BpaxoByroun 0co0JIMBOCTI 3aKOHOAABCTBA 3 PEECTPAIIii TIKAPChKHUX 3ac001B B YKpaiHi, 3aTBEpHKECHI
MiHiCTepCTBOM OXOPOHH 310pOB’sl YKpaiHU IHCTPYKLII U1 METUYHOTO 3aCTOCYBaHHS JIKAPChKUX
3ac00i1B, 3apeeCcTPOBaHUX B YKpaiHi, MOXKYTb JEIIO BIIPI3HATHUCS BiJl YUHHUX IHCTPYKIIH 10
3aCTOCYBaHHS JIIKAPCHKUX 3ac00iB, 3apeecTpoBanmx B €C.

Sxuro Bam crano BigoMo po BUHUKHEHHS TOOIYHOI peakilii y Bac abo 61m3bKoi Mo 1uHu, a0o mpo
BHITQJIOK BIJICYTHOCTI e€()eKTy Bij Oyab-sIKOTO 3 MPOAYKTIB KoMIaHii Actpa3eHeka, Oy/ib jJacka,
nosizomre 1po e 10 TOB «Actpa3eneka Ykpainay y 0uH 13 HaBeJeHUX HUXK4Ye croco0iB. e
MOKJTMBO 3/iiicHATH 32 TenedoHomM: +38 050 382 99 89 abo eneKTPOHHOO MOIITO
PatientSafety.Ukraine(@astrazeneca.com Takosx, BU MOXETE TIOBIJOMHUTH HaM JlaHy iH(dOopMaIlito 3a
nocwitanHsaM: https://contactazmedical.astrazeneca.com/content/astrazeneca-
champion/ua/uk/ampform.html (BuGepiTh MOBY Ta OMIli}0- ITOBIJOMHUTH PO MOOIYHY PEAKITIIO»).

In reliance on the effective medicines’ authorization legislation in Ukraine, the instructions for
medical use approved by the Ministry of Health of Ukraine for the authorized medicines might be
partially different from the valid instructions for medical use of medicines authorized in the EU.

If you or your relative have experienced an adverse reaction or absence of the effect on any of
AstraZeneca's products, please notify AstraZeneca Ukraine LLC in one of the following ways. This is
possible by phone: +38 050 382 99 89 or by e-mail PatientSafety.Ukraine@astrazeneca.com Also, you
can tell us this information at: https://contactazmedical.astrazeneca.com/content/astrazeneca -
champion/en/en/amp-form.html

(select a language and an option "report an adverse reaction").

3ATBEP/IKEHO

Haxa3 MinicrepcTBa 0XopoHn
310poB’st YKpainu

05.05.2020 Ne 1040
PeecTpaniiine nocBigueHHs

Ne UA/3772/01/01
Ne UA/3772/01/02
Ne UA/3772/01/03
Ne UA/3772/01/04

IHCTPYKIIA

JJIS1 MEIUYHOT0 32CTOCYBAHHA JTiKapPCHhKOIo 3aco0y
KPECTOP
(CRESTOR®)

Cknao:

Jioya peuosuHa: po3yBacTaTHH;

1 TabneTka, BKpUTa IJIIBKOBOIO 00OJIOHKOIO, MicTUTh 5 Mr, 10 mr, 20 mr a6o 40 Mr po3yBacTaTHHY y
Bursi 5,20 mr, 10,40 mr, 20,80 mr a6o 41,60 Mr po3yBacTaTUHY KalblIiio;

O00NOMIdICHI peyoguHu: JAKTO3a, MOHOTIAPAT; IIENI0JI03a MIKPOKpUCTalliyHa, Kajblio ¢docdart,
KpOCTIOBIJIOH, MarHit0 cTeapar; IUTIBKOBa OOOJIOHKA: JIAKTO3a, MOHOTIApAT; TiIpOoMeno3a, TIIepo
Tpuaterart, Tutany niokcup (E 171),

JUTSE TAOJIETOK TI0 5 MT — 3amiza okcus koBTHil (E 172);

11t Tabserok o 10 mr, 20 mr, 40 Mr — 3ammiza okcua yepBonuit (E 172).

Jlikapcbka ¢opma. TabieTku, BKpUTI ITIBKOBOIO 000JIOHKOIO.

OcHogHi izuKxo-XiMiuHi enacmugocmi.

mabiemxku no 5 Me — }OBTa, BKPUTA TUTIBKOBOIO O0OJIOHKOIO, KPyTJiia, JBOOIYKJIA, MPUOIH3HO 7 MM
(miameTp), BUTpaBitOBaHa Ta0JIeTKa; HA TUIOBOMY Ootri “ZD4522 5, Ha 3BOpoTHOMY 00I1i HIYOTO;
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mabremxu no 10 me — pokeBa, BKpUTA TUTIBKOBOIO 000JIOHKOIO, KPYyTJia, TBOOIYKJIA, MPUOIU3HO 7 MM
(miameTp), BUTpaBitOBaHa Ta0JIeTKa; HA TUIOBOMY Ootri “ZD4522 107, Ha 3BOpoTHOMY 00111 HIYOTO;
mabnemku no 20 me — pokeBa, BKpUTA IUTIBKOBOIO OOOJIOHKOIO, KpyIJa, JBOOIYKJIA, MPHOIM3HO
9,1 MM (zmiamerp), BUTpaBitoBaHa TabJeTKa; Ha JUIBOBOMY Oori “ZD4522 20, Ha 3BOpoTHOMY OOIIi
HIYOTO;

mabaemku no 40 me — poxkeBa, BKPHUTA IUIIBKOBOIO OOOJOHKOK, OBalbHA, JIBOOIMYKJA, MPUOIH3HO
11,5x7,1 MM (nOBXXMHA X IIMpPWHA), BUTPaBifOBaHa TaOJIeTKa; Ha JIMIIbOBOMY Oomi “ZD4522”, Ha
3BOpOTHOMY Ootri “40”.

dapmakoTepaneBTHYHA rpyna. ['inominigemiuni 3acoou. [ariditopu I'MI'-KoA-penykrasu.
Koxg ATX C10A AO07.

Dapmakonoziuni eracmueocmi.

Dapmaroouramixa.

Mexanizm 0ii

PosyBacTatun — 1e cenekTuBHUN Ta KOHKypeHTHu# iHriditop I'MI-KoA-penykrasu, dbepmenty, 1o
o0OMeXye IMIBUAKICTh peakIiii Ta TMepeTBOPIO€ 3-TiAPOKCH-3-METHIATIyTapuil KopepMeHT A Ha
MeBaJOHAT, MOMEpPeIHUK XolecTepuHy. OCHOBHUM MicleM Jii po3yBacTaTHHy € IE4YiHKa, OpraH-
MIIIICHB JIJIsl 3SMEHIIICHHS PIBHIB XOJICCTCPUHY.

PozyBactatun 36inbirye kigbkicts peuenrtopis JIITHII Ha moBepxHi KIITHH MEYiHKU, MOCUIIOIOYU
3axoruieHHss Ta katabomizm JIITHIL, Ta mpuraiuye newinkoBuit cuate3 JIIIJHIL, Takum guHOM,
3MEHIIYIOYHU 3araibHy KibKicTh yactunok JITIJIHII] Ta JITTHILI.

DapmakoOuHamiuHa 0is
Kpectop 3HmKye minBumeHui piBerb xosectepuny JIITHIL], 3arameHOTO XOJECTepUHY Ta
TpUrIinepuaiB 1 mijgBuilye piBHi xonectepuny JIIIBIIl. Bin Takoxx 3meHurye piBi amoB, XC-
neJIIIBI, XC-JIHIJHI, TT-JIIIJHI ta migsumye piBerb anoA-I (tabmuus 1). Kpecrop Takox
3menmnye cruiBBigHomeHHs X C-JIITHI/XC-JITIBIL, 3aransnoro XC/XC-JIIIBII, XC-ueJIIIBIL/XC-
JITIBIII Ta amoB/amoA-I.

Tabmums 1

Bianosige Ha 103y y Hali€HTIB 13 NEPBUHHOIO TinepxonecrepunemMieto tumy lla ta IIb
(BiIKOpHUIOBaHa cepeiHs BiICOTKOBA 3MiHa MOPIBHAHO 3 BUXIAHUM PIBHEM)

JHoza N XC- 3arajapHMI XC- T XC- anoB amoA-I
JITIHII XC JITIBII] ueJITIBII]
ITnare60 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTruHMIA €PEKT IOCATAETHCS MPOTATOM | TIDKHS TICIS TOYATKy 3aCTOCYBaHHS JIIKAPCHKOTO
3aco0y, 90 % MakcumanbHOTrO ehekTy — depe3 2 TxkHI. MakcuManbHHUM eeKT 3a3BHuail 10CsIraeTbes
yepes 4 THXKHI Ta TPUBAE HAJIAII.

Kniniuna epexmusnicmo ma 6esnexa

Kpectop edexTuBHUIl y JiKyBaHHI AOPOCIHUX 13 TINEPXOIECTEPUHEMIEIO — 13 TIEPTPUTIIILIEPHIEMIEIO
abo 0e3 Hei — He3aJIe)KHO BiJ pacH, CTaTi Y BiKYy, a TAKOX Yy MAalli€HTIB OCOOJMBUX TPYyH, TaKUX SIK
XBOpI1 Ha IIyKpoBUil A1a0eT a0o Malie€HTy 13 CIMEHHOIO TIepX0JIeCTEPUHEMIELO.

3a 00’eqnanuMu nanumu gociikensb (asu I Kpectop edexkTuBHO 3HMKYBAB PiBHI XOJECTEPUHY Y
OLTBIIOCTI MAIieHTIB 13 TinepxonecrepunemMicro tumy Ila ta IIb (cepenniit mouyarkoBuii piBeHb XC-
JITHI npubnuszao 4,8 MMOIB/T) 10 HUTLOBUX 3HAYCHb, BCTAHOBICHUX BU3HAHUM KEPIBHUIITBOM
€poneiicbkoro ToBapuctBa arepockiiepody (EAS; 1998); npubmuzno y 80 % mnamieHTiB, sKi
npuiiMany mpenapar y n03i 10 Mr, Branocst 10CsIrtd HopMaTuBHUX HiboBUX piBHIB XC-JIITHII] 3a
EAS (<3 mMmounb/i).
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Y BenukoMy AocCHimKeHHI 435 Talli€eHTIB 13 TeTEPO3UTOTHOI CIMEWHOIO TINepXOJIeCTEPUHEMIEIO
npuiimain Kpecrop y no3ax Bix 20 1o 80 Mr 3a cXeMOI0 IOCHIJIEHOTO TUTPYBaHH 103U. CpusTINBUi
BIUTMB JIIKAPCHKOTO 3aco0y Ha MOKAa3HUKH JIMIAIB Ta JOCATHEHHS IUIbOBHX PIBHIB BiJ3HAYaIM MPHU
Bcix no3ax. [licmsa turpyBanHs n0 1000Boi 103u 40 mr (12 TwxkwiB nikyBanHs) XC-JIITHIL] 3au3uBCS
Ha 53 %. Y 33 % nanienriB Oyno nocsruyto HopMmatuBHux piBHiB XC-JIITHII] 3a EAS (<3 MMoub/m).

VY BIIKpUTOMY JOCIHIPKEHHI MMOCUIICHOTO TUTPYBAaHHS 103 BIJIIMOBiIb HA 3aCTOCYBAaHHS JIIKAPCHKOTO
3aco0y Kpectop y no3ax 20—40 mr BuBuanacs y 42 nami€eHTiB (BKJIIOYAIOYH 8 IiTEH) 13 TOMO3UTOTHOIO
ciMeiiHOIO TimepxoyiecTepuHeMieto. Y 3aranbHi momymsmii piBens XC-JIITHIL[ 3HU3uBCS B
cepenHbomy Ha 22 %.

VY KIIHIYHUX AOCTIHKCHHSAX 32 Yy4acTI0O OOMEXKEHOT KUIBKOCTI IMAI€EHTIB CIOCTEpIraBCs aauTHBHHI
edpexT mikapcekoro 3aco0y Kpecrop Ha 3HIKEHHS piBHA TPHUIIILEPHIIB TNPH 3aCTOCYBaHHI Yy
koMOiHaiii 3 perodidbparom ta Ha migBumieHHs piBHiB XC-JITIBIL] nmpu 3acTocyBanHi y KOMOiHAIIi 3
HiaruHOM (AHB. po3ail «OcoOIMBOCTI 3aCTOCYBaAHHS).

Y OGararoneHTpoBOMYy, MOABIHHO CIINOMY, IJIANE00-KOHTPOJIHOBAHOMY KIIIHIYHOMY JOCIIIKEHHI
(METEOR) 984 mnamientu BikoM 45-70 poKiB i3 HH3BKHM PHU3HMKOM IMIEMIYHOI XBOPOOH cepIls
(BU3HaUeHUM SK pusHK 3a Dpaminremcpkoro mkanow <10 % mnporsarom 10 pokiB), cepenHiMm
sHaueHHsM XC-JIITHIL 4,0 mmons/m  (154,5 mr/mn), ane i3 CyOKITIHIYHAM aTepOCKICPO30M
(BU3HAYEHUM 3a 30UIBIICHHSIM TOBIIMHHU KOMIUIEKCY iHTUMa-MeAis conHoi aptepii (TKIMCA)) Oynu
PaHIOMI30BaHi JI0 IBOX IPYI Ta MpUHMaH OJWH pa3 Ha 100y abo 40 Mr po3yBacTraTuHy, abo miamnebo
npotsiroM 2 pokiB. IlopiBHsAHO 13 mianebo po3yBacTaTMH 3HAYHO CIIOBUIHHIOBAB IMPOTPECYBaHHS
makcumanbHoi TKIMCA y 12 Toukax coHHOi aprepii Ha -0,0145 mwm/pik [95 % noBipunii iHTEpBan -
0,0196, -0,0093; p<0,0001]. 3mina mopiBHSIHO 3 BUXiAHMM piBHeM ctaHoBuia -0,0014 mm/pik (-
0,12 %/pix (CTaTUCTUYHO HE3HAUyIIa)) y TPYIi pO3YBACTATHHY TOPIBHSIHO 13 INPOTPECyBaHHSIM
+0,0131 mwm/pix (1,12 %/pix (p<0,0001)) y rpymi mnanedo. IIpsmoi kopendiii Mi>K 3MEHIIEHHSIM
TKIMCA Ta 3HHXKEHHSM pHU3UKY CEpLEBO-CYAMHHUX TOJii MpoaeMOHCTpoBaHO He Oyno. o
nociipkenHs METEOR Oynu 3amydeHi naiieHTH 13 HU3bKUM PU3MKOM 1IIEMIYHOT XBOpOOHU ceplis, sKi
HE € MPEeJCTaBHUKAMU I[ITLOBOI MOMYJISIIT 3aCTOCYBaHHS JiKapchkoro 3acody Kpecrop y mo3i 40 mr.
Jo3y 40 Mr cmiig mpu3HauaTH JIMIIE Malli€eHTaM 13 TSHKKOKO TINEPXOJIECTEPUHEMIEI0 Ta BUCOKUM
PHU3HUKOM CEpPLIEBO-CYJUHHUX PO3JadiB (IuB. po3aii1 «Crnocid 3acTOCyBaHHS Ta J03H»).

B iHTepBeHIIITHOMY TOCTIKEHHI PO3yBAaCTaTUHY 3 METOI0 OOIpYyHTYBaHHs 3aCTOCYBAaHHS CTaTHHIB SIK
3aco0y mnepBuHHOI mnpodinaktuku (JUPITER) BmnmB po3yBacTaTMHY Ha YacTOTy 3HAYHUX
aTePOCKJIEPOTHYHUX CEPLIEBO-CYAMHHUX 3aXBOPIOBaHb oIliHIOBanu y 17 802 yonosikiB (=50 pokiB) Ta
XKIHOK (=60 poKiB).

YyacHUKU IOCHITKEHHS Oylyd BUMAIKOBUM YHWHOM pO3MOJiieHi no rpyn mianedo (n=8901) abo
po3yBactatuHy B 4031 20 Mr onuH pa3 Ha 100y (n=8901) 1 3a HUMM CIOCTEpIralu B CEPEAHbOMY
HPOTSIrOM 2 POKIB.

Konnentpanii xonecrepuny-JIITHI] 3menmmmuce Ha 45 % (p<0,001) y rpym po3yBacTtaTuHy
MOPIBHSHO 3 TPYIIOHO I1aneoo.

VY perpocneKTUBHOMY aHalli3l JaHUX MIATPYNHU MAIlEHTIB BUCOKOIO PU3UKY 13 BUXITHUM 3HAUEHHSM
>20 % 3a dpaminremcbkoro mkanow (1558 yuacHuKIB) criocTepiranocs 3Ha4HE 3HUKEHHSI 4aCTOTH
KOMOIHOBaHO1 KIHIIEBOI TOYKH, 110 OXOIUIIOBaja CMEPTh B CEpLEBO-CYIUMHHHUX MOJIN, THCYJIBT Ta
iH¢papkT Miokapaa (p=0,028), y rpymi po3yBacTaTuHy MOPIBHSAHO 3 Iane0o. AOGCONIOTHE 3HUKEHHS
pu3uky nonii craHoBuio 8,8 BumankiB Ha 1000 mamieHTO-pokiB. Iloka3HUK 3arajbHOI CMEPTHOCTI
JIMIIABCS. He3MIHEHUM Y Wil rpymi Bucokoro pusuky (p=0,193). YV perpocnekTHBHOMY aHali3i JaHUX
HIArPYNU BUCOKOTO pu3uKy (9302 ydacHUKHM 3arajioM) i3 BHUXIJHUM 3Ha4eHHSIM >5 % 3a HIKaIOlo
SCORE (excTpamonboBaHO 3 METOI0 BKJIIOYEHHS JaHWX YYacHUKIB BIKOM TOHaj 65 pOKiB)
crocTepirangocs 3Hauyllle 3HMKEHHS 4acTOTH MOJi KOMOIHOBAHOI KiHIIEBOI TOYKH, L0 OXOIUTIOBAa
CMEpTh BIJ CEpLUEBO-CyIMHHUX WO, IHCYIbT Ta iHdapkT wmiokapaa (p=0,0003), y rpymi
pO3yBacTaTUHY TOPIBHIHO 3 TUIane00. 3HWKEHHsI a0COIIOTHOTO PU3HMKY, BUPAKEHOTO 32 YaCTOTOIO
nofiii, cranoBwio 5,1 Bumaaky Ha 1000 mamienTo-pokiB. Iloka3HUK 3arajabHOI CMEPTHOCTI y ML
MIATPYI BUCOKOTO PU3HKY JMaBcs He3aMiHeHuM (p=0,076).

VY nocnimxenni JUPITER 6,6 % yuyacHuMKiB rpynu npuiiomy posyBacTatunHy Ta 6,2 % y4acHHUKIB
Tpynu IJianedo MPUITUHUAIK 3aCTOCYBAaHHS JTOCHIKYBAHOTO JIIKApCHKOTO 3aco0y uepe3 HebaxaHi
spuima. Haiibinem gacTumu HeOaXaHWUMH SBUIIAMH, [0 TPU3BOIWIN A0 MPUIMHEHHS JiKyBaHHS,
Oymu mianris (0,3 % y rpyni po3dyBacTtatuny, 0,2 % — miane6o), abgominansuuit 61116 (0,03 % y rpymi
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posyBacratuny, 0,02 % — mnane6o) ta Bucun (0,02 % y rpymni posyBacratuny, 0,03 % — miane6o).
Haii6inpim yactumu HeGa)kaHUMHU SBUIIIAMH, IO CIIOCTEPIraIuCs y TPyl po3yBacTaTUHY 13 4aCTOTOIO,
Ou1b1I0I0 200 PIBHOIO BiA3HAYeHiH y rpymi mianebo, Oyiau iHdekii ceuoBux nuiaxis (8,7 % y rpymi
posyBactatuny, 8,6 % — miane6o), Hazohapunrit (7,6 % y rpyni posyBactatuny, 7,2 % — miane6o),
oue y cnuni (7,6 % y rpymi posyBactatuny, 6,9 % — mmane6o) ta wmianria (7,6 % y rpymi
po3yBacTaTuny, 6,6 % — miaiue6o).

Limu

VY moagiifiHO cHimOMy, paHAOMI30BaHOMY, OaraTOLEHTPOBOMY, IUIANE00-KOHTPOJIbOBaHOMY 12-
TH)KHEBOMY JociikeHHl (n=176, 97 yuacHHKIB 40s10Bi40i Ta 79 — *iHOYOI cTaTi) 13 nogaismmm 40-
THXKHEBHUM TiepiogoM (n=173, 96 yuyacHUKIB 40JI0Bi40i Ta 77 — XKIHOYOI CTaTi) BIIKPUTOTO TUTPYBAHHS
1031 po3yBacTatuHy namieHTu BikoM 10—17 pokiB (II-IV craxii po3sutky 3a Tannepom, giBuara, y
SKUX MEHCTpyarii TIodJaiucs IIOHalMeHme 1 pik TOMy) 13 TeTEpPO3UTOTHOI CIMEHHOIO
rinepXxoyIeCTepUHEMIEI0 MPOTATOM 12 THXKHIB OTpUMYBAJIM pO3yBacTaTuH y 1031 5, 10 abo 20 mr/noly
abo muanebo, micas 4yoro BCl YYaCHUKHU IIOAHA MpuiiManu pozyBactaTHH mpotrsarom 40 twxHiB. Ha
noyarky gocmipkenHs npuomusHo 30 % mnarmientiB Oynmu BikoMm 10-13 pokiB ta mpubmmsno 17 %,
18 %, 40 % T1a 25 % 13 nHux 3naxoaunuck Ha IL, 111, IV ta V cranii po3BuTky 3a TaHHEpOM BiAIOBIAHO.
Pisenp XC-JIITHIL 3menmmBes Ha 38,3 %, 44,6 % Ta 50,0 % BiamoBigHO y Tpymax HOpHiOMY
posyBactaTtuHy B 1031 5, 10 ta 20 Mr nopiBHaAHO 13 0,7 % y rpyni miane6o.

Hanpukinmi 40-THXKHEBOTO MEPioay BIIKPUTOTO TUTPYBAHHS O3H UIS JOCSTHEHHS IJTOBOTO PiBHS
(MakcumanbpHa go3a craHomia 20 mMr oauH pa3 Ha 100y) y 70 3 173 mamientis (40,5 %) Bnanocs
nocsarty mutkoBoro piBas X C-JITTHIL menmre 2,8 MMOIIB/I1.

[Ticast 52 THXKHIB JOCTIAKYBAHOTO JIIKYBaHHS HE OyJI0 BUSBIECHO >KOJHOTO BIUIMBY Ha picT, macy, IMT
abo crareBe nmo3piBaHHs (AuB. po3ain «OcobmuBocTi 3acTocyBaHHs»). Lle mocmimkenus (n=176) ne
MPUAHATHE JUTsI OPIBHIHHS PIAKUX HEOAKaHUX SBHIIL.

PozyBacTaTiH TakoX BUBYAIH Yy 2-pIYHOMY BIIKPHUTOMY JTOCIIKEHHI 13 ITBOBOIO THTPALIEIO TO3H Y
198 niTell 3 TeTEpO3UTOTHOIO CIMEHHOIO TinepxojecTepuHeMiero y Biui Bix 6 1o 17 pokiB (88
YYaCHHKIB 40JI0B140i cTaTi Ta 110 — skiHOUO1 cTaTi, ctamis po3BuTKy 3a Tannepom <II-V). [TouaTkoBa
J103a JI71s BCiX MAIli€HTIB CTAHOBUJIA 5 MT po3yBacTaTUHY OAMH pa3 Ha 100y. [lamienTam BikoM Bix 6 110
9 pokiB (n = 64) 103y TUTpYBaJIN A0 MaKCUMaJbHOI 1031 10 Mr ouH pa3 Ha 400y, a MalieHTaM BIKOM
Bix 10 1o 17 pokiB (n = 134) — no makcumanbHoi 1031 20 MT OJIUH pa3 Ha 100Y.

[Ticnst 24 micsAuiB JIIKyBaHHS pO3yBacTaTHHOM CEpEeIHE 3HWKEHHs B1J BUXIAHOro 3HaueHHs XC-
JIITHII, Bu3HaueHe 3a METOAOM HaWMEHIIMX KBaApaTiB, cTaHOBWIO -43 % (BUXIAHMI pIBEHB:
236 mr/mn, wmicsup 24: 133 mr/mn). JIns kokHOT BIKOBOI TPYNH CEPEeIHE 3HMKEHHS BiJl BUXITHOTO
3HaueHHs1 XC-JIITHII, Bu3HaueHe 3a METOJOM HaWMEHIINX KBaJApaTiB, CTAHOBHIO -43 % (BUX1THUIA
piBeHb: 234 mr/on, micaup 24: 124 mr/nn), -45 % (BuxiaHuii piBeHs: 234 mr/mi, micsus 24: 124 mr/an)
Ta -35 % (BuxinHuit piBens: 241 mr/mn, micsus 24: 153 mr/mn) y BikoBux rpynax Bix 6 go <10, Bix 10
1o <14 1 Bix 14 no <18 pokiB BiAMOBIIHO.

PesynbraToM 3acTocyBaHHS po3yBacTaTuHy y jAo3ax 5 mr, 10 mr i 20 Mr takox OyjiM CTaTUCTHYHO
3HAYYIIl CEepeH] 3MIHU y MOPIBHSAHHI 3 BUX1AHUMHU [MOKAa3HUKaMH TaKMX BTOPUHHUX 3MIHHUX BEJIMYHH
mimigie 1 nminompoteiniB: XC-JIIIBI, 3arameuuit XC, XC-ueJIIIBI], XC-JITHIL/XC-JIIBII,
saranpHI XC/XC-JITIBL, TT/XC-JINIBIL, XC-neJIIIBLL/XC-JITIBIL, anmoB, amoB/anoA-1. Koxxna
3 LUX 3MiH J€MOHCTpYBaJa NOJIMIIEHH JIMiIHUX peakwii 1 30epiranacs IpoTaroM 2 poKis.

[Ticnst 24 micsAuiB JIIKyBaHHS ’KOJHOTO BIUIMBY Ha picT, Macy Tina, IMT abo crareBe no3piBaHHs
BUSIBJICHO HE OyIo (IuB. po3ain «OcobIMBOCTI 3aCTOCYBAHHS).

Y panaoMi30BaHOMY, MOJBIHHOMY CIINOMY, IJ1al[e00-KOHTPOJIbOBAaHOMY, O0araToleHTPOBOMY,
HepexpecHOMy JOCIHIPKEHHI BUBYAIM PO3yBacTaTuUH y 7031 20 MI oJuH pa3 Ha 100y y MOPIBHSAHHI 3
miane6o 3a ydactio 14 mgitedt Ta mimmiTKIB (BiIKOM Bif 6 10 17 poKiB) 3 TOMO3UTOTHOIO CIMEHHOIO
rinepxonectepuHeMiero. JloCmiKEeHHS BKIIOYANO AaKTHUBHY 4-THKHEBY MiAToToBYy (azy 3
JOTPUMAHHSAM JIETH, TiJl Yac SKOI MAIli€HTIB JIKyBaJld PO3yBacTaTHHOM Yy 1031 10 Mr, mepexpecHy
¢a3zy, mo ckiaganacs 3 6-THKHEBOTO MEPioy JTIKyBaHHS pO3yBacCTaTMHOM B 71031 20 MT 13 monepenHim
a00 ToMaNbIIUM O-THXKHEBUM JIIKYBaHHSIM IIIane0o, Ta 12-TwKHEBY HiATpuMyody ¢a3zy, MpoTsIroMm
AKOi Bcl mauieHTH oTpuMmyBanu 20 Mr posyBacTatuny. llamieHTn, ski nepeOyBaiM Ha Teparii
eseTumiOoOM abo adepe3oMm, TMPOAOBKYBaIM OTPUMYBATH 1€ JIKYBAaHHS MPOTITOM YyChOTO
JIOCIHIJOKEHHS.
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Cratuctuuno 3Hauyme (p=0,005) 3umxenns piBaa XC-JIITHOL (22,3 %; 85,4 mr/mn, abo
2,2 MMOJIB/JT) cTIOCTEpiranu uepe3 6 THXKHIB JTIKYBaHHS PO3YBaCTaTUHOM Y 11031 20 MI y MOpiBHSHHI 3
iane6o. CrnocTepiranocsi CTaTUCTUYHO 3HauyIle 3HkeHHs 3aranpHoro XC (20,1 %, p=0,003), XC-
ueJITIBI] (22,9 %, p=0,003) i anoB (17,1 %, p=0,024). Takox cnocrepiranocs 3HWKeHHS piBHIB T,
XC-JIITHIY/XC-JIBIL, 3arampaoro XC/XC-JIIIBIL, XC-ueJIIIBIL/XC-JIIIBI Ta amoB/amoA-I
micyis 6 THOKHIB JTIKYBaHHSI pO3yBacTaTHHOM y 71031 20 Mr y HOpiBHSAHHI 3 11ane00. 3HIKEHHS piBHS
XC-JITTHI ugepe3 6 TWKHIB JIIKYBaHHS pO3yBacTaTWUHOM Y 1031 20 M 3 HACTYNMHHMH O THXHIMU
JiKyBaHHA ane6o 30epirangocst mpotsaroMm 12 THkHIB Oe3nepepBHOI Tepamii. Y OIHOrO TMalieHTa
cnocrepiranocs noxaaneine 3HMWKeHHs piBHa XC-JIITHIL (8,0 %), 3aramenoro XC (6,7 %) i XC-
ueJIIIBI] (7,4 %) micnst 6 THXKHIB JIIKyBaHHS 3 TUTPYBaHHAM 1034 10 40 mr.

[Tix yac mpoIOBXKEHHS BIAKPUTOTO JIIKYBaHHS PO3yBacTaTHHOM y 11031 20 Mr y 9 3 nux mami€HriB a0
90 TrmxHiB 3HMWKeHHS piBHA X C-JIITHIL] 30epiranocs B Mexax Bin -12,1 % mo -21,3 %.

VY BIAKPUTOMY JOCIIIKEHHI MOCHICHOTO THTPYBAaHHS /103 y 7 OLUIHIOBaHUX AiTed 1 mimmiTKiB (y Billi
Bimt 8 10 17 pokiB) 3 TOMO3UTOTHOI CIMEHHOIO TiNEpXOJeCTEpUHEMIE0 (AMB. BHUIIE) BiICOTOK
samkerHa piBas XC-JIITHI (21,0 %), 3aramsHoro XC (19,2 %) ta XC-meJIIIBIL (21,0 %) Bin
BUXIJIHOTO PIBHS Micis 6 TWXKHIB JIIKyBaHHS pPO3yBacTaTWUHOM B 1031 20 MT BigNOBiAaB TOMY, IIO
CIIOCTEpIrajocss y BHILIE3raJlaHOMy JOCT/DKEHHI y JiTed Ta MiUTTKIB 3 TOMO3HTOTHOIO CIMEWHOIO
TiIepX0JIECTEPUHEMIEIO.

€BpoIIeiiChbKe areHTCTBO 3 JIKApChKUX 3ac00iB BIIMOBMIIOCS Bil 3000B’SI3aHHS HAa/laBaTH Pe3yJIbTaTH
JIOCTPKeHb ~ pO3yBacTaTWHY y  BCIX  MIArpymax  JiTell 3  TOMO3HIOTHOIO  CIMEHHOIO
rinepXxoyieCTepUHEMi€I0, TIEPBUHHOI0O KOMOIHOBaHOIO  (3MIIIAHOK) AMCIIMigeMiero Ta  JUis
npo(diIaKTUKKU TOPYIIEHb 3 00Ky CepleBO-CYyIMHHOI cucTeMH (IuB. po3ain «Crocid 3acTocyBaHHS Ta
JIO3W» ISl OTPUMaHHs iH(GOpMAITii 010 3aCTOCYBAHHS JIITSAM).

Dapmaxokinemuxa.

Bcmoxmyeanns

MakcruMasnabHa KOHILIEHTpAllisl pO3yBAacTaTUHY y IJIa3Ml AOCATA€Tbes MPUOIN3HO Yepe3 S5 roJIuH Mmicis
NEepOPAILHOTO 3acTOCyBaHHs. AOCOMIOTHA 610JOCTYIHICTh CTAHOBUTH MPHOIU3HO 20 %.

Posnoodin

Po3yBacTaTMH 3HauYHUM YHMHOM 3aXOIUIIOETHCS IEUIHKOIO, $Ka € OCHOBHHUM MICIEM CHHTE3y
xonectepuny Ta kiipency XC-JIITHIL. O6’em posnoauty po3yBacTaTHHY CTaHOBUTH HMPHOIM3HO
134 1. bausbko 90 % po3yBacTaTUHY 3B’ SI3Y€ThCS 3 OUIKaMHU IJIa3MU KPOBI, IEPEBAYKHO 3 AIbOYMIHOM.
Memabonizm

Po3yBactatun 3a3Hae He3HauHOro Metabomnizmy (mpubiausHo 10 %). HdocmikeHHs MeTalomi3My in
Vitro 13 BUKOPUCTaHHSIM IeNaTOLUTIB JIOAUHU CBIIYATh, 110 PO3YBACTaTHH € CIa0KUM cyOcTpaToM AJis
MeTabo113My Ha 0CcHOBI (hepMmeHTiB iuToxpomy P450. OcHoBHuM 3anisHuM i3odpepmentom € CYP2C9,
Jemo MeHuy poib Biairpaiots 2C19, 3A4 ta 2D6. OcHOBHMMM BH3HauY€HUMHU MeTadoiiTamu € N-
JIECMETHJIOBUM Ta JIaKTOHOBUI MeTabousitu. N-gecMeTui-meradbomit npubiuzno Ha 50 % MeHII
aKTUBHUH, HIK pO3yBacTaTHH, JIAKTOHOBUII METa0OJIT BBAXKAEThCS KIIHIYHO HeakTHBHUM. Ha
posyBacTatuH npunajae o6inbiie 90 % akTUBHOCTI HUpPKYyIror04oro inridiropa I'MI'-KoA-penykrasu.
Buseoenns

[Tpu6simzno 90 % n03u po3yBacTaTUHy BUBOJIUTHCS Y HE3MIHEHOMY CTaHi 3 KajoM (pa3oM BCMOKTaHa
Ta HEBCMOKTaHA Jif0Ya PEYOBHHA), peIITa BUBOAUTHCA 13 ceueto. [IpubmmszHo 5 % BUBOAUTHECS 13
cedero y He3MiHeHid ¢opwmi. [lepion HamiBBUBEIEHHS 13 TUIa3MHU CTAHOBHUTH MpUOIHU3HO 19 ToauH 1 He
30UTBITYETHCS TIPHU MiABHUINECHH] 103U, CepelHeE TeOMETPUYHE 3HAUCHHS KIIIPEHCY JIKapChKOTO 3aco0y
13 TUIa3MM KpOBi cTaHOBUTH Mpubau3Ho 50 si/rog (koedimient Bapiauii — 21,7 %). Sk 1 mono iHmMX
1Hr16iTopiB 'MI'-KOA penykrasu, mediHKOBE 3aXOIUVICHHS PO3yBAacCTaTHHY BiOYyBaeTbCS 3a ydYacTIO
memOpanHoro tpaHcrnoprepa OATP-C, saxuif Bimirpae BaXJIUBY pojb B TMEYIHKOBIN emiMiHaIll
PO3yBacTaTUHY.

Jlunitinicmo

CuctemMHa €KCIIO3WINSl PO3YBACTaTHHY 30UIBIIYEThCS TporopiiiiHo no3i. [Ipu GararopazoBomy
II0ICHHOMY 3aCTOCYBaHHI napaMeTpu (GapMaKOKIHETUKH HE 3MIHIOIOTHCS.

Ocobausi epynu nayicnmis

Bix ma cmamy
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He cmocrepiramocss KIHIYHOTO 3HAYymIOrO BIUIMBY BIKy a0o craTi Ha (¢apMaKOKIHETHKY
po3yBacTaTuHy y jaopociux. Excnosuiis po3yBacTaTuHy y AiTE€H Ta MiJUTTKIB i3 T€T€PO3UTOTHOIO
CIMEHMHOIO TiNepxojiecTepruHeMielo Oyna moaiOHO ab0 HWXKYOK, HDK y JOPOCIHX IAIEHTIB 3
muciimiieMiero (uB. po3ai «litu»).

Paca

Jocnimxenns (papMakOKiHETHKH BUSBWIIM, IO Y MAIiEHTIB MOHTOJIOINHOI pacH (SMOHILIB, KUTAMIIIB,
¢ininminmiB, B’ eTHaMIIiB Ta KopeiiiB) MeaianHi 3HaueHHsI AUC Ta Cmax MPUOIH3HO BIBIYI BUII, HIXK
y eBpomneinis; y inaiiniB Mmeaianni 3HaueHHSI AUC Ta Cmax miaBHIIEH] Tpubau3HO B 1,3 pasa. Ananis
NOMYJIAMiNHOT  (papMaKOKIHETUKM HE BHSIBUB KIIHIYHO 3HAUYIIOl PI3HUII MK Mali€eHTaMH
€BPOMEOITHOL Ta HETPOITHOI pac.

THopywenns ¢hynxyii Hupok

Y nmochimKeHHI y MAali€eHTiB i3 PI3HUM CTYNEHEM MOPYIIeHHS (YHKIT HUPOK 3MiH IUIa3MOBHUX
KOHIIEHTpaIlii po3yBacTaTuHy ab0o N-JIecMeTHI-MeTabodiTy y oci0 31 CIa0KOo Yd TMOMIPHOIO
HEJIOCTATHICTIO BII3HAYEHO HE 0yJ10. Y MaIi€HTIB 13 TSHKKUMU MOPYIIEHHAMHU (PYHKITT HUPOK (KIipeHC
kpeatuHiny <30 MJI/XB) MmIa3MOBi KOHIIEHTpallii po3yBacTaTuHy Oynu B 3 pasu, a piBHI N-mecmerni-
MeTabomiTy B 9 pa3iB BUIIUMHU, HIXK Y 3I0pOBUX T0OpPOBOJIBIIIB. PiIBHOBaXKHI MJIa3MOBI KOHIIEHTpAIlii
pO3yBacTaTUHYy y MAIli€HTIB, sKi MepeOyBalOTh Ha TeMomiamisi, Oynu npubauzno Ha 50 % BUIIUMHU,
HIX Y 3J0POBUX JOOPOBOJIBIIIB.

Topywenns ¢hynukyii neuinku

VY nocnikeHH1 XBOPHX 13 PI3HUMU CTYINEHSMU MOPYLICHHS MEYiHKOBUX (DYHKIIM O3HAK MiJBUIICHOI
eKCIOo3HIIii po3yBacTaTuHy He OyJi0 BUSIBJICHO Y MAIli€HTIB, CTAH SKUX OLIHIOBaBCA y 7 ab0 MeHIe
OaniB 3a mkanow Yainna — [T’r0. OnHak y 1BOX Malli€HTiB, siki HaOpanu § Ta 9 3a mkanoro Yainaa —
IT’r0, cucremHa ekcrio3uilisi Oyna MoHaMEHIe B/IBIYl BHINA, HIXK y MAIIEHTIB 13 MEHIIUMHU Oanamu.
JlocBin 3acTOoCcyBaHHSI pO3yBacCTaTHHY MalliEHTaM, CTaH SKUX OILIHIOEThCA y Ounblie HiX 9 OamiB 3a
mikanoro Yaiinma — [1'1o, BiCyTHIMN.

T'enemuunuii nonimopghizm

Poznoain inri6itopis 'MI'-KoA-peaykrasu, B TOMy 4HCIl pO3yBacTaTUHY, BIAOYBAETHCS 32 y4acTIO
tpancnoptHux OutkiB OATP1B1 ta BCRP, mo kxoaytorscs remamu SLCOIB1 (OATPIB1) Ta
ABCG2 (BCRP). IleBni Bapiantu nmx reHiB, Taki sk SLCOIB1 ¢.521CC ta ABCG2 c.421AA,
MOB’si3aH1 BIAMOBIAHO 3 mpuOmmM3HO B 1,6 Ta 2,4 pasza BUIOI ekcro3ullielo pozyBactatuny (AUC)
nopiBHsHO 3 reHoTunamMu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. [Ins nami€eHTiB, y SIKUX BUSBICHO
i remotunu (SLCOIBI ¢.521CC a6o ABCG2 c.421AA), peKkOMEHAYEThCS MEHIIa J000Ba 103a
Jikapcbkoro 3aco0y Kpecrop.

imu

JIBa pocnipkeHHA (apMaKOKIHETHKM po3yBacTaTuHy (y BUIUIAAl TaOsleTrok) y JiTedl 13
reTepO3UrOTHO CIMEHHOIO TinepxoyiecTepruHeMiero BikoM Bif 10 1o 17 poki abo Big 6 10 17 pokis
(3arasiom 214 marfieHTIB) MOKa3aly, 110 €KCIIO3UIIIS JIIKAPCHKOT0 3aco0y B JITeH HUX4Ya abo 1mojioHa
JI0 €KCIIO3UIIi1 y Topociux namieHTiB. Excrio3uiis pozyBactaTuHy Oyia nependoayyBaHOIO BiAIOBITHO
JI0 TO3U Ta TPUBAJIOCTI MPUHOMY IPOTSATOM OUIBII HI3K 2 POKH CIIOCTEPEKEHb.

Kainiuni xapakrepucTuKu.

Ilokazannus.

Jlikysanns cinepxonecmepunemii

JlopociuM, miamiTKaM Ta AiTIM BIKOM Bil 6 POKIB 13 IEPBUHHOIO TinepxosiectepuHeMieto (tumy lla, B
TOMY YHCII 13 T€T€PO3UTrOTHOI0 CIMEHHOIO TilepXojecTepruHeMier0) abo 3MIIIAHOK JUCITINIIEMIEI0
(tummy 1Ib) sk JOMOBHEHHS HOO [i€TH, KOJMM JOTPUMAHHS JI€TH Ta 3aCTOCYBaHHS 1HIIMX
HEMEJIMKaMEHTO3HUX 3ac001B (Hanpukiaj (Gi3MYHUX BIPaB, 3HUKEHHSI MAaCH TLJ1a) € HEJOCTATHIM.
Jopocnum, miamiTKaM Ta JITSM  BIKOM Big 6 pOKIB MNpU TOMO3UTOTHIN  ciMelHiiHIN
TinepXoJjecTepuHeMii sIK JOMOBHEHHS 1O JIE€TH Ta I1HIIMX JMIAO3HIKYIOUHMX 3ac00iB JIIKyBaHHS
(manpukinaz apepesy JIITHIL) abo y Bunankax, KoM Take JiKyBaHHS € HEJOPEUHUM.

IIpoghinakmuxa cepyeso-cyounnux nopyuiens

3ano0iraHHs 3HaYHUM CEPLEBO-CYIMHHUM IOPYIICHHSIM y MAalLli€HTIB, SKUM, 32 OLIIHKAMH, 3aTPOXKY€
BUCOKMM  pH3MK  MEpLIIOr0  BHUMAAKYy  CEpLEBO-CYJMHHOIO  MOpPYWIEHH  (OUB.  PO3.IUI
«DapmakonrHaMiKay), SIK JOMOBHEHHSI 1O KOPEKIIii IHIMHX (aKTOPiB PU3HKY.
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Ilpomunoxazanns.

KpecTop nporunokasanuii:

— TAIl€EHTaM 13 IMiIBUIIEHOI YYTIMBICTIO A0 PO3yBacTaTHHY a00 Oyab-SKOi 13 JTOMOMIKHHX PEUOBHH
JIKapChKOTo 3ac00Y;

— TMali€eHTaM 13 aKTUBHUM 3aXBOPIOBAHHSAM MEYIHKM, B TOMY 4YHCII CTIHKUMHU MiJABUIIEHHIMU
CHpPOBATKOBUX TpaHCaMiHa3 HEBIZOMOi eTiojiorii Ta Oyab-iKMMHU MiJBUIICHHSMH TpaHCaMiHa3 Yy
CHPOBATII, 110 y 3 pa3u NEePEBUILYIOTh BepXHI0 Mexy Hopmu (BMH);

— Mali€HTaM 13 TSHKKUM MOpYLISHHAM (YHKIIT HUPOK (KJIipeHcOM KpeaTuHiny <30 Mil/XB);

— MAaIi€HTaM 13 MIOIIaTI€ro;

— MarfiedaTam, Kl OTHOYaCHO OTPUMYBau KoMOiHaIio codocOyRBip/BennaTacBip/BOKCHIIANIPEBIp (IUB.
po3ain «B3aemotis 3 IHITMMHY JIIKAPCHKUMHU 3ac00aMU Ta 1HII BUIU B3a€MOIIN»);

— Malie€HTaM, SIKi OJJHOYaCHO OTPUMYIOTh IIHKJIOCIIOPHH;

— B TEpioJl BariTHOCTI Ta TOJYBaHHS TPYJII0, a TAKOX JKIHKaM pPENpOAYKTUBHOTO BiKy, SIKI HE
3aCTOCOBYIOTH HaJICXkKH1 3aCOOM KOHTpAIICHITii.

Jlo3a 40 Mr mpoTHIoKa3aHa MmamieHTam 31 CXHIBHICTIO 0 Miomarii/padaomionizy.

J1o dakTOpiB TAKOTO PU3KKY HAJICIKATH:

— MOMipHe TopyIIeHH PyHKIIT HUPOK (KITipeHc KpeaTuHiHy <60 Mi1/XB);

— TIIOTHPEO3;

— HasBHICTh B 0COOMCTOMY 200 POJMHHOMY aHaMHE31 CIIaIKOBUX M SI30BHX 3aXBOPIOBAHb;

— HasgBHICTH B aHaMHE3l MIOTOKCHMYHOCTI Ha (oH1 3acrocyBaHHs iHIMX iHTIOITOpiB ['MI-KOA-
penykrasu abo $idparis;

— 3JIOB)KHMBAHHS aJIKOTOJIEM;

— CHTYaIlli, III0 MOXYTh MIPU3BECTH JIO ITiIBUIIEHHS KOHIICHTPAIII1 JIIKapChKOT0 3ac00y B TUIa3Mi KPOBI;
— HaJICKHICTH JI0 MOHTOJIOITHOT pacH;

— CYIYTHE 3acTocyBaHHA (iOpaTiB.

([JuB. po3ainn «OcobauBOCTI 3aCTOCYBaHH», «B3aeMois 3 IHIIMMU JiKapChKUMU 3ac00aMu Ta 1HIII
BUJIU B3aeMOIii» Ta «DapMaKkoKiHETHKAY).

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHwii 6u0u 63a€mMooiil.

Bnnue cynymuix npenapamie na po3yeacmamun

Ineioimopu mpancnopmuux OiKi6

PosyBactatuH € cybOcTparoM [uid JESKUX TPAaHCHIOPTHUX OUIKIB, B TOMY YHCII IE€4IHKOBOTO
Tpancnoprepa 3axomineHHs OATPIB1 Ta edmokcHoro tpancnoprepa BCRP. Opnouache
3aCTOCYBaHHs JiKapcbkoro 3aco0y Kpecrop 13 JnikapchbkuMM 3aco0aMu, M0 HPUTHIYYIOTH 1
TPaHCIOPTHI OLJIKK, MOKE MPU3BOJUTH J10 MIABUILIEHHS KOHIIEHTpAIliil po3yBacTaTHHY B IJIa3Mi KPOBI
Ta 3017IbIICHHA PU3UKY Miomarii (auB. posninn «Cmocid 3acTocyBaHHS Ta A03W», «OcoOIMBOCTI
3aCTOCyBaHHs», «B3aeMomis 3 IHIIUMU JIKApCHKUMHU 3ac00aMM Ta 1HIII BUAM B3a€EMO/IINAY, TaOIHITIO
2).

Luxnocnopun

VY nepioa CymyTHBOTO 3aCTOCYBaHHs JiiKapchkoro 3aco0y Kpectop Ta nuknocnopuny 3Hadenns AUC
po3yBacTaTUHy OyJu B CEpPEIHHOMY MPHUONHM3HO y 7 pa3iB BUIIUMH, HIXK Ti, SKI CIIOCTEpITaucs y
310poBHX A00poBONBLIB (AuB. Tabmuio 2). Kpectop mporunokasaHuil maimieHTam, sKi OJHOYACHO
OTPUMYIOTh LIMKJIOCTIOPUH (IUB. po3ain «[IpoTunokazanusm»).

CymnyTHe 3acTOCYBaHHS HE BITMBAJIO HA KOHIEHTpallii HIUKJIOCHOPHHY B IJIa3Mi KpOBI.

Ineibimopu npomeasu

Xo4a TOYHUHN MeXaHi3M B3a€MOJI1 HEBIIOMUH, OTHOYACHE 3aCTOCYBaHHs 1HTI0ITOPIB MPOTEa3H MOXKE
3HaYyHO 30UTBIIYBAaTH EKCIIO3ULII0 po3yBacTaTUHY (nuB. Tabnuiro 2). Hampuknan, y mocnigkeHHi
(dapMaKOKiHETUKHM OJHOYAcCHE 3acTocyBaHHS 10 Mr po3yBacTaTMHY Ta KOMOIHOBAHOI'O JIKapChKOTO
3aco0y, 110 MicTHB JBa iHTi0ITOpH NTpoTea3u ( 300 mr atazanasipy / 100 Mr putoHaBipy), Y 3I0pOBUX
n00poBobIiB cynpoBopKyBasiocs migBUIIeHHIM AUC Ta Crax po3yBacTaTuHy NmpuOIM3HO B 3 Ta 7
pasiB BiamoBimHO. OJHOYACHE 3aCTOCYBaHHS JiKapchkoro 3aco0y Kpecrop Ta neskux xomOiHaIli
1HT10ITOPIB MpOTEa3n MOXKIIMBE MICIs PEeTeNbHOr0 0OMipKYBaHHS KOPEKIIi 103U JIKapChKOTO 3aco0y
Kpecrop, 3 ormsmy Ha owikyBaHE 3pOCTaHHS €KCHO3MIll po3yBacTaTuHy (muB. po3ainu «Cmocid
3acTOCyBaHHA Ta J03W», «OcoOauBOCTI 3acTocyBaHHA», «B3aemoxis 3 IHIIMMH JIKapCHKHUMHU
3aco0aMu Ta 1HIII BUJIU B3a€EMO/IIN», TAOIHUITIO 2).
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Tem@pioposun ma inwi 1ini003HUNCYBAILHI 3aC0OU
OpHouacHe 3aCTOCYBaHHS JIiKapchkoro 3aco0y Kpectop Tta remdpiopo3mity npu3BOAMIIO 10 3pOCTaHHS
AUC Ta Cpax po3yBacTaTuHy B 2 pasu (quB. po3ai «OcoOIMBOCTI 3aCTOCYBAHHS ).
3Bakaroud Ha JaHi CHeMiaIbHUX JOCHIPKEHb, (DapMaKOKIHETHYHO 3HAYyIIOi B3aeMoOmil 3
dbenodiOpaToM HE OUIKYETBCsS, OJHAK MOXJIuBa (papmakoaumHamiyHa B3aemofisa. ['emdiOposun,
dbenodidpar, iHII GidpaTH Ta JiMiIO3HUKYBAIBHI 103U (> ab0 piBHI 1 1/100y) HianHY (HIKOTHHOBOI
KHCJIOTH) 30UIBIIYIOTh PHU3UK MIONATii MpU CYIMYTHbOMY 3acTocyBaHHI 3 iHTiOITopamu ['MI-KoA,
HMOBIpHO, 32 paXxyHOK TOTO, III0 BOHU MOXYTh CIIPHUUHATH MIOTATIIO, KOJIHU 1X 3aCTOCOBYIOTH OKPEMO.
Joza 40 Mr mpoTuriokazaHa TIpd CYNyTHbOMY 3acTocyBaHHI  ¢iOpariB  (auB. po3ainu
«[Ipotunokazanus» ta «OcoOIMBOCTI 3aCTOCYyBaHHS»). TakUM MallieHTaM TaKOX CIiJ MMOYHMHATU
TEpaIiio 3 03U 5 MT.
Ezemumio
OpnHoyacHe 3acTOCYBaHHS JiKapchbkoro 3aco0y Kpecrop B mo3i 10 mr ta ezetumiOy 10 mr marieHTam
13 rinepxoJiecTepuHeMiero nmpu3BoauiIo 1o 3poctanHs AUC posyBacratuny B 1,2 pa3a (tabmuis 2). He
MOKHA BHKJIIOYATH (apMakoIWHAMIYHOI B3aeMoOJii MK JiKapchkuM 3acobom Kpecrop Ta
€3eTUMI0OM, 110 MO>KE MPU3BECTH 10 HEOaKaHUX SBUMI (IUB. po3Ail «OCOOIUBOCTI 3aCTOCYBAHHS»).
Anmayuoni nikapcwki 3acobu
OpHoyacHe 3acTOCyBaHHS JiKapchbkoro 3acody Kpectop i3 cycneH3isiMH aHTalMIIB, IO MICTSTh
TiIpoKcH amoMiHilo a00 Marfilo, 3HWKYBaJIO KOHIIEHTpAIii pO3yBacTaTHHY B IUIa3Mi KpOBi
npubmau3Ho Ha 50 %. Lleit edexkt OyB MEHII BHUpaXXEHHM Yy pa3i 3aCTOCYBaHHS aHTAlUIHHUX 3acO0iB
4yepe3 2 TOAMHH Iicis Jikapcbkoro 3aco0y Kpecrtop. Kiminiuna 3Ha9yniicTe Imi€i B3aemomii He
BHBYAIACA.
Epumpomiyun
OpnoyacHe 3acTocyBaHHsS Jikapchbkoro 3aco0y Kpectop Tta epurpominmny 3HmxkyBaao AUC
po3yBactatuny Ha 20 %, a Cmax — Ha 30 %. Ils B3aemomis Moxe OyTH CHpUYMHEHA MOCHIICHOIO
NEPUCTATBTUKOIO KUIIEYHUKY BHACIIJIOK Ji1 epUTPOMILIUHY.
Tukaepenop
[Toka3aHo, 10 THKarpeiop MiABMINY€E KOHLEHTPALIIO pPO3yBacTaTHHY, L0 MOXKE€ MPU3BECTH [0
NIBUIIEHHS pU3UKy Mionatii. Ciifl 3BaKUTH KOPUCTH B1Jl MPOPIIAKTUKU CEPHO3HUX HECTIPUSATIMBUX
CEepLEBO-CYIMHHUX MOJiMl y MOpPIBHAHHI 3 PU3MKAMH, MOB’S3aHUMH 3 MiJBUILEHHSIM KOHILIEHTpALl
pO3yBacTaTUHY B IJIa3Mi KPOBI.
Depmenmu yumoxpomy P450
Pesynbratu qocnikeHs in vitro Ta in vivo CBiIYaTh, 110 PO3yBAacCTaTHH HE 1HTIOyE 1 HE CTUMYJIIOE
130¢epmentn nuroxpomy P450. OxpiM 11p0ro, po3yBacTaTHH € CIAOKUM CyOCTpaToM IMX
130epmenTiB. TakuM YMHOM, B3a€MOJIl 3 JIKapChbKUMH 3aco0aMu B pe3yJbTaTi MeTabouni3my,
onocepenkoBaHoro P450, He ouikyeTbcs. He cmocrepiranocs KIiHIYHO 3HAUYLIMX B3a€EMOMAIA MIXK
po3yBactatuHoM Ta ¢aykoHazoiaoMm (inriditopom CYP2C9 ta CYP3A4) abo KeTOKOHA30JI0M
(iariditopom CYP2A6 ta CYP3A4).
Bzaemooii, wo sumazaroms xopexyii 0o3u pozyeacmamuny (0ue. maxosc maoauyro 2)
[Tpr HEoOXiTHOCTI 3acTOCyBaHHS JiKapchkoro 3aco0y Kpecrop 3 iHIIMMHU JTIKapChbKUMHU 3acobamu,
3aTHUMH MIJBUIIYBATH €KCHO3MIl po3yBacTaTUHY, A03Y JiiKapchkoro 3aco0y Kpectop moTpiGHO
CKOpUTYBAaTH. SIKIIO OUYIKYEThCSA, IO €KCIO3UIlis Jiikapcbkoro 3aco0y (AUC) 3pocte mpubin3Ho B 2
abo Oimpmie pasiB, 3acTocyBaHHs KpecTopy ciig mo4ywHATH 3 JO3M S MT' OJIMH pa3 Ha J00y.
MaxkcumanbHy 1000BY 1103y JiKapchbKoro 3aco0y KpecTop ciij CKOpUryBaTH TakuM YHHOM, IIOO
OUYIKyBaHa EKCIIO3MI[iSl PO3YBACTaTHHY HE TMEPEBUIyBala EKCHO3HWIIII0, IO BIJ3HAYAETHCSA TIPH
npuiiomi 1031 40 mMr/no0y 6e3 3acTocyBaHHA JIKapChKUX 3ac00iB, 110 B3a€EMOJIIOTH 13 JIKAPCHKUM
3aco000M; HamNpuKIaj, MpH 3acTOCyBaHHI 3 remdioposmnoMm nao3za Kpectopy cranoButume 20 mr
(301bIIeHHs excrio3ullii B 1,9 pa3a), mpu 3acTocyBaHHi i3 KoMOiHali€l0 puToHaBip/aTa3anasip — 10 mr
(36inpmieHHs B 3,1 paza).
Sxmo mikapcekuit 3aci6 30inbirye AUC po3yBacTaTMHY MEHII HDK y 2 pasu, HOYaTKOBY 03y
3MEHIITYBAaTH HE MOTPIOHO, ajie CJIiJI JOTPUMYBATUC 00EPEKHOCTI TTPH 30UIBIICHH] JO3H JIIKAPCHKOTO
3aco0y Kpectop no monazg 20 mr.

Tabmuns 2

BrnuB cymyTHIX JiKapchbKUX 3ac00iB Ha €KCIIO3UIII0 pO3YBACTATUHY
(AUC; B mopsiIKy 3MEHIIICHHSI BEJIMYWHN) 32 OMyOJIKOBAaHUMH JaHUMU KITHIYHUX JTOCTIKECHb
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30inpmenast AUC po3yBacTtaTHHY B 2 pa3zu abo Ouiblie, HiX y 2 pa3u

PexxuM mo3yBaHHS JTIKapChKOTO 3aco0y, 10 B3aEMOJIIE Pexxum mo3yBaHHs 3miau AUC
pO3yBacTaTHHY po3yBacTaTHHy *

CodocOyBip/BenmnaracBip/BOKCHIANIPEBIP (400 mr- |10 wmr, onHopaszoBa| T 7,4 paza

100 mr-100 mr) + Bokcumanpesip (100 mr) onuH pa3 Ha|m03a

100y mpoTsirom 15 nHiB

[ukmocnopun Bix 75 mr aBivi Ha 100y 1o 200 mr nBivi | 10 Mr omua pa3 Ha|1 7,1 pasa

Ha 7100y, 6 MicsIIiB 100y, 10 nHiB

Haponyramin 600 mr aBidi Ha 700y, 5 AHIB 5 wmr, onHopasoBa |t 5,2 paza
n03a

Peropadeni6 160 mr ogun pa3 Ha 100y, 14 qHIB 5 wmr, onHopazoBa| T 3,8 paza
no3a

ArazanaBip 300 mr/putonaBip 100 mr omuH pa3 Ha|l0 M, onHopaszona |1 3,1 paza

no0y, 8 aHiB no3a

Benmaracgip 100 mr oguH pa3 Ha 100y 10 wmr, onHopaszoBa |1 2,7 paza
n03a

OwmoGirtacBip 25 mr/mapuranpesip 150 mr/ 5 M, onHopazoBa |t 2,6 pasza

putonasip 100 Mr oxmH pa3 Ha 100y/ nacalysip 400 mr | 103a

nBiui Ha 700y, 14 nHIB

Tepudmaynomin Hani BigcyTHi 12,5 pa3a

I'pazompeBip 200 mr/endacBip 50 mr onuH pa3 Ha 100y, | 10 M, omHopaszoBa| T 2,3 pasa

11 guiB Jo3a

I'mexanpesip 400 mr/nibpentacBip 120 Mr oauH pa3 Ha|5 Mr omuH pa3 Ha|l 2,2 pa3a

o0y, 7 nHIB o0y, 7 nHIB

Jloninasip 400 mr/putonasip 100 mr nBiui Ha 100y, 17|20 Mr ogun pa3 Ha|T 2,1 pasa

JTHIB o0y, 7 nHIB

Kanmaruni6 400 mr aBivi Ha 700y 10 mr, onHopaszoBa |t 2,1 paza
n03a

Knomnigorpens 300 mr, moTim 75 Mr yepe3 24 ronuHu 20 mr, onHopaszoBa |t 2 pasu
n03a

®ocramatuni6 100 Mr qBIYHI HA IEHB 20 wmr, onHopazoBa |1 2,0 pa3u
103a

®debykcocrar 120 Mr onuH pa3 Ha 700y 10 wmr, onHopaszona |1 1,9 paza
n03a

T'emdi6bpo3un 600 mr aBivi Ha 100y, 7 AHIB 80 mr, onHopaszoBa |1 1,9 paza
n03a

30inbmenHst AUC po3yBacTaTHHY MEHIIE HIX Y 2 pazu

Pexum no3yBaHHs JikapchKoro 3acoQy, 1o B3aemozie | Pexum N03yBaHHS | 3MIHU AUC
pO3yBacTaTHHY po3yBacTaTuHy*

Earpom6omaxk 75 Mr ogun pa3 Ha 100y, 5 THIB 10 wmr, omHopaszoBa| T 1,6 paza
n03a

Hapynasip 600 mr/putonaBip 100 mr nBiui Ha 100y, 7|10 Mr omun pa3 Ha|T 1,5 pasa

THIB no0y, 7 aHiB

Tunpanasip 500 mr/putonasip 200 mr naBiui Ha 100y, |10 M, omHopaszona| 1 1,4 paza

11 guis os3a
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Hponenapon 400 mr aBidi Ha 100y JaHi BigcyTHi 1 1,4 paza

ITpakonazon 200 mr oguH pa3 Ha 400y, S5 THIB 10 wmr, omHopaszoBa |1 1,4 paza **
7032
Ezetumi6 10 mr onuH pa3 Ha 100y, 14 nHiB 10 Mr oguH pa3 Ha|T 1,2 paza **

no0y, 14 nHiB

3umxkennss AUC posyBactaruHy

PesxxuM 103yBaHHS J1iKapchKoTro 3aco0y, 1o B3aemozie | Pexxum J03yBaHHS | 3MIHH AUC
PO3yBacTaTHHY po3yBacTaTHHY *
Eputpominua 500 Mr 4oTupu pasu Ha 100y, 7 THIB 80 mr, onHopaszoBa| | 20 %
no3a
Baiikanin 50 mr Tpudi Ha 100y, 14 nHIiB 20 mr, onHopaszoBa| | 47 %
no3a

* JlaHi, TIpeCTaBieHI SIK 3MiHA B X pa3iB, SIBJIAIOTH COOOIO CHiBBIJIHOIIEHHS MK 3aCTOCYBaHHSIM
po3yBacTatuny y KoMmOiHamii Ta okpemo. [lani, mpenctaBieHi y BUrisai % 3MiHH, SBISIOTH c00010 %
PI3HUILIIO BIIHOCHO [TOKa3HUKIB IPU 3aCTOCYBAaHHI pO3YBAaCTaTUHY OKPEMO.

301IbIICHHAS TO3HAYCHO 3HAYKOM T, 3MEHIIICHHS — | .

** Byno npoBeneHO KUIbKa JOCHIKEHb B3aEMOJIIT MPH PI3HUX /033X JiKapchkoro 3acody Kpecrop, B
TabIuI 2 MOaHO HANOLIBII 3HAYYIIE CITiBBIIHOIICHHS.

Jlikapchki 3acobu / koMOiHalii, AKi HE MalIK KIIHIYHO 3HAYYIIOTO BIUIMBY Ha criBBinHomeHHs AUC
pO3yBacTaTUHY MPH OJTHOYACHOMY 3acTocyBaHHi: anermiitazap 0,3 mr 7 nHiB; perodiOpar 67 mr 7 aHiB
3 pasu Ha 100y; ¢maykonazon 200 mr 11 guiB 1 pa3 Ha m00y; dozammpenasip 700 Mr / puToHaBip
100 mr 8 nmHiB 2 pa3u Ha 100y; KeTokoHa3o0a 200 mr 7 auiB 2 pasu Ha n00y; pudamiin 450 mr 7 qHiB 1
pa3 Ha 100y; cunimapuH 140 mr 5 aHiB 3 pa3u Ha 100y .

Bnnue pozysacmamumny na cynymmui nikapcuKi 3acobu

Anmaeonicmu simaminy K

Sk 1 moxo iHmuX iHridiTopiB 'MI'-KoA-penykrasu, Ha Mo4aTKy 3aCTOCYBaHHS JIIKAPCHKOTO 3aco0y
Kpecrop abo mpu migBUIIEHHI HOT0o J03M Yy MAIli€HTIB, SIKI OJHOYACHO 3aCTOCOBYIOTH aHTaroHICTH
BiTaminy K (Hampuknaza Bapdapus abo 1HIIMH KyMapUHOBHM aHTUKOATYJISTHT), MOKJIMBE IT1/IBUIIEHHS
MDKHapoaAHOro HopMaiizoBaHoro criBBigHoumeHHss (MHC). [IpunuHeHHs 3acTocyBaHHS J1IKapChbKOTO
3aco0y Kpectop abo 3MeHIIeHHs oro 1031 Moxke npu3BecTH 10 3HIkeHHs MHC. ¥V Takux Bumaakax
Oayxanuil HasexHuit MoHiTopuHr MHC.

Ilepopanvni konmpayenmugu / copmonosamicua mepanis (1'37)

OpHouyacHe 3acToCyBaHHSI Jiikapchkoro 3aco0y Kpecrop Ta mnepopaibHUX KOHTpPALENTUBIB
npusBouio jo niasuienHs AUC etuninectpaniony Ta HoprecTpeny Ha 26 % Tta 34 % BiamoBiJIHO.
Take mNiABUIIEHHS PIBHIB B IJIa3Mi KpPOBI CIiJ] BpaxOoBYBaTH Mpu MiA00pl A03H MepopaibHUX
KOHTpalenTuBiB. JlaHUX 11010 (GapMaKOKIHETUKU JIKApPChKUX 3ac00IB y MAalli€HTIB, SKi OAHOYACHO
3actocoBytoTh Kpecrop ta I'3T, Hemae, Tomy HE MOXXHa BHUKIIOYaTH ToniOHOTO edekty. OmHak
KOMOIHAIliS IIMPOKO 3aCTOCOBYBajacs IHKaM B paMKaxX KIIHIYHUX JOCHTIJKEHb 1 MepeHOCHIIacs
nobpe.

Tnwi nikapcoki 3acodu

Jueoxcun

3a maHUMHU crieliadbHUX JOCTIKEeHb KIHIYHO 3HAYYIIOi B3a€EMO/IT 13 AUTOKCUHOM HE OUYIKYETHCSI.
Dys3udosa xucioma

JlocnmikeHHs: B3aeMO/Iii po3yBacTaTUHY 3 (y3HI0BOIO KHCIOTOIO HE MpoBoAuiKcsa. Pusuk mionatii, y
T.4. 3 pabAoMioni3oM, Moke OyTH 30UIbIIEHUIl BHACHIIOK CYHNYTHBOI'O 3aCTOCYBAaHHS CHCTEMHOI
dby3ugoBoi kuWcmoTH 31 cTaTMHamu. MexaHi3M mi€i  B3aemonii  (dapmakonuHamMidHHE 260
dbapmMakoKiHETHYHHMI, a00 1 Te W iHIIE) TMOKM He 3’scoBaHmil. [loBimomusmocss mpo pabmomioni3
(30KpemMa JesiKi CMepTeIbHI BUTIAIKH) Y MAIIE€HTIB, SKi OTPUMYBAIH 10 KOMOIHAIIIIO.

[TamieHTam, y SKHX 3aCTOCYBaHHS CHCTEMHOI (y3UOBOI KHUCIOTH BBAKAETHCA HEOOXITHHUM,
JikyBaHHs KpecTtopoM citifi MpUNMHUTH HA BECh TEPMIH JKyBaHHS (Yy3HIOBOIO KUCIOTOIO. Takox
IUB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS.
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Limu

JlocmikeHHs: B3aeMOZII1 MPOBOAMIKCA Julie y fopociux. CTymiHb B3aeMoii y AiTel HEB1TOMHHA.

Ocobaueocmi 3acmocy8anns.

Bnaue na nupku

[IpoTeinypis, BUsBIEHA y pe3yJbTaTi aHai3y 3a TECT-CMYKKaMH Ta NEPEeBAXHO KaHAJIbIIEBOTO
MOXO/DKEHHS, CIIOCTepirajgacs y TaIll€HTIB, SKI JIKYBIMCSI BUIIUMHU 1o03aMu Kpectopy, 30kpema
40 Mr, 1 y OumbmIOCTI BUMAAKIB Oyna TUMYacoBok abo mepepuBuacToro. I[Iporeinypis He Oyna
MEPEBICHUKOM TrocTpoi abo mporpecyrodoi xBopobu HHpPOK (auB. po3ain «IlobiuHi peakiii»).
YacToTa noBiAOMIIEHB PO CEPHO3HI SBUILA 3 OOKY HUPOK Yy HOCTMapKETUHIOBUX JOCIHIKEHHAX BUIIIA
npu 3acTocyBaHHi 1034 40 Mr. Y mami€eHTiB, SKi NPUAMAIOTh JIKApChbKHU 3aci0d y no3i 40 mr, ciix
PETYJISIPHO MEePeEBIPATH (PYHKITIFO HUPOK.

Bnaue na ckenemuy myckyramypy

[TopymieHHst 3 OOKYy CKeJNeTHOI MYCKyJaTypu, HampHKJIaJ Mialris, miomaris Ta 3piaka padaomionis,
CIIOCTepiraiucs y MauieHTiB, sKi npuiiManu Kpecrop y Oyap-skux 1o3ax, ocodmuBo Oinbie 20 mr.
Jyxke piako BUMAAKH pabaoOMioIi3y BiJ3HAYaIMCs HpPU 3aCTOCYBaHHI €3eTUMiIOy y KoMOiHamii 3
iariditopamu  ['MI'-KoA-penykrasun. He MokHa BUKIIOYaTH MOXIHUBICTh (hapMaKoIHHAMIYHOT
B3aeMoJIii (IuB. po3ina «B3aemois 3 IHITUMHU JIIKAPCHKUMHU 3ac00aMM Ta 1HII BUIW B3aEMOJIN»), a
TOMY TaKy KOMOIHAIIIIO CJIi/T 3aCTOCOBYBATH 3 00EPEKHICTIO.

Sk 1 mpu 3acTocyBanHi iHmUX iHT10iTOpiB [ MI'-KOA-penykrasu, yactora nmoBiJoOMIEHb PO BUMAJAKU
pabromiodizy, OB’ sI3aHOTO 13 3acTOCyBaHHIM KpecTopy, y TOCTMapKEeTUHTOBHIA TIepio OyIia BUIIIOO
pu 1031 40 mr.

Pisenv kpeamunxinazu

PiBenr kpeatunkinasu (KK) He cimig BuMiproBaTH Imiciisd 3HAYHUX (PI3MYHUX HaBaHTaXeHb abo0 3a
HasIBHOCTI MOXKJIMBUX aJbTepHATHBHUX mNpuuuH migsumeHHs KK, mo MoXyTe YCKIaIHIOBAaTH
iHTepnpeTarito pe3ynbraTiB. Skimo Buxigxi piBHi KK 3nauno minBumeni (>5 pasiB Bume BMH),
npoTAroM 5—7 OHIB HEOOX1AHO 3pOoOWTH MOBTOPHHMM aHami3, mo00 MIATBEPAUTH pe3yibTaTH. SKIIo
pe3yJbTaT MOBTOPHOTO aHaNi3y MiATBEPIKYIOTh, 10 BUXiAHE 3HaueHHs KK Oinblie Hix B 5 pasiB
nepesuirye BHM, 3actocyBanHs nikapchbKoro 3aco0y MOYMHATH HE CIII.

Ilepeo nouamkom niKyeanHs

Kpectop, sk 1 i1 iHri6itopu I'MI'-KoA-penykrasu, ciig 3 00epexHICTIO MPU3HAYATH HallleHTaM 31
CXWJIBHICTIO 10 Mionatii / pabaomionizy. Jlo ¢pakTopiB TAKOTO pU3UKY HaJIekKaTb:

— Hopy1eHHs QYHKI[IT HUPOK;

— TNOTHPEO3;

— HasIBHICTh B 0COOMCTOMY a00 POAMHHOMY aHAMHE31 CIIaIKOBUX 3aXBOPIOBAaHb M’SI31B;

— HasBHICTb B aHaMHe31 MIOTOKCHMYHOCTI Ha (oHI 3acrocyBaHHs i1HIMX iHTiOiTopiB ['MI'-KoA—
peaykras3u abo (idpaTis;

— 3JI0B)KMBAHHS aJIKOTOJIEM;

— BiK > 70 poKiB;

— CUTYyallii, 110 MOXKYTbh ITPU3BECTH JI0 MiIBUIIEHHS PIBHIB JIKapChKOT0 3ac00y y I1a3Mi (IUB. pO3ALIH
«Croci6 3acTocyBaHHS Ta 103W», «B3aemomis 3 1HIMMMHU JIKApCBKUMU 3aco0amMu Ta 1HII BHIU
B3aeMO/Iiil» Ta «DapMaKOKIHETHKAY);

— CYIIyTHE 3acTOCyBaHHs (pi0partis.

VY TakuX mNAali€HTIB TMOB’S3aHUM 13 JIKyBaHHAM pPHU3HK IOTPIOHO OLIHIOBAaTH, IMOPIBHIOIOYU 3
OUIKYBAaHOIO KOPHCTIO; TaKOXX PEKOMEHIY€ThCs KIIHIYHMM MOHITOpuHT. Skmio BuxigHi piBHi KK
3HAYHO MiJBUIIEH] (>5 pa3iB Buiie BMH), nikyBaHHS MOYMHATH HE CIi.

B nepioo nixkyeanns

[TamieHTIB CNig TOMPOCUTH HETalHO TMOBIJOMIISTH TPO M S30BHM Oinb, Ci1abKicTh abo cynoMu
HEB1JIOMO1 €Ti0JIOT1i, 0COOJMBO SKIIO BOHU CYMNPOBOKYIOTHCS HE3MYKaHHSIM a00 JTUXOMAaHKOI0. Y
TakuxX malieHTiB notpidbHo BumiptoBatu piBHi KK. 3actocyBanHs nikapcekoro 3acoly ciin
npunuHuTH, Skmo piBHI KK 3nauno miaBumieni (>5 x BMH) a6o saxmo cummnromMu 3 00Ky M’s31B
TSOKKI Ta CHPUYMHAIOTH IOAEHHHWH auckoMpopt (HaBiTh skmo piBHi KK < 5 x BMH). ¥V pasi
3HUKHEHHS CUMIITOMIB Ta noBepHeHHs piBHA KK 10 HOpMH MO’KHa MOHOBUTH Tepamiio Mpernaparom
Kpecrop abo anprepnatuBHuM iHTiOiTOpoM ['MI-KOoA-peaykrasu y HaiimMeHmiii m03i Ta mix
perenbHUM HarsnoM. Perymsapuo mepeBipsatu piBHi KK y acuMnromMaTHYHUX MAaIi€eHTIB HeMae
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noTpedu. Jlyxe piko MOBIOMIISIIOCS PO BUITAJIKK IMYHOOIIOCEPEAKOBAHOT HEKPOTHU3YIOUOi Miomarii
(IOHM) mix vac abo micist Teparii cTaTHHAMH, B TOMY YHCI1 po3yBacTaTuHOM. KiTiHIYHMMH TTpOsiBAMH
IOHM e cnabkicTh MPOKCHUMAJIbHUX M’SI31B Ta MiJBHINCHHS PIBHS KpPeaTHMHKIHA3W y CHPOBATII, IO
30epiraeTbcsi HaBiTh MICHS IPUMTUHEHHS 3aCTOCYBAaHHS CTaTUHIB.

[ToBiomisocs, O y JESIKUX BUIA/IKAX CTATHHH BUKIMKAIOTh 200 3arOCTPIOIOTH MONEPEHBO HASIBHY
MmiacTeHil0 TpaBic abo ouHy MiacTeHiro (auB. po3min «[loOiyni peakuii»). Y pasi 3arocTpeHHs
CHUMIITOMIB 3aCTOCYBaHHs Jikapcbkoro 3aco0y Kpecrop cmin npunuuutu. IloBimomisnocs mnpo
pPEeLUINBH MIPH MIEPHIIOMY 200 TOBTOPHOMY 3aCTOCYBaHHI TOTO caMOro abo iHIIOTO CTaTUHY.

VY KIHIYHEX JOCHIIKEHHSX HE OyJ0 OTPUMAaHO JOKa3iB MiJBUIIEHOTO BIUIMBY Ha CKEJIETHY
MYCKYJaTypy Y HEBEIHMKOI KIIBKOCTI MaIli€HTIB, SKi mpuiiMaiin KpecTop Ta cynmyTHI JliKapchbKi 3aCO0MU.
OpHak MiJBUIIEHHS YacTOTH MIO3UTY Ta Miomartii Bif3HAa4yanocs y MAIi€HTIiB, SKI NMPHAMaIM 1HIII
iarioitopy I'MI'-KoA-peaykTtazu pazoM 13 moxigHuMH (iOpoe€BOi KHCIOTH, B TOMY YHCIHI
reM$piOpo3uIoM, [UKIOCIIOPHHOM, HIKOTHHOBOIO KHCIIOTOK, a30JbHUMH TPOTHUTPUOKOBHUMH
npenaparaMmu, iHTiOITOpaMy TPOTEa3w Ta MAKPOJITHUMHU aHTHOloTHKamu. ['emdiOpo3mn migBUILy€e
PHU3UK Miomnatii mpu CyIMyTHHOMY 3acTOCyBaHHi 3 fesikumu iHTiOiTopamu ['MI'-KoA-peaykrazu. Tomy
3actocoByBaTd Kpectop y xomOiHarii i3 rem¢piOpo3unom He peKoMeHIyeTbes. KopucTh moaanbuioi
3MIHM PiBHS JIMIIB IIPH 3aCTOCYBaHHI JIIKapchKoro 3aco0y Kpecrop y komoOiHarii i3 ¢gidpaTtamu abo
HIAIIMHOM MOTPIOHO PETEThbHO 3Ba)KyBaTH MOPIBHSHO 13 MOTEHIIWHUMHU PU3HKAMU, MOB’S3aHUMU 13
3aCTOCYBaHHAM Takux KomOiHamiil. Jloza 40 Mr mporumokasaHa IMpH CYIyTHbOMY 3aCTOCYBaHHI
¢ibpatiB (quB. po3aim «B3aeMois 3 1HIIMMH JTIKAPCHKUMH 3ac00aMH Ta 1HIII BHJIU B3a€MOJIN» Ta
«I1o6iuHi peakii»).

Kpecrop He ciif 3aCTOCOBYBATH CIIIBHO 3 CUCTEMHUMM JIIKapChbKUMHU 3aco0aMu (Gy3HU10BOi KUCIOTH
abo mpoTsAroM 7 IHIB MICHS NPUIUHEHHS JIiKyBaHHA (y3HIO0BOIO KUCIOTOIO. [lamieHtam, y sSKHX
3aCTOCYBAHHSI CUCTEMHOI (Dy3HI0BOI KMCIOTH BBaXKA€ThCS HEOOXITHUM, JIIKYBaHHS CTaTHHAMM CIIiJ
NPUMTMHATH HA BECh TEPMIH JIiKyBaHHA (Py3uI0BOIO KMCIOTOIO. [loBimoMisiiocs mpo padmomiodni3 (B
TOMY YHMCIII JEKUIbKa CMEPTENbHUX BHUIAJKIB) Y MAIli€HTIB, sIKI OTpUMYyBaJd KOMOIHAaIi0 (y3u10BOT
KHCJIOTH Ta CTAaTUHIB (IWB. po3ain «B3aemonis 3 1HIIMMH JIIKapCHhKUMU 3aco0aMy Ta 1HII BUAN
B3aeMofiii»). [lamienTaM ciif MOpaAUTH HETaHO 3BEPHYTHUCSA MO MEIUYHY JIOTOMOTrY, SKIIO BOHU
BI/IYYBAIOTh OY/b-IKI CUMIITOMHU M’SI30BO1 CiIaOKOCTi, 600 ab0 XBOPOOIMBOI UyTIUBOCTI. Teparito
CTaTWUHAMH MO’KHA ITOBTOPHO MOHOBUTHU Yepe3 CIM JTHIB MICJIA OCTaHHBOI 103U (hy3U10BOI KUCIOTU. Y
BUHSTKOBHX BHITaJIKaX, KO HEOOXi/THA TIPOJIOHTOBaHa CUCTeMHA (y3HUI0Ba KHCIIOTA, HATIPUKIIAJ, JIJIs
JIKYBaHHS TSOKKMX 1HQEKIiH, HeoOXigHICTh OJHOYacHOro 3actocyBaHHs Kpectopy Ta ¢y3umoBoi
KHACJIOTH TOBHHHA DPO3IJISAATUCS TUTBKA B KOKHOMY KOHKPETHOMY BHNAJAKY H MJ pPETEIbHUM
MEIUYHUM HarjsiioM.

KpecTtop He ciin 3acTOCOBYBaTH MAalllEHTaM 13 FOCTPUMM, CEPHO3HMMHU CTaHAMM, IO CBiAYaTh IPO
MiomnaTito a00 MOXKJIMBICTh PO3BUTKY HMPKOBOI HEJIOCTATHOCTI BHACTIIOK pabIoMioni3y (TaKUMH, SIK
CeNCHC, TINOTEeH31s, BEJIUKE XIPypriuHe BTpPY4YaHHS, TpaBMa, TSKKI MeTaOONIuHI, €HJOKPHUHHI Ta
€JIEKTPOITUYHI po31aan a00 HEKOHTPOJIBOBAHI CYJJOMH).

Taocki wikipui nobiuni peakyii

[Tpu 3acTocyBaHHI pO3yBacTaTHHY MOBIAOMIIIOCS MPO TSKKI IIKIPHI MOOIUHI peakilii, BKIIOYa0UH
cuagpom CriBenca — Jbkoncona (CCJI) Ta peaxiiro Ha JiKapCbKud 3acid0 3 e€o3uHOMITIE0 Ta
cuctemanmu cumrnromamu (DRESS), ski mornm Oyt HeOe3MeUHUMHU A KHUTTS a00 JETaIbHUMHU
(muB. poznin «[loOiyni peakuiin). [lin wac npu3HAUYeHHS JIKapCbKOro 3aco0y MOTPIOHO
noiH(opMyBaTH MaIi€EHTIB NMPO O3HAKM Ta CHUMITOMH TSDKKMX HIKIPpHUX peakiiil 1 3aifcHIoBaTH
pEeTeNpbHUIN HATJIAl 32 CTAHOM TAIIEHTIB MiJ Yac JIIKyBaHHs. SIKIO BUHUKAIOTh O3HAKH ¥ CHMIITOMH,
1110 BKa3yIOTh Ha I10 PEaKIlito, MOTPiOHO HETailHO MPUIMHUTH 3acToCyBaHHsl Kpectopy Ta po3risHyTH
IbTEpPHATHUBHE JIIKyBaHHSI.

Slkmo y mamieHTa po3BHHYJacs cepiio3Ha peakiis, Taka sk CCJl abo DRESS, y 3B’s3ky i3
3acTocyBaHHAM KpecTopy, TakoMy nanieHTy JikyBaHHA KpecTopoM BiTHOBIIIOBATH HE MOXHA.

Bnaue na neuinky

Sxi 1 i iHT16iTopu ' MI'-K0oA-penykrasu, Kpectop ciig 3 06epexHiCTIO 3aCTOCOBYBATH MAaIll€HTaM,
K1 3JI0B)KHMBAIOTh aJIKOTOJIEM Ta/ab0 MalOTh B aHAMHE31 3aXBOPIOBAHHS ITEUIHKH.

PexomennoBano nepeBipaTH 010XiMIUHI TTOKa3HUKHM (YHKITIT IMEUIHKU TIEpPe/ MOYaTKOM JIIKYBaHHS Ta
yepe3 3 micsii noroMy. 3aCTOCYBaHHs JIiKapchkoro 3acody Kpecrop ciig npunuHUTH 00 3MEHIIUTH
7103y, SIKIO PIBE€Hb TpaHCaMiHa3 y CHPOBATII OUIbIINE HIXK BTPHUUI IEPEBUIIYE BEPXHIO MEXKY HOPMHU.
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Yacrora moBiAOMJIEHb PO CEPHO3HI sBUINA 3 OOKY IMEUYIHKH (MEPEBa)KHO MPO MIABUILIECHHS DPIBHS
TpaHCaMiHa3 MEYiHKH) y MicasgpeecTpaliiHuii nmepioa Oyia OUIbIIO MpyU 3acTOCyBaHHI 103U 40 M.

VY marfieHTiB i3 BTOPUHHOKO TINMEPXOJECTEPHUHEMIEI0, 3YMOBJICHOIO TIMOTUPEO30M a00 HEeHPOTHIHUM
CHHJIPOMOM, CJIiJI TPOBECTH JIIKYBaHHS OCHOBHOI XBOPOOH, MEPII Hi’K MOYMHATH TEPAIiio JIKapChKUM
3acobom Kpecrtop.

Pacosa nanexcnicmo

HocnikenHs GpapMaKOKIHETHKH CB1I4aTh MPO 3pOCTAHHS €KCIO3MINT y MaIll€EHTIB MOHTOJIOIHOI pacu
NOPIBHSAHO 3 €BponeisiMu (auB. po3aimm «Crocid 3actocyBaHHS Ta q03M», «lIpoTunokasaHHs» Ta
«DapMaKkOKIHETHKA ).

Ineioimopu npomeasu

[TinBumeHa cHUCTEMHA EKCIO3MIlis PO3YyBAacTaTUHY CIIOCTepiraiacs y oci0, sKi 3aCTOCOBYBAIH
pO3yBacTaTUH CYIyTHHO 13 PI3HUMHU 1HTIOITOpaMH TPOTEa3u y MOEMHAHHI 13 puToHaBipom. Ciif
0OMIpKyBaTH SIK KOPUCTH BiJl 3HVDKEHHS PiBHSI JIIITIJIIB 32 JIOMOMOTOI0 JiKapchkoro 3acody Kpecrop y
nanieHTiB i3 BIJI, sKi oTpuMyrOTh 1HTIOITOpY NMPOTEa3u, Tak 1 MOKIMBICTh MIJBUIIEHHS KOHIICHTPAIIIH
po3yBacTaTMHy y IUIa3Mi KPOBI Ha MOYATKy Tepamii Ta Mpu migBUIIeHHI n103u Kpectopy y mari€eHris,
Kl OTPUMYIOTH 1HTiOITOpU mporeazu. OJHOYACHE 3aCTOCYBaHHS JIKApCHKOTO 3aco0y 3 NESIKHUMHU
1HTI0ITOpaMH TIPOTEa3u HE PEKOMEHIYEThCS, SIKIIO jJo3a KpecTtopy He CKOpUroBaHa (IUB. PO3ILT
«Crnoci0 3actocyBaHHs Ta J103u» Ta «B3aemonis 3 1HIIMMH JIIKAPCBKUMU 3acO0aMU Ta 1HII BUAH
B3aEMOJIII).

Henepenocumicme 1axkmo3su

[TamienTam 13 piAKICHUMHU CIaJKOBHMH NpOOJeMaMU HEMEPEHOCHMOCTI TajakTO3H, AediluToM
nakTasu Jlamnma abo TioK030-TralakTO3HOI0 MallbaOCcopOILIi€l0 HE CIil 3aCTOCOBYBATH LIeH JIKAPChKH
3acio.

Iumepcmuyianvra xeopoba nezens

[Tix gac 3acTOCYBaHHS JESIKUX CTAaTHHIB, OCOOJIMBO MPHU TPUBAIOMY JIIKYBaHHI, MOBIIOMIISIOCS TPO
BUHATKOBI BUTAJKU IHTEPCTULIAIbHOT XBOpOOU JiereHb (IuB. po3ain «Ilobiuni peakiii»). [Jo mposBiB
i€l XBOPOOU MOXHA BIJHECTH 3aJUILIKY, HEMPOAYKTHUBHHUI Kalleslb Ta 3arajbHe IMOTIPIICHHS CTaHy
(CTOMITIOBaHICTh, 3HI)KEHHS Macu Tila Ta Trapsyka). Y pasi MmiJo3pH Ha IHTEPCTULIabHY XBOPOOY
JIET€Hb 3aCTOCYBAaHHS CTATHHIB CJI1J] IPUITUHUTH.

Llykposuii diabem

Jeski ¢daktu cBiyaTh, M0 CTATHHM, SK Kjiac, MIABUIIYIOTH PIBEHb IJIIOKO3M B KPOBI Ta y JAEIKUX
NAIli€HTIB, SKUM 3arpo’Ky€ BHCOKUH PU3UK PO3BUTKY IYKpOBOIO JiabeTy B MaillOyTHbOMY, MOXYTb
CIPUYUHATH TINEPrIIIKEMII0 TaKOTO pIBHA, 3a SIKOrO HEOOXIJHE HaJeKHE JIIKYBaHHS IIyKpOBOIO
niabety. Lo 3arpo3y, oJJHaK, NEPEBUIILYE 3HUKEHHS PU3UKY CYyIMHHHUX MOPYIIEHb MPHU 3aCTOCYBAHHI
CTaTHHIB, 1 TOMY BOHA HE Ma€ OyTH MiJICTaBOIO JJIsl MPUIIMHEHHS Tepamii cTaTHHAMU. 3a Malli€eHTaMu
IpynH pusuky (piBeHb IJIIOKO3M HaTmie 5,6-6,9 mmons/m, IMT >30 kr/mM?, migBumieHuii piBeHb
TPUTJILEPUIB, apTepiajibHa TiNepTeH3is) CliJ BCTAaHOBUTH SIK KJIIHIYHUMA, Tak 1 OlO0XIMIYHMIH
KOHTPOJIb 3T1THO 13 HallIOHAJILHUMHU KEePiBHUIITBAMHU.

VYV nocmimxkenni JUPITER 3apeectpoBana 3arajgpHa yacToTa IyKpOBOTO niadeTy craHoBuia 2,8 % y
rpymni npuiioMy posyBacTaTUHY Ta 2,3 % — y rpyni 1uianebo, NepeBaXHO y MAalli€HTIB 13 piBHEM
TJIIOKO3M HaTIE Big 5,6 10 6,9 MMOJIB/II.

Himu

Ouinka niHiMHOTO pocTy (3pict), Macu Tina, IMT (iHaekcy Macu Tijia) Ta BTOPUHHHUX XapaKTEpPUCTUK
CTaTeBOro J03piBaHHSA 3a TaHHepoM y aiTel BikoM Bia 6 10 17 pokiB, siKi npuitMallu po3yBacTaTHH,
oOMexeHa 1epioJIoM TpUBaNIcTIO 2 poku. [1icis 2 pokiB 10CHIIKYBAHOTO JTIKYBaHHS KOJHOTO BIUIUBY
Ha pict, Macy Tima, IMT aGo crareBe mo3piBaHHA BUSBICHO He Oyno (IMB. O3
«DapmakonrHaMiKay).

VY KIIIHIYHOMY JTOCTI/IPKEHH]1 y AiTeH Ta MiAJIITKIB, K1 IpUiMalld pOo3yBacCTaTUH MPOTIrOM 52 THXKHIB,
nigsumenHs piBHs KK >10 pazis Bume BHM Ta cumnTomm 3 60Ky M’s3iB micist (i3UYHOTO
HaBaHTAXXCHHs a00 MiABUIICHOT (Di3UMYHOT aKTUBHOCTI CIIOCTEPITrajrcs YacTille MOPIBHAHO 3 TAKUMH Y
nopociux (auB. po3ain «Ilo0iuHi peakiii»).

3acmocysanns y nepiod sacimuocmi abo 200y8amHus 2pyooro.

Kpecrop npotumnoka3anuii B Iepio]] BariTHOCTI Ta TOAYBaHHS TPy IIIO.
JKiHKY penpoyKTUBHOTO BiKy TTOBUHHI BUKOPHCTOBYBATH HAJICKHI 3aCO0M KOHTPAIICTIIII].
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OCKUTbKHA XOJIECTEPUH Ta IHINI TPOIYKTH OI0CHHTE3y XOJECTEPHHY BIAITPAIOTh ICTOTHY pOJIb Yy
PO3BHUTKY IUIOJA, MOTEHIiitHNN pusuk Bix mpurHideHHs ['MI-KoA-penykTasu nepeBuIy€e KOPHCTh
B1JI 3aCTOCYBaHHS JIIKapChKOTo 3aco0y B mepioj BariTHOCTI. JlaHi JOCHiKeHb HAa TBapWHAX MO0
TOKCHYHOTO BIUIMBY Ha PENpPOAYKTUBHY (QYHKLIiIO OOMEXeHi. SIKIIo Mali€HTKa 3aBariTHIE B MEpion
3aCTOCYBaHHS IIbOTO JIKapChKOro 3aco0y, JIIKyBaHHS CJiJl HETallHO MPUITMHHUTH.

PozyBacraTus notpamisie y MOJIOKO IIypiB. JlaHUX 100 MPOHUKHEHHS JIKapChKOTO 3aC00y y TpyIHE
MOJIOKO JIFOJJMHU HeMae (nuB. po3ain «IIpotunokazanusy).

30amuicmy enausamu Ha WBUOKICMb peakyii npu KepyeaHHi a6MOMpPAaHcnopmom abdo HwuUMU
Mexarnizmamu.

JocmipkenHss BIUIMBY JIiKapcbkoro 3aco0y Kpecrop Ha 3maTHICTH KepyBaTH aBTOMOOiUIEM Ta
mpaloBaTH 3 IHIIMMU MeXaHi3MaMu He mnpoBojwiucs. OaHak, 3 Orisgy Ha ¢apMakoJuHAMIYHI
BJIACTUBOCTI JIIKAPCHKOTO 3ac00y, MaoHMOBIpHO, 110 KpecTop YMHUTHUME BIUIMB HA TaKy 3/JaTHICTb.
[Ipu kepyBaHHI aBTOTpaHCIIOPTOM ab0 POOOTI 3 IHIIMMH MEXaHI3MaMH CJIiJI BpaXOBYBaTH MOXJIMBICTh
3araMOpOYCHHS B TIEPIOJT JTIKYBaHHSI.

Cnoci6 3acmocyeanns ma 0o3u.

[lepen moyaTkoM JIiKyBaHHS HAIIEHTY CIiJ MPU3HAYUTHU CTAHAAPTHY TIMOXOJECTEPUHEMIUHY JI€Ty,
SKOI BiH MOBUHEH JOTPUMYBATHUCS 1 MPOTIAroMm JikyBaHHs. [lo3y cmig migOupaté iHIUBiAyallbHO,
3aJeKHO BIJ METH Tepamii Ta BiAMNOBiAl Malli€eHTa Ha JIKyBaHHS, KEPYIOUHUCh PEKOMEHIAIisIMU
MOTOYHUX 3arajIbHONPUHHATHX KEPiBHUIITB.

Jlikapcekuit 3aci6 Kpectop MokHa mpuiiMatu y Oyib-sSKHii Yac THS, HE3AJIEKHO BiJl MpHiioMy TxKi.
Jlikysanns cinepxonecmepunemii

PexomeHnj0BaHa MouyaTKoBa J103a CTaHOBUTH 5 abo 10 Mr mepopanbHO OJIMH pa3 Ha A00y K A
TIAIIEHTIB, SIKI PaHiIlIe HE 3aCTOCOBYBAIIM CTATHHH, TaK 1 IEPEBEICHUX Ha JIIKAPChKUH 3aci0 3 mpHUiiomMy
iHmoro ixriditopa I'MI'-KoA—penyxrasu. Ilpu BuOOpi movyaTtkoBoi 103M CIiJi BpaXOBYBaTH pPiBHI
XOJECTEpUHY B KOXXHOTO OKPEMOTO TAIliEHTa Ta pHU3UK CEPIEBO-CYAMHHUX TMOpPYIIEHb Y
Maii0yTHbOMY, a TakoX HMOBIPHICTb PO3BUTKY HeOaxxaHMX peakuiil. 3a HeoOXiIHOCTI MiJBUIYBaTH
J103y 10 HACTYIHOI'O PiBHSA MOKHA uepe3 4 TuxkH1 (AuB. po3ain «PapMakoaHaMIKay). 3 OISy Ha Te,
110 Ha (OHI 3aCTOCYBaHHA JIKapChKOTo 3aco0y B 1031 40 Mr HebaXkaH1 peakiiii BAHUKAIOTh YacTillle,
HDK 0[OpU MEHIMX Jo3ax (auB. po3aul «IloOiuHi peakuii»), OCTaTOYHO THUTPYBaTH MA03Y [0
MaKCUMaJIbHOI 1031 40 MI' BapTO JIMIIE Malli€eHTaM 13 TSDKKOIO TiNEpPXOJECTEPUHEMIEI0 Ta BUCOKHUM
PHU3HUKOM CEpLIEBO-CYJUHHUX MOPYIIEHb (30KpeMa y XBOPHUX 13 CIMEHHOIO TINEPXOJIECTEPUHEMIEIO), Y
SKMX HE BJaJocs JOCSAITH METHU JIIKYBaHHS MPH 3acTOCyBaHHI /1034 20 Mr 1 gKi nepe0yBaTUMyTh MiJ
peryisspauM HarsiioM (auB. po3ain «OcoOmuBocTi 3acTtocyBaHHs»). [linm wac iHimamiii npuiiomy
JIKapchKOro 3aco0y y 1031 40 Mr peKoMeHJ0BaHUH HAIJIsA]] CIIEL[ialiCTIB.

Ipoghinakmuka cepyeso-cyouHHux nooitl

VY nociikeHHI 3HIKEHHST PU3HKY CEepLIEBO-CYAMHHUX MOJiH JTiKapchKui 3aci0 3aCTOCOBYBAIM Yy /1031
20 mr Ha 100y (auB. po3ain «PapMakoIUHAMIKAY).

Hayienmu nimuvo20 8iKy

PexomenmoBana modaTtkoBa J03a I MAIi€eHTIB BikOM >70 pOKIB CTaHOBHTH 5 MT (JIUB. PO3MALT
«Oco0aMBOCTI 3acTOCYBaHH»). [HIIIA KOPEKIis 103U 3 OTJISAY Ha BiK HE MOTPiOHA.

Tlayienmu i3 HUPKOBOIO HEOOCMAMHICMIO

[TamienTam i3 1erkuMu a00 MOMIPHUMHM MOPYIICHHAMHU (YHKIIII HUPOK KOPEKIisl 1031 He MOTpiOHA.
PexomenoBana moyaTkoBa J03a JJIS MAIIEHTIB 13 MOMIPHUMHU TTOPYIIEHHAMH (PYHKITIT HUPOK (KITipeHC
KpeatuHiHy <60 wmiu/xB) craHoBUTh 5 mr. Jloza 40 Mr mpoTumnokasaHa MaiieHTaM i3 HOMIpHUMH
nopymieHHssMHA (YHKINT HAPOK. 3aCTOCYBaHHS JIIKApChKOTO 3aco0y KpecTop marieHTam 13 TSHKKUMHU
NOPYUICHHSAMU HHUPKOBOi  (pyHKIIT mpoTuUnokasaHo y OyIb-IKMX Jo3ax (AMB. PO3AUIH
«IIporumnokazanus» Ta «PapMaKOKIHETHKAY ).

Tayicumu i3 nopywenusamu OyHKyii nevinku

V martieHTiB 13 MOpymEeHHIMHA (PYHKI[IH MEUiHKH, [0 OIIHIOBAIKCS Yy 7 a00 MeHIe 0ajiB 3a MIKaJI0r0
Yaiinma — [T’to, miIBUINEHHS CUCTEMHOI €KCIO3UIIIT pO3yBacTaTUHY He criocTepiranocs. OgHak y ocid
13 mopymeHHsaMHu y 8 Ta 9 OamiB 3a mikanmoro Yainma — 1’10 cuctemHa ekcno3uilist 3pocTtana (IuB.
po3nin «PapMakoKiHETHKa»). Y TakUX MAI[iEHTIB JOLIIBHOIO € OLIHKAa (PYHKIT HUPOK (AWB. PO3ILNT
«OcobmuBocCTi 3acTocyBaHHs»). JIOCBiA 3aCTOCYBaHHS JIIKAPCHKOTO 3acOo0y MaIlieHTaM, siKi HaOpaiu
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Oinpie 9 OamiB 3a mkanoro Yaitnma — I1'ro, BiacyTHid. Kpecrop mpoTumnokaszanwii mamieHTam i3
AKTUBHUMH 3aXBOPIOBAHHIMHU MeUiHkU (auB. po3ain «IIpoTumnokazanusy).

Pacosa nanexcnicmo

VY mamieHTiB MOHTOJIOIIHOI pacu crocTepirajgacs MiJABHIIEHA CHCTEMHA EKCIO3HUILIs JIIKAPCHKOTO
3aco0y (muB. po3aimm «lIporumnokazannsy, «OcobauBOCTI 3acTocyBaHHS» Ta «DapMakoKiHETHKAY).
PekoMeHnnoBana mouyaTKoBa J03a Ui MAIIEHTIB MOHTOJOITHOI pacw CTaHOBUTH 5 Mmr; mo3a 40 mr
TaKUM Mall€eHTaM POTUIIOKA3aHA.

T'enemuunuii nonimopghizm

Byno moxaszano, mo reHorunu SLCO1B1 (OATPI1B1) ¢.521CC ta ABCG2 (BCRP) c.421AA
MoB’si3aHl 31 30UIBIICHHSAM €KCITO3MINi po3yBacTaTuHy. llarmieHTaM, y SKHX BHUSBJICHO TE€HOTHI
¢.521CC abo c.421AA, peKkOMEHAYEThCS MOJIOBMHA 3a3BUYail PEKOMEHIOBAHOI 03U Ta MaKCUMAaJIbHA
no3a 20wmr oamH pa3 Ha 100y Jikapchkoro 3acody Kpecrop (muB. pozaimm  «OcoOauBOCTI
3aCTOCYBaHHS», «B3aeMonis 3 IHIIUMHU JIKaApCHKUMH 3aco0aMM Ta IHINI BHIWA B3aEMOJIII»,
«DapMaKoJIOT14HI BIIACTHBOCTI»).

Tlayienmu 3i cxunvHicmio 00 po36umky mionamii

PexoMengoBaHa moyaTkoBa J03a JUIs MAILI€HTIB 13 (aKkTopaMu PU3UKY PO3BUTKY MioMaTii CTAaHOBHUTH
5 Mmr (muB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHSD ).

Jlo3a 40 Mr mpoTHUIIOKa3aHa ACSIKUM 13 TaKUX MaIieHTiB (quB. po3ain «IIporumoka3antsy).

Cynymmue 3acmocysanms

PosyBacratun € cybcrparom pizHuX TpancnoptHux OinkiB (Hanpukiagq OATP1B1 ta BCRP). Pusuk
Mmionarii (B ToMy 4ucii pabAoMioini3y) 3pocTae Ipu CyIyTHbOMY 3acTocyBaHH1 Kpecropy 13 meBHUMU
JTIKapChKUMU 3aC00aMH, 110 MOKYTh IMiBHUIIYBATH KOHIIEHTPAIIIO pO3yBaCTaTHHY Y IIa3Mi BHACIIIOK
B3a€MOJIl 13 LUMH TPAHCIOPTHUMM OUIKaMM (HANPHUKIAJ [MKIOCIOPUHOM, THKarpeslopoM Ta
MEBHUMH 1HTIOITOpaMHM TIpOTea3d, B TOMY YHCII KOMOIHAIISIMM PHTOHABIpY 3 aTa3aHaBIpOM,
JomniHaBipoM Ta/abo TUIlpaHaBipoM; TUB. po3au «OcoOIuMBOCTI 3acTocyBaHHs» Ta «Bzaemonis 3
IHIIMMH JTIKApCBKUMH 3aco0aMy Ta 1HIN BUAM B3aeMoAiii»). [lo MOXIMBOCTI, CliJi pO3IJISHYTH
3aCTOCYBaHHS albTEPHATUBHUX JIKapChbKUX 3ac00iB Ta y pa3l HEOOXiIHOCTI TMMYAacoBO IEpepBaTH
Tepaito JiikapchbkuM 3acobom Kpecrop. SAkio cynyTHHOro 3acTOCyBaHHS IIMX JIIKAPChKHUX 3aco0iB 13
KpectopoM YHUKHYTH HEMOXIIMBO, CIil PETEIbHO 3BaXKUTH KOPUCTh Ta PHU3UK BiJl CYNyTHHOTO
3aCTOCYBAHHS Ta BIANOBITHUM YMHOM B1JIKOPETyBaTH J03Y JikapchKoro 3acody Kpectop (auB. po3ain
«B3aeMoist 3 IHIIUMU JTIKAPCHKUMH 3aC00aMH Ta 1HII BUAU B3aEMOJIII).

imu.

3acTocyBaHHs JIIKAPCHKOTO 3acO0y MITSIM Ma€ MPOBOAUTH JIAIIE CIEIIAICT.

ity Ta mijutiTku BikoM Bijg 6 10 17 pokiB (ctanis Tannepa <II-V).

['eTepo3uroTHa ciMeiHa TinepxoJieCTepuHeMis

3BuuaiiHa TMoOdYaTKoBa J000Ba 103a JJig JiTel Ta MiJUITKIB 13 TETEPO3UTOTHOI CIMEHHOIO

TIIepXoJIeCTEPUHEMIEI0 CTAHOBUTD 5 MT Ha J100Y.

* 3BuuaiiHa [o03a AN AiTed BIKOM Bil 6 A0 9 poKiB i3 TEeTEpO3UTOTHOK CIMEHHOIO
TIEePX0JIECTEPUHEMIEI0 CTAHOBUTH BiJl S Mr A0 10 Mr mepopaiibHO 0MH pa3 Ha 100y. be3neka ta
e(eKTUBHICTh 3aCTOCYBaHHS JIKapchbKOro 3acol0y y no3ax Oigbme 10 Mr y mii momynsuii He
JTOCITI Ky BaJTHCSI.

* 3BuuaitHa no03a ans giteid BikoM Big 10 mo 17 pokiB 13 TeTEPO3UTOTHOW CIMEWHOIO
TIEePXOJIECTEPUHEMIEID CTAHOBUTH BiJl S Mr A0 20 MT mepopalibHO OJMH pa3 Ha 100y. be3neka Ta
e(EeKTUBHICTh 3aCTOCYBaHHS JIKapchKOro 3aco0y B fgo3ax Oiunbmie 20 Mr y i momynsuii He
JTOCITI Ky BaJTHICSI.

[TinBumyBaTH A03y CIHiJ BIANOBIAHO A0 I1HAMBIAyaJbHOI BIANOBiAI TUTHHH Ha JIKyBaHHS Ta

MEPEHOCHMOCTI JIIKapChKOTO 3ac00y, JOTPUMYIOUHCh PEKOMEHAIlN IMOJ0 JiKyBaHHS miTe (IuB.

po3nin «OcobmuBoCTI 3acTocyBaHH»). [lepen mouaTkom Tepartii po3yBacTaTHHOM AITSM Ta IiJUTITKaM

CHII MPU3HAYMTH CTAHJAPTHY TIMOXOJECTEPUHEMIUHY IETY, SIKOT MAIli€EHTH MAOTh TOTPUMYBATHCS 1

IPOTSTOM JIKyBaHHS.

['oMo3uroTHa ciMeiHa rinepxoecTepuHeMis

PexoMeHnnoBaHa MakcHMManbHA /1032 JUIS TiTEH BikKOM Bif 6 10 17 pOKiB i3 TOMO3UTOTHOIO CIMEHHOIO

TinepXoJecTepUHEMIEID CTaHOBUTH 20 MT OIMH pa3 Ha 100y .
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PexomenoBaHa moyaTkoBa J03a CTAaHOBUTH Bia 5 Mr o 10 Mr oguH pa3 Ha 100y 3aJeKHO Bija BIKY,
MacH Tijla Ta MOMEPEAHBOr0 3aCTOCYBaHHs craruHiB. [limBUIyBaTH 10 MakcUMallbHOI A03u 20 mr
OJMH pa3 Ha A00y CIiJa BIAMOBIAHO JO I1HAMBIAYaJbHOI BIAIMOBIAI AWUTHHU Ha JIKYBaHHS Ta
NEPEHOCUMOCT] Tpenapary, AOTPUMYIOUMCh PEKOMEHAALIN II0JMO0 JIKYBaHHS IiTeH (AMB. pO3.in
«OcobmuBocTi 3acTocyBaHHs ). [lepen moyarkom Teparii po3yBacTaTUHOM JITSAM Ta MiJTITKAM CIIiJ
NPU3HAYUTU CTAHAAPTHY TiMNOXOJIECTEPUHEMIUHY Ji€Ty, SIKOI Mali€eHTH MAlTh JOTPUMYBATHUCH 1
IPOTSITOM JIIKyBaHHSI.

JlocBin mikyBaHHS Mi€l MOMymsIii y qo3ax Outbiie 20 Mr 0OMeKEeHHIA.

Tabnerku o 40 Mr He 3aCTOCOBYIOTh JITSM.

JliT BikOM J10o 6 pOKIB
besneka Ta epeKTUBHICTH 3aCTOCYBaHHS JIKApCHKOT0 3ac00y JITSAM BIKOM 70 6 pOKIB HE BUBYAJIHCH.
Taxum ynHOM, npenapat Kpectop He peKOMEHIy€ThCS 3aCTOCOBYBATH JITSAM BIKOM J10 6 POKIB.

Ilepeoosysanns.

Cneuudiunoro miKyBaHHS TMepeno3yBaHHS HeMae. Y pa3l mepefo3yBaHHS Malli€eHTa CIij JIKyBaTH
CHUMIITOMAaTUYHO Ta Yy pa3i HEOOXITHOCTI BXKUTH MiATPUMYIOUHX 3axofiB. [IoTpiOHO KOHTpPOIIIOBATH
¢byuxkuii neuinku Ta piBHI KK. EdextuBHicTh remMoianizy MaioiMoOBipHa.

Hoo6iuni peakuii.

HebaxxaHi siBuIa, Mo BiJ3HAYAIOTHCS MPH 3acTOCyBaHHI KpecTopy, 3a3BuUYaii Jerki Ta THMYAcOBi. Y
KOHTPOJIbOBAHUX KIIHIYHUX JOCHIDKeHHSX MeHme 4 % maiieHTiB, siKi 3acTocoByBaiu Kpecrtop,
BUWIIUIA 13 TOCIIPKCHHS Yepe3 HeOakaHi peakiii.

[Tepenik MOOIYHUX PEaKIi Y BULISAI TaOIHIL

VY HIK4YeHaBeCHIN TaOHIIl MpecTaBieHo Mpodias HebakaHUX PeaKiliid Ha pO3yBacTaTHH 3a JaHUMU
KIIHIYHUX JOCTIIKEHb Ta BETUKOTO JOCBIAY MiCIspeecTpallifiHoro 3acTocyBanHs. Hebaxani peakiii
KJIacu(piKOBaHO 3a YACTOTOIO Ta cucTeMHO-opranHuMHu kinacamu (COK).

3a yacToTOr0 HeOakaHi peakIlii po3moiieHi TakuM YuHoM: yacTi (Big >1/100 go <1/10), newacrti (Bixa
>1/1000 no <1/100), piaki (Bix >1/10000 no <1/1000), xyxe pinki (<1/10 000), HEBiZOMOI YacTOTH
(HEMOJKJTMBO OIIHUTH 32 HassBHUMU JaHUMH ).

Ta6must 3
[To6iuHi peakiii 3a JaHUMU KITHIYHHUX JOCHIKEHb Ta JOCBILY
MICISPEECTPALIITHOTO 3aCTOCYBAHHS
CucremHo- . . o o Yacrora
OpraHHHiT Ki1ac YacrTi HeuacrTi Piaxi Jyxe piaki HeBigoMa
3 boky kposi ma Tpomboruron
TiMpamuunoi eHist
cucmemu
3 boxy imyHnoi Peakii
cucmemu rinepyyTiInBO
CTi, B TOMY
quCIi
aHT10OHEBPOTHU
YHUI HaOPsIK
Enooxkpunni HykpoBui
po3naou miaber!
Tcuxiuni posnaou Henpecis
3 b6oky Hepsosoi ['onoBHMi [Tomuepo- |Ilepudepuuna
cucmemu O11b, naris, BTpara |HEBPOIATis,
3araMopoyeH nam’sTi po31aau CHY

UA-7467 Approved December 2025



Hsl (B ToMy umci
0€3COHHS Ta
HIYHI
KOIIIMapH ),
MiacTeHist
rpaBic
3 boky opeanis Ouna
30py MiacTeHist
3 boky opeanis Kamens,
OUXAHHS, 2PYOHOT 3aUIIKa
KAIMKU ma
cepe0oCminHsL
3 60Ky winynkogo- | 3arop, [Tankpearut Hiapest
KUUKOBO20 HYZOTAa,
mpaxkmy abIOMiHaJTb-
Hul O11b
3 boky ITigBumenas | KoBrsaHuns,
eenamooiniapHoi piBHS rernaTuT
cucmemu MEYiHKOBUX
TpaHcaMiHa3
3 60Ky wiKipu ma CaepOix, Cungpom
niOWKIipHoOI BHCHII, CriBeHca—
KIMKOBUHU KpOMUB’ THKA JI>xoHCOHa,
peaxiis Ha
JTKapChbKUH
3aci0 3
eo3uHoPii€er0
Ta
CUCTEMHUMHU
CHUMITTOMaMH
(DRESS)
3 boxy ckenemnoi | Mianris Mionaria (B |Aprpanris [opymienns 3
MYCKYLamypu ma TOMY YHCII1 60Ky
CHOMYYHOI MI03UT), CYXO)KUJIb,
MKAHUHU pabnomionis, 1HKOJIH
BOBYAKO- yCKJIa/IHEH1
noAiOHuM po3puBamu,
CUHJIPOM, IMyHOOTIOCEpe
PO3pUB M’s31B JIKOBaHa
HEKPOTH3YI0U
a miomarist
3 boky Hupok ma I'emarypis
Ceyo8UOINbHOT
cucmemu
3 6oxy ['irexomacris
PenpooyKmugHol
cucmemu ma
MONOYHUX 347103
3acanvui poznaou | AcreHis Habpsik

ma cmaun micys
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86e0eHHs

" YacroTa 3anexuth Bin HasgBHOCTI (akTOpiB pU3UKy (piBeHb IVIIOKO3M HATmIE >5,6 MMojb/1, IMT
>3(0 kr/m%, iiBUILEH] PiBHI TPUIITLIEPHUIiB, apTepiabHa TiepTeH3is B aHAMHeE31 ).

Sk 1 mpu 3actocyBaHHi iHmUX iHTiIOiTOpiB 'MI'-KOA, 9yacTtora HebaxaHUX peakiliid Mae TeHJEHIIIO
3aJIEKATH BiI TO3M.

Bnaue na nupku

[Tpoteinypis, BUsBIEHA y pe3yJbTaTl aHali3y 3a TECT-CMYKKaMU Ta IEPEBAXHO KaHaJIbLIEBOI'O
MOXO/DKEHHS, CIlocTepiranacs y HamieHTiB, siKi 3acTocoByBaiu Kpectop. 3MiHu BMicTy Oinka y cedi
BiJl HyJ ab0 CIifiB A0 3Ha4YeHHs ++ abo Oumbiie crioctepiranucsa y <l % marieHTiB IepiogudHO B
XOJIl 3aCTOCYBaHHSA JIKapchbKoro 3aco0y B no3ax 10 Ta 20 mr i y npubnuzHo y 3 % — npu 1031 40 mr.
HeBenuke 3011bIIICHHS YaCTOTH 3MiHU BMICTY BiJI HyJIs1 @00 CITiiB 10 3HAYCHHS + CIIOCTEPIraaucs Mpu
no3i 20 mr. B OGinmbmocTi BUDanKiB HpoOTeiHypis 3MeEHIIyBaiacs ab0 3HHKajla CIOHTaHHO NpU
IPOIOBXKEHHI Tepanii. 3a JaHUMH KJIIHIYHUX JOCHIKEHb Ta IMOCTMAPKETUHIOBUX CIIOCTEPEKEHb Ha
ChOTOJIHI HE BWSIBJICHO NPHUYUHHO-HACTIIKOBOTO 3B’S3Ky MK TPOTEIHYpI€EI0 Ta TOCTpUM abo
HIPOTPECYOUYHUM 3aXBOPIOBAHHIM HUPOK.

Ha ¢oni 3actocyBanHs Jikapchbkoro 3aco0y KpecTop Bii3Haue€HO BHIIAIKW reMaTypii; 3a JaHUMH
KJIIHIYHUX TOCHIIKEHb YacToTa 11 Masa.

Bnaue na ckenemuy myckyramypy

VYpaxkeHHSI CKeNeTHOI MYCKyJaTypH, Taki SK Miairig, miomaris (B TOMYy 4YHCIi MIO3WT), Ta 3piakKa
pabaoMioni3 i3 TOCTPOI0 HUPKOBOKO HEIOCTATHICTIO YM Oe3 Hei Oynu Big3HA4eHI NMPH 3aCTOCYBaHHI
Oynp-sakux 1103 Kpecropy, ocobmauBo npu no3ax >20 mr.

VY mnamieHTiB, SKi MpUMaIl po3yBacTaTHH, CIIOCTEpiranocs no3o3anexxHe 3poctanHs piBHiB KK; B
OUIBIIOCTI BUMAAKIB sBUIIE OyNOo ClIa0KUM, aCUMITOMAaTHYHUM Ta TUMYacoBuUM. Skmo piBHI KK
migBumieHi (>5 pasie Bume BMH), mikyBaHHS cnig mpunaHUTH (quB. po3main  «OcoOIuBOCTI
3aCTOCYBAHHS»).

Bnaue na neuinky

Sk 1 npu 3acrocyBanHi iHmUX 1HT10ITOpiB ' MI'-KOA—penykrasu, y HEBENUKOI KUJIBKOCTI MaII€HTIB,
SKI TpUiMalyd pO3yBacTaTUH, BiA3HAYAIOCS J0303aJIe)KHE 30UIbIIEHHS pIBHS TpaHCaMiHa3; Yy
OUIBIIOCTI BUMAJIKIB SIBUILE OYJI0 CIIa0KUM, aCUMITOMAaTUYHUM T4 TAMYACOBUM.

Ha ¢oni 3acTocyBaHHsI IeIKMX CTaTHHIB BlJA3HAUAIKCS Taki HeOakaHi SBHIIA!

Poznan crateBoi GyHKIIIi.

OxpeMi BHUMAJKU IHTEPCTULIATBHOT XBOPOOU JIere€Hb, OCOOIIMBO MPU TPUBAIOMY 3aCTOCYBaHHI (JIUB.
po3ain «OcoOMMBOCTI 3aCTOCYBAHHS ).

YacToTa noBiJIOMJIEHb PO pabIoMioi3, Cepilo3HI MOPYIIEHHS 3 O0KY HUPOK Ta MEUiHKU (IepEeBaXHO
M1IBUILIEHHS aKTUBHOCTI MEYIHKOBUX TpaHCaMiHa3) OlbIlIa MPU 3aCTOCYBaHHI JIIKAPCHKOTO 3aco0y B
o031 40 wmr.

Jimu

[TinBumenHs piBHS KpeatuHkiHazu >10 pasiB Bume BMH Ta cumnrommu 3 Ooky M’s3iB micis
G13MYHOr0 HaBaHTAaXKEHHS a00 MIABUIIEHOI (DI3UYHOT AaKTUBHOCTI CIIOCTEpirajucs yacTime y 52-
TH)KHEBOMY KJIIHIYHOMY JOCIIPKEHHI 32 y4acTio JiTel Ta MiAJITKIB HOPIBHIHO 13 JOPOCIUMHU (JUB.
po3ain «OcobnuBocTi 3acTocyBaHHs»). [IpoTe nmpodins O6e3nekn po3yBacTaTUHY Y MITEH Ta MiAJTITKIB
OyB MOJIIOHUM 10 TAKOTO y JIOPOCIHX.

[ToBimoMIIEHHS PO HII03PIOBaHI HOOIYHI peakiii

BaxxnmuBo TOBIZOMIISITH TPO  MiAO3PIOBaHI MOOIYHI peakiii y MCIApeecTpamiiHuil  nepios
3aCTOCYBaHHS JliKapchkoro 3aco0y. lle mae 3Mory 3milicHIOBaTH Oe3lepepBHUN MOHITOPUHT
CITIBBITHOIIICHHS] KOPUCTB/PU3UK 3aCTOCYBAaHHS JIIKapChKoro 3acoly. CremiamicTa y Taiy3i OXOpOHH!
310pOB’sl 3000B’sI3aH1 MOBIAOMIISATH NP0 Oy/b-sSKi BUIMAIKU MiJO3PIOBAHUX MOOIYHHMX peakiliii uepes
HalllOHAJIbHY CHCTEMY 3BITHOCTI.

Tepmin npuoamnocmi.
3 poku.

YmoBu 30epiranns.
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30epiratu y HeAOCTYIHOMY JUisi AiTel micui. 30epiratu npu Temmeparypi He Butie 30 °C.
YnakoBka.
[To 14 Tabmerok y Omictepi, mo 2 OiicTepu B KapTOHHIM KopoOIli (as tabdieTok mo S5 mr, 10 mr Ta

20 mr); o 7 Tabnerok y Omictepi, o 4 GicTepu B KapTOHHIN Kopooi (s Tadbnetok mo 40 mr).

Kareropis Bianycky.
3a perenTom.

Bupoonuk.
Actpa3eneka FOK Jlimiten.

Micue3HaxonxeHHsI BHPOOHUKA TA ajpeca Miclsi NPOBAsKeHHsI HOro AislJIbHOCTI.
Cink Poan bizuec ITapk, Makkicdina, SK10 2NA, Benuka bputanis.

JlaTa 0CTAHHBOIO MeperJsAay.
30.10.2025
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