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Ckuaz:

airodl pegosuny: amlodipine; atorvastatine;

1 Tabmerka MICTUTh amJIOAUIIHY OecuiaTy 6,94 Mr, 0 €KBiBaJEHTHO aMJIOJMIIHY 5 MT;
aTopBacTaTHHY KaJblito Tpurigpary 10,85 mr, 1o exBiBaieHTHO aTopBacTaTHHY 10 Mr;
JOMOMDK HI ~ PEYOBHHH.,  KanlbIlito  KapOoOHAT, HATPil0 KpPOCKapMesno3a, Ierojo3a
MiKpPOKpHUCTaJIi4Ha, KpOoXMaJjb npeKeIaTHHI30BaHHH, nojicopbat 80,
T1APOKCUIIPOIUIIENI0I03a, KPEMHIIO JIOKCHJ KOJIOiMHWK O€3BOJHUIN, MarHir0 cTeapar,
Omampi II bimmit  85F28751: coupT MONMIBIHIJIOBHH  YacTKOBO — TiPOJi30BaHUM,
nometmwieHraikons 3000, Tutany aiokeun (E 171), Tanbk.

Jlikapcbka gopma. TabieTku, BKpUTI IIIIIBKOBOKO 000JIOHKOIO.

OcHOBHI (I3HKO-XIMIYHI BIACT HBOCT I 01711 TabJIeTKU OBaNbHOI (hOpMHU, BKPUTI ILIIBKOBOIO
000J10HKO10, 3 TpaBipyBaHHsIM «Pfizer» 3 ogHOro 60Ky 1 Komom npoaykty «CDT» ta «051» —
3 IHIIOTO.

®dapmakorepaneBTHYHa rpyna. [linmomimizemiuni 3aco0u, KomOiHamii. IHribiropu
I'MI'-KoA-penykrasu, inmri komOinarii. Kom ATX C10B X03.

DapmakKono2iuni eracmueocmi.

Dapmaxoounamixa.

Kanyer 5/10 mae mnonBiiiHuii MexaHi3M [ii: aMJIODUIIIH Ji€ SIK JWTIAPONIPUIAHOBUN
AQHTArOHICT KaJblif0 (AQHTArOHICT 10HIB KalbIlif0 ab0 OJOKATOp MOBUIBHMX KaHATIB) 1
atopBactatuH mnpurHiuye ['MI-KoA-pemykra3dy. AMIIOAWIIH, IO BXOAUTH JO CKJIady
npenapaty Kanyer 5/10, mpurHidye TpancMeMOpaHHUH TOTIK 10HIB KalbLil0 B TJIAJKUX
M’si3aX CyAMH 1 M’s3aX cepisl. ATOpBacTaTWH, IO BXOAWTH JI0 CKJIaaAy IIpemnapary
Kanyer 5/10, € cenekTuBHUM KOHKYpeHTHHUM iHrioiTopom I'MI-KoA-penykrasu, ¢pepmenry,
BiJl SAKOTO  3aJ&KHUTh  IIBUIKICT  MepeTBOpeHHS  03-riapoKCcH-3-MEeTHUITIyTapuI-
KopepMeHTY A Ha MEBaJOHAaT — PEUYOBHHY-TIONEPEJAHUK CTEpPOJiB, y TOMY YHCII
XOJIECTEpUHY.

3MiHM Oii aMJIONUIIHY HA CUCTOJIIYHMNA apTepiaibHUM THCK NpH 3aCTOCYBaHHI Ipemnapary
Kanyet 5/10 nmopiBHSHO 13 3aCTOCYBaHHSM TUTBKH aMJIOJUIIIHY HE CIIOCTEPITaIOCH.
AHaJIOTIYHO, HE CcrocTepirajiocs 3MiHM [ii aTopBacTaTMHY Ha xosectepud JIHIL[ mpum
3actocyBaHHI npenapaty Kaayer 5/10 mopiBHSHO 13 3aCTOCYBaHHSM TUJIBKH aTOPBACTATHHY.
AHneno-cxanounascoke 00Cni0NCeHHs pe3yibmamié 3axeopiosanv cepys (ASCOT) — 1ue
paHaoMizoBaHe, 3 (aKTOPIAIBHUM JTU3AMHOM AOCTIIKeHHS (2 X 2) aisl MOPIBHSHHS JBOX
AQHTUTINEPTCH3UBHUX PEKUMIB JIIKyBaHHA 3 ydacTio 19257 mauieHTiB (Tpyna 3HMKCHHS



aprepianbHoro THcKy — ASCOT-BPLA) Tta BrumBy nomaBanHs 10 Mr aropBacTaTuHy
nopiBHsAHO 3 Twtanie6o y 10305 mamientiB (rpyna 3HmwxeHHs miniaiB — ASCOT-LLA) mpu
JeTaTbHUX 1 HEJIETAIBHUX KOPOHAPHUX MOIISX.
BB aropBacTaTMHY Ha JIeTadbHI Ta HEJETalIbHI KOPOHApHI MOl OIHIOBATA B
PaHIOMi30BaHOMY MOJBIHHOMY CIINOMY IIaie00-KOHTPOJIBOBAHOMY JAOCIHIDKEHH] (Tpymna
samwkeHHs JimiaiB — ASCOT-LLA) y 10305 mamientiB BikoMm 40-79 pokiB 3 apTepiaabHOIO
rinepTeHsieto, 6e3 monepeAHbLOro iHPapKTy Miokap/a ado JiKyBaHHS CTEHOKapii Ta 3 piBHEM
3arajpbHOTO XOJiecTepuHy < 6,5 MMonb/n (251 Mr/mn). Yci mamieHTHn Manu moHaiMeHnie 3 3
TaKMX MOMNepeIHbO BU3HAUYECHUX (DaKTOPIB CEPLEBO-CYIMHHOTO PU3HKY: YOJIOBIYA CTaTh, BIK
(=55 pokiB), mamiHHA, Aia0eT, paHHs imIeMidHa XBopoOa ceplsi B aHaMHE31 HaHOMMKYMX
poandiB, 3aranbHH xosiectepuH: JIBIL[ > 6, 3axBoproBanHs nepudepUIHUX CYAHH,
rinepTpodist JiBOro NUTYHOYKA, IepeOpOBACKYISIpHE MOPYLICHHS B aHamMHe3i, cnenudiuHi
nopymeHHst Ha EKT, nmpoteinypist/anp0yminypis.
[NamieHTiB JiKyBadM 13 BUKOPHCTAHHSIM AaHTHUTINEPTEH3WBHUX PEXKHUMIB, 10 Oa3yBanucs Ha
3actocyBaHHi amuoguniny (5-10 mr) a6o arenomnomy (50-100 mr). Jlns mocsrHEHHS Y
NOJAJIBIIIOMY 3aIlJIAHOBAHOTO PIBHS apTepianbHOro TUcky (< 140/90 MM pT. CT. y HAIli€HTIB
0e3 nmiadery, < 130/80 MM PT. CT. y maIi€HTIiB 3 11a0E€TOM) y TPYIIi 3aCTOCYBaHHS aMJIOJUITIHY
MOXHa Oyno ToJaBaTH MEpUHAONPHI (4-8 Mr), a B rpymi areHojody — OeHapodaymeTiazua
kaiiro (1,25-2,5 mr). Teparmiero TpeTrhoi JiHIi B 000X rpymax 0yB gokcazo3ud GITS (4-8 mr).
I'pymna aTopBactaTuHy ckiananacs 3 5168 nmamienTis (2584 namieHTH OTpUMYBaU aMJIOIUTIIH
1 2584 marieHTH OTpUMYBAJIM aTEHOJION), a Tpyma rianedo ckiaganacs 3 5137 maimieHTiB
(2554 namieHTH OTPUMYBAIHM aMJIOAMITIH 1 2583 malieHTH OTPUMYBAIH ATCHOJIOMN).
KoMmOiHarisi aMiouImay 3 aTopBacTaTHHOM TPHU3BOJWIIA O CYTTEBOTO 3HWIKEHHS PUBHKY
PO3BHUTKY JIE€TalIbHOI IMIEMIYHOI XBOPOOHM CepIsl Ta HEJIETANIbHOTO iH(apKTy Miokapaa y
KOMITO3UTHIHM MIEPBUHHIN KIHIIEBINA TOYIII:
- Bumxenas Ha 53 % (95 % nosipumit iHTepBan 31-68 %, p < 0,0001) mopiBHSHO 3
KOMOIHAIII€X0 aMJIOJHITIH + IU1aneoo;
- 3umwxkenas Ha 39 % (95 % poBipumit intepBan 8-59 %, p < 0,016) mopiBHsAHO 3
KOMOIHAITIE0 aTEHOJION + aTOPBACTATHH.
ApTepiabHHUI TUCK CYTTEBO 3HIKYBABCS IPH 000X PEXHUMaXx JIIKYBaHHsI, aje 3HauHO OlIble
— MpU pexuMi, MO Oa3yBaBCs Ha 3aCTOCYBaHHI aMJIOJMIIIHY + aTOpPBAaCTaTHUH, HDK TMpH
pexxuMi, o 6a3yBaBcsi Ha 3aCTOCYBaHHI aTeHOJONY + aTopBacTaTtuH (-26,5/-15,6 MM pT. CT.
npotu -24,7/-13,6 MM PT. CT. BIAMOBIAHO). 3HAYCHHSI «P» JJIS BIAMIHHOCTEH MiX ITUMHU JIBOMA
rpynamu ctanoBmwio 0,0036 (anst cucromiyHoro aprepiambHoro tucky) i < 0,0001 (mms
JI1aCTOJIIYHOTO apTEPIAIbBHOTO THUCKY).
JochipkeHHsT aHTUTINEPTEH3WBHOTO Ta JIIMIO3HIKYIOUOTO JIIKYBaHHS JUIs 3amo0iraHHs
cepueBuM Hamanam (Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack
Trial).
Jnst mopiBHsSHHS €deKTiB amyIoauIiiHy a0o Ji3WHONPIIy 3 edeKTaMHu XJIOPTATiAOHY SK
Tepamii mepuioi JiHii y MaIi€HTiB 3 TINEpTeH3I€0 BiA CIa0KOro 10 MOMIPHOTO CTYIEHS
TSOKKOCTI OyJIO TIPOBEICHO paHIOMI30BaHE IMOABIMHE CIIINE TOCHIDKEHHS IIiJI Ha3BOIO
«AHTUTITIEPTEH3UBHE Ta JIMIIO3HIKYIOUE JTIKyBaHHS JJIs 3a1100IraHHs CEpIIEBUM Haragam.
3aranpHa KibKicTh 33357 mallieHTIB 3 apTepialIbHOIO TIMEPTEH31€r0 Y Billl 55 pokiB abo BUIIE
Oynu paHIOMI30BaHi 1 3HAXOMWJIMCS i HArsIOM y cepenHboMy mpotsarom 4,9 poky. Lli
MMaIi€HTH MaJy IIOHAaMEHIIe OANH JTOAATKOBUH (haKTOp PU3HMKY 1MIEMIYHOI XBOPOOU ceplis,
BKJIIOYAIOYH Taki: iH(apKT Miokapaa abo iHCYJIbT B aHaMHe31 (> 6 MICAIIB 10 BKJIIOYCHHS B
JOCIIIDKEHHsI) a00  IHIIE  3aJOKyYMEHTOBAaHE  AaTEPOCKICPOTHYHE  CEPIICBO-CYJIUHHE
3axBoproBaHHs (Bcboro 51,5 %), miaber II tumy (36,1 %), xomecrepun JIBII]
< 35 mr/an (11,6 %), rineptpodito JiBoro mIyHouka, aiaraocroBany 3a EKI™ abo metomom
exokapaiorpadii (20,9 %), naninas Ha yac 3amy4yeHss (21,9 %).
[lepBrHOIO KIHIIEBOIO TOYKOIO Oyja imeMiuHa XBopoOa cepiis 3 JETaIbHUM HACIiIKoM abo
iH(apKT Miokapaa 0e3 JIeTaaTbHOro HACHIAKY. Y TPyl 3aCTOCYBaHHS aMJIOJUIIIHY MEPBUHHOL
KiHLeBoi Touku gocarnu 11,3 % mnauientiB nopiBHaHO 3 11,5 % y rpyni XjopTanioHy
(BimHomeHHs pusukiB 0,98, 95 % nowipuuit inTepsan [0,90-1,07] p=0,65).




Cepen BTOPUHHUX KIHLEBUX TOYOK:

- TOKa3HUK JIETAJbHOCTI 3 YCiX MpUYHH cTaHOBUB 17,3 % y rpymi xnopranigony i 16,8 % y
Ipymni aMJIOJUMIHY (aMJIOTUIIH HMPOTHU XJIOPTANiOHY, BiaHOImEHHS pusukiB 0,96, 95 %
noBipumii iHTepBai [0,89-1,02] p=0,20);

- YacToTa CepIeBOi HEAOCTATHOCTI (KOMITOHEHT KOMIIO3UTHOI KOMOIHOBaHOi CepIIeBO-
CYIMHHOI KIHIIEBOI TOYKHM) Oyja 3HAYHO BHUIIOK Y TPyl aMJIOJIUINIHY MPOTH TPYIH
xsoprainifony (10,2 % nportu 7,7 %, BinnomenHs pusukis 1,38, 95 % noipunii iHTepBa
[1,25-1,52] p <0,001).

JlocnimxkeHHs HE NPOJAEMOHCTPYBAJIO IepeBard >KOAHOrO Ipernapary IIoAO0 HEpBUHHOI
KIHIIEBOI TOYKM; allOCTEPIOpPHUIN aHali3 pe3yibTaTiB MPOAEMOHCTPYBAB, IO AaMJIOJUIIIH
3HIKYE KUTBKICTh 1MIEMIYHOT XBOPOOHU CepIlsl 3 JETATBHUM HACIIIKOM Ta 1H(PapKTy MioKapa
0e3 JeTanbHOrO HacHiAKy (NEpBHHHA KiHIIEBA TOYKa) Ta JIETAIBHICTh 3 YCIX HPUYHH
(BTOpWHHA KiHIIEBA TOYKA) TIEIO K MIPOO, IO W XJIOPTAIIIIOH.
YV x00i Oocnioscennsn «llpoginakmuka iHCyIbmy WIAXOM ASPECUBHO2O 3HUIICEHHS DPIGHI8
xonecmepunyy (Stroke Prevention by Aggressive Reduction in Cholesterol Levels study) 3
yuacTio 4731 marieHra, siki B monepeaHi 6 MICAIIB NepeHecan 1HCYabT abo TPaH3UTOPHY
IIeMIYHy aTaky 1 He MaJd B aHAMHE31 KOPOHAapHOI XBOpoOW ceplis, OyJ0 OI[IHEHO BIUIHB
3aCTOCYBaHHA aropBacTaTuHy y 1031 80 mMr Ha no0y abo mianebo Ha 4acTOTy pPO3BUTKY
iHCynbTy. 60 % mnarieHTiB Oynu yojoBikaMu BikoM 21-92 poku (cepenHiii Bik 63 poku) Ta Ha
eTari BKiItoYeHHs Maiu cepenHiit pisenb JIHIL 133 mr/on (3,4 mmons/m). CepenHiit piBeHb
xonecrepuny JIHIL 6yB 73 mr/mn (1,9 MMoJIb/iT) TIpOTSTOM JIIKYBaHHSI aTOPBACTaTHHOM Ta
129 mr/nn (3,3 MMOTIB/iT) TpOTATOM JTiKyBaHHS Iutanebo. MeniaHa CIOCTEPE)KEHHS —
4,9 poky.
3acTocyBaHHS aTOpBacTaTUHY Yy 1031 80 MI' 3HMKYBAJIO PU3UK HACTAHHS MEPBUHHOI KIHIEBOI
TOUYKH (IHCYJBTY 3 JE€TAIbHUM HacligkoM abo 6e3) Ha 15 % mnopiBHSAHO 3 TUIanEe6o

(BimHomennst pusukiB 0,85; 95 % nosipumit intepsan 0,72-1,00; p=0,05 abo 0,84; 95 %

noBipumii iHTepBan 0,71-0,99; p=0,03 micns CTaTUCTUYHOI TMOMpaBKH Ha (akTopu

NOYaTKOBOTO eraty). JleranbHuil HAcHiZOK 3 ycix mpuyuH ctaHoBuB 9,1 % (216/2365) s

aTOpBacTaTHHY MOPiBHAHO 3 8,9 % (211/2366) nns miane6o.

VY xoni anamizy post-hoc 3acrocyBanns 80 Mr aTopBacTaTuHy 3HHXKYBAJIO YaCTOTY PO3BUTKY
imemiuHoro iHcynbTy (218/2365, 9,2 % npotu 274/2366, 11,6 %, p=0,01) 1 niaBuIyBano
4acTOTy TeMOopariyHoro iHcynbty (55/2365, 2,3 % npotu 33/2366, 1,4 %, p=0,02) nopiBHAHO

3 ianeo.

Pu3uk po3BUTKY reMOpariyHoro iHCyJIbTy 3pOCTaB Yy TAali€HTIB, sKi Oyad BKIIOYEHI B
JIOCIIIJDKEHHS 3 TEMOpariyHuM 1HCYJbTOM B aHamHe3l (7/45 myisi aTopBacTaTWHY TPOTH
2/48 nns mnane6o; BigHOMEHHS pu3uKiB 4,06; 95 % nosipunii inTepBan 0,84-19,57), a puzuk
PO3BUTKY 1MIEMIYHOTO 1HCYJIBTY JJIS TPYI 3aCTOCYBaHHS aTOpBACcCTaTHHY Ta Tuiaiebo OyB
noniouum (3/45 nmst atopBactaTHHY NpoTu 2/48 nist miane0o; BiJHOIIEHHS pu3UKiB 1,64;
95 % nosipumii inTepsan 0,27-9,82).
Pu3uk po3BUTKY reMOpariyHoro iHCyJIbTy 3pOCTaB y TAli€HTIB, sKi Oyad BKIIOYEHI B
JIOCITIJDKEHHS 3 JakyHapHUM iH(apkToMm B anamue31 (20/708 mis aropBactatuny npotu 4/701
TSt Tutane0o; BigHomeHHS pu3ukiB 4,99; 95 % mnoBipuwmii inTepBan 1,71-14,61), ane pusuk
PO3BHUTKY IMIEMIYHOTO 1HCYJIBTY TaKOX 3HIKYBaBCS y nux mamieHtiB (79/708 nnsa
atopBactatury npotu 102/701 mns mumane6o; BigHomeHHs pusukiB 0,76; 95 % mosipuuit

iaTepBan 0,57-1,02). MoximBo GakKTHYHMA PU3UK PO3BUTKY IHCYNIBTY € TMiIBUIICHUM Y

NAIli€HTIB 3 JIAKYHApHUM 1H(apKTOM B aHaMHe3l, Ta sIKi 3aCTOCOBYIOTh aTOPBACTaTUH Y /1031

80 mr/mo0y.

JleranpHu# HACHIAOK 3 yCiX mpuuuH craHoBUB 15,6 % (7/45) s aropBacTaTuHy MPOTH

10,4 % (5/48) y miarpymi Hami€eHTiB 3 reMOpariuyHuM I1HCYJIbTOM B aHamHe3l. JletanbHuit

HACJIJIOK 3 ycix mpuunH ctanoBuB 10,9 % (77/708) nns aropBactatuny mpotu 9,1 % (64/701)

JUTs TUTare0o B MiArpyIi MAII€HTIB 3 JIAKYHAPHUM 1H(GApPKTOM B aHAMHE31.

Dapmaxokinemuxa.

Jani mono npenapary Kaayer 5/10.




[licns mepopajibHOrO HpPUHOMY CHOCTEpirajgucs 2 OKpeMHUX KM KOHIEHTpaUid y miasmi
KkpoBi. [lepmmii mik cnocrepiraBcs y Mexax Bif 1 10 2 ToAuH micis MpUioMy Mpenapary Ta
OyB 3yMOBIIEHUI1 aTOpBaCTaTHHOM; JPYTUH MK criocTepiraBcs Mk 6 i 12 roguHamMu micis
npuiioMy Tpemnapary Ta OyB 3yMoBJieHHH amiomumiHoM. [IBuaKicTe 1 cTymiHb abcopOIrii
(GioocTyIHICTH) aMJIOIMITIHY Ta aTOpBAaCTaTUHY IPH 3acTocyBaHHI mpenapary Kamgyer 5/10
HECYTTEBO BIJIPI3HAIOTHCA Bil OI10JOCTYIMHOCTI aMJIOAMIIIHY Ta aTOpBacTaTUHY TIPH
OJTHOYACHOMY 3aCTOCYBaHH1 Ta0JIETOK aTOPBACTaTUHY 1 TaOJIETOK aMJIOIMITIHY.

[Ipuiiom DKi He BIUIMBaB Ha O10JIOCTYMHICTh aMJIOAMIIIHY TPH 3aCTOCYBaHHI Ipenapary
Kanyer 5/10. Xoua i’ka 3HM)KYE MIBUIKICTH Ta CTYIIHb BCMOKTYBaHHS aTOpBAacCTaTHHY MPH
3acrocyBanHi npenapary Kamyer 5/10 npubmuzno Ha 32 % Ta 11 % BiamoBigHO, 3a OIliIHKaMU
Cmax 1 AUC, ananoriyHi 3HM)KCHHS KOHIIEHTpAIii y IjIa3Mi KpOB1 MIiCHs TpUHOMY Tkl
CTOCTepirajgucs JUlsl aropBacTaTuHy Oe3 3HIDKEHHs BIUIMBY Ha xojectepun JIHILL (ous.
HUKYE).

JlaHi 1110710 aMJIOTUTIHY.

Abcopoyia. Tlicns mepopadbHOTO 3aCTOCYBaHHS TEPANIEBTUYHHUX 103 aMJIOAHUIIIHY OKPEMO TIiK
KOHIIGHTpalii y Iula3Mi KpOBI CIOCTEpIraeTbcsi y Mexax 6-12 roauH micns mnpuiiomy
npenapary. 3a OLHKaMu a0COJIFOTHA O10IOCTYIMHICTh 3HAXOAMTHCS y Mexax Big 64 % 1o
80 %. O0’em posmoaity CTaHOBUTH NpuOIM3HO 21 n/Kr. biogocTynmHicTh amyionumiHy He
3MIHIOETBCS 3AJICKHO BiJl IPUHOMY 1KI.

Posnoodin. JlocnipkeHHS aMIIOAMITIHY in Vitro TIOKa3ald, 10 y TAI[iEHTIB 3 TINEPTEH3I€0
npubau3Ho 97,5 % npenapary, U0 HUPKYIIOE B KPOBI, 3B’ SI3y€ThCs OLIKaMU MJIa3MH.
biompancgopmayis. Amnonumin iHTeHCUBHO (Omm3pko 90 %) wmerabomi3yeThest 10
HEAKTHUBHUX META0O0JIITIB NUISIXOM MEYiHKOBOTO METa0O0Ii3MY.

Bueeoenns. BuBeneHHs amIOIUMIiHY 3 IUla3MH € JBO(A3sHUM 3 KIHLIEBUM IEpiogoM
HamiBBUBeNeHHS Omu3bko 30-50 romamH. PiBHOBa)KHAa KOHIICHTpAIiSl JTOCSATAETHCS TTICISA
7-8 nHiB Oe3mepepBHOro mpuiiomMy mpemnapaty. I3 ceueto BuBomuThCs 10 % mouyaTKOBOI
pedoBrHU amnoAuminy 1 60 % iforo MeTaboMITIB.

JlaHi 1110710 aTOpBaCTaTUHY.

Abcopbyia. ATopBacTaTUH IIBHUIKO a0COpPOYEThCS, MaKCMMajbHa KOHIICHTpAIlisl Yy TuIa3Mi
KpOBI JtocsiraeThest y Mexkax Bif 1 1o 2 rogus. Ctymiabk abcopOirii 3pocTae Mpomopiiao 10
03U aTtopBacTaTUHy. AOCOIIOTHA O10JOCTYIHICTh aTOpBacTaTHHY (MOYAaTKOBA PEUYOBHHA)
CTaHOBUTH NpuOIM3HO 12 %, a cucremHa OiomoctymHicTe ans npurHideHHs ['MI-KoA-
peaykra3u craHoBuTh npubian3Ho 30 %. Huszpky cucteMHy 0100CTYNHICTH MOB’SA3YIOThH 3
IPECUCTEMHUM KIIIPEHCOM Yy CIIM30BId OOOJIOHII MITYHKOBO-KHIIKOBOTO TpPAaKTy Ta/abo
MPECUCTEMHUM TI€UIHKOBUM MeETa00J1i3MOM. Xoua, 3a OmiHKaMH Cmax 1 AUC, Tka 3HMKYE
MIBUIKICTB Ta CTYIiHb abcopOuii aropBacTatuny npubiam3Ho Ha 25 % 1 9 % BinnosinHo, Horo
BIUTMB Ha 3HWXEeHHS xojectepuny JIHII mpu 3acTocyBaHHI 3 TKEI0 UM HATIIE € MOIIOHUM.
Konnenrpauis aropBactatuny y mia3mi kpoi Huxk4a (mpubinsno Ha 30 % 1 Cmax 1 AUC)
Micysl MPUHOMY TIperapary BBedepi MOPIBHIHO 3 MpuiioMoM ypaii. OgHak Horo ais 110110
3HIKeHHs xonectepuny JIHIL € omHakoBOIO HE3aIeKHO Bijl 4acy 3aCTOCYBAaHHS MpEmNapary.
Posnooin. Cepenniii 00’eM po3MOIIIy aTOpBAaCTaTUHY CTaHOBUTH NpuOIM3HO 381 miTp.
3B’s3yBaHHs aTOPBACTATHUHY 3 OUIKAMU TJIA3MU CTAaHOBHTD > 95 %.

biompancgopmayis.  AtopBacTaTUH  IHTEHCHBHO  METa0ONI3yeThCs O  OpTO- i
[aparipoKCUIbOBAaHUX TMOXIAHUX 1 PI3HUX NPOAYKTIB P-okucienHsa. Ilpurnivenus ['MI-
KoA-penykrazu opTo- 1 maparigpoKCHILOBAaHUMH METAOOJITaMU in Vitro €KBIBaJECHTHE
TakoMy njsi atopBactaTuny. [Ipubmuzno 70 % nii, mo BimHOCUTHCS A0 npurHideHHs ['MI -
KoA-penykrasu, 3yMOBJIEHO aKTHBHUMH META0OJIITaAMHU.

Busedenns. ATopBacTaTuH Ta Oro MeTabONITH BUBOISATHCS TOJTOBHUM YUHOM 3 JKOBYIO TTiCIIS
MEYIHKOBOT'O Ta/4u TMO3ale4iHKOBOro MeTabomizmy. OpHak aTopBacTaTHH, OYEBUIHO, HE
3a3Ha€ 3HAYHOI KHIIKOBO-TIEYIHKOBOI perupkymsnii. CepenHiii mepion HamiBBUBEIECHHS
aTOPBACTAaTHHY 3 IUTa3MU KPOB1 Yy JIIOJIEH CTaHOBUTH MpUOIM3HO 14 TomuH, mpoTe s il
mono npurHideHass [ MI'-KoA-penykrasu 1ieit nmepion cranoButh Big 20 mo 30 roawH, 1m0
3YMOBJIEHO aKTUBHUMH MeTabomitamu. I[licis mepopaabHOTO NPHIOMY aTOpBacTaTUHY
MeHIe 2 % 1031 BUIUISIETHCS 13 CeUelo.




ATopBacTaTUH € CyOCTparoM TIEYIHKOBHUX TpPAaHCHOPTEpiB, OPraHIYHOTO  aHiOH-
tpancnoprytouoro nominentuay 1Bl (OATPIB1) ta tpancmoprepa 1B3 (OATPI1B3).
Mertabonitn  atopBactatuHy € cyOctpatamu OATP1BI. ArtopBactaTuH  Takox
1meHTU(DIKYeThCS K CcyOcTpaT e(UIFOKCHHX TpPaHCIOPTEPIB OlIka MHOXXWHHOI JIIKApPChKOi
pesuctentHocti | (MDRI1) Ta 6inka pe3ucTeHTHOCTI paky mosouHoi 3ano3u (BCRP), mo
MOKe 00MeKyBaTH aOCOPOIIit0 B KUIIICUHHUKY 1 OlTiapHUH KIIIPEHC aTOPBACTATUHY.

JlaHi 1110710 aMJIOUTIIHY Ta aTOPBACTATHHY Y CHEIIATbHUX TOMYIISIIIsIX.

Iayienmu nimuvoco 6ixky. Yac MOCSATHEHHS MKy KOHIIEHTpAIlil aMJIOIUITIHY Y IJIa3Mi KpOBi
MOAIOHMI y TAIlI€HTIB JIITHBOTO BIKY Ta Y MOJIOAIIMX TMAIlI€HTIB. Y TAIll€HTIB JIITHHOTO BIKY
KJIIPEHC aMJIOJMITIHY Ma€ TeHICHIII0 10 3HMKEHHS, 10 Beae a0 30inpinenHs AUC ta nepiony
HamiBBuBeneHHs. 3poctanHs AUC Ta mepiofy HamiBBUBEICHHS Y TAII€HTIB 13 3aCTIHHOIO
CEepIIEBOI0 HEAOCTATHICTIO OyIM TAaKUMHM, SKI OYIKYBAJUCS JUIS MAIEHTIB JOCITIKYBAaHOI
BIKOBOT TPYIIH.

Konnenrpauis aropBacTaTHHy Yy IU1a3Mi KpOBI 3J0pOBUX THAali€HTIB JITHBOTO BIKY
(= 65 pokiB) Buma (npubmuzHo Ha 40 % a1 Cmax Ta 30 % s AUC), HIX y TOpOCIHX
Mojozmoro Biky. KiiHiuHI 1aHi A03BONIAIOTH NMpUITycTUTH, 1o piBeHb JIHI 3HmMXyeThCs
OlnbIle TPU 3aCTOCYBaHHI Oyab-sIKOi J03W aTOPBACTATHHY TAIllIEHTAMH JIITHHOTO BIKY
MOPIBHSIHO 3 JOPOCIUMH MOJIOJIIOTO BiKY (IUB. po31ia «OcOoOIMBOCTI 3aCTOCYBAHHS).
Cmamo. KoHIIeHTpallisl aTOpBAaCTaTHHY Y TUIa3Mi KPOBI y JKIHOK BIPI3HAETHCS BiJ TaKoi y
40s10BiKiB (mpubman3Ho Ha 20 % Bue 111 Cmax 1 Ha 10 % Hmxae g AUC). Li BigmiHHOCTI
He OyJIM KJIIHIYHO 3HAYYIIMMHU 1 HE BEJHU J0 CYTTEBUX KIIHIYHMX BIIMIHHOCTEH y BIUIMBI Ha
JIIIAY JUIS 9YOJIOBIKIB Ta JKIHOK.

Iopywennsn ¢hynxyii nupox. TlopymeHHsT (QYHKIIT HUPOK HE Ma€ CYTTEBOTO BIUIMBY Ha
(dapMaKOKiHETUKY aMJIOJUITIHY. AMIOIUIIH HE MiguaeThecs Aiamizy. Tomy mnamieHTH 3
HUPKOBOIO HEJOCTATHICTIO MOXKYTh OTPUMYBATH 3BUYaliHY TOYATKOBY 103y aMJIOJIUTIIHY.

VY IOCHiIKEHHSIX aTOpBacTaTUHY 3aXBOPIOBAaHHS HUPOK HE BIUIMBAJIO HAa KOHIICHTPAIIIIO
aTOpBACTaTHHY Y IIa3Mi KpoBi a00 Ha Woro edekt moao 3HWkeHHs xonectepuny JIHILI;
TaKUM YUHOM JUIS TAII€HTIB 3 MOPYIIEHHAM (YHKIII HUPOK HEMae HEOOXiTHOCTI y KOPEeKIii
JI03HM aTOPBACTATUHY.

THopywenna ¢@ynuxyii neuinku. Y Tali€HTIB 3 MOPYHICHHAM (QYHKIIi MEYIHKH KIIpEeHC
aMJIOJIAITIHY € 3HMKEHHUM, Mo Mpu3BoaAuTh 10 3poctaHHs AUC npubmmsuno Ha 40-60 %.
[MopymienHs QyHKIIT TEYiHKKA BiJ TMOMIPHOTO [0 TSDKKOTO CTYIEHS HE BIUIMBAaE Ha
TEepaneBTUYHY BIJIMOBI/Ib TAIlIEHTIB HA aTOpBAcCTaTHH, aje€ EKCIO3MIlisA IOTO Ipenapary
3Ha4yHO 3pocrae. KoHIeHTpalis aropBacTaTuHy y IUIa3Mi KPOBI MOMITHO ITiJIBUIIYETHCS Y
MaIi€HTIB 13 XPOHIYHMM aJKOTOJBHHUM 3aXBOPIOBaHHSAM TediHkH (kimac B 3a mkanoro
Yaitnga—I1’10) (mpubnusno 16-kpatHo aist Cmax 1 11-kpatro mis AUC).

Tonimopghizm SLCOIBI. 3axomnieHHs KiiThHaMH niedinku iHTi0iTOpiB [ MI'-K0oA-penykrasu,
y TOMY 4YHCII aTOpPBAaCTaTHHY, 3MIMCHIOETHCA 3a JOMOMOTOK TPAHCIOPTHOTO Oinka
OATPI1BI1. V namienriB 3 noximopdizmom SLCOI1B1 icHye pu3uK miaBUIIEHOI €KCIIO3HITT
aTOPBACTaTHHY, 1110 y CBOIO YEpPry, MOXKE MPU3BOIUTH N0 MiJABHUINECHHS PU3UKY BUHUKHEHHS
pabaomionizy (muB. po3ain «OcoOmmMBOCTI 3acTocyBaHHs»). [lomiMopdizm TreHa, 1Mo KOoaye
OATPIBI1 (SLCOIBI1 ¢.521CC), acouiroerbest 3 2,4-KpaTHUM MiJBUIICHHIM €KCIIO3HUIIIT
atopBactatuHy (AUC) mopiBHSHO 3 maiieHTaMu 6e3 Takoro Bapianty renotumy (¢.521TT). ¥V
UX TAI[iEHTIB TaKoXX MOXJIMBE TEHETHYHE IMOPYIICHHS 3aXOIUICHHS aTOpPBACTaTHHY
KJIITUHAMH MediHKy. [loTeHmiitnuii BB Ha e(heKTUBHICTh HEB1JOMMIA.

KuainiuHi xapakrepucTukm.

Iloka3zanns.

st mpodiakTUKU CepIeBO-CYIMHHUX TMOJINA Yy MAIlEHTIB 3 apTepiajibHOIO TINEPTEeH3I€l0, 3
TpbOMa CYNMYTHIMU (PaKTOpPaMU CEPIEBO-CYAMHHOTO PHU3HKY, 3 PIBHAMH XOJECTEpUHY Bij
HOPMAaJIbHHUX JI0 TTOMIPHO MiJIBHIICHNUX, 0€3 KIIHIYHUX MPOSBIB 1IIEMIYHOI XBOPOOHU cepiis, a
TaKOX KOJIM 3TiIHO 3 JIIOYMMH PEKOMEHIAIlISIMU IIOA0 JIKYBAaHHS BBAXKAETHCS JTOPEYHUM
KOMOIHOBaHE 3aCTOCYBaHHSI aMJIOJUIIIHY Ta HU3bKOI 03U aTOpPBACTaTHHY.

Y  BUNAAKYy HEIOCTaTHhOI  E€PEKTUBHOCTI  TIMOMIMiAEMIYHOT  JI€TH Ta  IHIIUX



HeapMaKoJIOTIYHUX 3aX0/IiB.

Ilpomunokaszanna.

— IligBumieHa YyTIHMBICTH N0 JUTIAPOMIPHAMHIB®, MIFOYMX PEYOBUH aMJIOJHUITIHY Ta
aTopBacTaTHHY a00 10 Oy/Ib-SKHUX JTOMOMIKHUX PEYOBHH, 3a3HAUYCHUX y po3aimi «CKiamy;

— aKTHBHI 3aXBOPIOBAHHS IMEUYIHKU a00 CTIMKI IMiJIBUINCHHS PIBHIB TpaHCaMiHA3 y CHPOBATIII
KPOBI1 HEB1AOMOI €Ti0JI0Tii, 110 B 3 pa3u NepeBUILYIOTh BEPXHIO MEXY HOPMHU;

— BariTHUM JKIHKaM; JXIHKaM, SIKi TOAYIOTh TPYAII0 ab0 KiHKaM PEempOAyKTHBHOTO BIKY, SIKi
HE BUKOPUCTOBYIOTH HaJIeXKH1 3aCO0M KOHTPAIICTIIIIT;

— apTepiayibHAa TMOTEH31s TSHKKOTO CTYICHS;

— IIOK (BKJTIOYAIOYX KapIIOTeHHUH 1110K);

— 00CTpyKLisi BUBIAHOTO TPAKTy JIBOrO IIIYyHOUYKAa (HANPUKIAJA, BHUPAKEHUH aopTaIbHUIN
CTEHO3);

— reMOJJMHaMIYHO HecTabibHa ceplieBa HelOCTATHICTh MICIs TOCTPOro iH(papKTy MioKapa;

— OZJHOYACHE 3aCTOCYBaHHs 3 TMPOTUBIPYCHHMH IIperaparaMu sl JTiKyBaHHS remaTuty C
TJIEKanpeBipoM/TIiOpEHTACBIPOM.

* AMITOMTIIIH — GJIOKATOP KabII€EBUX KaHATIB, TOXITHE AUT1APOMIPHIUHY.

B3aemodia 3 inwmumu nikapcoKumu 3acobamu ma inuwii 6UOU 83a€Mo0ii.

B3aemonii, moB’s3aHi 3 KOMOIHOBAaHUM JIIKAPCHKUM 32CO00M.

a1 pe3ynpTaTiB JOCTIHKEHHS B3aEMOIIT JIIKAPCHKUX 3aC001B, 110 BKJIFOYAJIO 3aCTOCYBaHHS
10 mr amnoguniny Ta 80 Mr aTopBacTaTHHY 30POBUMH TOOPOBOJIBIIMH CBi4aTh MPO TE, 110
IpH X OJJHOYACHOMY 3aCTOCYBaHHI (papMaKoKiHETHKAa aMJIOAUIIHY HE 3MiHIoeThes. He Oymo
IPOIEMOHCTPOBAHO JKOJHOTO BIUIMBY amiioaumiHy Ha Cmax aropBactatuny, ame AUC
aTOpPBACTaTHHY y NMPUCYTHOCTI amyoAuminy 3poctana Ha 18 % (90 % noBipuuii iHTepBan
[109-127 %)]).

Jocmimkens ikapcbkoi B3aemoii npemnapaty Kamyer 5/10 3 iHImmM# TiKapchbKUMU 3aco0amMu
HE TPOBOJMIN, OJHAK JOCIIIKEHHS Oylu MpOBEAEHI 3 aMJIOJUIIIHOM Ta aTOPBACTaTHHOM
OKPEMO, SIK OTIMCAHO HUXKYE.

B3aemonii, moB’s3aHi 3 aMIOIUTIIHOM.

» Komb6inartii, mo He peKOMEHTYIOThCS:

Hanmponen (inghyszis): micis BBeIEHHS Bepamamilly Ta IJaHTPOJECHY BHYTPIIIHHOBEHHO Yy
TBAapUH CIIOCTEpirajacs JieTadbHa NUIYHOUKOBa (QIOpWIIIiss Ta  CEpIEBO-CYIWHHA
HEJIOCTaTHICTh Yy TMO€JHAHHI 3 Tinepkaniemiero. Yepe3 pu3MK Tinepkaiiemii y HamieHTIB 3i
CXWJIBHICTIO /IO 3JIO0SIKICHOI TimepTepmii Ta TiJ dYac JKyBaHHS 3JI0SKICHOI rimeprepmii
PEKOMEHAYETHCSI YHUKATH OJIHOYACHOTO 3aCTOCYBaHHSI OJIOKATOPIB KaJbI[IEBUX KaHAIB,
TaKUX K aMJIOIUITIH.

Y pesynbraTi ekcrpamoisiii Oymo 3po0JeHO BHCHOBOK, IO CHiJl yHUKATH KOMOiHaIii
aMJIOJIAITIHY 1 JaHTPOJIEHY (IuB. po3ai1 «OcoOIUBOCTI 3aCTOCYBAHHS).

» KomOGiHartii, mo notpe0yroTh 00epeKHOCTI:

baknogpen: mocwinenHs aHTHrinepreH3uBHOi Aii. Ilpum HEOOXimHOCTI — MOHITOPHHT
apTepiaIbHOI0 TUCKY Ta KOPEKLis 03U aHTUTINEPTEH3UBHOTO Mperapary.

Ineioimopu CYP3A4: oqHOYacHE 3aCTOCYBAHHS aMJIOJHUITIHY 13 TIOTY)KHUMHU a00 MOMiIpHUMH
iariditopamu  CYP3A4 (imriGitopu mnporea3u, HPOTUTPUOKOBI 3aco0M TpymH a3oIiiB,
MakKpOJi¥, Takl SIK €PUTPOMIIMH a00 KJIAPUTPOMIIMH, Bepamamiia ado JUIITIa3eM) MOXKE
CIPUYMHUTH 3HAYHE 30UIBIICHHS €KCIIO3UIII aMJIOIUTIIHY, IO MiJBUIILYE PU3UK BUHUKHEHHS
rimoten3ii. Taki 3MiHU (papMaKOKIHETHKHA MOXXYTh OyTH OUIbII BUPAKCHUMH Y MAIIEHTIB
JITHBOTO BiKY, TOMY MOX€ BUHUKHYTH HEOOXITHICTh KIIHIYHOIO MOHITOPHUHTY Ta KOPEKIii
JI03H.

Inoykmopu CYP3A4: KOHLEHTpallis aMJIONUIIHY B IJIa3Mi MOXE 3MIHIOBAaTHCS Yy pasi
OJIHOYACHOTO 3acTocyBaHHsA Bigomux iHIYKTOpiB CYP3A4. Tomy cnig KOHTpOJIOBATH
apTepiaJbHUNA THUCK 1 PEryIIOBaTH 103y Mij Yac 1 Micis 0JJHOYaCHOTO 3aCTOCYBaHHS, 30KpeMa,
3 cuitbHUMH 1HAYKTOpamMu CYP3A4 (nanpukian, pudammiimH, 3Bipo0iid 3BUYaMHMI).

He pexomeHIyeThCs 3aCTOCOBYBATH aMJIOJUIIIH pa3oM 3 rpeitndpyrom abo rpeiindpyroBum
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COKOM, OCKUIBKH Y JISSIKUX TMAaIl€HTIB 010JOCTYIHICTH Mpenapary MoKe 301IbIIyBaTHCH, 1110, B
CBOIO Uepry, Mpu3Be/Ie A0 MOCUIICHHS TIMOTEH3UBHOI Jii.

Bruine amnonuniny Ha iHIIN JiKapchKi 3aCO0H.

['inoren3uBHMI e€hEKT aMIIOIUITIIHY TTOCUIIIOE TIMTOTEH3UBHY IO 1HIIUX JIIKAPCHKUX 3aC001B 3
AHTUTINEPTCH3UBHUMU BIACTUBOCTSIMHU.

Taxponaimyc: icHye PHU3UK IMABUIICHHS KOHIICHTpAIll TaKpoJiMyCy B TuTa3Mi KpOBI TpH
OJTHOYACHOMY 3aCTOCYBaHHI 3 aMJIOAMIIIHOM, OJHAK (papMaKOKIHETUYHUH MEXaHi3M TakKoi
B3aeMOJii TOBHICTIO He 3’sicoBaHui. [1[00 YHMKHYTH TOKCHYHOI [ii TakpoJiMyCy TpH
OJIHOYAaCHOMY 3aCTOCyBaHHI 3 aMJIOJUIIIHOM HEOOXIJHO TPOBOAUTH  MOHITOPHHT
KOHIIGHTpalii TakpoJiMycy Yy Iula3Mi KpOBI Ta THpH HEOOXiTHOCTI — KOPEKILII0 [03H
TaKpOIIMYCY.

mTOR inei6imopu (mammalian target of rapamycin - miuieHi panamiyury y ccagyis).

Taxi mTOR inri6iTopn, Ik CUPOIIMYC, TEMCUPOIIMYC 1 eBepoiiimyc € cyocTparamu CYP3A.
Awmnoaurin € cinabkum iHriditopom CYP3A. Ilpu onHouacHOMY 3aCTOCYBaHHI aMJIOIUIIIHY 3
mTOR i#Ti6iTOpamMu BiH MOXE TTOCHIIOBATH BIJIUB OCTaHHIX.

[Tig wac KIIHIYHUX JOCHIIKEHb B3aEMOJIIl JIKApCHKUX 3ac00IB aMIIOAWITIH HE BIUIMBaB Ha
(dhapMaKkOKIHETUKY aTOPBACTATHHY, JUTOKCHHY a00 BapdapuHy.

» Kom06inaii, siki ci1ifi BpaxoByBaTH:

o-onokamopu 6 ypoaoeii (Mpa3o3uH, anb(Py303uH, JOKCA303MH, TaMCYJIO3WH, TEPa303WH):
MiBUIICHHS TIOTEH3UBHOI Jii. PU3UK TSKKOT OPTOCTATHYHOT TiMOTEH3I1.

Amighocmun: MiABUIIEHHS TIMOTEH3UBHOI 111 BHACIIOK JOIATKOBUX MOOTYHUX PEAKIIi.
Ivinpaminosi anmudenpecanmu/Hetipoienmuxy: TiJBUIICHHS AHTHUTINEPTCH3UBHOI il Ta
PH3HUKY PO3BUTKY OPTOCTATHYHOI TOTeH311 (A IMTUBHUIA €(EeKT).

f-6noxkamopu npu cepyegiii Heoocmamuocmi (01COTPOIION, KApBEIUION, METONPOJION): Y
MAIi€HTIB 3 JJATEHTHOIO 200 HEKOHTPOJIHOBAHOIO CEPIICBOI0 HEJIOCTATHICTIO PU3HK TIMOTEH311
1 cepueBoi HEIOCTATHOCTI (in Vitro: HETaTUBHUM 1HOTPONMHHUM €(PEeKT IUTiIPONipUINHIB, 110
3MIHIOETBCS 3aJIe)KHO BIJl JIKAPCBKUX 3ac00iB, SIKUM MOXKE 301IbIIyBaTH HETaTUBHUHN
iHoTponHMit edekt [-OnokatopiB). 3acrocyBaHHS [-OI0KaTopiB MOXXe MiHIMI3yBaTu
pedIeKTOpHY CHMIIATHYHY pEaKkIlito, sKa TMPUBOJUTHCA B IO TPU  HaIAMIpHINA
reMOIMHAMIUHIN penepKycii.

Kopmukocmepoiou, —mempakozakmud. 3HWKECHHS  aHTUTINEPTEH3WBHOI mii  (edekr
KOPTUKOCTEPOIAiB 10JJ0 3aTPUMKH BOJIU Ta HATPIIO).

Inwi  anmucinepmen3ueni 3acodou. OJHOYACHE 3aCTOCYBaHHS AaMJIOJUIIIHY 3 1HIIMMH
AQHTUTINEPTEH3UBHUMHU JIKapChKUMHU 3acobamu (B-Oimokartopu, O6mokaropu aHrioreHsuny II,
niypetuku, iHrioiTopru AIID) Moke MOCUINTH TIMOTeH3UBHUN eekT ammnoauminy. [TutanHs
I110/10 3aCTOCYBaHHS TPUHITPATIB, HITPATIB a00 IHIIMX CYAMHOPO3MIUPIOBAILHUX 3aC00IB €Il
pO3rIsAaTH 3 00EPEXKHICTIO.

Cunoenaghin: pazoBa noza 100 mr cunneHadiny npu aprepiaibHiid rinepTeHsii He BILTMBala
Ha (¢apMakoOKiHETHYHI TapameTpu amjonaumidy. Komm ammomumin 1 cuingeHadun
3aCTOCOBYBAJIM Yy KOMOIHAIlil, KOXEH 3 IMpernapariB MpOSBISB CBOIO TIMOTEH3UBHY i0
OKpPEMO.

Luknocnopun: NOCTIIPKEHHS B3aEMOJIl MK LMKIOCIIOPUHOM Ta aMJIOAMITIHOM 3 Y4YacTiO
3I0POBHUX JOOPOBOJBINIB a00 I1HIIMX TOMYJIAIINA MAIiEHTIB HE MPOBOJWIH, 32 BHHITKOM
NAIliEHTIB 3 TPAHCIUIAHTALI€I0 HHUPKH, B SKUX CIOCTEpIrasiocst 3MiHHE 301IbIICHHS
KOHIEHTpalli HUKJIOCIOPUHY B I1a3Mi KpoBi (B cepequbomy Ha 0-40 %). Cnig po3risiHyTH
MOYJIMBICTh MOHITOPUHTY PiBHIB LIMKJIOCIIOPUHY Yy TALIE€HTIB MIiCIs TPaHCIUIAHTALil HUPKH,
SIK1 3aCTOCOBYIOTh aMJIOJIMITIH; TIPX HEOOX1THOCTI CITi] 3MEHIITUTH 03y IUKJIOCITOPHHY.

VY X071 JoCTiKeHb B3a€MO/Ii1 JTIKapChKUX 3ac00iB 0YJ10 IPOAEMOHCTPOBAHO, 110 LIUMETH/IMH,
aTOPBACTAaTHH, COJII ATIOMIHIIO/MarHir0 Ta IWTOKCHUH HE BIUIMBAIOTH Ha (hapMaKOKIHETHKY
aAMJIOIMITIHY.

BrnuB smikapcbkux 3ac00iB, sIKi 3aCTOCOBYIOTh OJTHOYACHO, HA aTOPBACTATHH.

ATtopBactaTuH Metabomizyerbest muroxpomom P4503A4 (CYP3A4) 1 e cybcrparom
MEYIHKOBUX TPAHCIIOPTEPiB, OPraHIYHOTO aHIOHTpaHCHOpTyro4yoro mnominentuay 1Bl
(OATP1B1) Ta tpancnoprepa 1B3 (OATP1B3). Merabonitu aropBacTaTuny € cyocTparamu




OATPIBI. AtopBactaTuH TakoX 1IeHTU(]IKyeTbcs SK cyOcTpaT OiKka MHOXHHHOL
nikapcbkoi pesucteHTHOCTI 1 (MDRI1) Ta Oinka pe3MCTEHTHOCTI paKy MOJIOYHOI 3ajio3u
(BCRP), mo wmoxe oOMexyBaTH aOCOpOILif0 B KHUIIEYHUKY 1 OiUTiapHHNA KITIpeHC
aTopBacTatuHy (AuB. po3auT «DapMaKkoKiHETHKAY).

OpHouacHe 3acTOCyBaHHsS JIIKapcbkuX 3aco0iB, mo € iHriditopamu CYP3A4, abo
TPAHCIIOPTHUX OUIKIB MOK€ TPHU3BECTH 0 IIiJIBUICHHS KOHIIGHTpAllli aTOpBacTaTHHY B
IU1a3Mi KpoBi Ta 710 30UIbIIEHHS PU3HMKY Miomatii. PU3MK MoXe Takox 301IbIIyBaTUCS TPU
OJIHOYAaCHOMY 3aCTOCYBaHHI aTOpPBAaCTaTUHY 3 IHIIMMH JIKApCBKUMH 3aco0amu, sKi
MOTEHIIIHHO 3/1aTHI CHPUYUHATH MIOMATIIO, TaKMUMH SK TOXIiTHI (PiOpOEBOT KHCIOTH Ta
e3etumiO (nuB. po3ainu «IIporunokazanss» Ta «OcoOIMBOCTI 3aCTOCYBAHHS).

Ineioimopu CYP3A4.

Byno mnponemonctpoBano, mo mnoryxHi iHri6itopu CYP3A4 mnpusBoIsiTh A0 3HAYHOTO
30UTBIIIEHHST KOHIICHTpAIllli atopBacTaTuHy (muB. Tabnuipo 1 1 crnemianbHy 1H(OpMaIIio
HIDKYE). SIKIIO MOXIIMBO, CIii YHHUKATH OJHOYACHOTO 3aCTOCYBAaHHS MOTY>KHHUX 1HTIOITOpIB
CYP3A4 (Hampukiaa IUKIOCIOPHUHY, TEMTPOMINMHY, KIAPUTPOMIIMHY, JACNIaBipAUHY,
CTHPHUIICHTONy, KETOKOHa30Jy, BOPHKOHA30Jly, ITPAaKOHA30Jdy, I103aKOHA30Jdy, JEsIKUX
MPOTHUBIpYCHUX mpemnapaTiB mis JikyBaHHs HCV (manpuxnan enbacBipy/rpasonpeBipy) Ta
iHri0iTOopiB mporeasu BLJI, Bxitouaroun puTOHAaBIp, JIOMIHABIp, ara3aHaBip, IHIMHABIP,
napyHasip, Tomio). Koy HeMOXIIMBO YHUKHYTH OJHOYACHOTO 3aCTOCYBaHHS LUX JIKAPChKUX
3ac00iB 3 AaToOpBAaCTAaTUHOM, CIiJ PO3MVISHYTH MOXKIIHUBICTh 3HMKEHHS II0YaTKOBOI Ta
MaKCHMaJlbHOI J03M aTOpPBAaCTATHHY; TaKOX PEKOMEHIYETbCS MPOBOAUTU BIAMOBIIHUN
KJIIHIYHUI MOHITOPUHT CTaHy mauieHTa (IuB. Tabnuiro 1).

[Tomipnai inTiOiTOopn CYP3A4 (Hanmpuknam epuUTpPOMIIIMH, [WTIa3eM, Bepamamiia Ta
¢iryKoHa3011) MOXYTh 30UIBIIYBaTH KOHIICHTpPALiI0 aTOPBAacCTaTHHY B IUIa3Mi KpOBi (JIMB.
tabnuirio 1). [lpu ogHOYACHOMY 3aCTOCYBaHHI €PUTPOMIIIMHY 31 CTATUHAMHU CIIOCTEPIra€ThCs
MiJBUIICHUN pU3HK MiomnaTii. JlochmimkeHp B3aeMoii JiKapchKUX 3ac00iB, IO JTOCIHIKYBaTU
0 BIIMB amiofapoHy abo Bepamamily Ha aTopBacTaTHH, HE MPOBOAWIM. Bimomo, 110
amiomapoH Ta Bepamamin iHTiIOytoTh aito CYP3A4 1 iX opHouacHe 3acTOCYBaHHS 3
aTOPBAaCTaTMHOM MOKE€ MTPU3BECTH A0 301IbIICHHS €KCIIO3UIIIi aTopBacTaTUHY. TakuM YHMHOM,
Ipyd OJHOYACHOMY 3aCTOCYBaHHI aropBacTaTuHy 3 mnomipHumH iHriditopamu CYP3A4
HEOOX1HO PO3IJISHYTH MOXJIMBICTh 3MEHIICHHS MAaKCHMaJlbHOI JI03M aTOpBacTaTUHY Ta
PEKOMEHAYETHCS BIOBITHUN KIIIHIYHUN MOHITOPHHT CTaHy namieHTa. HamexHuil kKiiHiqHMiA
MOHITOPHHT PEKOMEHJIOBAHO IICJIsI TOYATKy 3aCTOCYBaHHS 1HTIOITOpY abo MICs KOPEKIi
HOT0 J03H1.

Inoykmopu CYP3A4.

OpHouacHe 3aCTOCYBaHHSI aTOPBACTAaTHHY 3 1HIyKTOpamu nutoxpomy P450 3A (nanmpukiaz
edapipeHIioM, prudaMITIIITHOM, MpenapaTaMu 3Bipo0O0I0 MPOIIPSABICHOTO) MOXKE TTPU3BOIUTH
710 HECTIHKOTO 3HIKEHHSI KOHIICHTpallii aTOpBacTaTHUHY B IJ1a3Mi KPOBI.

UYepe3 moaBiiHMN MeXaHI3M B3aemojii pudammninuny (1HayKiis muroxpomy P450 3A Ta
iHriOyBanHss TpaHcmoprepa 3axorwieHHs renatouutie  OATPIB1), pexomeHmoBaHO
3aCTOCOBYBATH aTOPBACTaTUH 3 pU(aMIIIIUHOM B OJIMH 1 TOW K€ 4Yac, OCKIJIbKH 3aTpUMKaA Y
3aCTOCYBaHHI aTOPBAaCTaTUHY IICIs 3aCTOCYBaHHS pU(aMIIIUHY IOB’si3aHa 31 3HAYHUM
3HIDKCHHSIM KOHIIEHTpAIlii aTopBacTaTHHY B Iia3Mi KpoBi. OmHAaK BIUIMB pudaMIiIUHY Ha
KOHIICHTPALII0 aTOPBACTaTUHY B TEMATOLUTAaX HEBIAOMHM, 1, SIKIIO YHUKHYTH OZHOYAaCHOTO
3aCTOCYBaHHS HEMOXJIMBO, CIIJ PETEIbHO CHOCTepiraTé 3a eQEeKTHBHICTIO Tpemnapary B
TaKUX IALI€HTIB.

Ineioimopu mpancnopmy.

[HribiTopu TpaHCHOPTHUX O1NKIB (HAPUKIIAA UKIOCTIOPUH) MOXKYTh 30UIbIIYBAaTH CUCTEMHY
eKCIO3MIliI0 aropBacTaTuHy (nuB. Tabmuio 1). BmimuB  iHTiOyBaHHS TIEYiHKOBUX
TPAHCHOPTEPIB 3aXOIMJICHHS Ha KOHLEHTPAIl0 aTOPBACTaTUHY B TEMATOLUTAX HEBIIOMHUU.
SIK110 HEMOXKJIMBO YHUKHYTH OJTHOYACHOTO 3aCTOCYBaHHS, PEKOMEHYEThCS 3HUKEHHS J03H 1
KJIIHIYHUI MOHITOPUHT e(eKTUBHOCTI (IHB. Tabmuio 1).

T'emepioposun ma noxioui ghibpoesoi kuciomu.

Oxpeme 3actocyBaHHs (iOpaTiB iHOJI MOB’A3aHE 3 PO3BUTKOM MOOIYHMX peakUiil 3 OOKy



M’S130BOT CHCTEMH, BKIIIOYAIOUM PabaoMioni3. PH3MK po3BUTKY LUX peakIliii MOke 3pocTaTu
MPU OJTHOYACHOMY 3aCTOCYBaHHI MOXIMHHUX (HiOPO€EBOi KHUCIOTH Ta aTopBacTaTUHY. SKIo
HEMOXXJIUBO YHUKHYTH OJHOYACHOTO 3aCTOCYBAHHS, CIIiJ] 3aCTOCOBYBAaTH HalMEHIIy IJist
JOCATHEHHSI TepaneBTUYHOI Jii 03y aTopBacTaTUHY Ta MPOBOAUTH HAJIEKHHUI MOHITOPUHT
CTaHy NaIlieHTIB (IuB. po3ain «OCOOIMBOCTI 3aCTOCYBAHHS).

Ezemumio.

Oxpeme 3acTOCyBaHHS €3eTHMIOy 1HOZI MOB’sA3aHE 3 PO3BUTKOM MOOIYHUX peakiiil 3 OOKy
M’SI30BOi CHCTEMH, BKJIIOYAlOud padmomioniz. ToMy pU3BHK PO3BUTKY IHUX PEAKIIA MOXKE
3pOCTaTH MPHU OJHOYACHOMY 3aCTOCYBaHHI €3eTUMIOy Ta aTOpBaCcTaTHUHY.

PexoMeH10BaHO TIPOBOIUTH HAJICKHUH KITIHIYHUN MOHITOPUHT CTaHY TaKUX MAI[l€HTIB.
Konecmunon.

IIpu ongHOYacHOMY 3acCTOCYBaHHI KOJIECTHUIIONY 3 aTOPBACTATUHOM  KOHLIEHTpALlis
aTOPBACTaTHHY Ta MOTO aKTUBHUX METAOOITIB B TUTa3Mi KPOBi Oysia HUXK4Ya (CITiBBITHOIICHHS
KOHIeHTpauii aropBactatuHy: 0,74). OpHak BIUIMB Ha JINIAM TOPU  OJAHOYACHOMY
3aCTOCYBaHHI aTOPBACTaTHHY ¥ KOJECTHUIOJNY OyB OUIBIIMM TMOPIBHAHO 3 TaKUM IpH
JIKyBaHHI KOKHUM 3 IIUX MIPETapariB OKPEMO.

Dys3udosa Kucioma.

[Ipu ogHOYaCHOMY CHUCTEMHOMY 3acTOCYBaHHI (Dy3uJ0BOi KHUCIOTH 31 CTaTHHAMH MOXe
MIJBUIYBATUCS PHU3UK PO3BHUTKY MIOIaTii, B TOMYy 4YHCII padaoMionizy. MexaHi3M i€l
B3aeMoOJii (4 € BOHa (apMaKOJMHAMIUHOIO a00 (apMaKOKIHETHYHOI, 4Yd 000X BHJIB
OJIHOYACHO) BCE III¢ HEeBIAOMMI. Y MAIlI€HTIB, SKI OTPUMYBAIH IF0 KOMOIHAIIIO TIpEnaparis,
Oyiu 3apeecTpoBaHi BUMIAAKK pabaoMioi3y (y TOMY YHCIi 3 JIETaJTbHUM HACTIIKOM).

Skmo HeoOXigHE CHUCTEMHE 3acTOCYBaHHS (DYy3WIOBOi KHUCIOTH, CJiJl TPUIIUHUTH
3aCTOCYBaHHS aTOPBACTaTUHY Ha BECh MEPi0J 3aCTOCYBaHHA (Dy3UI0BOI KHCIOTH (IUB. PO3ALT
«OCco0IMBOCTI 3aCTOCYBAHHS).

Konxiyun.

He3Baxatoun Ha Te, MO JOCIIIKEHb B3a€EMOIIi MK aTOPBACTATMHOM Ta KOJIXIIIMHOM HE
npoBo WM, Oyau 3adikcoBaHi BUMAJKU MIOMATIl MPU 3aCTOCYBAaHHI aTOpBAaCTaTUHY Pa3oM 3
KOJIXIIIMHOM, TOMY HEOOXiTHO MPU3HAYATH 111 TpenapaTy OJJHOYACHO 3 00EPEKHICTIO.

BB aTopBacTaTHHY Ha JIIKapChKi 3aCO0U, SIKi 32CTOCOBYIOTh OJTHOYACHO.

JHueoxcum.

[Ipu omHOuUacHOMY 3acTOCYBaHHI OaraTopa3oBHX 103 AWTOKCMHY Ta 10 Mr aropBacTaTuHy
KOHIICHTpAIlisi JUTOKCHHY Yy PIBHOBOXHOMY CTaHi Jmemio 30iumpnryBanacs. HeoOximHo
IPOBOIUTH HAJIICKHUNA MOHITOPUHT CTaHy MAII€HTIB, SIKI OTPUMYIOTh JTUTOKCHH.

Ilepopanvui konmpayenmugu.

OpHoYyacHe 3aCTOCYBAaHHS aTOPBACTATHHY 3 MEPOPATLHUMHU KOHTPAICNITUBAMH CHPUYUHSIIO
30UTbIIIEHHST KOHIICHTPAIlli HOPETHHAPOHY Ta ETHHUIECTPAII0y B IJIa3Mi KPOBI.

Bapgapun.

Y Xoal KIIHIYHOTO JOCHI/DKCHHsI TAIll€HTIB, SIKI 3aCTOCOBYBaIM BaphapuH MPOTITOM
TPUBAJIOTO Yacy, 3acTocyBaHHs 80 Mr aropBacTaTWHy Ha /100y OJHOYACHO 3 BaphapuHOM
crpuurHsI0 HeBennke (1,7 ¢) 3MeHIeHHs MpOTPOMOIHOBOTO Yacy MPOTATOM Tepimux 4 110
3aCTOCYBaHHSA, II0 TOBEPHYJIOCS 10 HOPMHU HpOTSArom 15 mi6 JiKyBaHHS aTOPBacTaTHHOM.
He3Baxaroun Ha Tyke piAKICHI IMOBIIOMJICHHS MPO BUMAIKUA KIIHIYHO 3HAYYIIOI B3a€MOJIT 3
AQHTHUKOATYJISTHTaMHU, 1100 YIIEBHUTHUCH Y BIJICYTHOCTI 3HAUHUX 3MiH MPOTPOMOIHOBOTO Yacy B
MaIi€HTiB, SAKI MPUAMAIOTh KyMapWHOBI aHTHKOAryJISHTH, HEOOXIHO BHW3HAYaTH
IPOTPOMOIHOBUN Yac 110 IMOYATKy 1 JOBOJI YacTO MPOTATOM PAaHHBOIO €Taly JIKyBaHHS
aTopBacTaTHOM. [licist miaTBEpIHKEHHS JOCSITHEHHS CTAOLIBPHOTO MPOTPOMOIHOBOTO Hacy,
JUI TIAIIEHTIB, SKI NMPUIMalOTh KyMapWHOBI aHTHUKOAryJsHTH, HOTO MOXXHA HEpPEBIpATH 31
3BUYANHO PEKOMEHJOBAaHUMHU I1HTEpBaaMH. SIKIO J03a aTOpBacTaTHHY 3MIHIOETHCS ab0
MPUITMHSIETHCS MOTO 3aCTOCYBAaHHS, Ma€ OyTH MOBTOPEHA Taka cama mporenypa. JlikyBaHHs
aTOPBACTaTHHOM HE TIOB’s3aHE 3 KPOBOTEUEt0 ab0 31 3MIHaMH MPOTPOMOIHOBOTO 4Yacy B
NAIl€HTIB, SIKi HE TPUHMAIOTh AaHTUKOATYJISIHTH.




Tabauys 1.

Bnnue  oOHouacHoco  3acmocy8amHs  NIKAPCbKUX ~ 3aco0i8  HA  (hapMaKOKiHemuKy
amopeacmamumy.
JHixapcoxuii 3acio, wo Amopseacmamun
3aCcmoco8yemuvcs Hosza (me) | Cnigsionowenns Kniniuna pexomenoayis®
00HOYACHO, MA PEHCUM AUC%
003)8aHH 3.
['mekanpeBip 400 mr 1 pa3|[10 mr 1 pa3 OnuouacHuid np HHOM 3
Ha  100y/  miOpeHTacBip|Ha 100y fperiapaTami, o MICTATS
120mMr  lpas ma n06y|npotsrom 8,3 TJICKaIpeBip a6ou n16peHTaCB}p,
HpoTsIroM 7 JHiB 7 s MPOTUTIOKA3aHUH (IUB. PO3ILIT
«IIpoTumnokazanHs)
Tunpanasip 500 mr aBiui 40 mry 9,4 Konu ogHouacue
Ha 100y/putoHaBip 200 Mr  |mepimii 3aCTOCYBaHHS 3
JIBIl Ha 100y TPOTSATOM JIEHb, aToOpBacTaTHHOM HEOOXi/He,
8 mHiB (3 14 mo 21 gus) 10 Mr Ha He niepeBunryBaTu 10 Mr
TIBa IS TAIN aTOpBacTaTHHY Ha J100Yy.
JIeHb PexomeH1oBaHO KIIIHIYHUNA
Tenampesip 750 mr koxHi |20 Mr 7,9 MOHITOPHHT ITUX MAI[i€HTIB
8 roquH nipotsiroM 10 qHIB  |pa3oBo
[uxnocnopux 10wmr 1 paz  |8,7
5,2 Mr/kr/mo0y, Ha 100y
crabiigpHa 103a MIPOTSATOM
28 nHiB
Jlominasip 400 mr nBidi 20mr 1paz |59 be3 ocobmmBux
Ha 100y/pUTOHABIP Ha 100y pEeKOMEHIaliH.
100 mr nBiui Ha 700y MIPOTSATOM Kanyet 5/10 mictuts 10 mMr
npotsaroM 14 nxis 4 nHiB aTOpPBaCTaTUHY
Knaputpominua 500 mr 80mr 1paz |4,5
JBi4l Ha 100y MPOTATroM 9 Ha 100y
JTHIB MIPOTSATOM
8 1HIB
Caxsinagip 400 mr aBidi 40wmr 1 paz  |3,9 be3 ocobnmBux
Ha 100y/putonasip (300 mr  (Ha 100y peKOMEHIalii.
JBI4l Ha 7100y, MOYMHAIOYN  [IPOTATOM Kanyet 5/10 mictuts 10 mMr
3 5-7 nHs, 30UIBIINTH 10 4 nHiB aTOpBaCTaTUHY

400 Mr mBivi Ha 100y Ha
8 nenn), 34 1o 18 ans,
yepe3 30 xB mics
IIPUHOMY aTOPBACTaTUHY

Hapynasip 300 Mr aBivi Ha

10 mr 1 paz na |3,4

no6y/putonasip 100 mr o0y
JIB141 Ha 00y TIPOTSATOM 9 MIPOTSATOM
TTHIB 4 nHiB
ITpakonazon 200 mr 1 pa3 |40 mr pasoso |3,3
Ha 100y TpoTsiroM 4 HIB
®ocemmnpenasip 700 mr 10 mr 1 pas  |2,5
JIB141 Ha JJ00Y/pUTOHABIP Ha 7100y
100 mr aBidi Ha 100y IIPOTATOM
npotsiroM 14 nHiB 4 nmHiB
®ocemmnpenasip 1400 mr 10 mr 1pas |23
JIBI41 Ha 00y MPOTSITOM Ha 7100y
14 nuis MIPOTSATOM

4 nmHiB
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En6acsip 50 mr 1 pa3 Ha 10 mr paszoso (1,95 [Ipu onHOUacHOMY
n100y/ rpazompesip 200 mr 3aCTOCYBaHHI 3 TIperapaTamu,
1 pa3 Ha 100y poTATOM 110 MICTATH en0acBip abo
13 nHiB rpa3oIpeBip, 103a
aTopBacTaTHHY HE IOBUHHA
nepepuiyBata 20 Mr Ha 100y
Hendinasip 1250 mr neivi Ha|10 mr 1 pa3 Ha | 1,74 be3 ocobmuBux pekomeHaartii
100y ripotsiroMm 14 mHiB 00y
MIPOTATOM
28 nHIB
I'peitndpyroswii cik, 240 mu |40 mr pazoso |1,37 OpHoyacHM TpUitoM
1 pa3 Ha 1o0y* BEITUKOI KITBKOCTI
rpeingpyToBOro CoKy Ta
aTOpBaCTaTHHY HE
PEKOMEHIOBAHU I
HunTtiazem 240 mr 1 paz va |40 mr pazoso |1,51 PexomennoBano
100y mpoTsrom 28 IHIB MIPOBEICHHS HAJIC)KHOTO
KJIIHIYHOTO MOHITOPUHTY
[IUX NAIl€HTIB ITiCIIsI
NOYaTKy JIIKyBaHHs 200
KOPEKIIis 1I03H TUJITIa3eMy
Eputpominusa 500 mr 4 10 mr paszoso |1,33 Pexomen10BaHO KITIHIYHUNA
pasu Ha 100y mpoTsroM 7 MOHITOPHHT ITUX TAI[I€HTIB
JTHIB
Humernaua 300 mr 10 mr 1 paz Ha|1,00 be3 ocobnmBuX pekomMeHarii
4 pa3u Ha 100y MPOTATOM o0y
2 THXXKHIB MIPOTSATOM
2 THXKHIB
Komnectunon 10 r aBiui 40 mr 1 paz  |0,74** be3 ocobnmBuX pexomMeHarii
Ha 100y, 24 TKHI Ha 100y
MPOTSTOM 8
THXKHIB
AHTanuIHa CyCTICH31s 1 pa3 Ha o6y | 0,66 be3 ocobnmBuX pexomMeHarii
TIAPOKCHUJIIB MarHiro Ta mo 10 mr
AITIOMIHIIO, 4 pa3u Ha npoTsirom 15
100y 1o 30 mn JIHIB
npotsiroM 17 nHIB
Edasipenn; 600 mr 1 pazva |10 mr 0,59 be3 ocobnmBuX pekomMeHarii
100y IIOICHHO MPOTSATOM MPOTSITOM
14 nuis 3 nHIB
Pudamminun 600 mr 1 pa3 |40 mr pazoso 1,12 SIKI10 HEMOXJIMBO YHUKHYTH
Ha 100y mpoTATOM 7 JHIB, CYITYTHBOTO 3aCTOCYBaHHS,
OJTHOYACHO OJIHOYACHE 3aCTOCYBaHHS
Pudamminua 600 mr 1 paz |40 mr pazoso |0,20 aTOpPBACTATHHY 3
Ha 100y IPOTATOM 5 THIB pudaMITiITHOM
(po3nisieHi 103u1) PEKOMEHIOBAHO MPOBOJIUTH
1] KJTIHIYHAM MOHITOPUHTOM
I'emdidbpo3un 600 mr 40 mr pazoso |1,35 PexomennoBanmii
2 pa3u Ha 100y KJIIHIYHUN MOHITOPHHT IIUX
MIPOTSATOM 7 TTHIB [TAIlI€HTIB
®enodidpar 160 mr 1 40 mr pazoso |1,03 PexomennoBanmii

pa3 Ha 100y I0JICHHO
POTSIrOM 7 THIB

KJITHIYHUH MOHITOPUHT IIUX
[aIiCHTIB
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Boneripesip 800 mr 40 mr pazoBo |2,3 PexomenioBaHi HIKY1

TpH4i Ha 100y [I0YAaTKOBI O3H 1 KIIIHIYHWHI
MPOTSTOM 7 THIB MOHITOPHUHT IIMX TAIli€HTIB.
I1ix yac omHOYACHOTO
3acToCyBaHHS 3 OoLenpeBipoM
J103a aTOPBACTaTHHY Ma€ He
HepeBUIyBaTH 1000BY 103y 20
MT

& TlpencraBnsie CHiBBiHOIEHHS METO/IB JTiKyBaHHS (OJHOYACHE 3aCTOCYBaHHS JiKapChKOTO
3aco0y 3 aTOPBACTaTUHOM Yy NOPIBHSAHHI 3 3aCTOCYBaHHSM aTOPBACTaTHHY OKPEMO).
# Jlns oTpumanHs iHpopMarii Npo KIHIYHY 3HAYYIIICTH AMB. po3ainu «OcoGauBOCTi
3acTOCYBaHHsI» Ta «B3aemois 3 MiKapchKUMU 3ac00aMU Ta 1HIII BUIM B3a€MOTIi»
* Mictuth oauH a00 OIbIlIe KOMITOHEHTIB, 1m0 1HT1I0yI0Th CYP3A4 1 MOXYTh MiABUIIYBATH
KOHIICHTPALI0 JIKapChKUX 3ac00iB, ki MeTadbomizytoTecsi CYP3A4, B mna3mi kposi. [Tpuiiom
1 cxkisHKYM rpeindpyToBoro coky 06’emom 240 M Takox nmpuzBoAuB 110 3HWKeHHST AUC Ha
20,4 % g aKTHBHOTO OPTOTIAPOKCHMMETaboMiTy. 3acTOCyBaHHS BEJMKOI KUIBKOCTI
rpeindpyroBoro coky (monasn 1,2 i Ha 700y MPOTATOM 5 AHIB) MPHU3BOIUIO 10 301JIbIICHHS
AUC aropsacratuny B 2,5 paza i AUC akTUBHUX PEUOBHH (aTOpBAaCTaTUHY Ta METAOOIITIB).
** CriBBITHOIIICHHS, 3aCHOBAaHE HA OJIMHWYHIN BUOIpIIi, B3ATIH yepe3 8-16 rom micis
3aCTOCYBaHHS J03H.

Tabnuys 2.
Bnaue amopsacmamuny Ha @papmakoKiHemuky JIKapcbKux 3acobig, wo 3acmoco8yiombCs
0OHOUACHO.

Amopsacmamun Jlikapcoxi 3acobu, wo 3acmocosyromscsi 00HOYACHO
i pearcum JHikapcoxuii 3acio/ooza (me) |Cnissionowenns |Kniniuna pexomenoayis
003)8aHHsL AUCE
80wmr 1 pasna  [[durokcun 0,25 mr 1 pazna |1,15 Heo0ximHo mpoBoauTH
o0y J00Y TIOACHHO MTPOTATOM HaJIS)KHU MOHITOPUHT
MPOTATOM 20 nuiB MAI€HTIB, K1
10 nHiB MPUHMMAIOTh TUTOKCHUH
40 mr 1 pazna  |OpaibHi KOHTPALENITUBU 1,28 Be3 ocobmmBux
o0y 1 pa3 Ha 100y 1ITOJICHHO 1,19 peKoMeHaaii
MPOTSATOM IPOTSITOM 2 MiCSIIiB
22 nHIB - HOPETUHAPOH 1 Mr

- eTUHIJIECTPaaion 35 MKT
80 mr 1 pazna |*denazon 600 mr pazoBo 1,03 be3 ocobnmBux
100y peKoMeHaamin
MIPOTSATOM
15 nuiB
10 mr pazoBo Tinmpanasip 500 mr nBiui Ha |1,08 be3 ocobnmBux

o0y, putonasip 200 mr pEKOMEH I

IBi4l HA 100y, TPOTITOM

7 nHIB
10wmr 1 pasna | Docemmpenasip 1400 mr 0,73 be3 ocobnmBux
00y IBi4l Ha 100y, TPOTATOM pEKOMEH I
MIPOTSATOM 14 nHiB
4 nuiB
10 mr 1 pasna  |Docemnpenasip 700 mr 0,99 be3 ocobmuBux
o0y IBiYl HA 100y, PUTOHABIP peKoMeHaaii
IPOTSITOM 100 mr naBidi Ha 100y,
4 nuiB npotsiroM 14 nHiB

& IlpencraBnse criBBITHOUICHHS METO/IB JIKyBaHHS (OJJHOYACHE 3aCTOCYBaHHS JIIKAPCHKOTO
3aco0y 3 aTOPBACTaTUHOM Y MOPIBHIHHI 3 3aCTOCYBAHHSIM aTOPBACTaTUHY OKPEMO).
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* OpHouacHE 3aCTOCYBaHHS Oaratopa3oBHUX JI03 aTOpBACTaTHHY 1 (EeHA30HY IOKa3ajo
HEe3HauHUI a0o BIJICYTHIH BIIMB Ha KJIipeHC (heHa30HY.

Ocoonueocmi 3acmocyeanus.

CepiieBa HEJIOCTATHICTb.

JlikyBaHHS TAIIEHTIB i3 CEPIIEBOI0 HEOCTATHICTIO CIiJ MPOBOIUTH 3 00EPEXKHICTIO. Y X0l
JIOBIOCTPOKOBOTO TUIAIE00-KOHTPOIHLOBAHOTO JOCTIPKEHHS TMAIIEHTIB 3 TSHKKOIO CEPIICBOIO
HenocrarHicTio (kimac III 1 IV 3rigHO 3 Kmacudikariero HLIO-IZOpKCLKO'i Kap/110J10T19HOT
acorianii) y maIi€eHriB, sIKi 3aCTOCOBYBAJIM aMJIOJIUIIIH, 3apeeCTPOBaHA YacTOTa BUHUKHEHHS
HaOpsIKy JIereHiB Oyia BHUINOIO, HK Yy TMAIli€HTIB, SKI IpUAMany Tanedo (IuB. po3aiut
«®PapMaKoJIOTiYHI BIACTUBOCTI»). bliokaTopu KaubIlieBUX KaHATIB, Y TOMY YHMCI aMJIOJUIIIH,
CIII 3aCTOCOBYBATH 3 OOEPEKHICTIO MAIliEHTaM 13 3aCTIHHOIO CEPIIEBOI0 HEJOCTATHICTIO,
OCKUIBKM BOHM MOJXYTh IIJIBUIYBaTH PU3UK BUHUKHEHHS MaHOYTHIX CEpIEeBO-CYAMHHUX
MOJIiH Ta JIETATHLHOTO HACIIIKY.

BB Ha MeYiHKY.

[TeuinkoBi poOM HEOOXIHO BH3HAYUTH TE€PE] TMOYATKOM JIIKyBaHHS, TMEPIOAMYHO IiCIs
HBOTO, @ TAKOX y MAIlI€HTIB, Y SKUX MPOSBISAIOTHCA OyAb-iKi 03HAKW a00 CHMITOMH, IIO
BKa3yIOTh Ha YpaKCHHS TEYIHKW. Y pa3i MIABUIICHHS PIBHIB TpaHCaMiHA3 CJiJ MPOBOIUTH
MOHITOPHHT 10 3HUKHEHHS TaKUX BiJIXUJICHb.

Skmo migBuIIeHHS OUIBII HIX Yy 3 pa3d BHINE 3a BEPXHIO MEXY HOPMH pIiBHIB
allaHiHaMiHOTpaHcdepasu abo acnapraTaMmiHoTpaHcdepasu 30epiraTuMeTbes, JIKyBaHHS CIij
NPUTTTHHUTH.

VY nmnaunieHTiB 3 NOpYMEHHSM (QYHKIII MEYiHKH Mepioj HamiBBUBEICHHS aMJIOAMIIIHY
noaoBxkyeThesi, a AUC 301IbIIyeThCs, MPHU I[bOMY PEKOMEHAAIIl M0J0 T03yBaHHS HE
BCTaHOBJICHI.

Yepe3 mpHCYTHICTh aTOpPBACTaTHHY Yy CKJIaal Jikapcekoro 3aco0y Kamyer 5/10, nanuit
JiKapchKUi 3aci0 HeoOXiTHO 3aCTOCOBYBATH 3 OOEPEXKHICTIO Malll€eHTaM, SKi B 3HAYHHUX
KUIBKOCTSIX B)KMBAIOTh aJIKOTOJIb, TMAIIEHTaM 13 TMOPYIIEHHSAM (YHKIT MeYiHKu Ta/abo 13
3aXBOPIOBAHHSM IEYIHKH B aHAMHE3I.

BriuB Ha ckeneTHi M’S30.

Sk 1 iHmi i#riditopu I'MI-KoA-penykrasu, aTopBacTaTHH MOKE BIUIMBATH Ha CKEJETHI
M’SI3M 1 COPUYMHITH MIalrifo, MIO3UT Ta MIOMATIIO, SIKI Y MOOJWHOKHX BHITAJKaX MOXYTh
nporpecyBaTu J0 padbIoMioNizy, M0 XapaKTePU3YEThCS MOMITHO MiJBHIIEHUMHU PiBHIMHU
KpeaTuHKiHa3u (>10-kpaTHe TEepEeBUINEHHS BEPXHHOI MEX1 HOpPMH), MioryoOiHeMii Ta
MiorI00iHypii, SIKI MOXKYTh IIPU3BECTU O HUPKOBOT HEAOCTATHOCTI TA Y PIIKICHUX BHITaKaX
MOXYTb OYTH JICTaTbHUMHU.

[Ipu BiACYTHOCTI CHMNITOMATHKH Yy NAIli€HTIB, SKi 3aCTOCOBYIOTb CTAaTHHH, PETYJSpPHUIN
KOHTPOJIb PIBHIB KpeaTHHKiIHAa3u ab0 1HMMX M’S30BUX (DEPMEHTIB HE PEKOMEHIOBAHUHU.
MOHITOPUHT PiBHIB KpeaTHHKIHA3M PEKOMEHIYETHCS MPOBOJUTH MAalieHTaM i3 (hakropamu
CXWJIBHOCTI 710 pabaoMioii3y Ta Mali€eHTaM 3 M S30BUMH CHUMITOMAaMH TE€pea MOYaTKOM Ta
miJ] yac Oyab-IKOTO JIKyBaHHS CTATHHAMU (JIUB. HUXKYE).

[lim wac Ta michs JIIKyBaHHS CTaTHHAMH OYJIM 3apeecTpoBaHi YK€ PIJIKICHI BHUMAJKU
IMYHOJIOTIYHO OIOCEPEAKOBAaHOT HEKPOTH3YI0UOi Miomarii. IMyHOJIOTIYHO omocepeaKoBaHa
HEKPOTHU3YIOoUa MiomaTisi KIIHIYHO XapaKTepU3yeThCS CTIMKOKO CIAOKICTIO MPOKCHMAIBHUX
M’S31B Ta MIJBUIIEHUM pIBHEM KpEeaTHHKIHA3M B CHPOBATI KpOBi, sKi 30epirarThcs,
HE3Ba)KAIOUW HA IPUMTUHCHHS JTIKyBaHHS CTATHHAMHU.

[epen giKyBaHHAM.

[TamienTam 31 cxupHICTIO A0 padaomionizy Kagyer 5/10 cmig mpu3HadaTu 3 00€peXHICTIO.
Ilepen mouyaTkoM JIiKyBaHHS CTaTHHAMHU piBEHb KPEaTWHKIHA3M HEOOXiTHO BUMIpPIOBATH Yy
TaKUX CUTYyaIlisX:

— MIpH MOpPYIIEHH] (PyHKIIT HUPOK;

— TIPH TIMOTUPEO3i;

— MPH CTIAJKOBHUX M S30BUX 3aXBOPIOBAHHSIX B 0COOMCTOMY a00 CiMEifHOMY aHaMHe3i,
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— IIPU M SA30Bil TOKCUYHOCTI Ha TJI1 3aCTOCYBaHHS CTaTHHIB a0 (ibpartiB B aHaMHE31;

— TP 3aXBOPIOBaHHI MEUIHKU B aHaMHe31 Ta/ab0 MpHu BXKUBaHHI 3HAYHOI K1JIBKOCTI aJIKOTOJIIO;
— y MauieHTiB JiTHROro BiKy (> 70 pokiB) HEOOXiIHICTh TAaKMX BHUMIpIB BHU3HAYAIOTH,
YpaxoBYIOUYH HAsSBHICTH ()aKTOPIB CXMIHHOCTI /10 paba0oMioizYy;

— KOJIM MO>KJIMBE ITiJIBUIIEHHS KOHIIEHTpALii JIKapChKOTO 3ac00y y IU1a3Mi KPOBi, HAIPUKIA]]
BHACIIIJIOK B3a€MOJIII 3 IHIIUMH JIIKAPCHhKUMH 3acobamu (IuB. po3ain «B3aemomis 3 iHITUMU
JTIKapChKUMHU 3ac00aMM Ta 1HII BUAM B3AEMOJi») Ta Yy MEBHUX MOMYJALISAX, BKIOYAIOUH
MAIi€HTIB 3 TCHETHYHUX CYOMOMyJIAIiil (IUB. po3ain «PapMaKOKiHETHKA ).

VY Takux cutTyarisx HeoOX1THO MpoaHaIi3yBaTH PU3HK BiJl JTIKYBaHHS IMOPIBHSIHO 3 MOXKJIUBOIO
KOPHUCTIO Ta PEKOMEHIY€THCS POBOAUTH KITIHIYHUNA MOHITOPHUHT Talli€HTA.

Skmo Ha MOYaTKOBOMY e€Talli PiBHI KpPEaTWHKIHA3W 3HA4YHO MiJABUINEHI (>5-KpaTHe
NIEPEBUILEHHS BEPXHbOT MEXK1 HOPMH), JTIKyBaHHS PO3NOYMHATH HE CIII.

BumMiproBaHHs KpeaTHHKIHA3H.

He Mo’xHa BUMiproBaTH KpeaTHHKiHA3y IMicCis IHTEHCUBHOTO ()i3MYHOTO HaBaHTAXEHHSA a0o
MIPU HAIBHOCT1 OYy/Ib-KO1 1HIIIOT MPUYMHU IMOBIPHOTO MiBUIIIEHHS KPEaTHHKIHA3U, OCKUIBKU
[l YCKJIAHIOE IHTEPIpPETAII0 OTPUMAHMX pe3yJabTarTiB. SKIIO pPiBHI KpeaTWHKIHA3W Ha
MMOYAaTKOBOMY €TaIll CyTTEBO MiABHUINECHI (>5-KpaTHE MEepEeBUIIIEHHS BEPXHBOI MEKI HOPMH), X
HEOOXIJTHO CHCTEMaTUYHO BUMIPIOBATH uepe3 5-7 THIB A MiATBEPIKEHHS pe3yIbTaTiB.

I1in yac JIiKyBaHHSL.

— IlamienTiB HEOOXiAHO MOMPOCUTH OJPa3y * MOBILAOMISATH MPO M SI30BHM Oib, CYyIOMH
M’s131B @00 CIIa0KICTh Yepe3 He3pOo3yMuIl MPUYUHU, OCOOJUBO SKIIO 1€ CYMPOBOKYETHCS
3arajabHOI0 CIAOKICTIO UM MiABUIICHHSIM TEMIIEPATYPH.

— SIKmo Taki CMMITOMH BHMHHMKAaIOTh, KOJW marmieHT 3actocoBye Kamyer 5/10, HeoOximHO
BUMIPATHU PiBHI KpEaTHHKIHA3M.

— SIk110 BUSBUTHCS, IO 111 PiBHI 3HAYHO IiJIBUINEHI (>5-KpaTHE MEepEeBUILCHHS BEPXHBOI MEXi
HOPMH), JIIKYBaHHsI HEOOX1/THO IPUTTUHHUTH.

— SIkmo M’s30BI CHMIITOMHU TSKKI 1 CHPHYMHSIIOTH TOBCSKICHHI HE3PYYHOCTI, HEOOXI1THO
PO3IJISIHYTH  MOXJIMBICT NPUNMHEHHS JIKYBaHHSA, HaBITh SKIIO MiJBUIIECHI piBHI
KpeaTHHKIHA3H MEPEBHINYIOTh BEPXHIO MEXKY HOpMHU Y < 5 pa3iB.

— SIKol0 cUMNTOMM 3HUKIM 1 PIBHI KpPEaTWHKIHA3M TIOBEPHYJIHUCS [0 HOPMH, MOKHA
PO3MIISTHYTH MOXJIMBICTh TIOBTOPHOTO 3acTocyBaHHs npemnapary Kamgyer 5/10 y maliMeHmrii
71031 TIPH PETETHHOMY MOHITOPHHTY.

— SIKmo BUSIBICHO KIIIHIYHO 3HA4yIle 301IbIICHHS PiBHIB KpeaTwHKiHA3W (>10 X BepXHBOI
MEXI HOpPMH) ab0 SKIIO JIarHOCTOBAHO YM IiJIO3PIOETHCS PabAOMIioONi3, 3aCTOCYBaHHS
npenapary Kanyer 5/10 He0OXiTHO TPUITMHHUTH.

AMJIIOIMITIH HE BIUIMBAE Ha Pe3yJIbTaTH JIAOOPATOPHUX JOCIIHKEHb.

OpnHoYacHe 3aCTOCYBAHHS 3 1HIIMMU JTIKAPCHKUMU 3ac00aMHu.

Sk 1 mpm 3acToCyBaHHI IHIIMX TIpemapariB Kjacy CTAaTHHIB, PH3UK pabdaoMiofizy
migBuIIyeThest, skmo Kamyer 5/10 3acrocoByBaTd OIHOYACHO 3 TEBHUMH JIKaPCHKUMHU
3aco0amMu, SKi MOXYTh ITIBHIIYBAaTH KOHIICHTPAIlIF0 aTOpPBAaCTaTHHY B TIUIa3Mi KpPOBI
(manpuknax noryxkHi iHrioitopu CYP3A4 abGo TpaHcmopTHUX OUIKIB (HampuKiIan
[IUKJIOCTIOPHUH, TENITPOMIIIMH, KJIAPUTPOMIIIMH, JeJaBIpAWH, CTUPHUIICHTOJ, KETOKOHA30I,
BOPUKOHA30J, ITPaKOHA30J, IO03aKOHA30J1 Ta iHrioitopu mnporeasu BIJL, y Tomy umcmi
pUTOHABIp, JIOMIHABIpP, aTa3aHaBip, 1HAWHABIp, NapyHAaBip, TUIIPaHABIP/PUTOHABIP TOIIO)).
Pu3uk po3BUTKY MiomaTii MOXE TaKOXX IIJBHMIIYBAaTHCS INPH OAHOYACHOMY 3aCTOCYBAaHHI
rempiOpo3uay Ta 1HIMUX MOXIAHUX (PIOPOEBOT KUCIOTH, MPOTHUBIPYCHHX MPEMapaTiB s
mikyBanHs rematury C (HCV) (OGouempesipy, TenmampeBipy, endacBipy/rpa3onpesipy),
EPUTPOMIILIMHY, HIAIMHY, €3eTUMIOy a00 KONXIIUHY. SIKIIO MOXIIWBO, CIiJI PO3TJISHYTH
TbTepHATHBHI (K1 HE MPU3BOIATH O B3a€EMOJIi1) CXEMH JIIKYBaHHS 3aMiICTh IHX JIIKAPCHKHUX
3aco0iB. Skmo ogHowacHo 3 mpemapatom Kamyer 5/10 HeoOXximgHO 3acTOCOBYBATH ITi
JIKapchKi 3aco0H, CIiJ PETENbHO 3BXKUTH KOPUCTh 1 PU3MKHU OJHOYACHOTO JIIKYBaHHS,
PEKOMEHIYEThCS HAICKHHN KIIHIYHUN MOHITOPHUHT TaKUX TMAI€HTIB (IWB. PO3ALI
«B3aeMois 3 IHIIUMU JTIKAPCHKUMH 3aCO0aMHU Ta 1HII BUAA B3aEMOJIID).
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Kanyer 5/10 He MOXHa 3aCTOCOBYBaTH OJHOYACHO 3 CUCTEMHHUM 3aCTOCYBaHHIM (py3umoBoi
KHCJIOTH a00 BMOPOJOBX 7 AHIB TMICIs NPUIUHEHHS JIIKyBaHHS ()Y3UIIOBOIO KHCIOTOIO. Y
NAIli€HTIB, y SIKUX CHCTEMHE 3aCTOCYBaHHS ()y3MJ0BOI KHCIOTH BBAXKAETHCS HEOOXiIHUM,
JIKYBaHHS CTaTWHAMHM CJIIJI IPU3YIIMHUTH Ha BECh MEPI0J 3aCTOCYBAaHHS (y3UI0BOT KHCIIOTH.
VY namieHTiB, fki OTpUMYBaIM (Yy3UIOBY KHCIOTYy Ta CTaTHHM Yy KoMOiHamii, Oymu
3apeecTpoBaHi BUMAAKKA padAOMiofi3y (B TOMY YHCII JIETalbHI) (IUB. po3aun «B3aemomis 3
IHIIUMHM ~ JTIKAPCBKUMHU ~ 3acob0amMu  Ta 1HON BUAW  B3aemofiny). [lamienty  cimifg
MOPEKOMEHYBaTH HETaitHO 3BEpTaTHCS 32 MEIUYHOIO JOTIOMOTOI0 B pa3i BUHUKHEHHS OyJb-
SKUX CHMIITOMIB C1a0KOCT1, 00110 200 OOJIICHOT Yy TIMBOCTI y M’ s3aX.

Tepamito cTraTUHAMKM MO>KHA TPOJIOBXKUTH uepe3 7 IHIB MICJIs OTPUMAaHHSA OCTaHHBOI JO3M
Gy3u10BOT KUCIIOTH.

3a BUHATKOBHX 00CTaBHH, KOJH MOTPIOHE TOBrOCTPOKOBE CUCTEMHE 3aCTOCYBaHHA (Dy3H10BOi
KHCJIOTH, HaNpUKIAN, JUIsl JIKYBaHHS TSKKUX 1H(QEKIH, HEOOXiMHICTh OJHOYaCHOTO
3acrocyBanHs mpenapary Kamyer 5/10 ta (y3umoBoi KMCIOTH CIiJ PO3TISAATH TUIBKH B
IHIWBITyaTbHOMY TIOPSIIKY Ta 3A1MCHIOBATH IT1/1 PETEIHPHUM HATJISAIOM JIKapsl.

[IpodinakTrka iHCYNBTY IIJISTXOM arpeCUBHOTO 3HIKEHHS PiBHIB XonectepuHy (SPARCL).
[Ipu anaimisi post-hoc miaTumiB 1HCYIbTY y TaIli€HTIB 0€3 KOpOHApHOI XBOpOOHW ceplid, sKi
HEI[0JIAaBHO TEPEHECHIN 1HCYAbT a00 TPAaH3UTOPHY IIIEMiYHY aTaKky, 4acTOTa reMOpariyHoro
IHCYNbTy Oyrna BWINOI Yy TAII€HTIB, K1 MOYaTKOBO OTpuMyBaiu 80 MI aTOpBAacTaTUHY
MOPIBHSHO 3 TUMH, XTO OTpUMYBaB 1uiane0o. [ligsumenuii puznuk OyB BiJI3HaYEHUH, 30KpeMa,
y TAIIE€HTIB 3 TeMOpariyHUM 1HCYJbTOM a0 JlaKyHapHUM i1H(APKTOM B aHAMHE31 Ha Yac
BKJIIOYEHHSI y JOCITIJUKeHHA. J[JIs Mali€eHTiB i3 reMopariyHuM iHCYJIbTOM a0 JaKyHapHUM
iHpapkTOM B aHaMHe31 OaJlaHC PU3HMKIB Ta KOPHUCTI BiJl JIIKyBaHHS aTOpPBAaCTaTHHOM Y 031
80 Mr 4iTKO HE BCTAHOBJICHHH, TOMY TMepel MOYaTKOM JIKyBaHHS HEOOXITHO peTeiabHO
MPOAHAJII3yBaTH TMOTCHIIMHY MOXKJIMBICTh PU3UKY PO3BUTKY T'€MOPAridHOrO IHCYNbTY (IHB.
po3ain «DapmMakoAMHAMIKAY).

IHTepcTHIliabHe 3aXBOPIOBAHHS JIET€Hb.

[Ipu 3acTrocyBaHHI [ESKMX CTAaTHHIB HAJAXOJWIN TOBIIOMJICHHS TPO BUHSATKOBI BHIIAQJIKH
IHTEPCTHUIIIATLHOTO 3aXBOPIOBAHHS JIET€Hb, OCOOJIUBO TP JOBTOTPUBAIOMY JIIKYBaHHI (JTUB.
po3nin «IloGiuni peakiii»). OcoOIMBOCTI MPOSBY MOXYTh BKJIIOYATH 3aJMIIKY, CYXUIH
KallleJb Ta TMOTIPIICHHS 3arajbHOTO CTaHY 370pOB’S (BTOMJIIOBAHICTh, BTpaTa MacH Tija Ta
HiABHUILIEHHS TeMIlepaTypH). SKIIo € migo3pa, o y MalieHTa po3BUBAETHCS IHTEPCTHIIIATIBHE
3aXBOPIOBaHHS JIETE€Hb, JTIKYBaHHS CTATHHAMH HEOOX1HO MPUTTUHUTH.

LlykpoBuii miaber.

Jesiki mani cBig9aTh PO TE, IO CTaTUHHM SIK KJIAC MMiJIBHINYIOTH PIBEHB TJIFOKO3U KPOBI Ta Y
JeSIKUX TAIIEHTIB 3 BUCOKHMM PHU3UKOM PO3BUTKY Aia0ETy MOXYTh 3yMOBJIIOBaTH pPiBEHb
rimepriikemii, mpu sIKOMy HEOOXiTHE JIIKyBaHHS, SIK MPU I[yKpoBoMy nia0eri. OmHaK 1en
PUBHK TMEPEeBAXYETHCSI 3HIKEHHSM CYIMHHOTO PH3UKY BHACTIIOK 3aCTOCYBAaHHS CTATHHIB i
TOMY HE € MiACTaBOI0 Ui MPUNHHEHHS JIKyBaHHS CTaTWUHAMHU. 3TiIHO 3 JIep>KaBHUMHU
CTaHJapTaMH, HEOOXITHO MPOBOAUTH KITIHIYHUN Ta OI0XIMIYHMNA MOHITOPHHT MAI[I€HTIB
Ipynu pusKKy (piBeHb I'IFOKO3H HATIIE Bif 5,6 10 6,9 Momb/n, iHAekc MacH Tina > 30 kr/m?,
IiABUIIEHUN PiBEHb TPUTIILEPUIIB, apTepiajibHa rinepTeHs3is).

3acmocysanus y nepioo eazimnocmi abo 200y8aHHsA 2pyO0io.

Kanyet 5/10 npoTuroka3anuii BariTHAM KIHKaM 1 )KIHKaM, K1 TOJYIOTh TPY/JIIO.

KiHKM penpoAYKTUBHOTO BIKY.

JKiHkaM penpoayKTHBHOTO BIKY CJiJI 3aCTOCOBYBATH BIiJIIIOBIJHI KOHTPAIENTHBHI 3aco0u
(muB. po3nin «IIpoTunoka3zanHs»).

BariTHICTb.

Besneka 3acTocyBaHHs Tperapary BariTHUM >KiHKaM HE BCTaHOBJICHA. KOHTpPOJIbOBaHUX
KJIIHIYHUX JIOCJIDKEHb 3aCTOCYBaHHS aTOpBAacCTaTHHY 3 YYacTIO BariTHUX JKIHOK He
npoBoawiId. Haaxomwim MOOAMHOKI TOBIAOMJIGHHS TMPO BPODKEHI aHOMAMIl IMicis
BHYTPIIIHHOYTPOOHOT ekcrno3uilii iHridiTopamu ['MI-KoA-penykrasu. JlocmimkeHHs Ha
TBapUHaX MPOJEMOHCTPYBAIH PENPOAYKTUBHY TOKCHUHICTh TIperiapary.
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3acTocyBaHHS aTOPBACTaTUHY MaTip 10 MOKE 3MEHIINTH Y TUIOJIa PiIBEHh MEBAJIOHATY, SIKUU €
MIPEKYPCOPOM O10CHHTE3Y XOJECTEPUHY. ATEPOCKIEPO3 € XPOHIYHUM IPOIECOM, 1 3a3BUUYa
NPUMTUHEHHS 3aCTOCYBaHHA JIMiO3HIKYBAJIbHUX JIIKApPChKUX 3ac00iB y MEpioj BariTHOCTI
Ma€ HE3HAYHHWM BIUIMB HAa JIOBTOCTPOKOBHH PHU3HMK, TIOB’A3aHUM 3 TEPBUHHOIO
rinepxoyiecTepuHEMI€IO.

3 mux npuumH Kamgyer 5/10 He cmig 3acTOCOBYBaTH BariTHUM, a TaKOX JKIHKaM, SKi
HaMararoThCs 3aBariTHITH a0o mMigo3pIol0Th BariTHiCTh. JlikyBaHHS mpemaparom Kanyer
5/10 cmin MPU3YNIUHUTH Ha BECh TEPMIH BariTHOCTI a00 MOKM HE Oyne MATBEPIKEHO
BIJICYTHICTb BariTHOCTI (IuB. po3aia «IIpoTunokazaHHs»).

VY BUMaaKy BUSBICHHS BariTHOCTI IiJ] Yac JIKyBaHHS 3acTocyBaHHs mpenapaty Kamyer 5/10
CJI1J1 HEraiiHO MPUITUHUTH.

T'oxyBanHd rpyaio.

AMJIOIUIIIH TOTpamise B TpydHe MOJIOKO. YacTka MaTepUHCHKOI 103U, SIKy OTPUMYE
HEMOBJISI, OIIHIOETBCS 3 MDKKBApTHIIBHUM Jiana3oHoM 3—7%, wmakcumym 15%. [lis
aMJIOJIUITIHY Ha HEMOBJISIT HEB1IOMa.

HeBigomo, un mpOHHUKAIOTh METAOONITH aTOPBACTATMHY Y MAaTEPUHCHKE MOJIOKO. Y MIypiB
KOHIICHTpAIlisl aTOPBACTaTHHY Ta HOT0 aKTUBHUX METa0OJIITIB y TJIa3Mi KPOBI € aHAIOT1YHOIO
KOHIIEHTpaLii B MoJo1i. Yepe3 MOKIMBICTh PO3BUTKY CEPHO3HUX MOOIYHUX PeakKiiid KiHKaMm,
skl 3acTocoBytoTh Kamyer 5/10, cimim yrpuMyBaTHCh BiJl TOAYBaHHS TPYIIIO (IHUB. PO3ALI
«[Iporunokazanss»). ATOpBacTaTUH MPOTUIIOKA3AHUN Yy TEPioa TOAYBAHHS TPYIIIO (IUB.
posain «IIpoTunokazaHHs»).

DepTUITLHICTD.

VY nocnmigkeHHSX Ha TBapWHAX aTOPBACTAaTHMH HE BIUIMBAaB Ha (EPTHIBHICTH CaMIlIB Ta
camuiib. [loBimomisiiocss mpo 00OpoTHI OiOXiMiUHI 3MIHM Y TONIBKax CIEpPMAaTO30iIiB Yy
JeSKUX TIAIlIEHTIB, K1 MPOXOAMIIA Tepario OJIOKaTopaMHu KalbIieBUX KaHaiiB. KmiHIYHMX
JaHUX I0JI0 TOTEHI[IHHOTO BIUIMBY aMJIOAMIIHY Ha (PepTHIIBHICTh HEJOCTaTHRO. B omHOMY
JIOCJTIJDKEHHI Ha Irypax Oyiio BUSBJICHO MOOIYHY JIif0 MpernapaTy Ha (pepTUIIbHICTh CaMIIiB.

30amuicmy enausamu Ha WBUOKICMb peakyii npu KepysamHi a8mMOmMpaHcnopmom ado
THUWUMU MEXAHIZMAMU.

Jocnikenb i1 BCTaHOBJICHHS BIUIMBY mpemnapaty Kamyer 5/10 Ha 3maTHICTH KepyBaTu
TPAHCIIOPTHUMH 3aCO0aMU Ta MPAIfOBATH 3 MEXaHi3MaMH HE MPOBOMINA. ATOPBACTATHH, IO
BXOJMTH /10 ckiany mpemapary Kamyer 5/10, Mae He3HAUHHMI BIUIMB Ha 3/IaTHICTh KEPyBaTH
TPAHCIIOPTHUMHU 3aco0aMu Ta TpamoBaTH 3 MexaHizMamu. OpfHaK, BUXOASYHA 3
dapMakoIUHAMIYHUX BJIACTUBOCTEH aMIIOAMITIHY, IO BXOJIUTH IO CKJIaAy Ipenapary
Kanyer 5/10, npu xepyBaHHI TpaHCIIOPTHUMH 3aco0amMu Ta poOOTi 3 MexaHi3MaMH ciij Opati
0O yBaru MOXJIMBICTh BHHHMKHEHHS 3allaMOpPOYEHHs, TOJOBHOro OO0, MiJBUIICHOI
BTOMJIIOBAHOCTI a00 Hy0TH (IUB. po3aia «[1o6iuHi peakiii»).

Cnoci6 3acmocysannsa ma 0o3u.

Kanyet 5/10 npu3naueHu#t 111 mepopajibHOTO 3aCTOCYBAHHS.

3BUYaiiHa MOYaTKOBA /1032 CTaHOBUTH 5 Mr/10 mr 1 pa3 Ha 100y.

Skmo mamieHT motpedye OULTBIT €(PEKTHBHOTO KOHTPOJIO apTepiaJbHOTO THCKY, MOJXKHA
npuiiMat 10 mr/10 mr 1 pa3 Ha n00y; /U LBOTO CIiJi BUKOPHCTOBYBATH JIIKAPCHKUI 3aci0
Kanmyer 10/10.

Jlanuii nikapchKuii 3acid MOkHa puiiMaTH y OyIb-aKuii yac 106u 3 Dkero abo 6e3 Hei.
Kanyer 5/10 MokHa 3aCTOCOBYBATH SIK OKPEMO, TaK 1 B KOMOIHAII1 3 aHTUTINIEPTCH3UBHUMHU
3acobamu, aje HOro He MOXKHA 3aCTOCOBYBATH 3 IHIIMMHU OJIOKATOpaMH KaJIbLI€BUX KaHAIIB
a00 3 IHIIUMH CTaTUHAMH.

THopywennsa ¢ynxyii nupox. IlamienTam i3 mopymeHHsSM (QYHKIT HUPOK KOPEKLis 103U He
noTpiOHa (AuB. po3aiiu «OcoOIMBOCTI 3aCTOCYBaHH Ta «DapMaKOKIHETHKAY).

Hopywennsa ¢ynxyii neuinxu. Kamyer 5/10 mnpoTumokazaHuil malieHTaM 3 aKTHUBHUM
3aXBOPIOBaHHAM TMEUIHKH (TUB. po3au «[IpoTuriokasantsm»).

Tayienmu nimuvoco e6iky. Hemae He0OXiHOCTI KOPUTYBAaTH 03y UIS TMAII€HTIB JIITHHOTO
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BiKY (IuB. po3nin «DapMakOKiHETHKA).

3acmocysannua y KomOinayii 3 iHwumu Jaikapcokumu  3acobvamu. llpu omxHOYaCHOMY
3aCTOCYBaHHI 3 IHKIOCIOPHMHOM J03a aTOpPBACTaTHMHY HE MOBWHHA mepeBuilyBatu 10 mr
(muB. po3ain «B3aeMomis 3 IHIIMMHU JIIKAPCHKUMU 3acO0aMU Ta 1HII BUU B3aEMOIIN).

Jns marieHTiB, SAKi OJHOYACHO MNPUKUMAIOTh MPOTUBIPYCHI MpenapaTH A JIIKYBaHHS
renatuty C enbacBip/rpa3onpeBip 3 aTOpBacCTaTHHOM, J03a aTOPBACTATHHY HE IOBHUHHA
nepesuiyBatu 20 mr/no0y (auB. po3ainu «OcoOiMBOCTI 3aCTOCyBaHHS» Ta «B3aemomis 3
IHITUMU JIIKApPCHKUMU 3ac00aMH Ta 1HIIN BUIAN B3aEMOIIN).

Iimu.
besneka ta edexruBHicTh npenapary Kamgyer 5/10 nmnst mgiTeli He BCTaHOBIICHI, TOMY HE
pexomeHayeThest 3actocoByBatu Kamyer 5/10 11iit kaTeropii mamieHTiB.

Ilepeoosysanns.

Iadopmaris mpo nepenozyBanus npenaparoM Kamyer 5/10 y mroneit BinCcyTHS.

Amnoounin. J10CBi HABMUCHOTO TIEPE03yBaHHS aMJIOIUITIHY Y JIIOAMHUA OOMEKeHHH. 3HauHe
nepeo3yBaHHsS MOXE MPHU3BOAWUTH 10 HAJMIPHOTO PO3IMIMPEHHS NMepupepruuHNX CYAUH Ta
MOXJIMBO peduexTopHOi Taxikapaii. bynu 3apeecTpoBaHi BHUIIQAKM 3HAYHOI Ta, MOXIIMBO,
TPUBAJIOI CUCTEMHOI apTepiajibHOI TIMOTEH31i BKIIOYHO 0 IIOKOBOTO CTaHY 3 JIETaJIbHUM
HacHiAKOM. Bynb-iKuil BHUIIQOK apTepiajbHOi TiMOTEH3ii, 3yMOBJIEHHUH Ieper0o3yBaHHAM
aMJIOJIAITIHY, MOTPeOy€e MOHITOPUHTY B KapAlOJIOTIYHOMY peaHiMariitHoMy BigmineHHi. s
BITHOBJICHHSI CYIMHHOI'O TOHYCY Ta apTepiaibHOrO THUCKY MOXe OYyTH KOPUCHHM
3aCTOCYBaHHS CYAMHO3BYKYBIBHOTO 3aco0y. OCKUIBKM aMJIOJUITIH Maike TOBHICTIO
3B’A3y€ThCA 3 O1IKaMU, MaJOHMOBIPHO, 1110 MPOBEJCHHS TeMoliani3y Oyae KOpUCHUM.
Amopeacmamun. CrienianbHe JTIKyBaHHS Ha BHIAJIOK IE€PEAO3yBaHHS aTOPBACTATHHOM
BIZICYTHE. Y BHIAJKy NEpeAO3yBaHHS Talli€HTa CIiJ JIKyBaTH CHMITOMAaTHYHO Ta
3aCTOCOBYBAaTH MIATPUMYIOUl 3axoau y pa3i HeoOxigHocti. Cnmig mpoBecTH aHami3
010XIMIYHMX TOKa3HUKIB (YHKII TEYiHKM Ta 3/iICHIOBaTH MOHITOPUHI  piBHIB
KpeaTWHKIHA3W B CHpOBATIl KpoBi. Uepe3 BUCOKHMI CTyMmiHb 3B’SI3YBaHHS Ipemapary 3
O1JIKaMU TUIa3MHU KPOBI HE CJIi/1 OUiKyBaTH 3HAYHOT'O TIOCHJICHHS KJIIPEHCY aTOpBAaCTaTUHY MPH
MIPOBEICHHI TeMO/Tiaizy.

Iloo6iuni peakuii.

Bbesneky npenapaty Kamyet 5/10 omiHioBanu y moABIHHHUX CIIMHUX IUIANE00-KOHTPOIbOBAHUX
nociipkeHHsax y 1092 marieHTiB, SKi OTPUMYBaIHM JIIKyBaHHS 3 TIPUBOJY CYITYTHBOI
apTepiaibHOI TimepTeH3ii Ta auchinigemii. Y Xoi KIIHIYHUX JOCHIIKEeHb 13 3aCTOCYBAaHHSIM
npenapary Kanyer 5/10 He cmocrtepiranocs sSKkux-HeOyab MOOIYHUX PEaKIlii, XapaKTepHUX
qutst 1iei komOinartii. [To6iuni peakiiii 0OMeXyBaIlCh TUMH, IO Oy 3apeeCTpOBaHi paHilie
P 3aCTOCYBaHHI1 aMJIOJIUITIHY Ta/a00 aTOpBacTaTUHY (IIUB. HUXKYE).

VY X0l KOHTPOJIbOBAaHMX KIIHIYHHUX JOCITIJKEHb MPUIMHEHHS Teparii BHACHIAOK PO3BUTKY
KJIIHIYHUX MOOIYHUX peakiii abo BIIXUJICHB BiJ HOPMH PE3YNIbTATIB JIAOOPATOPHUX aHAJI31B
Oyno HeoOxigHe Timbku 5,1 % mamieHTiB, SKI OTPUMYBAIM JIIKYBaHHS aMJIOJUITIHOM Ta
aTOpBAaCTaTMHOM NOPIBHAHO 3 4,0 % MalieHTiB, SKi OTPUMYBAIHU I11a11e00.

[ToGiuHi peaxiii 3a3HaueHi BIAMOBIIHO 0 cucTeM Ta opradis (3a MedDRA) ta 3a yactororo:
myxe gacto (Bix > 1/10), wacto (Bix = 1/100 no < 1/10), mewacro (Big > 1/1000 mo < 1/100),
pinko (Bim > 1/10000 mo < 1/1000), myxke pinko (Bim < 1/10000), HEeBimomMo (HE MOKHA
BCTAaHOBMTH Ha IT1JICTaBl HASIBHUX JaHUX).

[To61uHi peakIlii HaBeaeHI OKPEMO JIJIsi aMJIOIAITIHY Ta JJIS aTOPBAaCTaTHHY.

[To6iuHi peakIlii s aMIIQIUITIHY.

3 b6oky kposi ma nimpamuunoi cucmemu.

Jlyxe piiKo: JIeHKOMeHis, TPOMOOLUTOIIEH .

3 60Ky imyHHOI cucmemu.

Jyxe pinko: peakuii rinepyyTiIuBOCTi.

Memaboniuni ma animenmapHi po3naou.
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Jyxe pinko: rinepriikeMis™.

HeuacTo: 301bIIIEHHS MacH Tijia, 3SMEHIIICHHS MacH Tijia.

3 6oxky ncuxixu.

HeuacTo: 6e3coHHS, 3MiHA HACTPOIO (B TOMY YHCIII TPUBOXKHICTB), ACTIPECis.

Pinko: crutyTaHicTh CBiIOMOCTI.

3 b6oky Hepeosoi cucmemu.

YacTo: COHIMBICTD, 3a1IaMOPOYEHHS, TOJIOBHUHN O11b (0COOIMBO Ha MMOYATKY JTIKYBAHHS).
HeuwacTo: TpeMop, rimecresis, mapecresisi, HEMPUTOMHICTh, TUCTEB3i.

Jyxe pigko: rinepToHyc, nepudepudna Herpomaris.

Heinomo: excrpanipaMiTHUi CHHAPOM.

3 6oky opeanis 30py.

Yacro: mopyuieHHs 30py (B TOMY YHCII TUTUIOMNIS).

3 boky opeanie ciyxy ma pignogacu.

Heuacro: mym y Byxax.

3 boky cepysi.

YacTo: BiqUyTTs CEpLEOUTTSL.

HewacTo: aput™mis (B TomMy uucii OpaauKapiisi, BEHTPUKYJISIpHA Taxikapiis 1 GiOpuirsiis
nepeacepn).

Pinko: creHokapisi.

Hyxe pinko: iHpapKT Miokapa.

3 60Ky cyoun.

YacTo: NpUILTUBH.

HeuacTto: aprepianbpHa TinmoTeHsisl.

Jlyxe piiKo: BacKyIiT.

3 b6oky ouxanvHoi cucmemu, epyOHOI KIImMKU ma cepeodoCmitHs.

Yacro: 3aaumika.

HewacTo: puHiT, Kaiens.

3 60Ky WiIYHKOBO-KUUKOBO20 MPAKMY.

Yacro: Hymorta, Oilb y BEpXHIH Ta HWXKHIA YaCTHHI >KMBOTA, JUCIICIICIS, MOPYIICHHS
BUIIOPOXKHEHHS (B TOMY YHMCIIi Jiapesi Ta 3amop).

HewacTo: OmtoBaHHS, CyXiCTh Y POTI, AUCTEB314.

Jlyxe pinko: rineprasis siceH, TaCTPUT, TAHKPEATHUT.

T'enamob6iniapui posnaou.

JlyXxe piJIko: TemaTuT, >KOBTSHUIIS.

3 60Ky wiKipu ma niOWKIpHOI MKAHUHU.

Heuacro: anonemis, myprypa, 3MiHa KOJbOPY MIKipH, CBEpODX, BUCHIAHHS, TiNepriapos,
€K3aHTeMa, KpPOIHB SHKA.

Hyxe pinko: OyTb03HHUI AepMaTUT, Y TOMY YUCIi MyIbTH(QOpMHA epuTema, HaOpsk KaiHke,
AHTIOHEBPOTUYHUN HAOpsAK, eKkc]oaiaTUBHHA JepMaTUT, (POTOUYTIUBICTh, CHHAPOM
CriBenca—/>koHCOHA.

HeBinmoMo: TokCHYHUH enigepMalbHIN HEKPOJTI3.

3 60Ky onopHo-pyx08020 anapamy ma CROLYYHOI MKAHUHU.

Yacto: mpunyxyicte Cyriao0iB (y TOMY YHCII NPUIYXJICTh HIUKOJOTKH), CYJAOMH M SI3iB,
M’SI30B1 CIIa3MHU.

HeuacTo: aptpasnris, mianris (auB. po3ait «OcoO0IMBOCTI 3aCTOCYBaHHS»), OLTb y CIIHHI.

3 60Ky HUpOK ma ce4o8UdiNbLHOI cucmemu.

Heuacro: nopyuieHHs! ce4OBUIYCKaHHSI, HIKTYPisl, 4aCT€ CEYOBUITYCKAHHS.

3 60Ky penpodyKmueHoi cucmemu ma MOAOYHUX 3A7103.

HeuacTo: iMIIOTEHIIis1, TIHEKOMACTIS.

3acanvhi posnadu ma peaxyii' y micyi 66e0eHH .

Hyxe gacTo: HaOpsIK.

YacTo: miaBuIlieHa BTOMIIIOBAHICTh, aCTCHIS.

HewacTo: Ou1b y rpyHii KIITIN, O17Tb, 3arajgbHe HE3TY KaHHS.

Pezynomamu nabopamopnux ananizis.
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Hyxe piako: MiABUILEHI piBHI MEYiHKOBUX (epMeHTiB, alaHiHaMiHOTpaHcdepasu Ta
acrapTatamiHoTpaHcdepasu (HaigacTimie 30irafoThCsl 3 KAPTHHOIO XOJIECTasy).

[ToOiyH1 peakIlii 11 aTOpBaCTaTUHY.

Inghexyitini ma napazumapHi 3ax80pPIO6AHHSL.

Yacrto: Ha3odapuHTIT.

3 boxy kposi ma nimgpamuunoi cucmemu.

Pinko: TpomOonHTOIIEHIS.

3 60Ky imyHHOI cucmemu.

Yacro: peakiii rinep4yTInBOCTI.

Hyxe pigko: anadinakcis.

Memaboniuni ma arimenmapHi po3naou.

Yacro: rinepriikemis™.

Hewacro: rimornikemisi, 30UTbIICHHS] MACH Tijla, AaHOPEKCIS.

3 boky ncuxiku.

HeuacTo: 6e3coHHS, KOIIIMapHi CHOBUIIHHS.

Hesimomo: gemnpecis.

3 6oxy Hepsosoi cucmemu.

Yacto: rosioBHUM 01716 (0COOJIMBO HA MTOYATKY JIIKYBaHHS).

Hewacro: 3amaMmopodeHHs, Timecresis, mapecresisi, aMHe31s1, TUCTeB3isl.

Pinko: mepudepruuna neiipomnaris.

3 6oky opeanis 30py.

Heuacro: 3aTymaHeHHs 30py.

Pigko: nmopymieHHs 30py (B TOMY YHCII AUTUIONIS).

3 boky opeanie ciyxy ma pignogacu.

Heuacro: mym y Byxax.

Jyxe piko: BTpaTa CIIyxy.

3 6oxy ouxanvhoi cucmemu, epyOHOi KIIMKU Ma cepedoCmitHsL.

Yacro: papunromapuHreanbHuil 6171b, HOCOBa KPOBOTEYA.

Hegigomo: iHTepcTHIIIaTIbHE 3aXBOPIOBAHHS JIET€Hb, OCOOIUBO MPU JOBIOCTPOKOBIH Teparmii.
3 60Ky WIYHKOBO-KUUKOBO20 MPAKMY.

UYacro: Hy0Ta, AUCTIETICIs, Aiapesi, 3a10p, METEOPHU3M.

HeuwacTo: 0116 y BEpXHIi Ta HH)KHIM YaCTHHI )KUBOTA, OJIFOBAaHHS, TAHKPEATUT, BIIPHKKA.
T'enamobiniapmi posnaou.

HewacTo: renatur.

Pigxo: xonecras.

Jlyxe piKo: e4iHKOBa HEIOCTaTHICTb.

3 6oxy wKipu ma niOwKipHOi MKAHUHU.

HeuacTo: amomnertis, cBepOi1k, BUCUTIAHHS, KPOITHUB STHKA.

Pigxo: OynbO3HME OEpMaTHT, Y TOMY YHCII MYyJIbTH(OpPMHA epuTeMa, aHTiOHEBPOTHYHUI
HaOpsik, cuaapoM CtiBeHca—/[P)KOHCOHA, TOKCHUHUM eITiIepMaIbHUN HEKPOITI3.

3 60Ky onopHo-pyx08020 anapamy ma CHOLYYHOI MKAHUHU.

Yacto: mpunyxyicTte cyriao0iB (y TOMY YHCII MPUIYXJICTh HIUKOJIOTKH), CYJAOMH M SI3iB,
M’S30B1 cHa3Mmu, apTpanris, miauris (auB. po3ain «OcoOIMBOCTI 3aCTOCYBaHHS»), OUTb y
CIIUHI, O1Th Y KiHITIBKaX.

Heuacro: 6i51b y mui, miiBUIIIEHa BTOMJIIOBaHICTh M’ S31B.

Pinko: mio3ut (muB. po3ain «OcoONMMBOCTI 3aCTOCYBaHHS»), pabIoMioini3, Miomaris (IuB.
po3nin «OcoOIMBOCTI 3aCTOCYBAHHS»), TEHIWHONATIS, y PIAKICHUX BUMNAIKAX — PO3PUB
ax1JJIOBOTO CYXOKHILIIA.

Jlyxe piiKo: BOBUAKOMOAIOHUI CHHAPOM.

HeBimoMo: i1MyHOJIOTIYHO OIIOCEpEKOBaHA HEKPOTH3yHO4a Miomatis (AWB.  PO3MILI
«Oco0aMBOCTI 3aCTOCYBAHHS).

3 60Ky penpoOyKmusHoi cucmemu ma MOIOYHUX 3A103.

Hewacro: iMmmoTeHtris.
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Jlyxe piiKo: TiHeKOMacTisl.

3azanvmi poznaou ma peakyii' y micyi 66e0eHHsI.

Heuacro: naOpsk, nepudepuynnii HaOpsK, MiABUIIEHa BTOMIIIOBAHICTh, ACTEHiA, OUTb Yy
TPYIHIN KIIITII, 3arajibHe HE3TYKaHHs, TIIPEKCis.

Pezynomamu nabopamopnux ananizis.

Yacto: migBWINEHI piBHI  TEYIHKOBUX  (EpPMEHTIB, ajaHiHaMiHOTpaHcdepasu Ta
acrapraramiHoTpaHncdepasu (Haigacrinie 30iraeTbcs 3 KapTUHOIO XOJIeCTasy), MiABUILEHHHA
piBeHBb KpeaTUHKIHA3U B KpOBi (UB. po3ai1 «OcoOIUBOCTI 3aCTOCYBAHHS).

HewacTo: nefikonutypis.

* Bynu 3apeecTpoBaHi BHUIAJKH I[yKPOBOTO JiabeTy NpH 3aCTOCYBaHHI JESKUX CTAaTHHIB;
4acTOTa 3aJIeKATUME BiJl MPUCYTHOCTI a00 BiACYTHOCTI ()aKTOPiB PU3UKY (PIBEHB TITIOKO3HU Y
KpoBi Harmie > 5,6 MMONB/T, iHAEKC Macu Tina > 30 Kr/M?,  TMiABHIICHHI piBeHb
TPUTIILIEPUIIB, HAIBHICTh B aHAMHE31 apTepiabHOI TIIepTeH3ii).

Tlosioomnenns npo nido3piosani nobiuHi peaxyii.

[ToBimomMyIeHHST TIPO Ti03PIOBaHI MOOIUHI peakIlii micist peecTparii JIKapchbKoro 3acoly €
BaXIUBUM. Lle no3Bosse 31ificHIOBaTH O€3MepepBHUI MOHITOPUHT CHiBBIAHOIIEHHS KOPHUCTI
Ta PU3HUKY 3aCTOCYBAHHS JIIKAPCHKOTO 3aC00Y.

Tepmin npuoamnocmi. 3 poku.

YMmoBH 30epiranus.
30epiratu y HEIOCTYITHOMY JUIst AiTel micui. 30epiratu npu Temmeparypi He Bute 30 °C.

YnakoBka.
ITo 10 Tabnmerox y Gmictepi, mo 3 OyicTepy y KApTOHHIM KOPOOIIi.

Kareropis Binmycky. 3a peentom.

Bupoonuk.

[aitzep Mentodpexuaypunr Hoitunenn 'MoX/

Pfizer Manufacturing Deutschland GmbH.

Micue3Haxo/:KeHHsI BAPOOHUKA Ta aJpeca Micls MPOBAJIKEeHHS HOro AislJIbHOCTI.
Berpibmrerre ®@paiidypr, Mycsansaais 1, 79090 Opaiibypr, Himequnna/
Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.

Jara ocranuboro neperasiay. 17.10.2019
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