMepTeIbHUX BUMAKIB) y Nalli€HTiB, sIKi oTpuMyBaiu KomMbiHaliio ¢py3unoBoi
KHUCJIOTY Ta CTATUHIB (OUB. po3mdin «B3aeMopmis 3 iHMMMY JTiKapChbKUMU 3ac00aMu Ta iHIII BUOK
B3aeMofii»). [lamieHTaM Cif mopafguTyA HerahHO 3BEPHYTHUCS 110 MEAUYHY JOIOMOTY, SKIIIO0 BOHU
Bim4yBaioTh OyIb-sIKi CUMIITOMU M’s130B01 ci1a0KocCTi, 605110 a00 XBOpoOIMBOi YyTIUBOCTI. Tepariio
CTaTHHAMU MOXKHa IIOBTOPHO IIOHOBUTY Yepe3 CiM [HIB IIiC/Is OCTaHHbLOI AO3U QPY3UA0BOI KUCIIOTH. Y
BHMHSITKOBUX BUIIQ[IKax, KO HeoOXigHa MPOJIOHTOBaHa CUCTeMHa (Qy3umoBa KUCIIOTa, HallPUKIIaf,
IJIS TiKyBaHHS TSXKKUX iHEKIIiN, HeoOXimHICTh OMHOYACHOTO 3aCToCyBaHHS KpecTopy Ta ¢py3ungoBoi
KHCIIOTH ITIOBUHHA PO3TJISOATUCS TiTbKKA B KOXKHOMY KOHKPETHOMY BUIAOKY U IIifl peTeIbHUM
MEeIWYHUM HarJIsagoM.

Kpectop He ciif 3aCTOCOBYBATU MallieHTaM i3 TOCTPUMHU, CEPUO3HUMU CTaHaMHU, 110 CBiA4aTh IIPO
MiomaTito a0 MOKJIMBICTh PO3BUTKY HUPKOBOI HEIOCTAaTHOCTi BHACTIMOK PadmoMioni3y (TaKuMH, SIK
CETICHC, TiOTeH3is1, BelIMKe XipypriuyHe BTpPy4YaHHS, TPpaBMa, TSIXKKi MeTaOoIiuHi, eHOOKPUHHI Ta
eJIeKTPOTITUYHI po3sagu abo HEKOHTPOIbOBaHI CyooMH).

Tsocki wKipHi nobiuHi peakuyii

[Tpu 3acToCyBaHHI po3yBacTaTHHY IIOBILOMJISIIOCS PO TSXKKi MIKipHi no6iuHi peakiii, BKITIOYa0Yu
curpgpoM CriBeHca - JIxkxoHcoHa (CCJI) Ta peakIiito Ha JTiKapChbKuH 3acid 3 eo3uHOodimico Ta
cuctremauMu cumnromamu (DRESS), siki Mmornu OyTy HeGe3meuYHUMHU 7 KUATTS ab0 JIeTaTbHUMU
(ouB. po3min «I1o6iuHi peakii»). Ilig yac npu3HayeHHS JTiKAPCHKOTO 3aC00y

OoTPiOHO MoiHGOPMyBaTH MAIliEHTIB IPO 03HAKU Ta CUMIITOMU TSIXKKHUH IIKIPHUX PeakIliu i
3OiMCHIOBATYU PEeTebHUM Harad[ 3a CTaHOM MAalli€HTIB Iif Yac NiKyBaHHS. fAKII0 BUHUKAIOTh O3HAKHU
1 CHMIITOMH, ITI0 BKA3yIOTh Ha III0 Peakllito, MOTPiOHO HerawHo MPUIIMHUTH 3aCTOCyBaHHS KpecTopy
Ta PO3IJIAHYTHU aJIbTepHATUBHE JIiKyBaHHS.

fKI10 y mallieHTa po3BUHYIacs cepio3Ha peakis, Taka Kk CCII a6o DRESS, y 3B’s13Ky i3
3acTocyBaHHAM KpecTopy, TaKOMy IallieHTy JiKyBaHHS KpecTopoM BifHOBIIOBATH HE MOXKHA.

Bnaue Ha neuviHKy

dxki i inmi inri6itopu I'MI-KoA-penykrasu, Kpectop ciif 3 06epekHiCTI0 3aCTOCOBYBaTH TalliEHTaM,
SIKi 37T0BXKMBAIOTH aJIKOTOJIeM Ta/a00 MaloTh B aHAMHE3i 3aXBOPIOBAHHS MTEYiHKH,



PexomeH0BaHO nepeBipsATH 0i0XiMiuHi MOKAa3HUKY (PYHKIIII TEeYiHKY Iepef] T0YaTKOM JIiKyBaHHS Ta
yepe3 3 Micsi motomy. 3acToCyBaHHS JIikapchKoro 3aco0y KpecTop ciig npunuauT abo 3MeHIIUTH
mo3y, SIKIIO PiBeHb TPaHCaMiHa3 Yy CHUpPOBATLi Oifibllle HiXK BTPUYi IEPEBUIIYE BEPXHIO MEXKY HOPMH.
YacToTa NOBifOMIEHD ITPO CEPHO3Hi siBUIIA 3 00Ky MMeYiHKY (llepeBakKHO PO MigBUIIEHHS PiBHS
TpaHCaMiHa3 MeYiHKu) y micnspeecTpauiiaui nepion 6yna OinbiIoo mpu 3acTocyBaHHi f0o3u 40 Mr.

Y nmaiieHTiB i3 BTOPUHHOIO TillepxoJieCTepHHEMIEI0, 3yMOBJIEHOIO TiOTHPe030M a00 HepPOTUUHUM
CHHIPOMOM, CJIi[i CTIOYaTKy BUIIKyBaTU OCHOBHY XBOpOOY, MePIll HiXK MOYKWHATHU Tepallilo TiKapChKUM
3acobom Kpecrop.

Pacosa HanedcHicmb

HocnimxeHHS (papMaKOKiHETUKY CBif4aTh IIPO 3POCTAHHS €KCIIO3MUllii y MallieHTiB MOHTOJIOIIHOI pacu
npuOIKU3HO BABiYi IOPIBHSIHO 3 €BPONENIAME (OUB. po3minu «Crocid 3aCTOCyBaHHS Ta J03U»,
«IIpotunoka3zanusa» Ta «dapMaKOKiHETUKA).

IH2i6imopu npomea3su

[TinBuIeHa cUCTEMHa eKCIIO3UIIisl 0 pO3yBacTaTUHY CIIOCTepirasacs y ocib, siKi 3aCTOCOBYBajIu
pO3yBacTaTHH CYIYTHHO i3 pi3HUMU iHTiGiTOpaMu MpoTea3u y MOeNHaHHI i3 puToHaBipoM. Crif
oOMipKyBaTH SIK KOPXCTH Bifl 3HMKEHHS PiBHA JiMifliB 3a [OIIOMOTr010 JIiKapchKoro 3acoby Kpecrtop y
nauieHTis i3 BIJI, gki oTpuMytoTh iHTiOiTOpU pOTEa3y, Tak i MOKIUBICTh MiABUIIEHHS KOHLIEHTPALil
po3yBacTaTHHY y IIJIa3Mi KPOBi Ha ITOYATKy Tepallil Ta IpU MifBUIleHH] 103U KpecTopy y malji€eHTis,
SIKi OTPUMYIOTH iHTiOiTOpU MpoTeas3u. OgHOUYACHEe 3aCTOCYBaHHS JTIKapChKOIo 3aco0y 3 mesSKUMU
inribiTopaMu mpoTea3u He PEKOMEHOYEThCS, SKIIO fo3a KpecTopy He CKOpUTroBaHa (OUB. PO3Min
«Crmocib 3acTocyBaHHS Ta 0o3u» Ta «B3aeMopis 3 iHIMMMU TiKapChbKUMU 3aco0aMy Ta iHII BUOU
B3aEMOJIiN»).

HenepeHocumicmb nakmo3u

[TarmienTaM i3 pigKicHUMY CIIafKOBUMH IIpobieMaMy HeIlepPeHOCHMOCTi ralakTo3u, JediluToM
nakTa3u Jlanna abo I1oK030-ralakTO3HOI0 MaTbaOCoPOIliel0 He CIlif 3aCTOCOBYBATH 1eH JIiKapChKUN
3acio.

IHmepcmuuianvHa xe8opoba sezeHb

[Tig yac 3acToCcyBaHHS OeSKUX CTaTUHIB, 0COOIMBO IIPX TPHUBAJIOMY JIiKyBaHHi, ITOBiIOMIISAIOCS IIPO
BUHSITKOBI BUIIQ[IKX IHTEPCTUIlIAIbHOI XBOpOoOU nereHs (AuB. po3min «ITob6iuHi peakmii»). 1o mposiBiB
11iel XBOpoOu MOXKHA BifTHECTH 3a[UINKYy, HEIIPOOYKTUBHUY Kallle/Ib Ta 3arajibHe MOTipIIeHHs CTaHy
(cToMTIOBaHICTh, 3HUKEHHS MaCH Tijla Ta Tapsyka). Y pasi migo3pu Ha iHTepCTUIiabHY XBOPOOY
JIereHb 3aCTOCYBaHHSA CTATUHIB CJIifi IPUIIMHUTH.

Llykposutl diabem

Ieski ¢hakT CBigYaTh, II0 CTAaTUHY, K KJIaC, MigBUIIYIOTh PiBeHb I'TIOKO3U B KPOBi Ta y AESIKUX
TIALiEHTIB, IKUM 3arpPOXKy€ BUCOKUI PU3UK PO3BUTKY LIYKPOBOTO fiabeTy B MalOyTHbOMY, MOXKYTh
CIIPUYMHSITH TilepriiikeMilo TaKOTO PiBHS, 3a SKOro HeoOXigHe HallekKHe TiKyBaHHS I[yKPOBOTO
niabety. Lo 3arpo3y, ogHaK, TepPeBUIIY€e 3HUKEHHS PU3UKY CYAUHHUX MTOPYIIeHb IIPU 3aCTOCYyBaHHi
CTaTHHIB, i TOMy BOHa He Ma€ OyTH IifCTaBOIO [AJIS IPUIKHEHHS Tepalil cTaTHHaMu. 3a IallieHTaMu
IPyIH PU3KKY (PiBEHD TIIOKO3H HaTie 5,6-6,0 MMomn/i1, IMT >30 Kr/M’, MiIBUINEHUH PiBeHb
TPUTIIiLIEPHUIiB, apTepianbHa TinepTeH3is) CIil BCTAHOBUTH SK KITiHIYHNN, Tak i OioxiMiuHMH



KOHTPOJIb 31"iJI[HO i3 HaIliOHAJTbHUMHU KepiBHI/II.[TBaMI/I.

Y mocnipxenHi JUPITER 3apeecTpoBaHa 3arajibHa 4acTOTa LyKpoBOro fiabeTy ctaHoBuna 2,8% y
TPYyIIi IpuioMy po3yBacTaTuny Ta 2,3% — y rpymi mnanebo, mepeBaxHO y NallieHTiB i3 piBHeM
[JII0KO3M HaTIle Bif 5,6 1o 6,9 MMOIB/II.

Himu

Ouinka JiHIMHOTO POCTYy (3picT), Macu Tina, IMT (iHgekCy Macu Tifa) Ta BTOpDUHHUX XapaKTEPUCTUK
CTaTeBOr0 A03piBaHHA 3a TaHHEepOM y AiTel BiKoM Bif 6 10 17 pokKiB, sKi mpuiiManu po3yBacTaTHH,
o0MekeHa IepiofoM TPUBAJIICTIO 2 poku. ITicng 2 pokiB HOCTigKyBaHOTO JIIKYBAHHS XKOJHOTO BILJIUBY
Ha picT, Macy Tina, IMT abo craTteBe m03piBaHHS BUSBIEHO He OyJ10 (OUB. PO3Min
«®apMakKoouHaMiKa»).

Y KiiHiYHOMY AOCHIAKEHH] y OiTel Ta HifJIiTKiB, K1 IpUUMayd po3yBaCTaTUH IIPOTATOM 52 TUXKHIB,
nigsuienHs piBHsA KK >10 pazis Buiie BHM Ta cumntomu 3 60Ky M’g3iB micis GpizugHOoro
HaBaHTaXXeHHs a00 migBuINeHoi Gi3nyHOl aKTUBHOCTI CITOCTEPIranucs 4acTillle MOPiBHSIHO 3 TaKUMHU
y mopocnux (muB. po3min «[To6iuni peakirii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.
KpecTtop npoTunoka3saHuii B Iepiof BariTHOCTI Ta TOOYBaHHS I'PYLIIO.
2KiHKY pemnpoayKTUBHOTO BiKy ITOBUHHI BUKOPUCTOBYBATH HajleXKHi 3ac00U KOHTpPALEIIii.

OCKinbKH X0JIECTEPHH Ta iHII MPOAyKTH 6i0CHHTE3Y X0JIeCTEPHUHY BilirpaloTh iCTOTHY POJIb Y
PO3BUTKY IIJIOAiQ, MOTEHIIMHUY PU3KUK Bif npurHivenHsa 'MI'-KoA-penykTasu nepeBuilye KOPUCTD Bif
3aCTOCyBaHHS JIiKapChKOTro 3aco0y B mepiof BariTHOCTI. [JaHi mociigkeHb Ha TBapUHAaX II0H0
TOKCUYHOTO BIUINBY Ha PeNPONYKTHBHY QYHKIIiI0 00MexkeHi. fAKIIo mallieHTKa 3aBariTHie B mepiof
3aCTOCYBaHHS IbOTO JTIKaPChKOTO 3ac00y, TiKyBaHHS CIIiJl HETalHO MPUIHHUTH.

Po3yBacTaTuH moTparnisie y MOJIOKO IIypiB. [JaHUX 1010 TPOHUKHEHHS JTiIKapChKOro 3aco0y y TpynHe
MOJIOKO JIIOIVHY HeMa€ (OuB. po3ain «IIpoTunoka3aHHsa»).

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aeBmompaHcnopmom abo iHwumu
MexaHiamamu.

IocmimKeHHS BIJIMBY JiKapchKoro 3aco0y KpecTop Ha 3maTHICTE KepyBaTy aBTOMOGinieM Ta
IIpallfoBaTy 3 iHIMUMU MeXaHi3MaMu He mpoBogunucsg. OgHak, 3 orjaany Ha apMakoguHaMigHi
BJIACTUBOCTI JIiKapchKOTO 3aco0y, MaoiMOBipHO, 1110 KpecTop YMHUTHME BIIJIUB HA TaKy 30ATHICTE.
[Tpu KepyBaHHi aBTOTPAHCIIOPTOM a0 PoOOTi 3 iHIIMME MeXaHi3MaMu CJIifl BpaXOBYBaTH MOKJIUBICTh
3aI1laMOPOY€EHHS B IIepiof JTiKyBaHHS.

Cnoci6 3acmocyeaHHsi ma do3u.

[lepen mo4yaTKOM JIiIKyBaHHS IALI€HTY CIIiI NIPU3HAYUTH CTAHOAPTHY Ti0X0JIeCTePUHEMIYHY [Ii€Ty,
KOl BiH ITOBUHEH JOTPUMYBATHUCS i TPOTITroM JiKyBaHHS. 103y Ciim migOupaTy iHOUBiAyanbHO,



3aJIeKHO Bifl MeTH Teparlil Ta BigIoBifi mamieHTa Ha JIiKyBaHHS, KEPYIOUKUCh PeKOMEeHaIliTMu
TIOTOYHUX 3aTaJIbHOIIPUNHSITUX KEPiBHUIITB.

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

PexomMeH0BaHa II0YaTKOBA [I03a CTaHOBUTHL 5 ab6o 10 MT mepopasibHO OOKH pa3 Ha Ao0y SK [js
TIallieHTiB, SIKi paHillle He 3aCTOCOBYBaJIM CTaTHHHU, TaK i TepeBefleHNX Ha JTiKapChKuil 3acib 3
npuiiomy iumoro inribiTopa I'MI'-KoA-penykTa3u. [Ipu Bu6opi mo4yaTKOBOI 03U CIIifl BpaXOByBaTH
PiBHI X0JIeCTEPUHY B KOKHOT0 OKPEMOTO MalliEHTa Ta PU3UK CEPLIEBO-CYOUHHUX IIOPYIIEHb Y
MaitbyTHBOMY, @ TAaKOXK MMOBIPHICTh PO3BUTKY HeOazkaHUX peakiliii. 3a HeoOXigHOCTI mifBUITyBaTH
[03y [0 HAaCTYIIHOTO PiBHSA MOXKHa 4epe3 4 TUXHI (ouB. po3pin «PapMakofguHaMika»). 3 OTNISAy Ha Te,
1m0 Ha (oHi 3acTocyBaHHS JIiKapchKoro 3acoby B f03i 40 Mr, HeGaxkaHi peakilil BUHMKAIOTh YacTille,
HiXK IIpy MEHINUX no3ax (ouB. po3min «I1o6iuHi peakirii»), 0CTaTOYHO TUTPYBATH 03y [0
MaKCUMabHOI 1034 40 Mr BapTO JUINE MalliEHTaM i3 TSKKOIO TilIepxojleCTePUHEMIEIO Ta BUCOKUM
PU3UKOM CepPLIeBO-CYAMHHUX MOPYIIEHD (30KpeMa Y XBOPHUX i3 CIMEMHOI0 TinepxoieCTePUHEMIEID), ¥
SKMX He BJasioCcs [OCATTH METH JIiKyBaHHS IIPYU 3aCTOCyBaHHi mo3u 20 Mr i sKi mepeOyBaTUMYTh IIif
PEeryNspHUAM HarnsagoM (ouB. po3min «OcoO0nuBOCTi 3acTocyBaHHA»). [T Yac iHimiariil mpuiiomy
JiKapchbKoro 3aco0y y mo3i 40 Mr peKoMeHOoBaHUY HaTJISAL CIelialicTiB.

ITpoginakmuka cepy,ego-cyOuHHUX NoOiu

Y mocnifKeHHI 3HUXKEHHST PU3UKY CEPIeBO-CyIUHHUX TOMIN TiKapchKui 3acid 3aCTOCOBYBau y 031
20 Mr Ha mo0y (ouB. po3gin «PapMakoguHaMiKa»).

ITayieHmu AiMHbO20 BiKY

PekomeHnngoBaHa mo4yaTKOBA [I03a IJIs IAlli€HTiB BikoM > 70 pOKiB CTAHOBUTL 5 MT (IUB. PO3Min
«Oco0IMBOCTi 3aCTOCYBaHHS»). [HIlIa KOPEKIIis q03U 3 OTMISIAY Ha BiK He IOTpiOHa.

ITauieHmu i3 HUPKOBOW HeAoCcmamHicmio
[MTamieHTaM i3 nerkumu abo MOMipHUMH MOPYIIEHHIMU QYHKII HUPOK KOPEKIIis 1031 He MOTpifHa.

PexomeH0BaHa MOYaTKOBA [03a OJ15 MAI[i€HTIB i3 TOMIpHUMY NOPYIIeHHAMH QYHKIII HUPOK
(kmipeHC KpeaTuHiIHY <60 MJI/XB) CTaHOBUTH 5 MT. [Jo3a 40 MI mpoTuIOKa3aHa MallieHTaM i3
IOMipHUMU NOPYIIeHHAMH GYHKIIII HUPOK. 3aCTOCYyBaHHS JIikapchKoro 3aco6y Kpecrop marjieHTam i3
TSKKUMU [TOPYIIEHHSIMYU HUPKOBUX QYHKIIII IPOTUIIOKA3aHO y Oyab-SKUX f03ax (IUB. PO3Minu
«IIpotunoka3zanusa» Ta «dapMaKOKiHETHAKA>).

ITauienmu i3 nopyweHHAMU QYHKUII neyiHKu

Y natuieHTiB i3 mopymeHHIMy QYHKIIIM eYinKy, 110 oliHioBanucs y 7 abo MeHIe 6asiB 3a IMIKaJo0
Yaiinpma-I1'1o, migBuUIlleHHS CUCTEMHOI eKCII03KIIil po3yBacTaTUHY He cIiocTepiranocs. OgHak y ocib i3
nopyieHHAMY ¥ 8 Ta 9 OaniB 3a mkanoo Yarnma-I1't0 cucTeMHa eKCIO3UIlis 3pocTana (OUB. PO3Min
«PapMaKoKiHeTHKa»). Y TaKuX IMalliEHTiB AOLINBbHOIO € OIliHKa (QYHKIiI HUPOK (OUB. PO3Mil
«0OcobmuBOCTi 3acToCcyBaHHs»). [IOCBi 3aCcTOCYyBaHHS JIiIKapChKOTO 3aco0y mallieHTaM, sKi HaOpanu
6inbine 9 6amiB 3a mkasnoio Yaitnga-I1'to0, BincyTHi#. KpecTop mpoTunoka3aHuy maliieHTaMm i3
aKTUBHUMM 3aXBOPIOBAHHSIMU MEYiHKY (OUB. po3Min «[IpoTUioKa3aHHI»).

Pacosa HanedcHicmy



Y malieHTiB MOHTOJIOIIHOI Pacy CIIOCTepiranacs mifBuilleHa CUCTEMHA €KCIIO3UIIis JIiIKapChKOT0
3aco0y (muB. po3pinu «IIpoTunokaszanus», «Oco6nMUBOCTI 3acToCyBaHHS» Ta «DapMaKOKiHETHKA»).
PekxoMeHgoBaHa IMoYaTKOBa 403a OJ1S MalLliEHTIB MOHTOJI0ITHOI PACy CTaHOBUTH 5 MT; fo3a 40 mMr
TAK{M TalliEHTaM IIPOTHIIOKa3aHa.

I'enemuuHull noaimopgpiam

[TeBHi TUIN TEHETUYHOTO MOIIMOP(I3MYy MOKYTh IPU3BOSUTHU [0 MigBUIIEHHS €KCIO3UIIil
po3yBacTaTUHY (OuB. po3ain «®apMaKokiHeTHKa»). [TalieHTaM i3 BifOMOIO HasBHICTIO TAKUX TUIIIB
noJtiMop¢i3aMy peKOMeHyEThCS 3aCTOCOBYBATH MeHIITY 0o0OBY 03y Jlikapchkoro 3acoby Kpecrop.

ITauieHmu 3i cxusnvHicmio 0o po3sumky mionamii

PexomeHOBaHa mOYaTKOBa [03a AJIS IAIi€HTIB i3 paKTOpaMu PU3UKY PO3BUTKY MiomaTil
CTAQHOBUTH 5 Mr (IuB. po3ain «OcobIUBOCTI 3aCTOCYBAHHSI»).

Io3a 40 Mr nIpoTUIIOKa3aHa [esSKUM i3 TaKUX MallieHTiB (AUB. po3min «IIpoTUIIOKa3aHHS»).
CynymHe 3acmocy8aHHA

Po3yBacTaTuH € cy6CcTpaToM pi3HUX TpaHCIOPTHUX 6inkiB (Hampukiaam OATP1B1 ta BCRP). Pusuk
miomartii (B ToMy uucyi pabgomioni3y) 3pocTae mpu CynyTHbOMY 3acToCyBaHHI KpecTopy i3 meBHUMU
JiKapCbKUMU 3aco0aMu, 10 MOXKYTh ITiIBUIYBAaTH KOHIIEHTPALIil0 PO3yBACTAaTHHY V IIJIa3Mi BHACIIIOK
B3aEMOII i3 UMK TPAHCIOPTHUMH OiKaMu (HAIPUKIIaM IMKIOCIIOPHHOM Ta IIeBHUMH iHTiGiTOpamMu
IIpoTeasH, B TOMY YMCIIi KoMOiHaIliiMU PUTOHABIPY 3 aTa3aHaBipoM, JIomiHaBipoM Ta/abo
TUIIpaHaBipoOM; AUB. po3ainu «OcobIMBOCTI 3aCTOCYBaHHSA» Ta «B3aeMopis 3 iHIINMU JTiKapChKUMU
3aco0aMu Ta iHIIi BUOU B3a€MOil»). [10 MOKIMBOCTI, CJTifi PO3T/ISTHYTH 3aCTOCYBAHHS
aTbTEPHATHUBHUX JIiIKapChKUX 3ac00iB Ta y pa3i HeoOXigHOCTI THUMYACOBO IIepepBaTH Teparliio
nmikapcbKuM 3aco6oM KpecTop. AKIO CymyTHBOTO 3aCTOCYBaHHS IIUX JIiIKapChKUX 3aco0iB i3
KpecTopoM yHUKHYTH HEMOXKJIUBO, CJIif] PeTeJIbHO 3BaXKUTU KOPUCTh Ta PU3UK Bif] CYIIYTHHOTO
3aCTOCyBaHHS Ta BiNOBIAHMM YHMHOM BiIKOperyBaTH [03Y Jlikapchbkoro 3acoby Kpectop (guB. po3min
«B3aeMopmis 3 iHMMMY JTiKapChbKUMHU 3ac00aMu Ta iHIII BUAM B3AEMOIiii»).

Himu.
3acTocyBaHHS JTiKapChKOT0 3aco0y AiTSM Ma€ IMIPOBOOUTH JIUIIE CIIeIlialicT.

Iity Ta mipmiTky BikoM Bif 6 mo 17 pokis (cramist Tanuepa “II-V).

['eTepo3uroTHa cimMelHa rinepxoiecTepuHeMis

3BMYalHa II0YaTKOBa M000Ba [103a IS OiTel Ta IifJIiTKiB i3 reTepo3UroTHO CiMeHHO0
rinepxojyieCTepUHEMi€I0 CTaHOBUTE 5 MT Ha Ho0y.

. 3BMYaiiHa [03a OJId OiTed BIKOM Bif 6 40 9 poOKiB i3 reTepo3uroTHOI CIMENHO0
rinepxonecTepuHeMi€l0 CTaHOBUTE Bifg 5 Mr go 10 Mr mepopaibHO OfUH pa3 Ha 0o0y. besmeka Ta
e(ekTUBHICTb 3aCTOCYBaHHS JTiIKapChKOTO 3aco0y y mo3ax Ginbirie 10 Mr y 1iit momynsitii He
OOCIIiAKYBaJIUCA.

. 3BUYariHa fo03a [ giter BikoM Bim 10 go 17 pokiB i3 reTepO3UTOTHOIO CIMEMHOIO
rinepxonecTepuHEMi€l0 CTaHOBUTE Bif 5 Mr no 20 Mr mepopaibHO OfKH pa3 Ha #o0y. beaneka Ta



e(eKTHBHICTb 3aCTOCYBAHHS JTiKapChKOro 3acoby B mo3ax Oinbiie 20 Mr y 1l momymsiii He
IOCITiIZKyBaIUCS.

[TigBuIyBaTH [O3Y CIIiM BiAMOBIIHO OO iHOMBiAYyalIbHOI BiMOBiI IUTUHYU Ha JiKyBaHHS Ta
IIePeHOCUMOCTi JTiIKapChKOTO 3aco0y, JOTPUMYIOUYKUCH PeKOMEeH Il 1010 TiKyBaHHS HOiTel (IuB.
po3min «Ocob6uBOCTI 3acTOCyBaHHS»). [Iepen moyaTkoM Teparil po3yBaCTaTHHOM [iTSIM Ta MifgIiTKaM
CJIi IPU3HAYUTH CTaHOAPTHY Till0X0JIEeCTEPUHEMIUHY HI€TY, KOl MAI[ilEHTH MalOTh JOTPUMYBATUCS 1
IIPOTATOM JIiKyBaHHS.

['oM03UTOoTHA CiMelHa TinepxonecTepuHeMis

PekoMmeHOoOBaHa MakKcHMaJlbHa [03a [/ OiTel BiKOM Bim 6 10 17 POKIB i3 TOMO3UTOTHOI CiMEMHOIO
rinepxonecTepuHeMieio cCTaHOBUTDL 20 MT ofuH pa3 Ha fJ00y.

PekomMeH0BaHa IIOYATKOBA [I03a CTAHOBUTH Bif 5 Mr 1o 10 Mr oguH pa3 Ha [00y 3a7eKHO Bif BiKYy,
MacH TiNla Ta MONepefHbOr0 3aCTOCYBAHHS CTaTHHIB. [IigBUITyBaTH [0 MaKCHManbHOL 0o3u 20 Mr
OJVH pa3 Ha o0y CIIif BimmoBimHO [0 iHAMBiAyaNbHOI BiANOBIAl AUTUHY Ha JIIKyBaHHA Ta
IIePEeHOCHUMOCTI IpemnapaTy, AOTPUMYI0YMCh PEKOMEH allii 00 TiKyBaHHS OiTer

(muB. po3min «OcobmuBOCTi 3acTocyBaHHs»). [lepen moYyaTKOM Teparil po3yBacTaTUHOM [iTSIM Ta
HigIiTKaM CIif MPU3HaYUTU CTaHOAPTHY TillOXO0JIECTEPUHEMIYHY AIETY, KOl IAIliEHTA MalOTh
OOTPUMYBATUCH 1 IPOTATOM JIIKYBaHHS.

Hocin nmikyBaHHS ITi€l momynsnii y mo3ax Oinbie 20 Mr oOMeKeHuiH.

TabneTtku o 40 Mr He 3aCTOCOBYIOTh HiTSIM.

[TiTy BikoM [0 6 POKiB

Beamneka Ta e(eKTUBHICTh 3aCTOCYBaHHS JTIKAPCHKOTO 3aCO0y AiTSM BiKOM [I0 6 POKiB HE BUBYAJIUCh.
Takum yuHOM, ITpenapaT KpecTop He peKOMEHAYETHCS 3aCTOCOBYBATH AiTSIM BiKOM O 6 POKiB.

Ilepedo3yeanHs.

CoenudidyHoro nikyBaHHS Ilepefo3yBaHHS HEMAE. Y pa3i nepeno3yBaHHA Nalli€HTa CIIif TiKyBaTU
CHMIITOMATHYHO Ta ¥ pa3i HeoOXiAHOCTi BXXKUTHU MiATPUMYIOUUX 3aX0fiB. [I0TPiOHO KOHTPOIIIOBATH
¢yukuii meuinku Ta piBHi KK. EQekTuBHICTH remMopianidy MaoiMoBipHa.

ITobiuni peakuii.

He6axkaHi sgBHIIa, II0 Bif3HAYAIOTHCS IIPY 3aCTOCYyBaHHI KpecTopy, 3a3Buy4aii JIeTKi Ta TUMYACOBi. Y
KOHTPOJIbOBaHUX KJIIHIYHUX AOCHIAXKEHHAX MeHIe 4% Malli€eHTiB, gKi 3aCTOCOByBanu Kpectop,
BUMIIIIK i3 JOCTiAKEeHHS yepe3 He0axkaHi peakiril.

[Nepenik mo6iYHKUX peakIliii y BUTIANi Tabmuii

YV HuK4YeHaBeqeHid Tabulli mpencTapineHo npodink HeOaxkaHUX peakiliii Ha po3yBaCTaTHUH 3a
INaHUMU KJTiHIYHUX [OCTigXKeHb Ta BEJIMKOTO JOCBiy IMicIspeecTpaliiHoro 3acTocyBanHs. HebaxaHi
peakiil knacudikoBaHO 3a 4aCTOTOIO Ta CUCTeMHO-opranHuMHU Knacamu (COK).



3a yacToToro HeOaxaHi peakiril po3nofmineni TakuM yuHOM: dacTi (Big =1/100 mo <1/10), HeyacrTi (Big
=1/1000 mo <1/100), pipki (Big =1/10000 mo <1/1000), myxe pigki (<1/10 000), HEBimOMOI YaCTOTH
(HeMOZKIMBO OLIIHUTH 34 HASIBHUMU MAaHUMH).

Tabmnuig 3

[ToGiuHi peaknii 3a JAHUMU KJTiHIYHUX OOCHiIXKEHb Ta JOCBiTy

HiCNIsIpeeCTPaLiiHOr0 3aCTOCYBaHHS

CHCTEMHO-OPTaHHUMN

YacToTa HeBigoMa

tac YHacTi HeyacrTi Pigki [yxe pigki
3 60Ky Kpoei ma TpoMOOIIUTO-TIeHIsT
1imppamuyHol
cucmemu
3 60Ky iMyHHOT Peaxkirii
cucmemu rimepuyTan-BOCTI, B
TOMY YHCIIi
QHT1I0HEBPO-TUYHUU
HAOPSK
FHOOKpUHHI po3aadu [LlykpoBuii
miaGet'
ITcuxiuHi po3aadu [lenpecia
3 6oky Hepsosoi ["onoBHUH 0ifb, [Tomninespo-naris [[lepudepuuna
cucmemu 3aI1aMOpPO-YEeHH T BTpaTa IaM’'dATi |HeBpomarTis,

pPO3Tany CHY (B TOMY
qucyi 6e3COHHS Ta
Hi4YHi KOIIMapu),
|MiacTenisa rpasic

3 60Ky opeaHie 30py

OuHa MiacTeHis

3 60Ky opeaHis
OuxaHHA, epyOHOT
KAimku ma
cepedocmiHHA

Karesnb, 3amuka

ceyosuoinvHol
cucmemu

3 6oKy WaAYHKOBO- 3amnop, Hy#OTa, [TanKpeaTUT [iapes
Kuwkos0o20 mpakmy |abmomiHamb-HUH
6inb
3 6oky [ligBuiieHHs pPiBHA PKOBTSAHUI,
2enamobiniapHoi MeYiHKOBUX rermaTuT
cucmemu TpaHCaMiHa3
3 6oky wKipu ma CBepbix, CuHIpOM
niowkipHoi BHCHII, CTtiBeHCca-]I;KOHCOHa,
KAIMKOBUHU KPOIIUB'THKa [peaxiis Ha
mikapchKuii 3acib 3
eo3nHOdiniero Ta
CUCTEMHUMH
cumntTomaMu_(DRESS)
3 60Ky ckesnemHoi Mianris Mionarist (B ToMy |ApTpanris [Topy1reHHs 3 60Ky
MycKyaamypu ma UKCITi MiO3UT), CYXOXKUJIb, IHKOJIU
CNo/YYHOI MKAHUHU paboomionis, yCKIIamHEeHi
BOBYAKO-IIOTiOHUH PO3PUBAMH,
CHHIPOM, PO3PHUB iMyHOOIIOCEe-pefKoBaHa
M's131B HEKpPOTU3yI0-4a
ImMionaTis
3 60Ky HUPOK Mma CeMaTypis




3 6oky CiHeKoMacTis
[penpodykmusHoi
cucmemu ma

MO/104YHUX 30103

3azanvHi po3aadu ma |Acteris Habpsik
cmaH micua
BBeOeHHA

' YacToTa 3a1eXuTh Bifi HAABHOCTI GaKTOPiB PU3MKY (PiBeHL TMIOKO3M HaTie =5,6 MMomb/1, IMT
>30 Kr/M’°, HigBUINEH] piBHI TPUIIiNepU/iB, apTepianbHa rinepTeHsis B aHaMHesi).

4K i npu 3actocyBaHHi iHmux iHribitopiB 'MI'-KoA, yacTtoTa HebaKaHUX peaklliii Ma€ TeHEHIIiI0
3a/eKaTH Bif JO3H.

Bnaue Ha HUpku

[IpoTeinypis, BUSBIIeHa Y pe3yJIbTaTi aHasli3y 3a TeCT-CMyKKaMU Ta IIepeBakHO KaHaJIbIIeBOT0
IIOXOIKeHHS, CIIoCcTepiranacs y Mmalli€eHTiB, gKi 3acTocoByBanu Kpectop. 3miHu BMicTy Ginka y ceui
Bim Hyns abo crifiB [0 3HaYeHHS abo Oinblre crocTepiranucs y <1% mallieHTiB nepioguyHo B XOMi
3aCTOCYBaHHS JiKapcbKoro 3acoby B go3ax 10 ta 20 mr i y mpubnusuo y 3% - npu go3i 40 mr.
HeBenuke 36inmbIIeHHST Y4aCTOTH 3MiHM BMICTY Bif Hys ab0 CJIifiB 0 3HAYEHHS CIIOCTEPiranucs npu
mo3i 20 mr. B 6inbInocTi BUumaaKiB npoTeinypisi 3MeHIyBanacs abo 3HKMKasa CIIOHTAHHO IIPH
IIPOMOBXKEHHI Tepallii. 3a JaHUMY KITiHIYHUX [OCTigXKeHb Ta TOCTMAaPKETHHTOBUX CIIOCTEPEKEHDb Ha
ChOTO[IHi He BHSBJIEHO IPUYMHHO-HACTIAKOBOT0 3B’I3Ky MiXK IIPOTEIHYPi€l0 Ta rocTpuM abo
IIPOTPECYIYUM 3aXBOPIOBAHHSAM HUPOK.

Ha ¢omni 3acTocyBaHHS JikapcbKoro 3acoby KpecTop Bii3HaueHO BUIIQKU reMaTypii; 3a JaHuMu
KJIIHIiYHUX OOCIIIXeHb 4acToTa 1i Masa.

Bnaue Ha CKe/emHy MyckKyiamypy

YpaxeHHS CKeJIeTHOI MyCKyJIaTypH, Taki K Mianris, MionaTis (B ToMy YuCyIi MiO3UT), Ta 3pigKa
pabmoMionti3 i3 TOCTPOI0 HEUPKOBOIO HEJOCTATHICTIO un 6e3 Hel Oy/1u Bii3Ha4eHi IpK 3aCTOCYBaHHI
Oymp-sikux 0o3 Kpectopy, oco6muBo mpu mo3ax > 20 Mr.

Y nanieHTiB, SKi IpuiiMany Po3yBacTaTUH, CIOCTEPIranocs go3o3anexkHe 3pocTaHHsa PiBHIB KK; B
OinbIIocTi BUMmapKiB siButie 6yno cnabkuM, aCUMITOMAaTUYHUM Ta TUMYacoBuM. fAkKiro piBai KK
nipBuieni (>5 pasis Buirie BMH), nikyBaHHS CiIif IpunuHUTY (OUB. po3nin «OcobnuBoCTi
3aCTOCYBaHHS»).

Bnaue Ha neyviHky

4K i mpu 3actocyBaHnHi inmux inribiropis I'MI'-KoA-penyKkTa3u, y HEBEJIMKOI KiJIbKOCTI MAIli€HTIB, SKi
IpuiMany po3yBacTaTHH, Bil3HaYaoCs 10303a1exkHe 30i/blIeHHS PiBHS TpaHcaMiHas; y Oi/bInocTi
BUNIAJKIB gBuUIe 0yJI0 CTa0KUM, aCUMIITOMAaTUYHUM Ta TUMYaCOBUM.

Ha ¢oHi 3acTocyBaHHS OeIKUX CTaTUHIB Bif3Hayanucs Taki HebaxaHi SBUIIA:
Po3napg craTeBoi QyHKIIil.

OkpeMi BUIIAOKX iHTEPCTHUIiaIbHOI XBOPOOH JIereHb, 0COOIMBO P TPHBAJIIOMY 3aCTOCYBAHHI (IUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

YacToTa moBigoMIIeHb ITpo pabmomiosni3, cepito3Hi mopyiieHHs 3 60Ky HUPOK Ta MediHKYU (llepeBakHO



MigBUIIIEHHS aKTUBHOCTI ITeYiHKOBUX TPaHCaMiHa3) OiflbIlla IPU 3aCTOCYBaHHi TiKapChKOro 3acoby B
no3i 40 mr.

Himu

[TipBuieHHs piBHS KpeaTuHKiHa3u >10 pagis Buie BMH Ta cumntomu 3 60Ky M’s3iB micis
GbisuyHOrO HaBaHTaXXeHHS a0o MmiABUIEHOI (Pi3UYHOI aKTUBHOCTI CIIOCTePiraancs dacTime y 52-
TUXKHEBOMY K/IiHIYHOMY JOCTII2KEHH] 3a y4acTIO JiTel Ta MigIiTKiB MOPIiBHIHO i3 JOPOCIUMU (IUB.
po3min «OcobauBOCTi 3acToCyBaHHS»). [IpoTe mpodinb Ge3meku po3yBacTaTUHY Yy HiTel Ta MimmiTKiB
OyB OiOHUM 10 TAKOTO Y JOPOCIIHX.

[ToBimomeHHs PO Mimo3poBaHi mo6iYHi peakirii

BaxuBo mOBiTOMISTH PO Migo3pioBaHi Mo0iyHi peakiiii y micispeecTpaliiuuil mepion
3aCTOCYBaHHSA JiKapcbkoro 3acoby. Lle mae 3mory 3pilicHioBaTH 6e3nepepBHUN MOHITOPUHT
CIIiBBiTHOIIIEHHST KOPUCThL/PU3UK 3aCTOCYBaHHS JiKapchKoro 3aco0y. CrelianicTu y rany3i oXopoHu
3M0pOB’sl 3060B’A3aHi MOBIIOMIATH PO OyOb-SKi BUMIAAKU Ii03PI0OBaHUX MOOIYHUX peaklliii yepe3
HaIlOHAJILHY CUCTEMY 3BITHOCTI.

Tepmin npudamuocmi.

3 POKH.

YMmoBH 30epiraHHsi.

36epiraTy y HegocTynHOMY [uist miTed Micii. 36epiratu npu TemmnepaTypi He Buine 30 °C.

VYnaxoBka.

I[To 14 TtabneToxk y 6micTepi, mo 2 6ricTepu B KapTOHHIN KOopoO1ti (ois TabneTok mo 5 mr, 10
mr ta 20 Mr); o 7 TabmeTok y GiicTepi, o 4 OicTepu B KAPTOHHIM KopoOui (a1 TabneTok
o 40 mr).

Kareropis Bigmycky.

3a perenToM.

BupoOHHK.



Actpa3eneka HOK JlimiTeq.

Micue3HaxoIKeHHsI BHPOOHHMKA Ta afipeca Micus MpoBaIXkKeHHS HOTr0 Tis/IbHOCTI.

Cink Poap bi3nec I[Tapk, Makkncdinm, SK10 2NA, Benuka Bpurawnis.



