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 3aCc00y Ha IOKA3HUKM JIIiiB Ta MOCATHEHHS IiIIbOBUX PiBHIB Bij3HaA4asIu IpU
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



indapkT Miokappa (p=0,028), y rpyni po3yBacTaTuHy MOPIiBHIHO 3 Miane0o0. 3mexmeHHs AOCOJIOTHE
3HUXKEHHS PU3UKY Nofii ctaHoBuno 8,8 BunaakiB Ha 1000 nauieHTo-pokiB. IToKa3HUK 3araabHOI
CMEPTHOCTI JTMIIaBCS He3MiHEeHUM V IIii Tpymi BuCOKoro pu3uky (p=0,193). ¥ post-hoc ananisi ganux
Higrpynu BUCOKOTo pu3uKy (9302 y4acHMKY 3arajioM) i3 BUXigHUM 3Ha4YeHHAM =5% 3a IIKaJ0io
SCORE (ekcTpamnosboBaHO 3 METOI0 BKJIIOUEHHS JaHUX YYaCHHUKIB BIKOM ITOHaA 65 POKiB)
CIIOCTepiranocs 3Hauyllle 3HNKEHHS 4aCTOTH KOMOiHOBaHOI KiHI[€BOl TOUKH, IIJ0 OXOIIJII0Baja CMEPTh
Bifl cepIieBO-CyIMHHUX TOMiH, iHCYNbT Ta iHpapKT Miokapma (p=0,0003), y rpyni po3yBacTaTHHY
TOPiBHSIHO 3 T1ane60. 3HUXKEeHHS abCOMI0THOT0 PU3UKY, BUPAXKEHOT0 3a YaCTOTOIO IOMil, CTAHOBUIIO
5,1 Bunapky Ha 1000 maifieHTO-poKiB. [ToKka3HUK 3arajbHOI CMEPTHOCTI Y Lii MiATPYyIi BUCOKOTO
pusuKy nuinascsa He3MmiHeHuM (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
CHPOBATI], 10 y 3 pa3u MEePeBUIIYIOTh BEPXHIO MexXy HopMH (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 BiAnmoBigHO. OmMHOYACHE 3aCTOCYBaHHS JIikapchKoro 3aco0y KpecTop Ta mesikux KoMOiHaIlii
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.

®epmeHmu yumoxpomy P450

Pe3ynbTaTu gocmigKeHs in vitro Ta in vivo cBig4arTh, 1I0 pO3yBacTaTUH He iHTiOye i He CTUMYITIOE
izopepmenTu mutoxpomy P450. OKpiM 1IbOT0O, pO3yBacTaTHH € CTaOKUM CyOCTPATOM IIUX
i3odepmenTiB. TakuM YuHOM, B3a€MOfii 3 TiKapCbKUMU 3aco0aMu B Pe3ysbTaTi MeTaboi3my,
oniocepenkoBaHoro P450, He ouikyeThca. He cnocTepiranocs KIiHIYHO 3HAYYyIIUX B3aEMOMIN MixK
po3yBacTaThHOM Ta ¢ykoHazosoM (iuribiropom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(inribitopom CYP2A6 ta CYP3A4).

B3aemodii, wo sumazaroms Kopekuii 0o3u posysacmamuHy (0us. makodxc mabauuio 2)

[Tpu HeoOximHOCTI 3acTOCYyBaHHS JiKapchKoro 3aco0y KpecTop 3 iHIMMMU JiKapchKUMU 3acobaMu,
3MaTHHMH IIIBUIIYBATH €KCIIO3UIlil PO3yBaCcTaTUHY, J03Y JiKapchkoro 3aco0y KpecTop moTpi6HO
CKOpHUTYBaTH. AKIIO 04iKyETHCH, 10 €KCIO3uIlis JTikapchkoro 3acoby (AUC) 3pocTe npubiu3HOo B 2
abo Ginblile pasiB, 3acTocyBaHHsS KpecTopy Cilifg moYnHaTH 3 03U 5 MT OIMH pa3 Ha go0y.
MaxkcumanbHy 1060BYy D03y JTiKapchKoro 3aco0y KpecTop ciim cKopuryBaTu TaKuM YHHOM, 11100
OYiKyBaHa eKCIO3uLlis po3yBaCTaTUHY He IIepeBulllyBajia eKCIIO3UIiI0, 110 Bif3HAYA€ETHCA IPU
npuiiomi 1o3u 40 Mr/mo0y 6e3 3acToCyBaHHS JTiKapChKUX 3ac00iB, 1110 B3a€EMOMIIOTH i3 TiKapChKUM
3aco60M; HaIpUKJIaf, IPX 3aCcTOCyBaHHi 3 reM¢piopo3unom go3a Kpectopy cranoButuMe 20 Mr
(30inpiIeHHs ekcrno3utii B 1,9 pa3a), mpu 3acTocyBaHHi i3 KoMOiHalli€lo puToHaBip/aTa3aHasip - 10
Mr (36inbmenss B 3,1 pasa).

Axmo nikapcekui 3aci6 36inenrye AUC po3yBacTaTUHY MEHII HiX y 2 pa3y, II0YaTKOBY 03y
3MEHIITyBaTH He MOTPiOHO, ajie CIIifl HOTPUMYBATUCS 00€PEXKHOCTI ITpu 30iNbIIIeHH] 103U JTIKapChKOTO



3aco0y Kpectop mo monag 20 mr.

Tabnuns 2

BrnuB cymyTHiX niKapchkux 3aco6iB Ha €KCIIO3UIIiI0 PO3yBaCTaTUHY

(AUC; B nopsaKy 3MeHIIEeHHS BeIMYMHY) 3a ONMy0OJ1iKOBaHUMHU JaHUMU KITIHIYHUX [OCTiIXKEeHb

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

Pexum q03yBaHHS JTiIKaPCHKOT0 3ac00y, II0 B3aEMOfiE PexXuM mo3yBaHHS
pO3yBacTaTUHY

CodocOysip/Benmnaracsip/Bokcuanpesip (400 mr-100 10 mr, ogHOpa3oBa

mr-100 mr) Bokcunanpesip (100 Mr) omus pa3 Ha fo0y mo3a

npotsarom 15 mHIB

LlukmocnopuH Bifg 75 Mr aBiui Ha goOy mo 200 Mr aBiui 10 Mr omuH pa3 Ha

Ha 1o0y, 6 Mics1iB no6y, 10 mHiB

Hapomytamin 600 Mr aBiui Ha moOy, 5 OHIB 5 Mr, omHOpa30Ba

no3a

Peropadeni6 160 mr ogun pa3s Ha go0y, 14 oHiB 5 Mr, ogHOpa30Ba
no3a

Ata3zanasip 300 mr/purtonasip 100 Mr oguH pa3 Ha 10 mr, opHOpa30Ba

noOy, 8 mHiB mosa

Benmatracsip 100 Mr ofuH pa3 Ha go0y 10 mr, opHOpa30Ba
no3a

OwmbiTacBip 25 mr/maputanpesip 150 mr/ 5 Mr, ogHOpa30Ba
putoHasip 100 mMr oguH pa3 Ha go6y/ macalysip 400 Mrmo3a

nBiui Ha moOy, 14 mHiB

I'pasonpesip 200 mr/enbacsip 50 Mr omuH pa3 Ha goOy,10 Mr, ogHOpPa3oBa
11 gHiB no3a

I'nekanpesip 400 mr/mi6perTacBip 120 Mr ofuH pa3 Hab MI OOUH pa3 Ha

no6y, 7 oHiB no6y, 7 oHiB

Jlominagip 400 mr/putonasip 100 mr aBiui Ha o0y, 20 Mr oguH pas Ha

17 guis noOy, 7 OHiB

Kmnonigorpens 300 mr, notim 75 Mr 4epe3 24 roguau 20 Mr, ofHOpa3oBa
no3a

T'em@i6bpo3un 600 Mr mBiui Ha noOy, 7 OHIB 80 mr, omHOpPa30Ba
no3a

36inbienHs AUC po3yBacTaTUHY MeHILe HiX y 2 pa3u
Pexum g03yBaHHS JTIKaPCHKOT0 3ac00y, II0 B3aEMOfiEe PexXuM mo3yBaHHS

po3yBacCTaTUHY

Entpom6omak 75 Mr oguH pa3 Ha fo6y, 5 [HIB 10 mr, ogHOpa30Ba
no3a

HapynaBip 600 mr/putonaBip 100 mMr pgBiui Ha moby, 10 MTr omuH pa3 Ha

7 OHiB noOy, 7 OHiB

Tunpanasip 500 mr/puTonasip 200 Mr xBiui Ha o6y, 10 Mr, ogHOpa30Ba

11 gHiB no3a

Iporenapon 400 Mr aBiui Ha K00y He Bimomo

ITpakonason 200 Mr onuH pa3 Ha go0y, 5 gHiB 10 mr, ogHOpa30Ba
no3a

Ezetumi6 10 Mr ogus pa3 Ha fo0y, 14 gHiB 10 Mr oguH pa3 Ha
no6y, 14 nHiB
3uuxeHHa AUC po3yBacTaTUHY

Pexum q03yBaHHS JTiIKaPCHKOT0 3ac00y, II0 B3aEMOfiE PexXuM mo3yBaHHS
pO3yBacCTaTUHY

80 Mr, ogHOpa30Ba

a03a

Eputpowminusn 500 Mr yoTupu pasu Ha fo0y, 7 gHIB

3minu AUC
po3yBacTaTUHY*
1 7,4 pa3a
1 7,1 pa3a
15,2 pa3a
1 3,8 pa3a
1 3,1 pasa
1 2,7 pa3a

T 2,6 pa3a

1 2,3 pa3a

1 2,2 pa3a

T 2,1 pasa

1 2 pa3u

T 1,9 paza
3minu AUC
po3yBacTaTUHY*
T 1,6 pasa

T 1,5 pasa
11,4 pa3a

T 1,4 paza
7 1,4 paza **

T 1,2 pa3za **
3miau AUC

po3yBacTaTUHY*
1 20%



Batikanin 50 mr Tpudi Ha 1o0y, 14 gHiB 20 Mr, ogHOpa30Ba 1 47%
no3a

* IlaHi, mpefcTaByeHi sIK 3MiHa B X pa3iB, ABISAIOTH COO0I0 CITiBBITHOIIEHHS MiX 3aCTOCYBaHHSIM
po3yBacTaTHHY ¥ KoMOiHalii Ta okpeMo. [laHi, pefcTaBiieHi y BUTIAOl % 3MiHH, SBISIOTE C06010 %
PI3HUILIIO BifHOCHO ITIOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

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

** Byso mpoBefieHO KinbKa [OCTiIKeHb B3a€MOIii TpH pi3HUX J03aX JiKapchKoro 3aco0y Kpectop, B
Tabnui 2 nogaHo HaWOiNbII 3HAUYIIE CIiBBiTHOIIEHHS.

Jlikapceki 3aco6u / KoMmOiHalii, SKi He Manu KJIiHiYHO 3HAYYILIOTO BIIUBY Ha criBBigHOmeHHS AUC
po3yBacTaTHHY IIPU OOHOYACHOMY 3aCTOCyBaHHi: ajeryita3ap 0,3 Mr 7 mHiB; peHodibpaT 67 Mr 7
nHiB 3 pa3u Ha mo0y; dnykonazon 200 mr 11 gHiB 1 pa3 Ha goOy; ¢ho3ammnpeHasip 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 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 JIiIKapChKOT0 3aC00y
KpecTop abo mpu mifgBuIeHHi #0T0 003K Y MAIliEHTIB, SKi OQHOYACHO 3aCTOCOBYIOTh @HTArOHICTH
BiTaminy K (Hanpukiapg Bapdapus a0o iHIKUYA KyMapuHOBUM aHTUKOATYJISHT), MOXKJIMBE MigBUIIEHHS
MiKHapOgHOTO HOpMasni3oBaHoro criBBifgHoeHHs (MHC). [TpunuHeHHS 3aCTOCYBaHHS JIIKApPChKOTO
3acoby Kpectop abo 3MeHIIIeHHS HOT0 03U MOXKe IMpu3BecTy fo 3HuKeHHsI MHC. ¥ Takux BUllafgKax
OaxkaHWM HanexHU MoHiTOpuHT MHC.

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

OpHOYacHe 3aCTOCYBaHHS JiKapchKoro 3aco0y KpecTop Ta mepopaibHUX KOHTPAIENTHBIB
npusBoausio no nigsuineHHs AUC eTuHiNeCTpaniosy Ta HoprecTpeny Ha 26% Ta 34% BifnosifHO.
Take mifBuUIlleHHS PiBHIB B IJIa3Mi KPOBi CJIifi Bpax0OBYBaTH IIpH MigOopi 1031 IepopanbHuX
KOHTpalnenTyBiB. [laHUX II0I0 (papMaKOKIiHETHKY JIiKapChKUX 3aC00iB y NallieHTiB, SIKi 0qHOYaCHO
3acTocoByTh Kpectop Ta I'3T, HeMae, TOMy He MOXKHa BUKJIIOYATH OmiOHOT0 edekTy. OgHaK
KoMOiHallis IMMPOKO 3aCTOCOBYBAacCs XKiHKaM B paMKax KJTiHIYHUX JOCITiIKeHb i IepeHoCcHIIacs
nobpe.

THwi nikapcvki 3acobu

HuzokcuH

3a DaHUMU CIiellialIbHUX JOCITiAXKeHb KIiHIYHO 3HAYyII0l B3aEMOII i3 IUTOKCUHOM HE OYiKy€EThCS.
®y3udosa Kucsioma

HocmimKeHHS B3aEMOIii po3yBacTaTHUHY 3 QPy3UO0BOIO KMCIOTOIO HE TPOBOOUINCS. PU3uK Miomartii, y
T.4. 3 pabpomiosnizom, Moxke OyTy 30i/bIIIeHN BHACTIAOK CYIIyTHEOTO 3aCTOCYBaHHS CHCTEMHOI
Gby3unoBoi KucnoTu 3i cTatTuHaMu. MexaHi3M 1iei B3aemopii (papmakoguHaMiyHuM a0
dapMmakokineTuyHu#, abo i Te ¥ iHIIe) TOKYU He 3’sicoBaHui. [ToBigoMmsnocs mpo pabmomionis



(30KpeMa mesiki CMepTelbHi BUMTAgKK) Y MAIliEHTIB, SKi OTPUMYBau It0 KOMOiHallio.

[TamieHTaM, y SKUX 3aCTOCYBaHHS CUCTEMHOI (y31Ug0BOI KMCIIOTH BBAXKa€EThCS HEOOXiTHUM,
JiKyBaHHS KpecTopoM CIif IpUNMHUTH Ha BECh TEePMiH JTiKyBaHHS (Qy3UI0BOI0 KACIIOTO. TakKoxXK
nuB. po3xin «Oco6IMBOCTI 3aCTOCYBAHHS».

Himu

HocmimKeHHS B3aEMOIii MPOBOAUINCS NTHIlle V Hopocnux. CTyIiHb B3aEMOIl y AiTel HeBiIOMUM.

Oco06.1ueocmi 3acmocyeaHHs1.
Bnaue Ha HUpKu

[TpoTeinypis, BUSIBIIEHa Y pPe3yJIbTaTi aHalli3y 3a TECT-CMyKKaMU Ta IIepeBakKHO KaHaJIbIIEBOTO
IIOXOMXKEHHS, CIIoCTepiranacsa y Malli€eHTiB, AKi JiKyBaluCs BUIIUMH Ao3aMu KpecTopy, 30KpeMa
40 wr, iy GinbiocTi BumapkiB Oyna TUM4acoBoio abo mepepuBdacTtoio. [Ipoteinypist He Gyna
nepefiBiCHUKOM IocTpoi abo mporpecyodol xBopobu HUPOK (auB. po3min «I1o6iuHi peakiii»). YacToTa
IIOBiIOMJIEHD IIPO CEPHO3Hi sfiBUIIa 3 00Ky HUPOK ¥ TOCTMapKeTHHTOBUX [OCIiI>KEHHIX BUIA NIPU
3acTocyBaHHi mo3u 40 Mr. Y naii€eHTiB, sKi mpuiMalTh TiKapchKuit 3acib y mosi 40 Mr, cif
PETYIAPHO NePEBipATH PYHKIIiI0 HUPOK.

Bnaue Ha CKe/semHy myckKyaamypy

[MopymienHs 3 60Ky CKeleTHOI MyCKyJlaTypy, HallpuKIIaf Mianris, MionaTis Ta 3pifka pabmomionis,
crocTepiranucs y nauieHTis, ki npuitmanu Kpectop y 6yab-kux mo3ax, 0cobmuso Oinbine 20 mr.
Iyxe pimko Bumagku pabmomiosti3y Bif3Hadanucs IpU 3aCTOCYBaHHI e3eTUMiOy y KoMOiHarii 3
inriitopamu 'MI'-KoA-penykTa3u. He MOXXHa BUK/IIOYaTH MOXKIIUBICTh papMaKOmUHAMIidYHOI
B3aeMoil (quB. po3din «B3aeMopmis 3 iHIMMMY JTiKapChbKUMK 3aco0aM¥ Ta iHII BUOYM B3a€EMOii»), a
TOMY TaKy KOMOiHaIIil0 Cllif 3aCTOCOBYBaTH 3 00€PeXKHICTIO.

4K i npu 3acTocyBaHHi iHmux iHribitopie 'MI'-KoA-penykTasu, 4acToTa IOBiIOMIIEHD NP0 BUIAAKU
pabmoMioni3y, IOB’s1I3aHOT0 i3 3aCTOCYyBaHHSAM KpecTopy, ¥ ToCTMapKeTHHTOBHUIA nepiof Oyia BUIIO0
npu go3i 40 wmr.

PiseHb KpeamuHKiHA3u

PiBenb kpeaturkinasu (KK) He ciig BUMipoBaTH miciis 3HaYHUX (HisMYHUX HaBaHTaXXeHb a0o 3a
HasBHOCTI MOXKJIMBUX aJIbTEDHATUBHUX NIPUYUH MiaBuieHHs KK, 1110 MOXYTh YCKIIaHIOBATH
iHTepnpeTalito pe3ynbTaTiB. AKimo BuxifHi piBHI KK 3Hauno mipsuieHi (>5 pasis Buiie BMH),
IPOTSATOM 5-7 [HIB HE0OXigHO 3p0OUTH MMOBTOPHUYM aHai3, 100 MigTBEPOUTH Pe3ylIbTaTH. AKII0
pe3yibTaTH TOBTOPHOI'O aHAai3y MigTBePAXKYIOTh, 10 BuxigHe 3HaueHHs KK Oinbie HiX B 5 pasiB
nepesunye BHM, 3acTocyBaHHS JIiKapChKOT0 3aC00y MOYHMHATH He CIIif.

ITeped nouamkom niKy8aHHA

Kpecrop, 5K i inmi inriéitopu I'MI'-KoA-penykTasu, ciif 3 06epexKHICTIO Tpu3HavaTH MallieHTaM 3i
CXUTIbHICTIO I0 Miomartii/pabmomioni3dy. [lo GaKTOPiB TAKOTO PU3UKY HaAJIekKaTh:



- TIOPYIIeHHS QYHKIIl HUPOK;
- TiMoTUpeo3;
- HasABHICTb B 0cO0MCTOMY @00 pOIMHHOMY aHaMHe3i ClIafKOBHX 3aXBOPIOBaHb M’g3iB;

- HasIBHICTb B aHaMHe3i MioTOKCMYHOCTi Ha (HoHi 3acTocyBaHH iHmMX iHTi6iTOpiB I'MI-K0A-
penykTasu abo ¢idpaTis;

- 37I0BXMBAHHS aJIKOTOJIEM;
- BiK > 70 pOKiB;

- CHTYyallii, III0 MOXKYTh IIPU3BECTH [0 MiABUILEHHS PiBHIB JIiKapchKOTo 3aco0y y ma3Mi (QuB. po3minu
«Croci6 3acTocyBaHHS Ta HO3u», «B3aemois 3 iHIIUMHU JTiIKapChbKUMHU 3aco0aMu Ta iHII BUOU
B3aemoiii» Ta «®apMaKOKiHETHKA»);

- CYIIyTHE 3aCTOCyBaHHS ¢ibpaTis.

Y Takux mallieHTiB ITOB’sI3aHU i3 TiKyBaHHAM PU3UK MOTPIOHO OIiHIOBATH, IIOPiBHIOIOYH 3
0YiKyBaHOI0 KOPUCTIO; TAKOXK PEKOMEHAYEThCS KIIIHIYHUN MOHITOPUHT. AKIo BuxinHi piBHI KK
3HAYHO nifBuleHi (>5 pasis Bulle BMH), nikyBaHHS TOYKMHATH HE CIIif.

B nepio0 sikysaHHA

[TamieHTiB i MOMPOCKUTH HETaHO MOBIIOMIISITH IIPO M’ s130Bu# 6inb, cabKicTh abo cymoMu
HeBifloMoi eTiostorii, 0cOOMMBO SKIIO BOHU CYIPOBOAKYIOTHCSI HE3MYKAHHIM a00 THXOMaHKOI0. Y
TaKWX TMallieHTiB moTPiOHO BuMipioBaTu piBHiI KK. 3acTocyBaHHS NiKapChKoro 3acoby Ciiifm
npunuHUTH, Ko piBHi KK 3HauHo migsumeHi (>5 X BMH) a0o Ko cuMnToMu 3 60Ky M'g3iB
TSKKi Ta CIIPUYUHSIOTH MOAeHHUN quckoMdopT (HaBiTh skimo piBHI KK < 5 X BMH). ¥ pasi
3HUKHEHHS CUMIITOMIB Ta I10BepHeHHd piBHA KK 10 HOpMU MOXXHa MIOHOBUTH Tepallilo IpernapaToM
Kpectop abo anbrepHatuBHUM iHribitopom 'MI-KoA-penykTa3u y HaMeHIIiN 0031 Ta Mifl peTeIbHuM
HarnsmoM. PerynsipHo nepeBipsitu piBHI KK y acHMIITOMaTUYHUX MAI[iEHTIB HeMae oTpedu. [yxe
PifKO TOBiMOMIISANIOCS TIPO BUIIaIKX iMyHOOIIOCEPENKOBaHOl HeKpoTu3yoouol MionaTii (IOHM) mig gac
abo micnsa Tepamil cTaTUHaAMH, B TOMY YKCIIi po3yBacTaTuHoM. Kriniunumu npossamu IOHM e
cnabKiCTh MPOKCUMAIbHUX M'SI3iB Ta MigBUINEHHS PiBHSA KpeaTHHKIHA3M Y CHPOBATII, IO
30epiraeTbCs HaBIiTh MiC/IsI NPUNIMHEHHS 3aCTOCYBaHHS CTAaTUHIB.

Y kniHiuHUX gocigKeHHSX He OyJI0 OTPUMaHO J0Ka3iB MiBULIEHOTO BIJIUBY Ha CKEJIETHY
MYCKYaTypy V HEBEIUKOi KinbKOCTi NalieHTiB, sKi mpuiiManu KpecTtop Ta cymnyTHi TiKapchKi 3aco6mu.
OpHak migBUIIEeHHS YaCcTOTH MiO3UTY Ta MiolaTil Bifl3Ha4yano0Cs y Malli€HTiB, SKi IpUiMay il
inri6itopu I'MI'-KoA-penykTra3u pa3oM i3 moxigHuMu ¢ibpoeBOI KUCIIOTH, B TOMY YHUCITi
reM}iOpo3uioM, IUKIOCIOPUHOM, HIKOTUHOBOIO KMCJIOTOI0, @a30JIbHUMH IPOTUTPHOKOBAMU
npernapatamy, iHribiTopaMu IpoTeasu Ta MaKpOligHUMU aHTHOioTHKaMu. ['eMdibpo3un migBuIiye
PU3MK MioTaTil Ipu CyyTHHOMY 3aCTOCYBaHHi 3 neskumu inribiropamu I'MI-KoA. Tomy
3actocoByBaTu Kpectop y koMmbiHarii i3 reMmdpidbpo3unoM He peKOMeHIY€eThCs. KOPUCTD MOaIbIIol
3MiHU piBHA MiMifiB Mpu 3acTOCyBaHHI MiKapchkoro 3aco0y Kpectop y koMmbGiHarii i3 pibpaTamu abo
HiallMHOM ITOTPiOHO pPeTeNbHO 3BaXKyBaTH IOPIBHSAHO i3 IOTEHI[INHUMY pPU3UKaMHU, TI0B’ I3aHUMHU i3
3aCTOCyBaHHSIM Takux KoMOiHariu. [Jo3a 40 Mr mpoTUnoKa3aHa IIpY CyIyTHbOMY 3aCTOCYBaHHI
¢bibpariB (muB. po3minu «B3aeMopisa 3 iHIITMMU JTiKapChbKUMM 3aco0aMu Ta iHINI BUAYM B3aEMOTiN» Ta
«ITobOiuHi peakirii»).

KpecTop He cJ1iff 3aCTOCOBYBaTH CIiIBHO 3 CUCTEMHUMMU JTiKApChKUMU 3aco0aMu Gy3un0BOi KUCIOTH



a0o0 mpoTsAToM 7 OHIB ITiC/s NPUMIMHEHHS JTiKyBaHHS Qy3UO0BOI0 KUCIOTOM0. [TallieHTaM, y SKUX
3aCTOCYBaHHS CUCTEMHOI (y3UI0BOI KUCIOTH BBAXKAETHCS HEOOXiMHUM, JTIKyBaHHS CTaTUHAMM CITif
IPUIIMHUTY Ha BeCh TEPMIiH JIiKyBaHHS Py3uO0BOIO KKCIOTOI0. [ToBigoMsinocs mpo pabmomiosi3 (B
TOMY YHCJIi IeKillbka CMepTeNIbHUX BUIAKIB) yV Nalli€eHTiB, sIKi oTpuMyBanu KombiHaliio ¢py3unoBoi
KHUCJIOTY Ta CTATUHIB (OuB. po3mdin «B3aeMopmis 3 iHMMMY JTiKapChKUMK 3ac00aMu Ta iHIII BUAK
B3aeMofii»). [TamieHTaM CIif IOpaguTy HeTalHO 3BEPHYTUCS 110 MEAUYHY JOIIOMOTY, SKIII0 BOHU
BiguyBalOTh OyIb-IKi CUMIITOMM M’30B01 ci1abKocTi, 60110 ab0 XBOPOOIMBOI YyTNUBOCTI. Tepartiio
CTaTMHAMU MOXHa ITIOBTOPHO IIOHOBUTH Yepe3 CiM JOHIB MMiCJIT OCTaHHBLOI 03U (y3Ug0BOL KUCTIOTH. Y
BHMHSITKOBUX BUIIQKaxX, KO HeoOXigHa MMPOJIOHTOBaHa CUCTeMHa (Qy3uIoBa KUCIIOTa, HAaIPUKIIaf,
IJIS TiKYBaHHS TSXKKUX iHGEKIIN, HeoOXimHICTh OMHOYACHOTO 3aCcToCyBaHHS KpecTopy Ta ¢py3ungoBoi
KHCJIOTH IIOBUHHA POITJIAOaTUCA TiIbKU B KOXHOMY KOHKPETHOMY BHUIIAOKYy u Hi}l PEeTEIIbHUM
MeIWYHUM HarJIsaoM.

Kpecrop He cnif 3aCTOCOBYBATU MallieHTaM i3 TOCTPUMHU, CEPUO3HUMU CTaHaAMHU, 110 CBiA4aTh PO
MionaTiio a0 MOXKJIUBICTh PO3BUTKY HUPKOBOI HEOOCTATHOCTI BHACIIAOK pabmomioni3y (TakKuMu, K
CEIICHUC, TIMOTEeH3is, BeIMKe XipypriyHe BTPy4YaHHS, TpaBMa, TAXKKi MeTaboIiuHi, EHOOKPUHHI Ta
eJIeKTPOTITHYHI po31agu abo HEKOHTPOJIBOBAHI CyooOMH).

Bnaue Ha neyviHky

4ki i igmi inribitopu 'MTI-KoA-pengykTasu, Kpectop cinif 3 00epexkHiCTI0O 3aCTOCOBYBaTH Malli€eHTaM,
SIKi 3JT0BKMBAIOTh aJIKOTOJIEM Ta/a00 MalOTh B aHAMHEe3i 3aXBOPIOBAHHS MTEYiHKH.

PekoMeHI0BaHO mepeBipsTy 6ioxiMiuHi MOKa3HUKY QYHKINI MeUiHKY nepeq I0YaTKOM JIiKyBaHHS Ta
yepe3 3 Micsli moToMy. 3acToCyBaHHS JIikapchbKoro 3aco0y KpecTop ciig npunuauT abo 3MeHIIUTH
mo3y, SIKIIO PiBeHb TpaHCaMiHa3 Y CUpPOBATIi Oifibllle HiXK BTPUYi IEPEBUIIYE BEPXHIO MEXKY HOPMH.
YacToTa IOBifOMJIEHD ITPO CEPHO3HI siBUIA 3 00Ky MeYiHKY (IlepeBakKHO PO MigBUIIEHHS PiBHS
TpaHCaMiHa3 MeYiHKu) y micnspeecTpaniiauil nepion 6yna 0iblIo0 Mpu 3acTocyBaHHi fo3u 40 Mr.

Y nailieHTiB i3 BTOPUHHOIO TillepXxoJjieCTEpPHHEMIEI0, 3yMOBJIEHOIO TiOTHPe030M a00 HepPOTUUHUM
CHHIPOMOM, CJIifi CTIOYaTKy BUIIKyBaTU OCHOBHY XBOpOOY, MePIll HiXK MOYKWHATHU Tepallilo TiKapChKUM
3acobom Kpecrop.

Pacosa HanedcHicmb

HocnimxeHHS (papMaKOKiHETUKY CBi4aTh ITPO 3POCTAHHS €KCIIO3MUIlii y MaIlieHTiB MOHTOJIOIIHOI pacu
npuOIKU3HO BABiYi IOPIBHSAHO 3 €BPONENIAME (OUB. po3minu «Crocid 3aCTOCyBaHHS Ta J03U»,
«IIpotunoka3zannsa» Ta «dapMaKOKiHETUKAE»).

IHeibimopu npomeasu

[TigBuileHa cUCTEMHa eKCIIO3UIIisl 0 PO3yBacTaTUHY CIIOCTepiranacs y ocid, sKi 3aCTOCOByBaju
pO3yBacTaTHH CYIYTHHO i3 pi3HUMU iHTibGiTOpaMu NpoTea3u y MOENHAHHI i3 puToHaBipoM. Crif
00MipKyBaTH SIK KOPUCTh Bifl 3HMKEHHS PiBHS JiMifIiB 3a TOIIOMOr010 JTiKapChKoro 3acoby Kpectop y
nanieHTiB i3 BIJI, ski oTpuMytoTh iHTi6iTOpPU MpOTea3y, Tak i MOKIUBICTD MiABUINIEHHS KOHIIEHTPAIIiN
pO3yBaCTaTHUHY y IJ1a3Mi KPOBi Ha ITOYaTKYy Tepallil Ta [IpH IiABUINEHH] 1031 KpecTopy y malli€eHTiB,
SIKi OTPUMYIOTH iHTiOiTOpY NpoTea3u. OgHOUYaCHe 3aCTOCYBaHHS JTiKapChKOIo 3aco0y 3 HeIKUMU
inribiTopaMu mpoTea3u He PEKOMEHOYEThCS, IKIIO fo3a KpecTopy He CKOpuUroBaHa (OUB. PO3Min
«Cmocib 3acTocyBaHHS Ta {03u» Ta «B3aeMopist 3 iHIMMY JTiKapChKUMHU 3acob6aMu Ta iHIII BUOU
B3aEMOMIN»).

HenepeHocwvticmb AdKmosu



[TarienTaM i3 pigKicHUMM CITafKOBUMU ITpobieMaMy HeIlepeHOCHMOCTi TalakTo3u, JediliuToM
nakTasu Jlamnma abo I10K030-ralakTO3HOI0 MajTbabCopOITieo He CITig 3aCTOCOBYBATH I1eH JIiKapChKUH
3acio.

IHmepcmuuiaabHa x80poba nezeHb

[Tig 9ac 3acToCyBaHHS OESIKUX CTATUHIB, 0COONIMBO IPU TPHUBAJIOMY JIiKyBaHHI, ITOBIOMIISIIIOCS TIPO
BHUHSITKOBi BUTIAOKM iHTEPCTHUIIIaIbHOI XBOPOOU J1ereHs (muB. po3min «ITobiuni peakiii»). [lo mposiBiB
11iel XxBopoOu MOXKHA BifTHECTHU 3aOUIIKY, HEIPOOYKTUBHUM KallleJib Ta 3arajibHe MOTipIIeHHS CTaHy
(cToMTIOBaHiCTh, 3HMKEHHS MacCH Tijla Ta rapsg4ka). Y pasi migo3pu Ha iHTepCTUIliaIbHy XBOPOOY
JIereHb 3aCTOCYBaHHSA CTATUHIB CIIif] IPUIIUHUTH.

Llykposuli diabem

Iesxki ¢hakTu CBigYaTh, II0 CTAaTUHY, K KJIaC, MigBUIIYIOTh PiBeHb I'IIOKO3M B KPOBI Ta y AEIKUX
TIAIliEHTIB, IKUM 3aTrpOXKy€ BUCOKUIM PU3UK PO3BUTKY I[YKPOBOT0 HiabeTy B MailOyTHHOMY, MOXKYThb
CIIPUYMHSTH TillepriiikeMilo TaKOTO PiBHS, 3a SKOr0 HeoOXigHe HalleXHe TiKyBaHHS I[yKPOBOTO
miabety. L{10 3arpo3y, ofiHaK, IePEBUILYE 3HUKEHHS PU3UKY CYOIUHHUX MTOPYIIEeHb IIPY 3aCTOCYBaHHI
CTaTHHIB, i TOMy BOHa He Mae OyTH IifiCTaBOIO A MIPUNMHEHHS Teparlii cTaTuHaMu. 3a MallieHTaMu
TPyny pu3uKy (piBeHb I0K03U HaTime 5,6-6,0 mmons/n, IMT >30 KT/M’, TiIBUIEHIIH piBEHD
TPUTJTIIIEPUiB, apTepiaibHa TilepTeH3is) CIi BCTAHOBUTH K KITIHIYHNM, Tak i OioxiMiuHMiM
KOHTPOJIb 3TiAHO i3 HalliOHAIbHUMH KePiBHUIITBAMHU.

Y mocnipxenHni JUPITER 3apeecTpoBaHa 3arajibHa 4acTOTa IyKpoBoro fmiabeTy ctaHoBuina 2,8% y
TPYyIIi MpHUoMy po3yBacTaTuHy Ta 2,3% — y rpymi miane6o, mepeBaxHO y NallieHTiB i3 piBHEM
TJIIOKO3H HaTIe Bix 5,6 1o 6,9 MMOJIb/II.

Himu

Ouinka JiHIMHOTO POCTY (3picT), Macu Tina, IMT (iHgeKCy MacH Tijla) Ta BTOPUHHUX XapaKTEPUCTUK
CTaTeBOTr0 A03piBaHHSA 3a TaHHEPOM y AiTel BiKOM Bif 6 [0 17 pokKiB, sKi mpuiiManu po3yBacTaTHH,
oOMezkeHa IepiofoM TPUBAJIICTIO 2 PoKu. Ilicng 2 poKiB HOCHIgKyBaHOTO JIiIKyBaHHS KOJHOTO BIIJIUBY
Ha picT, Macy Tina, IMT abo cTaTeBe [03piBaHHS BUSIBIEHO He Oyn0 (OUB. PO3Min
«®apMakKoauHaMiKa»). Y KJIiHIYHOMY [OCIiAXKEHH] ¥ OiTed Ta MiAIiTKiB, SKi IpuiMany po3yBacTaTUuH
npoTsaroM 52 TuxkHiB, nmigBuiienHs piBHsA KK >10 pagis Buirie BHM Ta cumntomu 3 60Ky M’s13iB micis
GhisnyHOT0 HaBaHTaXKeHHS ab0 migBUIEeHOI Pi3MYHOI AKTUBHOCTI CIIOCTEPIrayncs YacTille MOPiBHIHO
3 TAKUMHU Y HOPOCHUX (OuB. po3min «[1obiuHi peakii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
KpecTtop npoTunoka3aHuii B Iepiof BariTHOCTI Ta TOAYBaHHS I'PYLAIIO.
2KiHKM penpofyKTUBHOTO BiKy IMOBMHHI BUKOPUCTOBYBATH HajleXHi 3ac00M KOHTpAIEMNLIil.

OcCKinbKM XOJIECTEPHUH Ta iHII MPOAYKTH 0i0OCUHTE3Y X0JIeCTEPUHY BilirpaioTh iCTOTHY POJb Y
PO3BUTKY IJI0Ja, IOTEHLINHUY pU3UK Bif npurHidveHHsa ['MI'-KoA-penyKTa3u mepeBulllye KOPUCTD Bif
3aCTOCYBaHHS JIiKapChKOTro 3aco0y B mepiof BariTHoCTi. [JaHi mociigkeHb Ha TBAapUHAX IIOH0
TOKCUYHOTO BIUIMBY Ha PENPONYKTHBHY QYHKIIiI0 00MexkeHi. fKIIo mallieHTKa 3aBariTHie B mepiof
3aCTOCyBaHHS I[bOTO JIIKapChKOT0 3aco0y, JTiKyBaHHS CIIiJ HeTallHO IPUITMHUTH.

Po3yBacTaTuH moTparisie y MOJIOKO IIypiB. [JaHUX 1010 TPOHUKHEHHS JTIKapChKOro 3aco0y y rpyaHe



MOJIOKO JTIOAVHU HeMa€ (OuB. po3min «IIpoTunoka3aHHI»).

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

IocnimKeHHS BIJIMBY JiKapchbkoro 3aco0y KpecTop Ha 3maTHICTE KepyBaTy aBTOMOGineM Ta
IIpalioBaTy 3 iHIMKUMU MeXaHi3MaMu He mpoBogunucsg. OgHak, 3 oriaany Ha apMakogrHaMigHi
BJIACTUBOCTI JIIKAPCHKOTO 3aco0y, MaIouMOBipHO, 10 KpecTop YnHUTHMe BIJIUB Ha TaKy 3MaTHICTS.
[Tpu KepyBaHHi aBTOTPAHCIIOPTOM a0 POOOTi 3 iHIIMME MeXaHi3MaMHu CJIifl BpaXOBYBaTH MOKJIUBICTh
3aI1aMOPOY€EHHS B IIepiof TiKyBaHHS.

Cnoci6 3acmocyeaHHsi ma do3u.

[Iepen mo4yaTKOM JIiKyBaHHS MALiEHTY CJIi MPU3HAUYUTHA CTaHOAPTHY TillOX0JIECTEPUHEMIYHY HIETY,
SIKOl BiH ITOBMHEH JOTPUMYBATHUCS i TPOTSITroM JiKyBaHHS. 03y ciif migOupaTy iHOUBiAyanbHO,
3aJ1eXKHO Bifl MeTH Teparlil Ta BiAOBifli malieHTa Ha JTiKyBaHHS, KEPYIOUUCh peKOMeHalliiMu
MIOTOYHUX 3arajabHONPUAHATHAX KEPIBHUIITB.

Jlixapcokuii 3aci6 Kpectop MoxHa mpuiiMaty y Oyab-gIKUH Yac [IHS, He3aIeXKHO Bifl IpUHOMY 1Xi.
JIiKysaHHA 2inepxosecmepuHemii

PekoMeH0BaHa IIOYATKOBA [103a CTaHOBUTL 5 a6o 10 Mr mepopaibHO OOUH pa3 Ha Ao0y K s
TIallieHTiB, SIKi paHillle He 3aCTOCOBYBAJIM CTaTHHHU, TaK i TepeBefileHUX Ha JIiKapChKuil 3acib 3
npuiiomy iumoro inribiTopa I'MI-KoA-penykTa3u. [1pu BuGopi mo4aTKOBOI 103U CJIifl BpaXOByBaTH
PiBHI X0JIeCTEPHUHY B KOKHOTO OKPEMOTO TMalliEHTa Ta PU3UK CEPLIEBO-CYOUHHUX ITOPYIIEHb Y
MaiOyTHEOMY, a TaKOXK MMOBIpHICTh PO3BUTKY HebaxkKaHUX peakliil. 3a He0OXiIHOCTI migBUIyBaTH
[03y [0 HAaCTYIIHOTO PiBHS MOXKHa 4epe3 4 TUXHI (OuB. po3nin «PapMakoguHaMika»). 3 OTJISAY Ha Te,
1o Ha (oHi 3acTocyBaHHS JIiKapchbKoro 3acoby B m03i 40 Mr, HeGaxkaHi peakilil BAHMKAIOTh YacTille,
HiX NIpY¥ MeHIINX fo3ax (auB. po3min «[TobiyHi peakiiii»), 0CTaTOYHO TUTPYBATH [03Y OO
MaKCUMalbHOI 031 40 MT BapTO JIUIIE MalliEHTaM i3 TSKKOIO TilepxoieCTePUHEMIEI0 Ta BUCOKUM
PU3UKOM CepLeBO-CYIUHHUX NIOPYIIEeHb (30KpeMa y XBOPHUX i3 CIMENHOI0 IrinepxojieCTepuHeMi€r0), ¥
SKUX He BAJIOCS OOCATTU MeTH JIiKyBaHHS IIPYU 3aCTOCyBaHHi 10o3u 20 MT i gKi mepeOyBaTUMYTh Iif
PETyNISIPHUM HarnsigoM (OuB. po3min «Oco0nuBOCTi 3acTocyBaHHA»). [T yac iHimiariil mpuiiomy
JiKapchbKOro 3aco0y y mo3i 40 Mr peKoOMeHOoBaHUW HATJISL CIelialicTiB.

ITpoginakmuka cepy,eg8o-cyOuHHUX NoOil

Y mocnimkeHHi 3HUXKEHHST PU3UKY CEPIeBO-CYIUHHUX MOMiN TiKapchKuM 3aci0 3aCTOCOBYBaIK y 031
20 mr Ha o0y (muB. po3gnin «®apMakonrHaMiKa»).

ITayieHmu AiMHb0O20 BIKY

PekomeHnpoBaHa moyaTKOBa [03a IJId MALi€HTIB BIKOM > 70 pOKiB CTaHOBUTL 5 MT (OUB. PO3AiN
«0Oco0IMBOCTI 3aCTOCYBaHHS»). [HIlIa KOPEKIIis 03U 3 OTISIAY Ha BiK He OTpiOHa.

ITauieHmu i3 HUPKOBOI HedocmamHicmio

[MamienTam i3 nerkumMu abo MOMipHUMU NOPYLIEHHAME QYHKIIII HUPOK KOPEKIis 03U He MOTPiOHa.



PekxoMeHoBaHa ITOYaTKOBA 403a OJIs MAlli€HTIB i3 MOMipHUMU MOPYIIEHHIMU QYHKIII HUPOK
(kmipeHC KpeaTuHiHy <60 MJI/XB) CTaHOBUTH 5 MT. [l03a 40 Mr MpoTUIIOKa3aHa HallieHTaMm i3
IOMipHUMU TOPYIIeHHIMHU GYHKIII HUPOK. 3aCTOCYBaHHS JIiKapchKoro 3acoby Kpecrop mariieHTam i3
TSKKUMH MTOPYIIEHHSIMH HUPKOBUX (QYHKIIII MPOTUIIOKA3aHO y Oymb-IKUX 003aX (IUB. PO3Minu
«IIpoTunoka3aHHsa» Ta «PapMaKOKiHETHKA»).

ITauieHmu i3 nopyweHHAMU PYHKUIl NeYiHKU

Y nauieHTiB i3 mopymeHHIMy QYHKIIIM MedyinKy, 110 oliHoBanucsa y 7 abo MeHIe 6asiB 3a IIKaJ00
Yaitnpa-I1'to, migBUIlleHHS CUCTEMHOI €eKCII03K1Iil po3yBacTaTUHY He crocTepiranocs. OgHak y ocib i3
nopyiieHHAMY ¥ 8 Ta 9 O6aniB 3a mkanoio Yainma-I1'to cucTeMHa eKCIIO3UIIisl 3pocTaa (OuB. PO3Min
«PapMaKOKiHEeTHKa»). ¥ TaKUX MalLi€HTiB JOUIIbHOIO € OLiHKA (PYHKINI HUPOK (OUB. PO3Tin
«Ocob6mmuBOCTi 3acToCcyBaHH»). [IOCBi 3aCTOCYyBaHHS JIiIKapChKOTO 3aco0y TMallieHTaM, sKi Habpanu
6inbire 9 6aniB 3a mkanoio Yainga-I1'1o, BincyTHiM. KpecTop npoTunokasaHnuii namiesTam i3
AKTUBHUMM 3aXBOPIOBAHHSIMU MEYiHKYU (OUB. po3Min «[IpoTUIIOKa3aHHI»).

Pacosa HanesrcHicmb

Y narieHTiB MOHTOJIOIIHOI pacu CIIOCTepiranacs MmigBullleHa CUCTEMHAa eKCIIO3UIIis JTIKapChKOTO
3aco0y (muB. po3minu «IIpoTunoka3anHs», «OCcoBIUBOCTI 3aCTOCYBaHHSI» Ta «DapMaKOKiHETHKA»).
PekomeHngoBaHa mo4yaTKOBA [103a IJIs ITAlli€HTiB MOHTOIOIMHOI pacu CTaHOBUTH 5 MT; mo3a 40 mr
TaKUM TIalliEHTaM IPOTUIIOKa3aHa.

I'enemuyHul noaimopgpiam

[TeBHi TUNIM TEHETHYHOTO MOMIMOP(i3My MOXKYTh IPHU3BOOUTHU [0 IMiABUILIEHHS €KCIIO3UIIil
po3yBacTaTUHY (OUB. po3nin «PapMakokiHeTHKa»). [TalieHTaM i3 BifOMOIO HasBHICTIO TAKWX TUIIIB
noJ1iMop¢i3aMy peKOMeHIyEThCS 3aCTOCOBYBATH MEHIITY 0o00BY 03y JliKapchkoro 3acoby Kpecrop.

ITauieHmu 3i cxusnvbHicmio 0o po3sumky mionamii

PekxoMmeHgoBaHa IOYaTKOBa H03a AJIs TMAlli€HTIB i3 (paKTOpaMu PU3UKYy PO3BUTKY MiomaTil
CTQHOBUTH 5 Mr (uB. po3in «OcobIUBOCTI 3aCTOCYBAHHSI»).

Io3a 40 Mr mpoTHUIIOKa3aHa OesIKUM i3 TaKMX IMalli€HTiB (AUB. po3min «[IpoTUOKa3aHHS»).
CynymHe 3acmocy8aHHA

Po3yBacTaTuH € cyOCTpPaTOM Pi3HUX TpaHCHOpTHUX O0inkiB (Hampuknag OATP1B1 ta BCRP). Pusuk
miomartii (B ToMy uucyi pabnoMionisy) 3pocTae Ipu CynyTHbOMY 3acToCyBaHHI KpecTopy i3 neBHUMHU
JiKapChbKUMU 3aco0aMu, 10 MOXKYTh ITiIBUITyBaTHA KOHIIEHTPALlil0 pO3yBaCTaTHHY V IIJIa3Mi BHACITiIIOK
B3aEMOII i3 UMY TPAaHCIOPTHUMHU OiTKaMu (HAMPUKIIaL IMKIOCIIOPUHOM Ta IIEBHUMH iHTiGiTOpamu
IIpoTeasHu, B TOMY YKCIi KOMOiHaIliIMU PUTOHABIPY 3 aTa3aHaBipoM, JIomiHaBipoM Ta/abo
TUIPaHaBipoM; OuB. po3ninu «OcoONIUBOCTI 3aCTOCYBaHHA» Ta «B3aeMopis 3 iHIIUMY TiKapCbKUMU
3acobaMu Ta iHII BUAW B3a€MO[ii»). [To MOXKIIMBOCTI, CITif PO3TJISHYTH 3aCTOCYBaHHS
arbTepHATHBHUX JTIKapChKUX 3aC00iB Ta ¥ pa3i HeoOXimHOCTI TUMYaCOBO ITepepBaTH TepaIliio
nikapchbKuM 3aco6oM KpecTop. AKI0O CynyTHBOTO 3aCTOCYBaHHS IIUX JIiIKapChKUX 3aco0iB i3
KpecTopoM yHUKHYTHA HEMOKJIMBO, CJIi[l PETEIbHO 3BaXKUTU KOPUCTh Ta PU3MK Bifi CYIyTHHOTO
3aCTOCyBaHHS Ta BiNOBIAHMM YHWHOM BiIKOperyBaTH A03Y JIiKapchbkoro 3acoby Kpectop (guB. po3min
«B3aemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIIM BUTU B3aEMOIIN»).



Himu.
3acTocyBaHHS JTiKapChKOT0 3ac00y AiTSM Ma€ IPOBOJUTH JIUIIE CIIeIlialicT.

ITiTH Ta miIUTiTKX BikoM Bim 6 mo 17 pokiB (cTapmist TanHepa ‘II-V).

'eTepo3uroTHa ciMelnHa rinepxoiecTepruHeMis

3BUYaliHa I0YaTKOBaA M000Ba H03a OJIs OiTel Ta MiIJIiTKiB i3 reTepo3UroTHOI0 CiMEHHOI0
rinepxonecTepuHeMiel0 CTaHOBUTD 5 MT Ha [00y.

. 3BUYarHa A03a O OiTel BiKOM Bif 6 40 9 POKIB i3 TeTEPO3UTOTHOIO CIMEWHOIO
rinepxonecTepuHeMi€l0 CTaHOBUTE Bif 5 Mr no 10 Mr nmepopaibHO OfKH pa3 Ha 0o0y. be3smneka Ta
e(eKTUBHICTb 3aCTOCYBaHHS JTiKapChKOTo 3aco0y y mo3ax Ginbite 10 Mr y wiid monmymnsiiil He
IOCTTiAKyBaIuCs.

. 3BrYaiiHa [03a O giTed BikoM Big 10 mo 17 pokiB i3 reTepo3UTr0THOI CIMEHHO0
rimepxonecTepuHEMi€l0 CTAHOBUTE Bifg 5 Mr 1o 20 Mr rmepopasnbHO OfUH pa3 Ha noby. beaneka Ta
e(eKTHUBHICTb 3aCTOCYBaHHS JTiKapChKoro 3acoby B mo3ax Oinbie 20 Mr y 1ilt momymsiii He
OOCIiAKYBaJIUCS.

[TigBuuIyBaTH [O3Y CIIiM BiAMOBIIHO OO iHAMBiAYyalIbHOI BiAIOBiI IUTUHYU Ha JiKyBaHHS Ta
IIePEeHOCUMOCTI JTIKapChKOTO 3aco0y, JOTPUMYIOUKUCh PeKOMEeH Il 11010 JTiKyBaHHS OiTel (OuB.
po3min «Ocob6uBOCTI 3acTOCyBaHHS»). [lepen moyaTKoM Tepariil po3yBaCTaTUHOM [iTSIM Ta MifIiTKaM
CJIi[l TPU3HAYUTH CTAaHAAPTHY Till0XOJIeCTEPUHEMIUHY Hi€TY, SIKOI MallieHTH MaloTh JOTPUMYBaTHUCH i
IIPOTATOM JIiKyBaHHS.

['oM03UroTHA CiMelHa TrinepxonecTepuHeMis

PekomeHnngoBaHa MaKCHMaJllbHA [03a IOJIg OiTed BiKOM Bif 6 mo 17 POKiB i3 rOMO3UTOTHOIO CiMENHOIO
rinepxonecTepuHeMieio CTaHOBUTDL 20 MT OfuH pa3 Ha J00y.

PekomeH0BaHa II0YaTKOBA [I03a CTAHOBUTS Bif 5 Mr 1o 10 Mr oguH pa3 Ha f00y 3anekHO Bif BiKy,
MacH Ti/la Ta IonepefHbOr0 3aCTOCYBaHHS CTaTHHIB. [ligBUITyBaTH 10 MaKCHManbHOL 7o3u 20 Mr
OJIMH pa3 Ha Ho0y CIIif BiAMOBIMHO OO iHAMBIMyalbHOI BiAMOBiAI OUTUHY Ha JTiKyBaHHS Ta
IIePEeHOCHUMOCTI IpenapaTy, AOTPUMYIYUCh PEKOMEH ALy 00 IiKyBaHHS OiTer

(muB. po3min «Ocob6IuBOCTI 3acTOCyBaHHS»). [Iepe MoYaTKOM Teparrii po3yBaCTaTHHOM [iTSIM Ta
MigJIiTKaM CJIifi MPU3HaYUTU CTaHOAPTHY Till0XO0JIEeCTEPUHEMIYHY AIETY, KOl IAlliEHTA MalTh
OOTPUMYBATUCH 1 IPOTATOM JIIKYBaHHS.

Iocsin nikyBaHHS ITi€l nomynsuii y mo3ax Oinbie 20 Mr oOMeKeHui.
TabmeTku 1m0 40 MT He 3aCTOCOBYIOTE HiTSIM.

JliTy BIKOM 0O 6 DPOKiB

Besneka Ta eeKTUBHICTh 3aCTOCYBaHHS JIiIKapChKOTO 3ac00y [iTSIM BiKOM [10 6 POKiB HE BUBYAJIUCE.
TakuM dyrHOM, IpenapaT KpecTop He peKOMEHOYETLCS 3aCTOCOBYBATHU HiTSIM BIKOM [0 6 POKIB.

ITepedo3yeaHHs.

Croenu¢idyHoro nikyBaHHS Ilepefo3yBaHHS HEMaeE. Y pa3i nepeno3yBaHHA Nalli€HTa CIIif TiKyBaTU



CHMIITOMaTHYHO Ta ¥ pa3i HeoOXiAHOCTi BXKUTHU MiATPUMYIOUUX 3axX0fiB. [I0TpiOHO KOHTPOIIIOBATH
¢byukuil nevinku Ta piBHI KK. EQekTuBHICT reMopianidy Malo¥MOBipHa.

ITo6iuni peakuii.

He6azxkaHi gBHIIa, 110 Bif3HaYalOTLCS IIPKU 3aCTOCyBaHHI KpecTopy, 3a3Buyaii JieTKi Ta TUM4acoBi. ¥
KOHTPOJIbOBaHUX KJTIHIYHUX JOCHIiAKEeHHIX MeHIIe 4% MallieHTiB, AKi 3acTocoByBanu Kpectop,
BUUIINY i3 JOCTiOXKEeHHS yepe3 HeOaxaHi peakiil.

[Tepenik moGiYHKWX peakIliii Y BUTIAMi TabIuli

Y HMK4YeHaBefeHiN TabuIl IpencTaBneHo npodink HebaxkaHUX peakiliii Ha po3yBacTaTHUH 3a
NaHUMHU KJTiHIYHUX OOCIigKeHb Ta BEJIMKOT0 NOCBiMy Mic/sipeecTpalifHoOro 3acTocyBaHHsa. HebaxaHi
peaxirii KnacugpikoBaHO 3a YaCTOTO Ta CUCTeMHO-opranHuMU Knacamu (COK).

3a yacToTor0 HebaxaHi peakiril po3nomineni TakuM yuHOM: dacTi (Big =1/100 mo <1/10), HeyacTi (Big
>1/1000 mo <1/100), pimki (Bim =1/10000 mo <1/1000), oyxe pinki (<1/10 000), HeBimoMoi YacTOTH
(HeMOXKJIMBO OIIiHUTH 3a HaSIBHUMHU JaHUMH).

Tabmuisa 3

[To6iyHi peaxiiii 3a JaHUMU KJTiIHIYHUX [OCHIXKEHb Ta JOCBiAy

MiCNISIPEeECTPALiiHOr0 3aCTOCYBaHHS

CucTeMHO-OpraHHUAN . . N N HacToTa HeBimoMa
YacTi HegacTi Pigxi [lyxe pigki
KJiac
3 60Ky Kpoai ma TpoMOOIIUTO-TIeHIST
1impamuyHol
cucmemu
3 6oKy imMyHHOI Peaxii
cucmemu rinep4yyTiIu-BOCTi, B
TOMY YHCIIi
QHTiIOHEBPO-TUYHUN
HaOpsK
FHOOKpUHHI po3aadu |LlykpoBuii
miaGet’
ITcuxiuHi po3aadu [lenpecia
3 6oky Hepsosoi ["onoBHUIH 0ifb, [TomnineBpo-naris, [[lepudepruana
cucmemu 3aI1aMOpO-4YeHH BTpaTa ITaM’'sAITi  |[HeBpomarTis,
pPO37any CHY (B TOMY
quCyi 6e3COHHS Ta
HiYHI KOIIMapu)
3 60Ky opeaHis Karens, 3apuinka
OuxaHHA, epyOHOT
KAimku ma
cepedocmiHHA
3 6oKy WaAYHKOBO- 3anop, Hy#OTa, [TanKpeaTUT [iapes
Kuwxoso20 mpakmy |abmomiHamb-HUH
6inb
3 6oky [TigsuiieHHs pPiBHA PKOBTSHUI,
2enamobiniapHoi MeYiHKOBUX remaTuT
cucmemu TpaHcaMiHas3




3 6oky wKipu ma CBepbix, CUHIpOM

niowkipHoi BHCHII, CtiBeHca-]I>K0HCOHA

KAIMKOBUHU KPOIIUB'THKa

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

MyCKy/iamypu ma 41CIIi MiO3UT), CYXOXKHUJIb, IHKOJIX

CNo/yYyHOI MKAHUHU paboomionis, yCKIIagHeHi
BOBYAKO-ITOMIOHUH [PO3pPUBAMH,
CUHIPOM, PO3PUB iMyHOOIIOCe-peJKOBaHa
M’ 131B HEKpPOTU3YI0-4a

|mionmaTia

3 60Ky HUPOK Mma CemaTypis

ceuosulinbHOl

cucmemu

3 6oky iHeKoMacTis

[penpodykmusHoi

cucmemu ma

MO/104YHUX 30103

3azanvHi po3aadu ma |Acteris Habpsik

cman micysa

BBeOeHHA

' YacToTa 3aneXuTh Bifi HAABHOCTI GaKTOPiB pU3KKY (PiBEHL TIOKO3X HaTIe =5,6 MMomb/1, IMT
>30 Kr/M’°, migBHUINEH] PiBHI TPUIIIiLePU/iB, apTepialbHa rinepTeHsis B aHaMHesi).

4K i npu 3actocyBaHHi iHmuXx iHribiTopiB 'MI-K0A, yacTtoTa HebaXaHUX peaklliii Ma€ TeHAEHIIiI0
3anexaTy BiJl MO3H.

Bnaue Ha HUpkKu

[TpoTeinypis, BUsIBIEHa V¥ Pe3yJIbTaTi aHali3y 3a TeCT-CMyKKaMHU Ta IlepeBakHO KaHaIbIIeBOTO
IIOXOMIKEeHHSI, CIIOCTepiranacs y nali€eHTiB, gKi 3acTocoByBanu Kpectop. 3MiHY BMicTy 0inka y cedi
Bim Hyns abo ciimiB Mo 3HaYeHHs a0o Oinblre crocTepiranucs y <1% malieHTiB mepioguyHo B X0Mi
3aCTOCYBaHHSA JTiKapcbKoro 3acoby B go3ax 10 ta 20 mr i y npubnusuo y 3% - npu go3si 40 mr.
HeBenuke 306inbIIIeHHS YaCTOTH 3MiHM BMICTY Bif HYJIs a00 CITifiB M0 3HAUYEHHS CIIOCTEPIraaucs mpu
no3i 20 mr. B 6inbInocTi BUunaaKiB npoTeiHypisi 3MeHIIyBanacs abo 3HKMKala CIIOHTAaHHO IIPH
IIPOMOBXKEHHI Teparllii. 3a JaHUMM KITiHIYHUX [OCTigXKEeHb Ta TOCTMAPKETUHTOBUX CIIOCTEPEKEHDb Ha
CbOTOIHI He BUSIBIIEHO IPUUYMHHO-HACIIAKOBOI0 3B'I3KYy MiX IIPOTEIHypi€to Ta rocTpuM abo
IIPOrPEeCyYUM 3aXBOPIOBaHHSAM HUPOK.

Ha ¢oni 3acTocyBaHHS niKapchKoro 3aco0y KpecTop Big3HaueHO BUIIAAKKU reMaTypil; 3a JaHUMU
KJTIHIYHUX [OCTigXEeHb YacToTa 11 Maa.

Bnaue Ha CKe/semHy mMyckKyaamypy

YpaxeHHS CKeJIeTHOI MyCKy/IaTypH, Taki K Mianris, MionaTis (B ToMy 4uCJIi MiO3UT), Ta 3pigKa
pabmomiosi3 i3 ToCTPO0 HUPKOBOIO HENOCTATHICTIO yu 6e3 Hel Oy/u Bi3HaueHi npu 3aCTOCYBaHHi
oynmp-sikux 0o3 Kpecrtopy, oco6muBo mpu mo3ax > 20 Mr.

Y nanieHTiB, sgKi IpuiiMany po3yBacTaTUH, CIOCTEpIranocs go3o3anexkHe 3pocTaHHus piBHiB KK; B
OinbIIoCTi BUMaKiB siButile 6yno cnabkuM, aCUMIOTOMAaTUYHUM Ta TUMYacoBuM. fAkiro piBai KK
nigBuineHi (>5 pasiB Buiile BMH), nmikyBaHHS CJTiff TPUIUHUTH (OUB. po3ain «OcobnuBoCTi
3aCTOCYBaHHS»).

Bnaue Ha neyiHky

4K i mpu 3acTocyBaHHi iHmux iHribitopie 'MI'-KoA-penyKTa3u, y HeBeIHUKOI KiTbKOCTI MAIli€eHTiB, sKi



IpuiManu po3yBacTaTHH, Bil3HaYanocs fo303aexkHe 301/IbIIeHHS PiBHA TpaHCaMiHas3; y Oi/bInocTi
BUNIAOKIB siBUILE OYJI0 CTa0KUM, aCUMIITOMAaTUYHUM Ta TUMYaCOBUM.

Ha ¢omni 3acTocyBaHHS OedKUX CTaTUHIB Bif3HayYanucs Taki HebakaHi SABUINA:
Po3snap ctateBoi pyHKIIiI.

OkpeMi BUTIagK¥ iHTEPCTHUIiaIbHOI XBOPOOU JiereHb, 0COOIMBO NIPX TPHBAJIOMY 3aCTOCYBaHHi (IUB.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

YacToTa noBifoMiIeHb IIpo pabmomiosi3, cepiio3Hi mopyeHHs 3 00Ky HUPOK Ta MeYiHKM (ITepeBaXkHO
IiABUIIEHHS aKTUBHOCTI IeUYiHKOBUX TpaHcaMiHa3) OilbIlla TP 3aCTOCYBaHHi JTiKapChKOro 3aco0y B
no3i 40 mr.

Himu

[TinBuieHHs piBHS KpeaTuHKiHa3u >10 pagis Buie BMH Ta cumntomu 3 60Ky M’s3iB micis
¢bisuyHOrO HaBaHTaXXeHHs a0o migBuUIEeHOI Pi3UYHOI aKTUBHOCTI CIIOCTepPiraaucs 4acTime y 52-
TUXKHEBOMY KJIIHIYHOMY AOCIIIIXKEeHH] 3a y4acTIO AiTel Ta MiAJiTKiB OPIBHSHO i3 JOPOCIUMU (OUB.
po3gin «OcobnuBoCTi 3acTocyBaHHS»). [IpoTe mpodink 6e3meky po3yBacTaTUHY y AiTeW Ta MigTiTKiB
OyB OiOHUM 10 TAKOTO Y JOPOCIHX.

[ToBimomeHHs PO Mimo3poBaHi Mo6iYHI peakirii

BaxXnuBo mOBiOMIISITH IIPO Mif03pIoBaHi Mo0iYHi peakilil y micnspeecTpauiiHui mepion
3aCTOCYBaHHS JiKapcbkoro 3acoby. Lle mae 3mory 3piticHioBaTH 6e31nepepBHUN MOHITOPUHT
CIiBBiHOIIEHHS KOPUCThL/PU3UK 3aCTOCYBAHHS JIiKapchKoro 3acoby. CrenianicTy y raaysi 0XOpoHU
3M0pOB’st 3000B’sA3aHi MOBIIOMIATY PO OYOb-sKi BUIIAAKU IiJ03PI0OBaHKX MOOIYHUX peakiliii yepe3
Hal[lOHaJILHY CUCTEMY 3BITHOCTI.

Tepmin npudamuocmi.

3 POKH.

YmMmoBH 30epiranns.

30epiratu y HegocTymHoMy muisi miTei micii. 36epiratu mpu TemmnepaTypi He Buiie 30 °C.

YnakosBka.

[To 14 TtabneTok y 6micTepi, 1o 2 6icTepy B KapTOHHIN KOopoO1ii (gnsa TabneTok mo 5 mr, 10
Mmr ta 20 Mr); 1o 7 TabmeTok y GiicTepi, o 4 GyicTepu B KapTOHHiM Kopoobui (st TabneTok
mo 40 mr).



Kareropis Bigmycky.

3a penenToM.

BupoOHUK.

Actpa3eHneka FOK JlimiTe.

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca Miclsi MPoBagKeHHsI HOT0 Tis/IbHOCTI.

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



