IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

KOMBOI'JII3A XR

(KOMBOGLYZA XR™)

Cknao:
ditoui peuosuHu: CAKCATJINTUH, MET(OPMIHY TiZPOXIOPHU;

1 TabneTKa, BKpHUTa IIiBKOBOIO 000JIOHKOI0, MICTUTH 2,79 MI' CaKCarIinTUHY TigpOXIOpULY
6e3BOIHOTO ITI0 €KBiBaJIEHTHO CAKCATJINTUHY 2,5 MI Ta MeTdopMiny rigpoxmopuny 1000 mr;

abo 5,58 Mr cakcarminTuHy Tigpoxopumy 6e3BOOHOTO IO eKBiBaJIEHTHO CAKCATJIITHHY 5 MT Ta
MeThopMiHy rigpoxmopuny 500 mr;

abo 5,58 Mr cakcarminTuHy Trigpoxyopumy 6e3BOOHOTO 10 eKBiBaJIEHTHO CAKCATJIITHHY 5 MT Ta
MeThopMiny rigpoxmopuny 1000 mr;

0OMOMiXH1 peyvyoBMHW: HATpiIO KapMeo3a, FimpoMesno3a, MarHilo cTeapar, Leoio3a
MikpokpucTamiuHa (ms 5 mr/500 mr);

6apeHuku 015 2,5 m2/1000 me: Onapgpaii II 6inuii, Omagpat 11 xxoBTrit, OnaKOn CHHIM (OIS HAIIUCY);

b6apeHuku 015 5 m2/500 me: Onappaii 11 6inuit, Onagpait II cBiTno-KOpuuHeBuit, OTAKOM CHUHIM (O
HaIIUCY);

6apeHuku 015 5 m2/1000 me: Onampatii II 6imuit, Onmagpai II poxesuii, Omakon CUHIHN (IS HAIKUCY).

JIikapcbKka popMa. TabneTKy, BKPUTI IIiBKOBOIO 000JIOHKOIO.
OcCHOBHI (pi3uKo-XiMiUHI 81aCMUBOCMI:

mabsaemku no 2,5 m2/1000 me: gBoOmyKJIi TabneTku y popMi Kamcys, BKPHUTI IJTiBKOBOIO 000JI0HKOIO;
Bif GJ1iI0-3K0BTOT0 [0 CBiTJIO-2KOBTOTO KOILOPY 3 Hanucamu 2,5/1000 Ha omHOMY Ootii Ta 4222 Ha
IHIIIOMY, HaHECEHUMU CUHIMU YOPHUJIAMU;

mabaemxku no 5 m2/500 me2: gBOOMIYKII TabneTku y GopMi Karcy, BKPHUTI MTiBKOBOX 060JI0HKOIO; Bif
CBIiTJIO-KOPHUYHEBOT'0 70 KOPUYHEBOT0 KOJIboPy 3 Hanucamu 5/500 Ha omHOMY Oomii Ta 4221 Ha
iHIIIOMY, HAHECEeHUMU CUHIMU YOPHUIaMU;

mabaemxku no 5 m2/1000 me: mBoomykyi TabmeTKu y GOpMi KaICysl, BKPUTI IIiBKOBOI 000JI0HKOIO;
POXKeBOTo Konmbopy 3 HanucaMu 5/1000 Ha omHOMY 6oI11i Ta 4223 Ha iHIIOMY, HAHECEHUMHU CUHIMHU
YOPHUJIaMU.



dapmakoTepaneBTHYHA rpyna. Kom6iHoBaHi nmepopasbHi rimornikemisyoui mpemnaparu.
MertdopwmiH i cakcarmintud. Kog ATX A10BD10.

®apmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.
CakcaeninmuH

Y nmaiieHTiB 3 IyKpOBUM fAiabeTOM 2 TUILY IPUHOM CAKCaTJINTUHY IPUTHIYY€e aKTUBHICTb GepMEHTY
ounentugunnentugasu 4 ([II111-4) va 24 rogunu. [Ticag mepopanbHOr0 HaBaHTaXKEHHS TIIOK0300
abo nmpurioMy 1Xi npurHidyenHs [I1T1-4 Tpu3BOOUIIO [0 MigBUIIEHHS IUPKYIIIOI0YUX PiBHIB aKTUBHUX
rmokarononogiouoro nentuny-1 (I'TII1-1) Ta GIP y 2-3 pa3u, 3HUXKEHHS KOHLIEHTpallii I'/II0KaroHy Ta
306inbIIEeHHS TIII0K0303a/IeXXHOI cekpellil iHCcyniny i3 6eTa-KIIiTHH MigIITyHKOBOI 3a103u. [ligBuIneHHs
PiBHA iHCYTiHY Ta 3HUXKEHHS PiBHS I'/IIOKaroHy OyJx OB s3aHi 3 HUKY0I0 KOHIIEHTPALIi€lo TII0K03HU
HaTIe Ta 3MEeHIIeHO00 KOHI[eHTPALli€lo TTII0KO3K IIiCIs IepopasibHOT0 HaBaHTaXKeHHS TJII0K03010 a0
IPUHOMY 1XKi.

JIikyBaHHS CaKCarlTinTHHOM y [03i 5 MI Ta MeT(HOPMIHOM yIIOBLUIPHEHOTO BUBIIbHEHHS IIPU IPUUOMI
OJVH pa3 Ha [eHb BBeYepi Il 4ac BXKUBAHHS 1Ki IPOTATOM 4 THUKHIB CYTTEBO 3HMUIKYBAJIO 3arajibHy
KOHIIEHTPALII0 IJIF0KO3U YIIPOAOBXK IHTepBasly MiXK NpUioMaMy AO3U TPUBAIICTIO 24 TOOUHU IIpU
TIOPiBHSIHHI 3 BiITOBIIHUM ITOKA3HUKOM IIPH 3aCTOCYBaHHI mtane0o mioc MeTGOPMiH YIOBITbHEHOTO
BUBILIIbHEHHS.

Croocrepiranocs 3HayHe 3HUXKEHHS KOHILIEHTpAIlil T/TI0KO3U Yepe3 2 TOOUHU ITiC/sA BXXKUBaHHA 1XKi Ta
[TIOKa3HUKAa 2-0eHHOT0 CEPEIHBOT0 PIBHS TIIOKO3M HATIIIE.

Enekmpodisionozia cepus
CakcazainmuH

[TpuitoM cakcarminTuny He OyB IOB'sI3aHUM 3 KIiHIYHO 3HAYYIIUM MTONOBXKEHHSIM iHTEpBanmy QTc abo
30iNTbIIIEHHSIM YaCTOTH CEPIIeBUX CKOPOUYeHb IpH mo6oBux mo3ax mo 40 mr (y 8 pasis Ginbime, Hix
MaKCHUMalabHa PeKOMEeH0BaHa [103a y II0OUHN).

dapmakoKiHemuka.

[Tpenapatr KOMEOTI'JII3A XR € 6i0oekBiBaleHTHUM CYIyTHbOMY IIPUIOMY BifITIOBiTHUX 03
cakcarnminTtuHy (OHrIi3a) Ta MeThHOPMiHY TiIPOXIOPUAY Y BUTIISAI OKPEMHUX TabIIeTOK.

CakcaeninmuH

dapMaKOKiHETHKA CaKCarJilTUHY Ta KOr0 aKTUBHOTO MeTa0OJIiTy 5-TifpoKCcH cakCcarmainTuHy Oyia
nofi6HO0 y 300pOBUX JOOPOBOJIBIIB Ta NAIiEHTIB 3 yKPOBUM AiabeToM 2 THILY.

Y pasi noBTOpHOTO IpuioMy Oyab-SKO01 J03U OOUH pa3 Ha Jo0y KyMyJisIil aHi cakCarIinTuHy, aHi
M0T0 aKTUBHOTO MeTaboJIiTy, Ky MOoxkHa 0y10 6 BU3HAUUTH, He criocTepiranocs. Kiiperc
CaKCarjinTuHy Ta HOr0 aKTUBHOTO MeTaboJIiTy He 3ajieXaB Bifl JO3X Ta Yyacy npuiioMy mportsrom 14
[HIiB IPUIOMY CaKCarJiNTUHY OOWH pa3 Ha fo0y B go3ax Bix 2,5 mo 400 mr.

MemaopmiHy 2i0poxsopud



Mepiana dacy go gocsirHeHHs C,,,, MeTOPMiHY YIIOBiIbHEHOTO BUBIIbHEHHS CTAHOBUTH 7 TOOUH.
CryniHb BCMOKTYBaHHS MeT()OPMiHY IIpX 3aCTOCyBaHHI MeT(HOPMiHY YIIOBITbHEHOTO BUBIJIbBHEHHS Y
¢dbopmi TabreTok migBUIIYETHCS Maiixke Ha 50 % mpu mpuiioMi 3 Ixkero.

[Ticrsg mOBTOPHOTO MpUMOMY MeT()OPMiHY YIIOBIIPHEHOTO BUBIIbHEHHS MET(POPMIH He HAKOIIUUYETHCS
y my1a3Mi KpoBi. MeT¢hopMiH BUBOOUTLCS ¥ HE3MiHEHOMY BUTTISAI i3 cedelo Ta He 3a3Ha€ MeTaboIi3aMy
B IIEeYiHII.

BcMoKTYBaHHSA

CakcazainmuH

MepiaHa 4acy 0 HOCSATHEHHS MaKCHMaJlbHOI KOHIIeHTpalil (Tmax) micis npuiioMy [034 5 MI' OOUH
pas Ha o0y mopiBHIOBaa 2 TOAWHM [JIS CAKCATINTUHY Ta 4 TOOWHU [JI HOT0 aKTUBHOTO
MmeTabonity. CakcariinTuH MOXHa IpUUMaTH gK 3 1kelo, Tak i 6e3 Hel.

Memaopminy 2iopoxaopud

[Ticrss omHOPa30BOr0 IIEPOPaIbHOTO NPUMOMY MeT()OPMIiHY YIIOBIIbHEHOTO BUBIIbHEHHS MeiaHa
yacy go pocsaraesHs C,,. OOPiBHIOE 7 TOOUH Ta Mae€ fiana3oH Bifg 4 0o 8 roguH.

Crymninb BCMOKTyBaHHS MeThopMiHy (BuMipsiHuii 3a gornomoroio AUC) npu 3acTocyBaHHI MeTQOpMiHy
YTIOBiNIbHEHOT'0 BUBiITbHEHHS YV (opMi TabIeTOK MigBUIIYEThCS Maxke Ha 50 % mpu mpuiioMi 3 ixero.
Bnnusy ixi va C,,, Ta T,,, MeTpOpMiHy He crmocTepiranocs. [xa K 3 BUCOKKM, TaK i 3 HU3bKUM
BMiCTOM KUPiB Ma€ OJHAKOBUY e(peKT Ha papMaKOKiHETHKY MeT(HOPMiHY YIIOBiTbHEHOTO
BUBIIbHEHHS.

Po3mnopin
CakcaeninmuH

3B’si3yBaHHS CaKCaTJINTUHY Ta M0Tr0 aKTUBHOTO MeTa0oJIiTy 3 OilKaMu CHpOBaTKHU KPOBI in Vitro €
He3HaYHKM, TOMY 3MiHa PiBHs OinKa B KPOBi ITpU Pi3HUX 3aXBOPIOBAHHAX (HalpUKIag IPH IOPYyIIeHH]
¢GyHKI1il HUPOK abo0 MevyiHKY) He TOBMHHA BIIMBATU Ha PO3MOALN CaKCaTrIiNTUHY.

Memaopminy 2iopoxaopud

HocmigXeHHS pO3MOAiIY i3 3aCTOCYyBaHHAM MeT(HOPMiHY YIIOBITbHEHOTO BUBIJIbHEHHS HE
npoBoaunucs. MetdopMiH He3HAYHOIO MipOIo 3B’43y€eThCs 3 OiNlkamMu Ia3Mu KPOBi, Ha BiIMiHY Bifg
CynbGhOHINICEYOBUHY, CTYIIiHb 3B’ I3yBaHHS 3 OiTKaMu Kol gopiBHIoe Oinbire 90 %. MeTdhopMin
IIPOHUKAE B ePUTPOLUTH 1 AyKe BipOTigHO, 110 I[el IPOLeC IOCUTIOETHCS 3 YaCOM.

Mertabomizm
CakcaeninmuH

MeTabo71i3M cakCariinTHHY 0II0CEPEOKOBYETLCS, TOJIOBHUM YMHOM, IUTOXpoMoM P450 3A4/5
(CYP3A4/5). T'onoBHUM MeTabOJIiTOM CaKCarlinTuHy € TakoxX iHribitop HIII1-4, cuna mil maiixe
BMIBiUi MeHIIIa 3a Taky cuiy cakcarmintuny. OTxke, cunbHOfAi0Yi iHrib6iTopu Ta iHgykTOpu CYP3A4/5
BIIMBATUMYTh Ha (papMaKOKiHETHKY CaKCarJlilTHHY Ta HOro aKTUBHOTO MeTabomiTy.

MemaopmiHy 2iopoxsopud



HocnimxeHHs MeTaboJIi3My i3 3aCTOCYBaHHSAM MeT()OPMiHY YIOBITbHEHOTO BUBIIbHEHHS Y QopMi
TabIeTOK He IIPOBOLUIIUCS.

BuBeneHHdA

CakcaeninmuH

CakcarminTyH BUBOOUTHLCS SK HUPKaMU, Tak i Medinkoo. [Ticns omHOpa30BOro mepopanbHOTO
IPUHAOMY CaKCarTiNTUHY B 4031 5 MT 3MOPOBUMH HOOPOBONIBLISIMYU CepefHill KiHleBUl mepion

HalliBBUBEMeHH i3 I1a3Mu Kposi (t,,) cakcarminTuHy Ta H0ro akTUBHOI0 MeTaboJIiTy JOPiBHIOBAB
2,5 Ta 3,1 roguHu BiAIIOBigHO.

MemaopmiHy 2i0poxsopud

OCHOBHUM HINIIXOM BUBefeHHS MeT(HOPMiHY € KaHalbllieBa cekpellis. Ilicis mepopanbHOTO
3acTtocyBaHHS mpuOmu3Ho 90 % BCMOKTAHOTO IIpenapaTy BUBOOUTLCS HUPKAMHU MIPOTSATOM IepiIux 24
TOJMH, IIpY IIbOMY IIepiof HamiBBUBENEHH i3 IJ1a3Mu KPOBi lopiBHIOE Tpubnu3Ho 6,2 ropgunu. Ilepion
HalliBBUBEJEHHS i3 KPOBi CTaHOBUTH Ipubnu3Ho 17,6 TomuHU.

OKpeMi rpyny Oalli€eHTiB

[TopyieHHs QyHKII1 HUPOK

[Tpenapat KOMEBOI'JII3A XR He ciif 3aCTOCOBYBaTH MalliEHTaM 3 MOPYIIEHHSIM (PYHKIIil HUPOK.
CaxkcaeainmuH

Kopekiiisg no3u naiieHTam 3 JeTrKUM MOPYIIeHHSAM (YHKII HUPOK HEe PeKOMeHIoBaHa.
MemdopmiHy 2idpoxaopud

Y nari€eHTiB 3i 3HUXKEHOI0 (PYHKIII€I0 HUPOK (Ha OCHOBI BUMIPSHOI0 KJIipeHCY KpeaTUHIHY) epiofn
HaliBBUBe[eHHS MeT(HOPMIHY i3 Iy1a3Mu Ta KPOBi ITOOBXKYETHCS, @ HUPKOBUM KITipeHC 3HUKYETHCS
IIPONOPLINHO 3HUXKEHHIO KJIipEHCY KpeaTHHIHY.

[opyienHs GYHKII TeYiHKK

CakcaeninmuH

[TamieHTaM 3 opylieHHAM GYHKIIII Ie4iHKKA KOPeKIlis 031 He peKOMeHIoBaHa.
Memdaopminy 2i0poxsopud

HocnipxeHHS HpapMaKOKiHETUKHN MeT()OPMIHY y NAlli€HTIB 3 MOPYIIEHHIM (QyHKIIl IeYiHKYA He
IIPOBOJUTIUCSI.

OckinbKy TOpyIIeHHs QYHKINI mevinky Oyyo MMoB g3aHe 3 KiTbKOMa BUIIafKaMU JIaKTOAIUI03y, CIIif
yHUKaTHU npu3HadeHHs mpenapaty KOMBOIJII3A XR naiiienTam 3 KiniHiunuMu abo nabopaTtopHuMHU
O3HaKaMU 3aXBOPIOBaHHS II€YiHKU.

IHOeKc Macu Tinia

CakcazainmuH



He pekomMeHI0BaHO KOPUTYBATH 103y Ha OCHOBI iHIIEKCY MacCH Tina.
CraTb

CakcaeninmuH

He pekxoMeHOBaHO KOPUTYBaTU [03y 3ajleKHO Bif CTaTi.
MemdaopmiHy 2i0poxsopud

Y mocrnimKeHHSX 3a y4acTio MalieHTiB 3 fiabeToM 2 Tumy rinoriikemiunuii epekT MeThopMiny OyB
3iCTaBHUM Y XKIHOK Ta YOJIOBIKiB.

[TallieHTH TITHBOTO BiKY

CakcaeninmuH

He pexomMeH0BaHO KOPUTYBaTH A0O3y Ha OCHOBI JIUIIE BiKY.
Memaopminy 2iopoxaopud

IIpenapat KOMEBOI'JII3A XR He npu3HavaioTh MalieHTaM BikoM noHaf 80 pokiB, SKINO TiMbKKM aHali3
KJIipeHCY KpeaTUHiHYy He IiATBEPAUB BiICYTHICTh 3HUXKEHHS QYHKIIi1 HUPOK.

[TalieHTy OUTAYOro BiKy

CakcaeninmuH

HocnipxeHHS papMaKOKIHETUKY CAKCArJilTUHY Y [allieHTiB JUTAYOr0 BiKy He IPOBOAVIINCS.
MemaopmiHy 2i0poxsopud

[Ticns ogHOPA30BOTO IEepOPaIbHOTO IpuioMy MeTgopMiHy B 103i 500 Mr (y Burnsami tabneTox) 3
1Xelo cepenHe TeoMeTpuyHe 3HadeHHs C,, Ta AUC meTtdopMiny Bigpi3HAIOCS MeHIIe HiX Ha 5 % y
niten (12-16 pokiB) 3 miabeTom 2 TUIy Ta 3qOPOBUX gopocnux (20-45 pokiB), migibpaHux 3a CTATTIO
Ta Macow Tina. OyHKIiS HUPOK Oyjia HOPMAJIbHOIO ¥ BCiX KaTeropi maIji€HTiB.

PacoBa Ta eTHiYHa IpUHATEKHICTh

CakcaeninmuH

He pekomeH0BaHO KOPUTYBATH 03y 3aJIe2KHO Biff pacoBOl IPUHAJIEKHOCTI.
MemaopmiHy 2i0poxsopud

HocnigxkeHHs (hapMaKOKiHETUYHUX [TOKa3HUKIB MeT(HOPMiHY 3aJiexkHO Bif pacu He IPOBOIUIIUCS.

KniniyHi xapaKTepHCTHKH.
Iloka3aHHs.

[Tpemapat KOMBOT'JII3A XR nmoka3aHui SIK JOIIOBHEHHS MO Mi€TH Ta (i3MYHUX BIIPAB [JIS
IIOKpallleHHs TIiKeMiYHOT0 KOHTPOJIIO ¥ MOPOC/IMX XBOPUX 3 LIYKPOBUM Hia0eToM 2 THUILY, SKIIO



MigXOOUTh JTiKYBaHHS CaKCaTTiNTHHOM i MeT(GOopMiHOM.

IIpomunoka3aHHs.

[Tpenapat KOMEBOI'JII3A XR npoTUnoKa3aHUM MallieHTaM 3 TSXKKUM MTOPYIIeHHIM (PYyHKIIiI HUPOK
(pIIK® Huxdge 30 mi/xs/1,73 M°).

[Tpenapatr KOMBOTI'JII3A XR He mpu3HayaeThCs AJIS TiKyBaHHS LYKPOBOTO HiabeTy 1 Tumy abo
niabeTHYHOTO KEeTOALKUO03y Yepes BiCyTHICTh e(eKTUBHOCTI IIPU TaKUX CTaHAaX.

3acToCcyBaHHS IHOT'0 JIIKAPCHKOTO 3ac00y He BUBYAJIOCS B KOMOiHAIll 3 iHCYTiHOM.

e nikapcbKuii 3acib He CIIif TpU3HAYaTH IMalliEHTaM 3 BiTOMOIO MigBUIIIEHOI0 YYTIUBICTIO OO

cakcarmnTtuay abo Metdopminy rimpoxmopuny. HasBHICTE B aHaMHe3i cepii03HOI peakllii migBUIIIEeHO1
YYTNIABOCTI, TaKol K aHa®dinakcida, dHapiAdKMuYHUU WOK, dHAPIiNaKMUYHA pedkuis

aHTiOHEeBPOTUYHKY HaOpSIK a6o ekcdomiaTUBHI 3aXBOPIOBAHHS LIKipH, 00 6Y0b-Ak020 iH2ibimopa
ounenmuoduanenmuda3su-4 (II1I1-4).

TocTpuit abo XpoHiyHUN MeTaboIiYHUY allufI03, Y TOMY YUCIIi Adkmoaiudo3, niabeTHYHuM
KeToaluIo3 3 KoMo abo 0e3 KOMHU.

[liabemuy4Ha npekomd.
[Tpu miabeTMyHOMY KETOALMOO031 CITifl 3aCTOCOBYBATH iHCYIIiH.
I'ocmpi cmaHu, wWo mModxcyms 8nausamu HA GYHKUIIO HUPOK, MAKI AK:

- Jezidpamauis,

- MANMCKA iH(peKuis,

- WOK.

T'ocmpe abo xpoHiYHe 3aX80PHBAHHSA, W0 MOXdce npu3sodumu 00 2iN0KCii MKAHUH, make Ak:

- cepuesa abo sezeHesa He0oCMamHicme

- Heu,00aBHO nepeHeceHull iHhapkm miokapda,
- WOK,

- NOpyweHHs PYHKUIT neviHKu,

- 20Ccmpa a/1K020/4bHAd IHMOKCUKAUIA, d1K020413M,

- nepio0 200y8AHHA 2py0010.

Heo6xigHO TUMYacoBO IPUNUHUTU 3acTocyBaHHA npenapaTty KOMBOTI'JII3A XR nauieHTam, ki
IIPOXOASATH PEHTIeHOIOTiYHi HOCTiAKEeHHS, 110 BKITI04YaloTh B cebe BHYTPIITHLOCYAUHHY iH €KIiI0
MOIOBMICHUX KOHTPACTHUX PEYOBUH, OCKIIbKY 3aCTOCYBaHHS TaKMX IIpenapaTiB MOXKe IPU3BECTHU [0



TOCTPOTO MOTipIIeHHs QyHKIIil HUPOK.

B3aemodin 3 iHwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

CnenianbHUX HOCTiIXKeHb PapMaKOKiHETUYHOI B3a€MOII JTiKapChKUX 3ac00iB i3 3aCTOCYBaHHIM
npenapaty KOMBOT'JII3A XR He mpoBoAXiIoCs, Xo4a MoAibHi JoCmigKeHHs ITPOBOAUIINCS i3
3aCTOCYBaHHSIM OKpPEMO CaKCarilTAHY Ta OKpeMO MeT(POpPMiHY.

BuBuanucs B3aeMofii mikapchKux 3aco6iB 110710 eeKTUBHOCTI IIyKPO3HUKYBAJIbHOI aKTUBHOCTI:

- OpHOYaCHe 3aCTOCYBaHHS CaKCarliNTHAHY 3 MeT()OPMiHOM yIIOBiIIbHEHOTO BUBIIbHEHHS XBOPUM Ha
IIyKpoBuii miabet 2 Tumy. [JomaBaHHS CaKCarIiNTHHY [0 MeT)opMinHy.

- KombiHoBaHa Teparisi cakcarainTHHOM 3 MeT(QOPMiHOM YIIOBiITPHEHOTO BUBIIbHEHHS Ta IIiMi3umIoM.
- KombinoBaHa Teparisi cakcarminTuHoM 3 MeT(hopMiHOM Ta CyNIb(OHIICEUOBHUHOIO.

- Kom6GiHoBaHa Tepamist cakcarninTuHOM 3 KoMOiHalli€eto 3 iHCymiHOM (3 HerallHUM BUBiIbHEHHSIM
MeTdopMiHy a6o 6e3 HLOTO).

- CakcarnintuH gk koM0iHOBaHa Teparis 3 MeTdopMiHoM Ta inribitopom SGLT2.

In vitro aHasni3 B3aeMoii MiX JTiKapChbKUMU 3acobaMu

Y mocnifzKeHHSX in Vitro cakCarjilTHH Ta M0T0 aKTUBHUM MeTaboiT He npurHiayBanu CYP1A2, 2A6,
2B6, 2C9, 2C19, 2D6, 2E1 abo 3A4 ta He ingykyBanu CYP1A2, 2B6, 2C9 ab6o 3A4. OTxke, HEMa€E
IificTaB OYiKyBaTH, 110 CAKCATJIITHH BINIMBAaTHMe Ha MeTa0OJiYHUM KITipeHC JTiKapChbKux 3aco0iB, sKi
IPUHAMAIOTHCS OOHOYACHO Ta MeTaboJIi3yI0ThCS 3a y4acTio nux ¢pepMeHTiB. CakcarminTuH - cyocTpar
P-rnikonporeiny (P-gp), aie He € 3HaYHUM iHTiOiTOpOM abo iHOYKTOpOM P-TrikompoTeiny.

O1iHIOBaHHS B3a€MOJIl 3 TiKAaPCHKUMU 3ac0o6aMu in vivo

Tabauuys 1

BrnuB ofHOYACHO BBEIEHUX JIiIKaPChKUX 3ac00iB Ha CUCTEMHY €KCIIO3HUIIiI0 CaKCaTINTUHY Ta HOoTro
aKTUBHOT0 MeTabomiTy (5-TigpoKcucaKcarIinTuHy)

BigHOIIEHHS CEPeNHiX TeOMETPUYHUX

OIHOYACHO [l03yBaHHSA 3HA4YeHb
AHOH UH OOHOYACHO J:[03YBaHH${ (BiJIHOH.IeHHH 3/663 OOHO4YACHOTI'O BBEOEHHA
BBETIeHUU . % |mpemapary)
emapar BBEIIEHOTO CaKCarIinTUuHy pemapary
1P npenapaty* BigcyTHicTts edekTy - 1,00
auc’  [C..
Kopexkl1lis mo3yBaHHS He NOTpibHa
MeTtdhopMiH 1000 mr 100 mr CakcariinTua 0,98 0,79
S5-rimpokcucakcarminTua |0,99 0,88
[ nibypun 5 ur 10 Mr CaI_icarmnTHH _ 0,98 1,08
5-rigpokcucakcarninTun |HB HB




[TiormiTa3on’ 45 mr QD 10 CakcariinTud 1,11 1,11
mr QD ) .

rnpotsirom 10 . |5-rimpokcucakcarnintua [HB HB
HiB [IPOTSATOM 5 [HIB

[TNroKCcuH 0,25 mr xoxHi |10 mr QD CakcariinTua 1,05 0,99
6 rox B MpOTSIroM 7 OHIB [b-TimpokcucakcarminTuH 1,06 1,02
MepIIul JeHb,
masti KoxkHi 12
oM Ha APYruu
neHb,
mami QD
IPOTSTOM 5
THIB

Manarmidmo3un |10 mr 5 mr CaxkcarmiinTua 11% 1 7%
OIHOPa30BO |0gHOPA30BO S-rigpokcucakcarminTud |19% 16%

CuMBacCTaTHUH 40 mr QD 10 mr QD CakcarmiinTua 1,12 1,21
npotarom 8  [upotsiroM 4 gHiB [5-rimpokcucakcarmintuH |1,02 1,08
OHIB

IunTtiazeM 360 mr LA QD |10 mr CakcarminTua 2,09 1,63
mpotsirom 9 5-rimpokcucakcarmintus |0,66 0,57
MHiB

PI/I(l)aMl'IiH§ 600 mr QD 5 Mr CakcarmnTua 0,24 0,47
IPOTSTOM 6 S5-rimpokcucakcarminTun (1,03 1,39
MHiB

Owmerpa3on 40 mr QD 10 mr CakcarmiinTua 1,13 0,98
[IPOTATOM 5 S-rimpokcucakcarniintud [HB HB
MHiB

ATIOMiHIIO QITIOMIiHiI0 10 mr CakcarmiinTua 0,97 0,74

CiOPOKCHUT TiTpOKCHUT - 5-rimpokcucakcarnintun |HB HB

MarHiio 2400 mMr

CiOPOKCHUT MarHiio

CMETHKOH rigpoKcum -
2400 mMr
CUMETHUKOH -
240 Mr

damMoTHONH 40 MT 10 mr CaxkcariinTug 1,03 1,14

S5-rimpokcucakcarnintun |HB HB

Cnig o6MexyBaTu mpuiioM npernapaty KOMBOI'JII3A XR pno3yBauHsaM 2,5 mr/1000 Mr ogus pas
Ha 700y, SIKII0 0T0 3aCTOCOBYIOTh OMHOYACHO 3 MOTYKHUMHU iHTibiTopamu CYP3A4/5 (ous.
po3[in «B3aemopist 3 iHIMKMMY JTiKapChKUMH 3aco0aMu Ta iHI BUOW B3a€MOMiN» Ta PO3Min
«Crocib 3acToCyBaHHS Ta [03i»):

KeToKoHAa30I1 200 mr BID 100 mr CakcariminTul 2,45 1,62
rpoTtsarom 9 S-rigpokcucakcarmintud (0,12 0,05
MHiB

KeToKoHa301 200 mr BID 20 Mr CakcariinTua 3,67 2,44
[IpoTAroM 7/ S-rimpokcucakcarminTue [HB HB
[HiB

* OpHOpPa30BUY IPUKOM, SIKIIO He BKa3aHO iHie. [lo3a cakcarmintuHy 10 Mr He € cXBaJleHUM

OO3yBAaHHAM.

t AUC = AUC(INF) gnsa mikapchkux 3aco0iB, 110 mpuiManucs ogHopa30Bo, Ta AUC = AUC(TAU) ons

JiKapChKUX 3aco0iB, 110 MpUUMauCcs 6araTopasoso.

1V pe3ynbTaTé HE BKIIIOYEHO aHl OJHOTO MallieHTa.




§ Pudamriin He BIIMBAB Ha iHTiOyBaHHS aKTUBHOCTI gUNeNTUAUNNENnTUAa3u-4 ([II1I1-4) nna3mu
IPOTATOM 24-TOOUHHOIO iHTepBasly HO3yBaHHS.

HB - ne Bu3navanu; QD - ogun pa3 Ha mo6y; BID - mBiui Ha moOy; LA - TpuBanoi mii.

Tabauus 2

BrnnuB cakcarmiinTuHy Ha CUCTEMHY eKCITO3UIliI0 ODHOYACHO BBEOEHUX JTIKapChKUX 3aC00iB

BigHOIIEHHS CepeNHiX TeOMETPUYHUX
3HAa4YeHb
OJIHO‘-IaCUHO [lo3yBaHHS OMHOYACHO |[03yBaHHS (BigHOILIEHHS 3/0€3 OMHOYAaCHOI'0 BBEEHHS
BBEIEHUU " . Apemapaty)
BBEIEHOI0 IIpemnapaTy* |cakcarainTuryipenapary
Tiperapat BigcyTtHicTs edekTy - 1,00
aAuCc”  [Coa
Kopexk1lisg o3yBaHHS He NOTpiOHa
MeTtdopMmin 1000 mr 100 mr MeThopMiH 1,20 1,09
[ mibypupn 5 MT 10 mr ['nibypup 1,06 1,16
[TiormiTazon’ 45 mr QD npotsirom 10 |10 mr QD [TiormiTazoHn 1,08 1,14
MHIB [IPOTSATOM 5 [igpokcumiormita3on [HB HB
OHiB
[IMTrOKCUH 0,25 Mr koxkHi 6 Tog B |10 mr QD [TMTOKCHUH 1,06 1,09
[epIINi IEeHb, IpOTSrom 7
KOoxXHi 12 rog Ha OHIB
OpYTUii IEeHb,
mamni QD mpotsarom 5
MHIB
CumBactatud |40 mr QD mpotsirom 8 |10 mr QD CuMBacCTaTHH 1,04 0,88
OHIB npoTtsarom 4 CuMBacTaTUHOBA 1,16 1,00
HiB KHCJIOTa
[untiazeM 360 mr LA QD 10 mr IunriazeM 1,10 1,16
mpoTaroMm 9 gHiB
KeTOKOHa30711 200 mr BID npotsarom 9|100 mr KeTOKOHAa3011 0,87 0,84
MHiB
ETHHiNnecTpapionjeTuHiINECTpamion 5 mr QD ETrHinecTpamgion 1,07 0,98
Ta Hoprectumar |-0,035 Mr ta nporsarom 21 [HopenrectpoMin 1,10 1,09
HoprectuMart -0,250 Mrijoasa Hoprectpen 1,13 1,17
nporsarom 21 gHA

* O@HOpa30BUM IIPUMOM, SKIO He BKa3aHo iHIe. [Jo3a cakcarminTuHy 10 Mr He € CXBaJleHUM

OO3yYBAaHHAM.

t AUC = AUC(INF) gns mikapchkux 3aco0iB, 110 mpuiManucs ogHopa3oBo, Ta AUC = AUC(TAU) ons
JiKapchKUX 3aco0iB, 110 MpUKMaucs 6araTopasoso.

1V pe3ynbTaTé BKIIIOYEHO [aHi BCiX Ialll€HTIB.

HB - me BusHauvanu; QD - omuH pa3 Ha noOy; BID - gBiui Ha moOy; LA - TpuBajoi mil.

Tabauys 3

BrnuB ofHOYACHO BBEJEHUX JIiIKapPChKUX 3ac00iB Ha MJIa3MOBY CUCTEMHY €KCIIO3UIli0 MeTGOPMiHy



BimHOIIEHHST CepeqHiX TeOMeTPUYHUX

0 3HAYeHb
HHOqaCfIO Il03yBaHHS ONHOYACHO |[[03yBaHHS (BimHOIIIEHHS 3/0€3 0IHOYaCHOI'O BBEIEeHHS
BBEIICHUH * . %
BBeIeHOro Ipernapary* |cakcarminTuay* [Ipemnapary)
rpelapat BigcyTricTs edexty - 1,00
JAuC’  [Cya
Kopexkliis [o3yBaHHs He IOTpiOHa
T ni6ypun 5 Mr 850 Mr MeTdopmin 0,91 0,93
dypocemin 40 mMr 850 mr MeTdhopMin 1,09 1,22}
Hidepunin 10 mr 850 mr MeThopmin 1,16 1,21
[TponpaHoION 40 mr 850 mr MeThopmin 0,90 0,94
I6ynpoden 400 Mr 850 Mr MeTdopmin 1,05 1,07

JlikapchKi 3aco0w, 1110 BUBOAATHCS LIISIXOM HUPKOBOI KaHAJbI[EBOI CEKpPellil, MOXKYThb 30i/TbIITyBaTH
HaKOIMYeHHS MeTQOopMiHy (OUB. po3ain «B3aemopis 3 iHIIUMY JIiKapCchbKUMU 3acobaMu Ta iHII BUAK
B3aEMOIN»).

[luMeTuvH 1400 mr [850 mr [Metdopmin 1,40 1,61
* MeTdopMiH Ta ODHOYACHO 3aCTOCOBYBAHI JTiKapChKi 3aco0u MpUIManUCs 0MHOPa30Bo.
1 AUC = AUC(INF)
 BigHOmeHHS cepefHiX apuMeTUYHUX 3HAUEHb
Tabauys 4

Brnnus MeTdopMiHy Ha CHCTEMHY €KCIIO3HIIil0 OMHOYAaCHO BBeIeHUX JIiKapChKUX 3ac00iB

BigHOIIEHHS CEpEeqHIX TeOMETPUYHUX

0 3HA4YeHb
JIHO‘{aCUHO Il03yBaHHS ONHOYACHO |[[03yBaHHS (BimHOIIIEHHS 3/0€3 0JHOYAaCHOTO BBEEHHS
BBEOECHUN Be " . % | .
[IeHOT0 Ipenapary* [cakcarninTuay* [MeTpopMiny)
rpelapat BincyTHicTb edexry - 1,00
lauc”  [C..

Kopexkl1iig f[o3yBaHHs He 0TpiOHa
[ nibypun 5 Mr 850 Mr [ niGypun 0,78 0,63
dypocemis 40 Mr 850 Mr dypocemin 0,87 0,69
Hipenumin 10 mr 850 Mr Hipenumin 1,10° 1,08
[TpompaHoIon 40 mT 850 Mr [IpompaHoIIoN 1,01° 1,02
I6ynpoder 400 MT 850 Mr [Gynpoden 0,97" 1,017
[lrMeTuONH 400 mr 850 mr LluMeTUOuH 0,95° 1,01

* MeT¢hopMiH Ta OHOYACHO 3aCTOCOBYBaHi TiKapChKi 3aco0u MpUManucs ogHOPAa30Bo.

T AUC AUC(INF), ak110 He BKa3aHO iHIe.

1 BigHomeHHS cepenHix apuMeTHUYHUX 3HAUYEeHb, P-3HaUYeHHs BigMiHHOCTI <0,05.

§ IToBimomnsieTbcst AUC(0-24 rop).




i BigHolIeHHS cepenHiX apu(PMEeTHYHUX 3HAUEHD.

[MotyxHi iHri6iTopu dhepmentis CYP3A4/5

KeToKOHAa3071 CyTTEBO MiBUIIYBaB €KCIIO3UIIiI0 caKcarinTuhy. [logibHe 3HauHe 3pOCTaHHS
I71a3MOBUX KOHIIEHTpAali¥ CaKCarIiNTUHY O4YiKY€eThCA B pa3i 3aCTOCYBaHHS IHIINUX OTYKHUX
inribitopiB CYP3A4/5 (Takux K aTa3aHaBip, KIapUTPOMIINH, iHIUHABIpP, iTpaKOHa3011, Heha30MoH,
HediHaBip, pUTOHABIP, CAaKBiHABIP Ta TEeIITPOMIIMH). Y pa3i OMHOYAaCHOTO 3aCTOCYBAHHS 3
notyxHuM inribitopom CYP3A4/5 go3a cakcariinTHHY He IIOBUHHA [TePeBUILYBaTH 2,5 MT (IUB.
po3min «Crmoci6 3acTocyBaHHS Ta go3u» Ta «®apMakKOKiHETHKA»).

IaribiTopu KapboaHTinpa3u

Tonipamat a6o inmi iHriGiTopu KapOoaHrigpa3u (HanpuKiIaf 30HicaMifl, aneTa3onamin abo
nuxiopheHaMin) 4acTO CIIPUYUHSIOTh 3HUKEHHS PiBHIB 6ikapOOHATy CUPOBATKU Ta iHAYKYIOThb
HeaHiOHHMY iHTepBal, rimoxnopeMiyHui MeTabomiynaui anupo3. OgHOYacHe 3aCTOCYBaHHS ITUX
mikapcbKux 3aco0iB 3 mpenapaToM KOMBOT'JII3A XR MoxXke MigBUILIyBaTH PU3UK PO3BUTKY
JIaKTOAIUA03y.

JIikapceKi 3ac0o0H, 1110 3HUKVIOTE KIIipeHc MeThOopMiH

OpHOYacHe 3aCTOCYBaHHS JIiKapChKUX 3ac00iB, sIKi BUBOASITHCS 3@ JOIIOMOI'0I0 HUPKOBOI KaHaIblleBO1
cekpetiii, 3af1igHO1 y BUBefleHHI MeT()opMiHy HUpKaMy (HanpuKIIaA TPAaHCIOPTED OpraHidHUX
KaTioHiB-2 [TOK-2] / iHribiTOpKM MHOXKWHHOI €KCTPY3il Jikapchkux 3aco0iB i TokcuHiB [MATE], Takux
SIK PaHOJIa3WH, BaHIeTaHi0, MOoMyTerpasip i IHMEeTUANH), MOXKYTh IPU3BOIUTH 00 3POCTAHHS
CHACTEMHOI eKCII03ullil MeT(HOPMiHy Ta MiABUINEHHS PU3UKY PO3BUTKY JAKTOAUA03Y (IUB. PO3MIiI
«PapmakoKiHeTHKa»). CHifi peTenbHO 3BaXKUTU KOPUCTh Ta PU3UKHU OJHOYACHOT'0 3aCTOCYBaHHS LIUX
rpenaparis.

AJIKOT0JIb

[TinBuIeHHS PU3UKY JTAKTOAIMI03Y IIiJ Yac aJKOT0JIbHOI iIHTOKCHKAIllii, 0cOOIMBO TP I'OJIOyBaHHi,
HemoimaHHi abo mopymieHHi QyHKIIiI Te4iHKH, TOB’g3aHe 3 HasgBHICTI0O MeTHOPMiHY B CKnami
npenapaty KOMBOI'JII3A XR. Crif yHUKaTU BXKUBaHHS aJIKOTOJII0 Ta JIIKapChKUX 3ac00iB, 10
MICTSATh CIUPT.

3acmocysaHHA U0008MICHUX KOHMPACMHUX npenapamis

BryTpilIHbOCYAVHHE BBeIE€HHS MOJOBMiCHUX KOHTPACTHUAX PEYOBHUH MOXKe BUKJIMKATH KOHTPACT-
iHmyKoBaHy HedpoIarTiio, 110 TPU3BOAUTH 00 HAaKOMKUYeHHS MeT(QOPMiHy Ta 30i/bIIIeHHS PU3UKY
PO3BUTKY nakToauuno3y. [Tpuiiom npenapaty KOMBOTI'JII3A XR cnig npunuauTy 0o abo mifg vac
IIPOBEeMIeHHS MPOIeyPH BidyaJli3allil Ta He TOHOBJIIOBATH paHillle Hixk yepe3 48 rogux micius
IIPOLIeIyPH, JIUIIIE TTiCIIsI TOBTOPHOI OLIIHKY Ta BCTAHOBJIEHHS CTabiTbHOTO CTaHy QYHKIIii HUPOK.

CTuMynSATOPH cekpelii iHcyniny abo iHCcymiH

Y mocnifKeHHSIX CaKCarIiNTHHY DU JOJaBaHHI CTUMYJIITOPIB CEKpellil iHCYIIiHy, TaKUX 5K
Cynb(}OHINICEUYOBUHA, YaCTillle CIIOCTepiraaucs rinoriikeMil, IOPiBHAHO 3 TAKUMU IIPU IPUNAOMI
nnane6o. OTKe, IPU 3aCTOCYBaHHI CTUMYISATOPIB CeKpelil iHCymiHy (HampuKiag
cynbdoHincevyoBuHu) abo iHCYNiHY MOoXkKe OyTH MOTPiOHE 3MEHILIEHHS 03U CTUMYJISITOPa CeKpelii
iHCymniHy abo iHCymiHy, 1100 3BECTU N0 MiHIMyMy PH3UK TilOrIiKeMil.

3acTocyBaHHS iHIIKX JIiIKAPCHKUX 3ac00iB



Ieski mikapchbKi 3ac001 MOXKYTh 3yMOBIIIOBATH CXUJIBHICTD IO PO3BUTKY TilleprilikeMii Ta MOXKYThb
CIIPUSITH BTPATi KOHTPOJIIO 3@ PiBHEM T'JTFOKO3H B KPOBi. [0 TaKuX JTiKapChKUX 3aco0iB HamexkaTh
Tia3uay Ta iHIII OiypeTuKH, KOPTUKOCTEPOinu, GeHOoTia3uHu, mpemnapaT TOPMOHIB HUTOIOIOHOI
3a/103H, eCTPOTeHH’, OpalbHi KOHTPAIENTHBY, PEHITOIH, HIKOTMHOBA KUCIIOTa, CUMIIAaTOMIMETHKH,
6110KaTOpPU KasbllieBUX KaHAJliB Ta i30Hia3up. AKIO0 Taki TiKapchKi 3aco0u MpU3HAYaloTLCS MallieHTy,
akui npuiiMae npenapaT KOMBOI'JII3A XR, HeoOXigHO MUJIBHO CIIOCTEPIraTh CTOCOBHO O3HAK
BTPATU KOHTPOJIIO 3a riIikeMieto. AKINo Taki iKapchbKi 3aco0U BiIMIHSIOTH MAIi€HTY, SKUM IpUiMae
npernapaT KOMBOT'JII3A XR, narieHT motpe0ye peTenbHOro CIIOCTEPEXKEHHSI CTOCOBHO PO3BUTKY
CHMIITOMIB TilOTIiKeMil.

Hesiki mikapchKi 3aco6u MOXKYTh HETATUBHO BIUIMBATH Ha (QYHKIII0 HUPOK, 1110 MOXKe 30iTbIuTu
PU3HKK PO3BUTKY JIaKTOanumo3y, Hanpukian HII3I1, BKIo4aoyu celeKTUBHI iHTi6iTOpH
muknookcurenasu (LIOT) II, iuribitopu AII®, aHTaroHiCTH pellenTopiB aHrioTeH3uHy Il Ta miypeTuky,
0co0NMBO MeTNhoBi AiypeTuku. HeoOxifHe peTenibHE CIIOCTEPEXKEHHS 3a PYHKITEI0 HUPOK Ha IOYaTKy
Ta MPOTATOM 3aCTOCYBaHHS TaKUX JTiIKapChKUX 3ac00iB y KoMOiHaIlil 3 MeThopMiHOM.

Ocob 1ueocmi 3acmocyeaHHsi.

JIakTOaInmo3

JlakToaIumos - Iie AyKe PimKicHe, ane cepito3He MeTaboJliuHe YCKIagHEeHHS, HalyacTille BUHUKAE
IIpU pi3KOMYy ToripiieHHi QyHKIlil HUPOK ab0 3aXBOPIOBaHHSIX KapaiopecnipaTopHoi cucTeMu, abo
cerncuci. HakonnueHHs MeTPOpMiHYy BifOyBa€THCS IIPU Pi3KOMY MOTipIIeHH] (PYHKIII HUPOK 3i
30iNTbINIEHHSIM PU3UKY PO3BUTKY JIAKTOAIIHUOO3Y.

Y pasi merigpatarii (TsKKa giapest abo 671t0BaHHS, rapsiykKa, XKap, 3MEHIIIeHHS CIIOXKWBAHHS PiIyHN)
CJIil TUM4aCOBO IIPUNIMHUTHU JTIKyBaHHS IIUM JIiIKapCbKUM 3aC000M i pEKOMEHIYETLCS 3BEPHYTHUCS HO
MeOUYHUX IPaLliBHUKIB.

Y micnspeecTpatiiiaui nepion Oynu Bunagku MeTHopMiH-acoLiioBaHOT'0 JTAKTOALUA03Y, B TOMY
yychi netanbHi. Li BUTagKu XxapakKTepu3yBaJiucs HEIIOMITHUM I10YaTKOM 1 CyIIPOBOIXKYBaIUCs
TAaKMMU HecllelupiYHUMU CUMIITOMaMHU, K 3arajbHe He3[yKaHHS, Mianris, 0inb y XKUBOTI,
pecmipaTopHu# gucTpec abo migBUINleHa COHIMBICTD; OOHAK TillOTePMisl, apTepiaibHa TiloTeH3is Ta
pe3ucTeHTHa OpafiiapuTMis CIIOCTepiraaucs nuile y pas3i TIKKOTO alligo3y.

JlikapchKi 3ac00H, SKi MOXKYTh IIBUAKO MOTIPIIKATHA (PYHKIII0 HUPOK (TakKi IK aHTUTiePTeH3UBHI
3acobu, miypetuku Ta HII3II), crig mouynHaTy MpuiMaTH 3 00€peXkKHiCTIO MallieHTaM, SKi TiKyI0ThCS
MeThopMiHOM. [HIIT haKTOPH PU3UKY PO3BUTKY TAKTOAIMUI03Y - HAAMipHE BXKMUBAHHS aJIKOT0JII0,
Ie4YiHKOBA HEIOCTATHICTh, IOTAaHO KOHTPOJIbOBAHUM HiabeT, KeTo3, TPUBAJie TOJI0OOyBaHHS Ta OyOb-saKi
CTaHM, 110 CYIIPOBOIXKYIOThCS TIilTOKCI€I0, @ TAKOXK OfIHOYACHE 3aCTOCYBaHHS JIiKapChKUX 3aco0iB, sKi
MOXKYTb BUKJINKAQTHU JIAKTOALIAT03.

MeTtdopMiH-acolioBaHUY JTaKTOALMA03 XapaKTePU3y€EThCS MigBUIIEHHSIM KOHI[EHTPallil TaKTaTy B
KpOBi (> 5 MMOJIB/JT), ali030M 3 aHiOHHKUM iHTepBasioM (0e3 03HaK KeTOHYpil Y1 KeToHeMii) Ta
3POCTaHHSAM CIIiBBIOHOIIEHHS JIaKTAT/IipyBaT, a TAaKOX MiABUIIEHHSAM PiBHIB MeT()OpPMiHYy B Iy1a3Mi
KDOBi 3a3BU4ai > 5 MKr/MJ. MeThopMiH 3MeHIITy€e TOTTMHAHHS JIaKTaTy e4iHKO0I0, BHACIIJOK Y0T0
3POCTalOTh PiBHIi JTAKTATy B KPOBi, MiABUIIYIOYN PU3UK PO3BUTKY JTAKTOALUA03Y, 0COOIUBO Y
Mal[l€HTIiB I'PYIl PU3UKY.

3a HasBHOCTI Mig0o3pu Ha MeThOPMiH-acOoIiioBaHUM TaKTOAUA03 CIIil HeraiHo BXKUTH 3arajlbHUX



IiATPUMYBa/IbHUX 3aX0MiB B yMOBax JIiKapHSHOTO CTalliOHapy, a TAKOXK HeralHOo BiIMIHUTH IIpenapar
KOMBOTI'JII3A XR.

[MTauienTtawm, ski npuiiMaioTsh npemnapatr KOMBOTI'JII3A XR, 3 miarHocToBaHUM a00 00T'PYHTOBAHO
Iif03pI0BAHUM JIAKTOALM030M PEeKOMEHIYETLCS HeraliHe IPOBEeNeHH reMofiani3y 3 MeTO
KOPEKIIil alluf1o3y Ta BUBEJEeHHS HaKOMUYEHOr0 MeTGOPMiHYy (MeT)OPMiHY TiApPOXJIOPUI BUBOTUTHCS
IIISIXOM [iani3y 3 KiipeHcoM fo 170 MJI/XBUIKMHY 3a YMOBHY 3a/I0BiIbHOI reMofuHaMiku). ['eMopiarmi3
yacTo 3a0e3neyye YCyHEeHHS CUMIITOMIB Ta OfyKaHHS.

[MamieHTiB Ta YneHiB ixHiX ciMel HeoOXiHO MOTIEPENUTH PO CUMIITOMY J1aKTOAIUA03Y Ta IIPO
HeoOxifHicTh npunuHuTY npuiioM npemnapaty KOMBOI'JII3A XR i 3BepHyTHCS [0 NTiKaps B pa3i nossu
I1X CUMIITOMIB.

[MTauieHTu Ta/abo OMiKyHU MOBHHHI OyTH NMpoiHGOpPMOBaHi PO PU3UK PO3BUTKY JIaKTOAIU03Y.
JIaKTOAQIMO03 XapaKTEPU3YEThCS alluI03HOI0 3aIUIIIKO0I0, 60IEM Y JKUBOTI, M'SI30BUMHM CIIa3MaMH,
aCTeHi€l0 Ta TimoTepMi€lo 3 MOJalIbIIuM PO3BUTKOM KOMU. [Ipu Mifo3pi Ha pO3BUTOK TaKUX
CHMIITOMIB HeOOXiTHO MPUIIMHUTH 3acToCyBaHHS npenapaTty KOMBOI'JII3A XR i HeraitHo
3BEPHYTHUCS 3a MEIUYHOI0 NOIOMOrol0. JlTabopaTOpHi MoKa3HUKU: 3HUKeHHsT pH Kposi (< 7,35),
IiABUINEHHS IJIa3MaTUYHOI KOHIIEHTpallil TaKTaTy BUIIEe 5 MMOJIB/JI, @ TaKOXK 30iIbIIIeHHS aHIOHHOTO
IIPOMiXKKY 1 CIIiBBIIHOLIEHHS JIaKTaT/IipyBar.

Huxxue HaBefieHO peKOMeH allil I[0fI0 3HMKEeHHS PU3UKY Ta JIiKyBaHHSA MeT(HOPMiH-acoIilioBaHOT O
JTAKTOALKO03Y [AJIT KOXKHOTO0 3 BiTOMHUX Ta MOXKJIMBUX (AKTOPiB PU3UKY.

IopyweHHA pyHKUII HUPOK. Y TIicnsipeecTpaliiHuii Tepio BUMafKyu MeTHOPMiH-aCOIiii0BaHOTO
JTAKTOAILMA03y CIOCTEepPIraaucs nepeBaxkHo B MAI[iEHTIB 3i 3HAYHUM NOPYIIeHHAM (YHKIIil HUPOK.
Pu3uk Hakonu4yeHHS MeT(HOPMiHY Ta PO3BUTKY MeT(HOPMiH-aCOIili0BaHOTO IaKTOAIMI03y 3pOCTaE 3i
3POCTaHHAM TSKKOCTI IOPYIIeHHS (PYHKII1 HUPOK, OCKiITbKY MeT(HOPMIH BUBOOUTHCS IIEPEBaKHO
HYApKaMu. HuxXK4e HaBegeHO KITiHIYHI peKOMeHpallil 3a/IezkH0 Bifl PyHKIIil HUPOK IallieHTa (IuB.
po3min «PapMakoKiHETHKA»).

- [Tepen nouaTtkoM nikyBaHHA npertapaToM KOMBOI'JII3A XR Bu3HaUTe PO3PaxyHKOBY
MIBUKICTb KIy00o4uKoBOi GinmbTparii (pIIIK®).

- IIpenapar KOMBOTI'JII3A XR npotunoka3anuil namientam 3 pIIK® <30 mi/xs/1,73 M’

Posnounnatu 3actocyBaHHA npenapaty KOMBOI'JII3A XR nauientam 3 pIlIK® Big 30 go 45
mi/xB/1,73 M* He PEKOMEHIYETHCS.

- Y Bcix nauienTiB, ki npuimanTs npenapaT KOMBOI'JII3A XR, pIIK® crnif oriHoBaTH
IIOHAMMeHIIIE IOPiYHO. Y MalieHTiB 3 MiBUIIEHUM PU3UKOM PO3BUTKY MOPYIIeHHS GYHKIII HUPOK
(HampuKIaf y NallieHTiB JIITHHOTO BiKy) QYHKIIiI0 HUPOK CJIif] OILIiHIOBATH YacCTille.

- [Ins narieHTis, sgKi npuiiMaioTh npenapaT KOMBOTI'JII3A XR, uni noka3uuku plIK® Huxue
45 mn/x8/1,73 M°, He0OXiTHO OLIHATH KOPKCTh Ta PU3UK IPOMIOBXEHH Teparii.

B3aemo0dia 3 iHwumu aikapcbkumu 3acobamu. OnHOYacHe 3acTocyBaHHs npenapaty KOMBOI'JII3A
XR 3 gegKUMH iHIUMHU JIiIKaPChKUMHU 3acobaMy MOXKe 3yMOBUTH IiIBUILIIEHHS PU3UKY MeT()OPMiH-
acollii0BaHOT0 JTaKTOAI[MO03Y; 1ile CTOCYETHCS IIpemnaparis, 110 IOTipIIyI0Th GYHKIII0 HAPOK,
3YMOBJIIOIOTh 3HAUHI 3MiHM KPOBOOOIry, BIIMBAIOTh Ha KUCJIOTHO-/IYKHY PiBHOBAry abo IMOCUITIOITh
HaKONM4YeHHS MeThHOpPMiHYy (IUB. po3hin «B3aeMofia 3 iHIIKMMY JTiKapChKUMU 3aco0aMy Ta iHII BUAK
B3aemMofil»). OTXke, Taki MalieHTyA NOTPeOYIOTh OINIBIIT YaCTOr0 MOHITOPUHTY.




Bik noHad 65 pokis. Pu3uk MeThOpMiH-aCOIlif0BAHOTO JTAKTOAIIMA03Y 3POCTAE 3 BiKOM Malli€HTa,
OCKIiJIbKY Y Malli€HTiB JTITHHOTO BiKy MOPYyIIeHHS QYHKIII eYiHKy, HUPOK abo cepis € OinbI
VMOBIPDHUMHU, HiXK Y MaLli€HTIB MOJIOAIIOrO BiKy. OYHKIIiI0 HUPOK Y MALiEHTIB JIITHLOTO BiKY CITif
OLIiHIOBATH YacCTillle.

PenmeeHo102i4HI 00CAI0HCEHHA 3 KOHMPACMYBAHHAM. [IOCTiAKEHHS i3 BHYTPIIIHbOCYJUHHUM
BBEIEHHSIM HOOBAaHUX KOHTPACTHUX PEYOBUH MOXKYTh IPU3BOAUTH [0 TOCTPOTO IIOTipIIEHHS

HUPKOBOI QYHKIIil Ta OyJK OB s13aHi 3 TaKTOAI[MA030M y IallieHTiB, IKi 0OTpUMyBaiu MeTHOPMiH.
[Tpemapat KOMBOTJII3A XR cnif THM4YacoBO BigMiHUTH Iif 4ac abo mepeq MpoBeOeHHSIM MPOLeAypHr
Bidyastizallil 3 BAKOPHUCTAHHSIM HOJOBAHOT'0 KOHTPACTHOTO 3aco0y namieHTam 3 pIIK® Big 30 mo 60
M1/xB/1,73 M°, 3aXBOpIOBAaHHAM NEYiHKH, aIKOT0/Ii3MOM ab0 CepIeBoio HeMOCTAaTHICTIO B aHaMHe3i, a
TAKOXK IallieHTaM, SKUM HOJOBMICHUY KOHTPACTHUM 3acCi0 BBOOUTHMYTH iHTpaapTepianbHo. [Tpuiiom
IpenapaTy PO3MOYUHAETHCS 3HOBY TiTbKH IIiCJI ITIOBTOPHOTO OI[iHIOBaHHS HUPKOBOI (QYHKII1 yepe3 48
TOJUH TIiCJIg IPoLlefypH Bidyasisallil Ta migTBEpAKEHHS TOTO, 10 QYHKIIIS HUPOK cTabinbHa.

XipypeiuHi BmpyyYyaHHA ma iHwi npouedypu. YTpUMaHHS Bifl BAKUBaHHS 1XKi Ta PiAWH Iig 4ac
XipypriguHoro BTpy4aHHS a0o iHIIUX IIPOIeAyp MoXKe 3yMOBUTH IiIBUILIEHHSI pPU3UKY [eTigparaiiii,

apTepianbHOl rimoTeH3sii Ta nopyueHHs QyHKIil HUPOK. [Ipuitom npenapaty KOMBOIJII3A XR crig
TUMYaCOBO IPU3YIUHUTY Ha Nepiog oOMeXeHHS CIIOXKUBaHHS TaI[iEeHTOM 1XKi Ta piiuHY.

linokcuyHi cmaxu. Y micnsipeecTpaliiiiuii nepion Oyo Kinbka BUNAgKiB MeT()OPMiH-acolii0BAHOTO
JTAaKTO0AUXAo03y Ha (OoHi TOCTPOI 3aCTikHOI CeplieBOl HeJOCTATHOCTI (110 CYIIPOBOLKYBasacs, 30KpeMa,
rimonepdy3sieio Ta rinokcemieio). CeprieBo-CyAUHHUM KOJalnc (II0K), ToCTpui indapKT Miokapaa,
CEeIICUC Ta iHI CTaHH, acoLilioBaHi 3 TilOKCEMIi€, CYIPOBOAXKYIOTHCS PO3BUTKOM JIaKTOALUA03Y i
TaK0XK MOXKYTb CIPUUYUHUTY [IPEPEHAJIbHY a30TeMi0. Y TaKUX BUIIaAKaX CJIif IPUIMHUTHU JIIKyBaHHSI
npemnapatoM KOMBOTI'JII3A XR.

31082CUBAHHA A/N1KO20/41eM. ATTKOTOJIb TIOCUITIOE BILIUB MeT(QOpMiHy Ha MeTaboi3M TaKTaty, 10 MOXKe
IIPU3BECTH [0 MiBUIIEHHS PU3UKY PO3BUTKY METGHOPMiH-aCOIii0BAHOTO TaKToAUuno3y. [1amieHTiB
CJIi[ TomepenXkaTu MMpo Te, 0 He MOXKHA 3JI0BXKUBATHU aJIKOTOJIEM, IPUUMAalOYH IIpernapar
KOMBEOT'JTI3A XR.

ITopyweHHA QYHKUii neviHKu. Y TaIlieHTiB 3 MOpYyLUIEHHIM QYHKIi mediHKy 6y BUAgKK
MeT(OPMiH-aCcOLi0BAHOT0 JTAKTOANUA03Y. [IpHYNHOI0 MOTI0 OYTH MTOPYIIEHHS KIIipeHCY JIaKTaTy, IIo
IIPU3BEJIO [0 MiABUILIEHHS PiBHIB JIaKTaTy B KpPOoBl. TOMYy CJliff yHUKaTHU 3aCTOCYBaHHS IIpenapary
KOMBOTI'JII3A XR marrieHnTaM i3 KmiHivHEMY a00 1abopaTOpHUMHU 03HaKaMM 3aXBOPIOBAHHS MEYiHKH.

l'ocTpuy maHKpPeaTUT

3a yac MoCTMapKeTUHTOBUX [OCTiIKeHb Oy/IM OTpUMaHi ITOBiIOMJIEHHS PO TOCTPUYM ITaHKPEaTHUT.
[TamieHTiB ciif npoiHGOpMyBaTH PO XapaKTepHi CUMIITOMY T'OCTPOT0 MaHKPeaTUTy, 30KpeMa
CTiMKUM, CUIIbHUY OiNb y KUBOTI. 3a HASIBHOCTI IIif03pX Ha MMaHKPEATUT CJIifl IPUIUHUTHI
3aCTOCyBaHHS I[bOTO JIIKapChKOT0 3aco0y; IIpH MigTBEPHKEHHi AiarH03y TOCTPOTO ITaHKPEaTUTy He
CJIi[l IOHOBJ/IIOBATH 3aCTOCYBaHHS npenapaty. Crif qoTpuMyBaTuCsa 00epeXKHOCTI IpU JIiKyBaHHi
MAli€HTIB 3 IAHKPeaTUTOM B aHaMHe3i. [Ipu 3acToCyBaHHI CakCarlinTUHY y OicasgpeecTpauiiauu
nepion OyJIM CIIOHTAHHI MOBiOMIIEHHS PO TaKy MOOIYHY peakiliio, SK TOCTPUYM MaHKpeaTuT. Ilicis
novyaTky nikyBaHHd npenapatoM KOMEBOI'JII3A XR crip criocTepiraTv 3a CTaHOM IallieHTa I[00
03HaK Ta CUMIITOMIB [TaHKPEaTHUTY.

CeplieBa HeJOCTATHICThb

Y mocnigxenni SAVOR yacToTa rocmiTarnisaliil 4epe3 cepleBy HeOCTaTHICTh y Malli€HTIB, IKi



3aCTOCOBYBa/IM CaKCarjinTuH, OyJia BUIIOIO, HiXK y TUX, XTO OTPUMYBaB Ij1anebo, Xxo4ya TPUINHHO-
HaCJIiIKOBUI 3B’SI30K BCTAaHOBNIeHUH He OyB. [TalieHTH 3 cepIieBO0 HEJOCTATHICTIO B aHaMHe3i Ta
MAaIliEHTH 3 IOPYIIEHHSAM (QYHKII HUPOK Majid BUIIMM PU3KK TOCIIiTali3allil 3 MpUBOAY CepIieBol
He[0CTaTHOCTI He3aJIeXKHO Bifl MPU3HAUYEHOr0 JIIKyBaHHS.

Cnipm 060B’I3K0OBO 3BaKUTH PU3UKM Ta KOPUCTH Bif nmikyBaHHS npenapaToMm KOMBOT'JII3A XR mrns
TAIiEHTIB 3 MiIBUINIEHUM PU3UKOM CepIeBoi HemocTaTHOCTI. ITim wac Tepamii moTpibHO 3abe3meuuTn
CIIOCTEPEeXKEeHHS 3a CTAHOM TIallieHTa 100 03HAK Ta CUMIITOMIB CEpIIeBOI HEOOCTATHOCTI. [TaIfieHTiB
CJTif 03HAWOMUTH 3 TUIIOBUMHU CUMIITOMaMH CEPIIEBOI HEOOCTATHOCTI Ta MOPAAUTH iM HETANHO
TIOBiTOMJISITH ITPO TaKi CUMIITOMH. SIKII[0 PO3BUBAETHLCS CEPIleBa HEJOCTATHICTh, MOTPiOHE
00CTeXeHHS Ta JIIKyBaHHS 3TigHO 3 CyYaCHUMM CTaHAapTaMU; CIIif PO3TJISHYTH MOXKJIUBICTh BifMiHU
npemnapaty KOMBOTIJII3A XR.

KonnenTpauii Bitaminy B,

[Tpubnu3Ho y 7% MallieHTiB y CUPOBATIIi KPOBi CIIOCTEpiranocs 3HUAKeHHSI KOHIeHTpallil BitaMiny B,,
sKa paHile BifgmoBigana HopMi, 10 cyOHOpPManbHUX PiBHIB 6e3 KiHiuHUX MposiBiB. [Tomi6He
3HUXKEHHs, MOXKJIUBO, 3 IPUYMHU BIJIUBY Ha BCMOKTYBaHHS BiTaMiHy B,, i3 KOMIIJIEKCY BHYTPIIIHLEOTO
daxTopa-B12, myxke pigko moB’si3aHe 3 aHEMi€I0 Ta IMIBUAKO peTpecye Micis BigMinu MeTdopMiny abo
IpHU3HaYeHHs 000aBOK, 110 MICTSTh BiTaMiH B,,. [TallieHTaM, siKi mpuitMaiOTh IpenaparT
KOMBOI'JII3A XR, peKOMeHI0BaHO IIOPiYHO pOOKUTH 3arajbHUM KIiHIYHUN aHali3 KpoBi, a Oyab-sKi
BigxuneHHS HeoOXiHO BiATIOBIiTHMM YMHOM 3’ICyBaTH Ta JIiKyBaTH (OUB. po3min «I1o0iuHi peakirii»).

Hesiki monu (Ti, XTO CII0KMBA€E HEOOCTATHLO BiTaMiHy B,, a0o KasblIlifo, a TAaKOX Ti, B KOTO IIi
PEYOBHHMU ITOTaHO BCMOKTYIOTHCS), BOYEBHIb, € Oi/IbIII CXUTBHUMHU 10 PO3BUTKY CYOHOPMAJIbHUX
piBHIB BiTaMiHy B,,. [I/1s1 TaKuX MalieHTiB MOXe OyTH KOPUCHUM pPeTyispHe BU3HAUYEHHS PiBHIB
BiTaminy B,, y cupoBatii 3 2- a60 3-piuHUM iHTEpPBAIOM.

3MiHa KJTiHIYHOT'0 CTAHY MAIEHTIB 3 PaHillle KOHTPOILOBAHUM IIYKPOBUM HiaGeToM 2 THUITY

fAKmo B malienTa 3 paHinle goOpe KOHTPOIbOBaHUM Ha (oHi npuitomy npenapaty KOMBOTJII3A XR
IIYKPOBUM [iiabeToM 2 TUIy 3'SABNISIOTLCS BigXUIeHHS Bif HOpMuU 1ab0paTOPHUX OKA3HUKIB a0
3aXBOPIOBAHHS 3 KJIiHIYHMMU IPosBaMu (0COOIHMBO HEBH3HAYEHOT0 ab0 HEJJOCTAaTHLO BU3HAYEHOTO
XapakTepy), CJIif HeraHO IPOBECTU 00CTEXKEeHHS IIT0I0 BUSBIIEHHS 03HAK KeToaIumo3y abo
nmakToanuno3y. O6CTeKeHHS Ma€e CKJIalaTUCs 3 BU3HAUEHHS PiBHIB €JIEKTPOJIITiB Ta KETOHOBUX TiNl ¥
CHPOBATIIi KPOBi, piBHA I'/IIOKO3U KPOBI Ta, 3a HAsIBHOCTI M0Ka3aHb, pH Ta piBHIB akTaty, mipysarty u
MeT(OpPMiHy B KPOBi. fAKIIO PO3BUBAETHCS Oyab-siKa popMa aluno3y, HeoOXiqHO HeraHo BiIMiHUTH
npenapaT KOMBOI'JII3A XR Ta po3nodaTty iHIi BiOBiIHI KOPUT'YBaJIbHI 3aX00MU.

Tinornikemiss Ha GOHi OMHOYACHOT'0 3aCTOCYBAHHS CYIbGOHITICeYOBUHY ab0 iHCYTiHY

CakcaeninmuH

Y pasi 3acTocyBaHHS CaKCarlinTHHY B KoMOiHallii 3 cynb(poHiIcCe40BUHOI0 ab0 iHCyIiHOM (TikaMuy,
30AaTHUMHU CIPUYUHSITH TilOTIIiKeMil0) YacTOoTa BUIAKIB MiATBEPOXKEHOI Tinorikemii 6yma
IiIBUIIIEHO0 MTOPIBHSHO 3 TAKO0 IIPH IpuitoMi mianebo B koMmOiHallii 3 cynbhoHinceuoBuHO0 abo
incyninom (muB. po3pin «IIo6iyni peaknii»). ToMy y pa3i 3aCcTOCyBaHHSI CTUMYJISITOPIB CEKpeIil
incyniny a6o incyniny B kom0OiHartii 3 mpemapatom KOMBOI'JII3A XR Moxe BUHUKHYTHU moTpeda y
3MeHIIEeHH] 1031 CTUMYJISITOPa CeKpelil iHCcyniHy abo iHcyminy (muB. po3ain «Crocib 3acTocyBaHHS
Ta MO3U»).

Memaopminy 2iopoxaopud



linornikeMiss He pO3BUBAETLCA Y MAIli€HTIB, SKi OTPUMYIOTh MOHOTEPAIil0 MeTPOPMiHOM 3a
3BUYalHUX YMOB 3aCTOCYBaHHS, ajie MOXK/INBa IIPU CIOXKMBaHHI HEAOCTaTHLO KalOPiHOI 1XKi, KOn
iHTeHCUBHI (i3nYHI HaBaHTaXXKEeHHS He KOMIIEHCYIOThCS KanopiiuuMu qobaBKaMu, abo Ha Tii
CYNyTHBOTO 3aCTOCYBaHHS IHINX IIpenapariB, [0 3HUXKYIOTh PiBEHb I'TIIOKO3U (TaKUX 9K
cynbdoHincevyoBrHa Ta iHCYyMiH), abo eTunoBoro cnupty. OCo6/IMBO YYTIUBUMHU [0 TilOTIIKEMiYHOTO
BIIJIUBY € TALliEHTH JIiTHHOTO BiKy Ta ocjalieHi MallieHTH, Ti, XTO MOraHO Xap4Yy€eThCs, 3
He[IOCTATHICTIO HAHUPKOBUX 3a/103 abo rimodisa, 3 anKOTr0IbHOI0 iIHTOKCHUKAIIIED. Y MalliEHTIiB
JITHBOTO BiKy Ta NALI€HTIB, IKi 3aCTOCOBYIOTL GeTa-agpeHepriuni 6110KaToOpH, TiMOTIIiKeMio Moxke
OyTH CKJIagHO PO3IMi3HATH.

Po3nanu 3 60Ky MIKipu

Y DOKIiHIYHUX TOKCUKOJIOTIYHUX AOCIIIIXKEHHSAX CaKCarjillTUHY Ha KiHIiBKaX y MaBIl CIIOCTepiraaucs
BHMPAa3KOBl Ta HEKPOTUYHI LIKIpHI ypaxXeHHA. HacToTa ypaxKeHHS WIKIpU y KITIHIYHUX OOCIiAKEeHHIX
He Oysa migBuiiieHor. OnucaHo MicispeecTpalliiHi MOBiHOMIIEHHS PO BUCUIIAHHS Ha TTi
3acTocyBaHHS Kiacy iHribiTopis [I1I1-4. BucunaHHs 3a3Ha4yeHi TaKoX 5K mobiuHa peakiis (I1P)
cakcarmintuy. TomMy y mpolieci pyTUHHOTO JTiKyBaHHS IallieHTiB 3 iabeTOM peKOMEHIY€EThCS
MOHITOPHUHT ypaXkKeHb IIKIipPH, TaKUX IK YTBOPEHHS IIyXUPIiB, BUPa30K a00 BUCUIIaHHS.

Peaxk1iii rimep4yTanBOCTI

Y nicnsgpeecTpaliiHuii Iepion IOBiAOMIISAIOCS PO CEPUO3HI peaktil rinepyyTIuBOCTI y Ialli€HTIB,
SKi mpuiiManu cakcarminTul. [lumu peakuissmMu Oynu aHadinakcis, aHTiOHEBPOTUYHUY HaOpSK Ta
ekchoiaTUBHUY OepMaTuT. PO3BUTOK TaKKUX peakliiii CIIOCTepiraBcs MPOTATOM MepIIuX 3 MicSIliB
iCJIs TOYaTKY JIiKYBaHHS CAKCaTTiNTHHOM; B IeSKUX BUIAJKaX Peakilil BUHUKAJH ITiCIIs EPIIOTo
IIPpUUOMY IIpeniapaTy. fKIo BUHUKAE Mif03pa Ha CepUO3HY peaklilo rinepuyyTIuBOCTi, CIIif
npunuauTyd npuiioM npemnapaty KOMBOI'JII3A XR Ta 3aCTOCOBYBaTH ajlbTEpPHATUBHE JIiKyBaHHS
IIyKpoBoro niabety (ouB. po3min «[1o6iuHi peakii»).

Heo0xigHO mposBiIaTH 00epeXKHICTh IPH JIiKyBaHHI MaIli€HTiB 3 @aHTI0OHEBPOTUYHUM HaOPSIKOM Ha
¢doHi 3acTocyBaHHd iHIMUX iHTiOiTOpPiB gUnenTuaunnentugasu-4 (II1T1-4), ockinbKu HEBIOOMO, YU €
TaKi IMalieHTy CXUIBHUMHU J0 PO3BUTKY aHTiOHEBPOTHYHOT0 HabpsaKy Ha QoHi 3aCTOCYyBaHHS
npenapaty KOMBOTI'JII3A XR.

T9aXKa Ta iHBaJliIW3y04a apTpairia

Y micnsipeecTpauiiHuii epioy] MOBiIOMIISAIOCS IIPO BUMIAAKU TSIKKOI Ta iHBalIiX3y040i apTpanrii y
NalienTiB, ki npuiiManu iHridiTopu [III1-4. Yac mo mMOsSIBM CUMIITOMIB IIiC/Is ITOYATKYy Tepartil
KOJIMBABCS Bifl OMHOTO OHS O0 KiJIbKOX POKiB. [Tics BIiOMiHM 1IUX IIpenapaTiB CIIocTepiramocs
MIOJIETIIEHHS CUMIITOMIB. Y YaCTUHU TAI[i€EHTiB PO3BUBABCS PELUANB CUMIITOMIB IIiCIISI TOHOBJIEHHS
JiKyBaHHSA TUM CaMUM IIpernapatoM abo inmmm inribitopom [III1-4. Turi6iTopu OIII1-4 crip BBaXXaTH
MOXKJIMBOIO TIPUYMHOI0 CUJIBHOTO 00JII0 B CyTI06ax i 3a He0OXiMHOCTI IPUIUHUTYA 3aCTOCYBaHHS
JiKapCchKOro 3aco0y.

[NamieHTH 3 mOpVIIeHHEIM QVHKINI iMYHHOL CUCTEMH

[NauienTu 3 nopyumeHHSM (QyHKIII iIMyHHOI CUCTEMHU, HaIPUKJIaA Nalli€eHTH, IKi IepeHecIn
TPaHCIIaHTAallil0 OpraHiB, abo MallieHTH, B SIKUX [iarHOCTOBAHO CHUHAPOM iMyHOmediluTy, He OGpanu
y4acTi y JOCTi?KeHHIX Y paMKaX ITporpaMu KJliHiuHOl po3po0Ku cakcarminTtuy. Tomy mpodini



e(l)eKTI/IBHOCTi Ta 0e3meKn CaKcal"HiHTI/IHy [JI TaKHUX HaHiGHTiB He BCTAHOBJIEHI.

Bynbo3Huii neMdiroin

Y micnsipeecTpauiiHuii epiof] MOBIIOMIISANIOCS IPO BUMIAAKK OYIbO3HOTO0 1eMQiroigy, 1o 3yMOBUIIN
noTpeby B rocmitanisaiiii, Ha ¢HoHi 3acTocyBaHH4 iHribiTopa [III1-4. Y Bumagkax, mpo sKi
MOBIIOMISIETHCS, MAI[IEHTH Ofy2KalM MiC/Is 3aCTOCYBaHHS MiCIIeBOTO ab0 CUCTEMHOTO
iMyHOCYIIPECUBHOTO JIiIKyBaHHS Ta MPUNUHEHHS Ipuiiomy inribitopa [IITI-4. 3a HasgBHOCTI Nifo3pu
Ha Oynmbo3HUM nemiroin nikyBanus npemnapatoM KOMBOI'JII3A XR crig IPUIMHUTY ¥ HAallPaBUTH
malfieHTa [0 gepMaTosiora [AJisd HiarHOCTUKY Ta JIIKyBaHHS.

MakpoCyouHHI HaCIligKu

KniniuHi gocnigxeHnHs, gKi 0 Haflanu epeKOHINBI JOKa3U 3HUKEHHS PU3UKY MaKPOCYAUHHUX
yCKJIagHeHb IIpu 3acTocyBaHHi npenapaty KOMBOIJII3A XR, He TPOBOAUIIUCS.

3aCcTOCYBaHHA MallieHTaM JIITHBOrO BIiKY

KOMBOI'JII3A XR

Y matieHTiB NiTHHOTO BiKy BUIa UMOBIPHICTh 3HUXKEHHS QyHKUil HUPOK. OIiHIOBaHHS (PYHKIII HUPOK
y HalieHTIiB JIITHHOTO BiKY CIIil BUKOHYBATH 4acTille (OuB. po3nil «PapMaKOKiHETUKA»).

CakcaeninmuH

KriniuHux BifMiHHOCTEM 3a peakllielo Ha IpenapaTr MiX JIiTHIMU Ta MOJIOAIIUMY MallieHTaMU
BUSBJIEHO He 0yJI0, ajie He MOXXHa BUKIIOYUTH OiNIbIITY YyT/IUBICTh ¥ AEIKUX NalliEHTiB CTAPIIOrO BiKYy.

MemdopmiHy 2idpoxaopud

KonTponroBaHi gociigKeHHS MeT(HOPMiHY He BKJII0YAJIU JOCTATHIO KiNIbKICTh MallieHTIiB JIITHHOTO
BiKy, 1100 BCTAHOBUTH, YX pearyioTh BOHU Ha JIiKyBaHHS iHaKIIIe, Hi’K MOJIOAIII MallieHTH, X04a iHImi
IIOBIAOMJIEHHS NIPO KJIIHIYHUY AOCBIM 3aCTOCYBaHHA IIpemnapaTy CBif4aTh IPO BiACYTHICTh
BiIMIHHOCTEM 3a BiAIOBIOMI0 Ha JIIKyBaHHS MiX JIITHIMU Ta MOJIOALIMMY MallieHTaMu. Bigomo, 1110
MeThHOPMiH 3HAYHOI0 MipOI0 BUBOAUTHCS HUPKaMH. Y OiNbIIOCTI BUIAAKiB BUOIp M03U OJIS MAlli€HTIB
JIITHBOTO BiKy OTPiOHO 3[iMiCHIOBATH 3 00€PEeXkKHICTIO, TOYMHAIO4YM 3 HUKHBOTO PiBHS Aiala3oHy
MO3yBaHHS, 3 OTJIAAY Ha BUIIY YacTOTY 3HUKEHHS QYHKIIil Ie4iHKH, HUPOK abo ceplid Ta CymyTHIX
3aXBOPIOBaHb a0 iHIIOI MeAMKAaMEHTO3HOI Teparllil, a TaK0XK BUIIUY PU3UK PO3BUTKY JTAKTOAIUO03Y.
OuiHoBaTé (YHKII0 HUPOK y MALi€HTIB JIITHBOTO BiKY CJIiff 9acTille (IUB. PO3[inu
«IIpotunoka3zanHsa» Ta «dapMaKOKiHETHKA»).

[MopyineHHs GYHKII HUPOK

CakcaeninmuH

YacTtoTa HeOaxKaHUX SIBUIL, Y TOMY YKCIIi CePHO3HUX HebakaHUX SIBUII, Ta BiAMiHU HOCIiAKYBaHOTO
npernapary 6yJia TpubIM3HO OOHAKOBOK B IPYyIaX CaKCAaTrINTUHY ¥ miarie0o. 3araabHa 9acTOTa
IIOBIIOMJIEHb TIPO TimoriikeMito ctaHoBuiia 20 % y Mali€HTIB, Kl IpUUMaId CaKCarjinTyH 2,5 MT, i
22 % y marieHTiB, sKi mpuMany 1mnane6o. Y 4oTUPhOX MallieHTiB Ipynu cakcarmntuny (4,7 %) ta B
TPLOX TAI[iEHTIB rpymnu mianebo (3,5 %) Oymo 3apeecTpoBaHO IPUHAKMHI 110 OMHOMY €Ii30y
migTBepAXKeHOoI rinoraikeMil 3 KJIIIHIYHUMY TPOSTBAMH.

Memdaopminy 2iopoxaopud



OuiHioiiTe QYHKIIiI0 HUPOK Talli€HTa, IepIl HiXK po3nodyaTy jikyBaHHS npenapatoM KOMBOI'JII3A
XR Ta nepioguyHO Hapasi.

MeTdhopMiH 3HaYHOIO MipOI0 BUBOAUTHCS HUPKaMy, TOMY PU3UK HaKONMMYEHHS MeTQOpPMiHy Ta
PO3BUTKY J1aKTOAIMA03y MifBULIYETHCS NIPY MOPYIIEHHI QyHKIIl HUPOK. fAKIIO0 y HallieHTa, IKAU
npunMae npenapatr KOMBOIJII3A XR, ciocTepiraetsCs mogaiblile 3MeHIIeHHS ToKa3HuKa plIK®
Huxge 45 mi/xe/1,73 Mm%, Ciin OmiHUTH IepeBaru Ta PU3UKYU IPOJOBXKEHHS JIiIKyBaHHS 1 3MEHIIUTHU
M3y CaKCarinTuHy [0 2,5 Mr oguH pa3 Ha no0y. [Ipemapatr KOMBOTI'JII3A XR npoTumoka3aHui
nalieHTaM 3 TSIKKUM MOPYIIeHHIM (QYHKIIii HUPOK Ta MallieHTaM 3 PO3paXx0BaHO0 IIBUAKICTIO
K11y604KoBoi dimbrpamnil (pIIIK®) suxye 30 mMi/x8/1,73 M* (muB. po3ainu «Crocib 3acTocyBaHHS Ta
mo3u», «I[IpoTunoka3aHHs» Ta «OapMaKOKiHETHKA»).

[TopymieHHS QYHKITI TeYiHKN

3acTocyBaHHs MeT(OPMiHY MallieHTaM 3 MOPyIIeHHSIM QYHKIIII TeYiHKK acoIlifoBaocs 3 pamaoM
Bunagkis naktoanuposy. [Ipemapatr KOMBOI'JII3A XR He peKOMEHOYETHCS NallieHTaM 3
NOPYIIeHHAM (YHKIIil IeYiHKY.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.
AnekBaTHUX JaHUX 1100 3aCTOCYBaHHS IIpelapaTy BariTHUMU XIHKaMU HEMae.
[Ipemapat He CIif 3aCTOCOBYBATH IIifl YaC BariTHOCTI.

Y pagzi HeoOXimHOCTI MiKyBaHHS CIIif MPUIUHUTH TOOyBaHHS IPYOOIO.

30amHicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

He 6yro npoBeneHo HiSKUX JOCTiAXKEHbD 100 BIIMBY Ha 3[[aTHICTh KEPYBATU TPAHCIIOPTHUMHU
3acobaMu Ta MpalioBaTH 3 iHIMMY MeXaHi3MaMu. BpaxoByiouu HasiBHICTb 3allaMOPOYEHHS K
no6iyHOI peakiril, iy yac nMiKyBaHHS IIperapaToM CJIii yTPUMATHUCh Bifl KepyBaHHS aBTOTPAHCIIOPTOM
Ta po0OTH 3 iHIMUMK MexaHi3MaMu. KpiM TOro, maiieHTy IOBHHHI 3HATH PO PU3UK TiloriikeMii, 1o
BMHUKAE BHACTINOK 3acTocyBaHHs npenapaTy KOMBOTI'JII3A XR B kombiHanil 3 iHIIuMu

aHTUMia0e THYHUMU JIiIKapChbKUMU 3aco0aMu, 110, IK BiIOMO, MOXYTh COPUYUHSATH TilOTJIIKEMiI0
(TakuMHU $IK iHCYJIiH, CyIb(MOHIICEYOBUHA).

Cnocid 3acmocyeaHHsi ma do3u.

PexomeHOosaHe 003yBaHHA

o3yBanHd nmpemapaty KOMBOTI'JII3A XR npr3Ha4amTh iHAUBIOyalbHO, 3aJI€2KHO Bifl IOTOYHOTO
pexXuMy JIiKyBaHHS MallieHTa, e(eKTUBHOCTI Ta IEPEHOCUMOCTI. K MpaBuIio, mpemnapar
KOMBOTI'JII3A XR crig 3aCTOCOBYBaTH OOWH pa3 Ha mo0y, BBeuepi, i yac BXKUBaHHS 1XKi, TOCTYIIOBO
IiABUINYIOYN 03y OJIs1 3MeHIIeHHs no0iyHuX edekTiB 3 60Ky IIIKT, moB’g3aHux 3 IpUioMOM
MeT(hHOPMiHY.



HocTynHi Taki (popMu BUIYCKY:

- KOMBOI'JII3A XR, TabneTku, BKPUTI ITiBKOBOIO 000710HKO0, 110 5 Mr/500 Mmr,

- KOMBOI'JII3A XR, TabneTku, BKPUTI MIiBKOBOIO 000710HKO0, 10 5 Mr/1000 Mmr,

- KOMBOI'JII3A XR, TabneTku, BKPUTI IUTIBKOBOIO 0007I0HKOO, 110 2,5 Mr/1000 mr.

PekomeHgoBaHa moyaTKoBa fo3a npernapaty KOMBOIJII3A XR mns malfieHTiB 3 moTpe6oio y 5 Mr
CaKCarjilnTuHy, SKi Ha JaHUM MOMEHT He TPUKMMaTh MET()OPMiH, CTAaHOBUTD 5 MT
cakcarninTtuy/500 Mr MeThOpMiHY YIIOBiITEHEHOTO BUBITbHEHHS OMH pa3 Ha f00y 3 IOCTYIIOBUM
MigBUIIEHHAM [0O03U Ta He [IOBUHHA IIEePEeBUIIyBaTU MaKCUMa/IbHy PEKOMEHIO0BaHY 403y
CakCarjinTuHy 5 Mr i MeTdopMiny ynosinbHeHOro BuBiIbHEHHS 2 000 Mr.

Y nmatieHTiB, 9Ki npuiiMaiTs MeThopMiH, fo3yBaHHA npenapaTy KOMBOTI'JII3A XR noBuHHO
3abe3neuyBaTy IpuiioM MeTGOpMiHy B Tilt XKe 4031, IKy BxKe IpUMaE NallieHT, abo B HaWOIuK i
OOLIbHIN TepalneBTUUHIN J03i.

[Ticns nepexony 3 MeT(QOPMiHy 3 HeraHUM BUBIIbHEHHSIM Ha MeT()OPMIH yIIOBITbHEHOTO
BUBIJTbHEHHST HEOOXiqHI peTeNbHUM KOHTPOJIb IJIiKeMil ¥ BifillOBigHE KOPUTYBAHHS NO3YBAHHS.

[TamienTtu 3 §o60BOIO MOTPeB6OI0 2,5 MI' cakcarIinTUHy B KoMbiHalii 3 MeThOpMiHOM YIOBITEHEHOTO
BUBIJIbHEHHST MOXKYTh mpuiiMaTu npemnapaT KOMBOTJII3A XR 2,5 mr/1000 mr. [TanienTu 3 m060B010
noTpeboio 2,5 MI' cakcarlinTuHy, SKi paHilie He npuiiMany MeTGopMiH abo IKUM MOTpibHa m03a
MeTdopMiny noHap 1000 Mr, MOBHHHI IpHMaTHA KOMIIOHEHTH KOMOiHallil y BUTTISIAI OKpeMUX
IIpernaparis.

Bynp-sKi 3MiHU y NTiKyBaHHI I[yKpOBOTO fiabeTy 2 TUIY TOBHHHI BIIPOBafKyBaTUCs 00epexKHO, 3
3a0e3neyeHHSIM IOCTINHOTO HAT/IAAY 3a PiBHEM IJiKeMil.

4k npasuno, Tabnetku KOMBOI'JII3A XR crig KoBTaTH IiMMMY; iX He MOXKHA JlTaMaTH, He MOXHa
po3pi3aTu i He MOXKHa PO3KOBYBaTU. IHOAI HeaKTUBHI iHrpenienTH npenapaty KOMBOI'JII3A XR
BUBOMSTHCS 3 KAJIOM Yy BUTJISIZI M'IKOI TiIpaTOBaHOI MacH, SKa MOXKe HaragyBaTy Ha BUTJIAN
opuriHanbHy TabJeTKy.

Kopexkuis 0o3ysaHHs y pasi 00HOYACHO20 3aCMOCYB8AHHA nomyxcHux iHeibimopie CYP3A4/5

MakcruMasbHa peKOMeHI0BaHa [03a CaKCarjilTUHY CTAHOBUTH 2,5 MT OJMH pa3 Ha A00y B yMOBax
OOHOYACHOT'0 3aCTOCYBAaHHS MOTYXKHUX iHTi6iTOpiB uToxpomy P450 3A4/5 (CYP3A4/5) (Hampukian
KeTOKOHA30JTy, aTa3aHaBipy, KJIapUTPOMILIMHY, iHAWHaBIpy, iTpaKoHa301y, Hega3onoHy, HendiHaBipy,
PUTOHABIpPY, CaKBiHaBipy ¥ TeIiTPOMILMHY). Y TaKUX BUMIAAKaX CJIifi 0OMEXUTH 03y IIpernapary
KOMBOI'JII3A XR go3yBauHsaM 2,5 Mr/1000 Mr ofuH pa3 Ha 0o0y (IuB. po3ninu «B3aeMomis 3
iHITMMHM NTiKapCchbKUMM 3aco0aMu Ta iHII BUOM B3aeEMOfii» Ta «DapMaKOKiHEeTHKA»).

Okpemi epynu nauieHmis

ITopyweHHA pYyHKUiI neviHKu

Lle#t mikapchKu¥ 3acib He CITiJ 3aCTOCOBYBATH IalliEeHTaM 3 MOPYIIEHHIMH QYHKIII MTeYiHKy.
ITauieHmu aimHb020 BiKY (= 65 pokie)

Ockinbku MeT(HOPMiH Ta caKCarJiNTUH BUAINIIIOTHCS HUPKaMHU, Liel JTikapchbKuii 3acib crip



3aCTOCOBYBaTH 3 00€peXkKHICTIO MallieHTaM JIiTHBOTO BiKy. MOHITOPUHT QYyHKIII HUPOK HEOOXiqHUN
it 3ano0iraHHs acoIiiioBaHOMY 3 MeT(GOPMiHOM JTaKTOAIMA03y, 0COOIUBO V MAlliEHTIB JIITHHOTO
BIKY.

Himu

Beamneka Ta eekTuBHiCTh 3acTocyBaHHs npenapaty KOMBOT'JII3A XR naiieHTaM AUTSAYOrO BiKy He
BCTaHOBJIEHI.

Ilepedo3yeanHns.
CakcaeainmuH

Y KOHTPOJILOBaHUX KITIHIYHUX OOCIIAKEHHIX i3 IepopaJbHUM IPUUOMOM CaKCarlilTUHY 300POBUMU
noOpOBOJBLSIMU ONUH pa3 Ha 7o0y B go3ax mo 400 Mr mpoTsarom 2 TuxkHiB (y 80 pasi Oinbiire 3a
MaKCHUMaJIbHy PeKOMEH0BaHy [03Y AJIS JIIOAUHY) HEe CIIOCTEPIranocs H0303aeXXHUX KITIHIYHUX
n100iYHMX peaklidl Ta KJIiHIYHO 3HAYyIIOro BIINBY Ha iHTepBan QTc abo 4acToTy cepleBUx
CKOPOYEHb.

Y pasi nepeno3yBaHHS CIIiT PO3NOYUHATHY BiAIOBINHE MiATPUMYyOYe JIIKyBaHHSA 3aJIeXKHO Bif
KJTiHIYHOTO CTaHy mailieHTa. CakcaryilTiH Ta HOoT0 aKTUBHI MeTabO0IiTH BUBOMASTHCS 3@ HOTIOMOT 010
reMmopianisy (23 % mo3u mIpoTAroM 4 ropuH).

MemdopmiHy 2idpoxaopud

CroocTepiranucs BUIIafKU Iepefo3yBaHHA MeTHOPMIHY TiIpOXJIOPUAY, BKIIIOYAYX IPUIOM [03, SIKi
nepesumtyBanu 50 r. [Ipubnusso y 10 % BUNaAKiB MOBiZOMIISAIOCS PO TillOTJIiKEMii0, ane
IPUYMHHOTO 3B’513KYy 3 METHOPMiHY TiIpOXIOPUIOM BCTaHOBNIEHO He Oy0. 3HauHe epeno3yBaHHs
abo CynmyTHi pU3UKM 3aCTOCYyBaHHS MeTHOPMiHY MOXKYTh IPU3BOAUTU 10 JaKToauuno3y. [Ipubausno
y 32 % BUNAAKiB epefo3yBaHHs MeT(OPMIHOM IOBIZOMIISAIOCS IIPO TAaKTOAUMUA03 (IUB. PO3MiN
«OcobnuBOCTi 3aCcTOCyBaHHS»). JIaKTOQIMI03 BUMara€e HajflaHHs HEBIOKIIaHOI MeUYHOI IOIIOMOTH i
JiKyBaHHS B cTalioHapi. Hai0inbil eeKTUBHUM METOIOM BUBEEHHS JIaKTaTy i MeT(HOPMiHY €
reMmopiani3. MeTdopMiH BUBOAUTHLCS 3a AOMOMOTOI0 Aiani3y 3 KiipeHcoM fo 170 mii/xB npu gobpux
reMofMHaMiyHUX IToKa3HuKax. OTxe, reMofiai3 Moxke OYTH KOPUCHUM [JIT BUBENEHHS
HaKOIIMYEHOr0 IIpernapaTy y Nalli€HTiB 3 Mif03p0k0 Ha nepeno3yBaHHsI.

ITobiuni peakuii

OmucaHo Taki cepio3Hi nobiyHi peaxiii:

- TIaHKpeaTHUT (OuB. po3misn «OcoOIMBOCTI 3aCTOCYBAHHS»);

- ceplieBa HeIOCTATHICTH (guB. po3min «OcoBIUBOCTI 3aCTOCYBAHHS»);

- rinoryikeMis Ha QOHi OITHOYACHOTO 3aCTOCYBaHHA Cyb(GOHINICeY0BUHY a0 iHCYIiHY (IUB.
po3min «Oco6IuBOCTI 3aCTOCYBAaHHS»);



- peaxirii rimepuyTnuBoCTi (AuB. po3min «Oco0IUBOCTI 3aCTOCYBAHHS»);

- TsKKa Ta iHBasigu3yooda apTpanrisa (ous. po3gin «Oco0IMBOCTI 3aCTOCYBaHHI»);
- O6ynpo3uuii nemdiroin (AuB. po3min «OCcoOIUBOCTI 3aCTOCYBAaHHS»).

Hocsio KaiHiYHUX 00CAi0%CeHb

OCKIiNbKY KITiHIYHI AOCHIAXKEHHS IPOBOAATHCS B YMOBaX, 1[0 3HAYHOI MipOI0 Pi3HATHCS, YaCTOTY
HebakaHUX peakIliil y KIiHIYHUX OOoCTigKeHHAX TiKapChKOro 3aco0y He MoxkHa 6e3mocepeaHbo
TIOPiBHIOBATH 3 YaCTOTOIO MOOIYHUX peakIill y KIiHIYHUX AOCTiAKEHHSX iHIIIOTO TiKapchKoro 3acoly,
a TaKOX I YaCTOTa MOXKe He BifMOBifaTH TiH, 110 CIIOCTePiraTUMEeThCS Ha IMIPaKTHUIII.

[To6iuHi peakiii, 1110 CIIOCTePIramucs B NOCTIIXEeHHIX eeKTHUBHOCTI
MemdaopmiHy 2i0poxsopud

Y nnare60-KOHTPOTbOBAHUX JOCIIIXKEHHSIX MOHOTeparlii MeThOpMiHOM YTIOBIIbHEHOT'0 BUBITbHEHHS
Iiapes Ta HymoTa/6JI0BaHHS CIocTepiranucs y >5% mallieHTiB, sKi mpuiiManu MeTQopMiH, i gacriie,
HiX y allieHTiB, 9Ki npuiimanu nnanebo (9,6% Ta 2,6% gns miapeii 6,5% Ta 1,5% gnsa
HymoTu/0oBaHH). [liapesi 3yMoBHITa HeOOXigHICTh BiIMiHM OOCHiIXKYBaHOT0 IIPeapaTy JUIIe y
0,6% mnauieHTiB, Ki npuiiManyu MeT(OPMIH YIIOBIIbHEHOTO BUBIIbHEHHS.

CakcaeninmuH

Hani, mpencrapneHi B Tabnuil 5, OTpEMaHO 3a pe3yabTaTaMu 5 I1ale00-KOHTPOIbOBAHUX KITIHIYHUX
OOCIIIXKeHb, Y XOA1 KUX CaKCarjinTuH npumanu 882 malieHTH, cepeqHs TPUBAJIICTh JIIKyBaHHSI
cakcarjinTuHOM cTaHOBHUIIA 21 TuxXpaeHb. CepefHil BiK Malli€eHTiB CTaHOBUB 55 poOKiB, 1,4% Manu Bik
Bim 75 pokiB, 48,4% Oymu 4ornoBivoi ctaTi. 67,5% mOCTiIXKyBaHUX CTAHOBUIIM MAIliEHTH €BPOIEOITHOI
pacu, 4,6% — malrieHTy HerpoinHoi pacu (y T.4. appoamepukanii), 17,4% — maliieHT# MOHTOJIOITHOI
pacu, a 10,5% ta 9,8% manu icnaHceke abo TaTUHOAMEPUKaHChKe eTHiUHe MmoxomxkeHHs. Ha
BUXiJHOMY PiBHi y4aCHUKY OOCTiAKEHHS CTpaXKOasid Ha IIyKPOBUM fiabeT y cepegHbOMY IIPOTATOM
5,2 poky i Manu cepenHii moka3HuK HbAlc 8,2%. Buxigauil po3paxoBaHuil MOKAa3HUK QYHKIII HUPOK
BifITIOBigaB HOPMaIbHOMY a00 JIETKOMY CTyHeHIo nopymesHs (pIIIK® =60 mn/xs/1,73 M%) y 91%
Ialli€HTIB.

Y Tabnumi 5 moka3aHo yacTi moOivHi peakirii, 3a BUHSITKOM TiloOrIiKeMmii, 1110 acomitoBaaucs i3
3aCTOCyBaHHSM cakcarmintuny. Li mobiuHi peakilii ciocTepiranucs 4yacrTiine B IpyIIi JTiKyBaHHS
CaKCarJinTuHOM, HiX y rpymi nnauebo, i 0yu 3apeecTpoBaHi He MeHII 5K y 5% malieHTiB, SKi
IIpUUMasy CaKCarIilTHH.

Tabauus 5

[ToGiyHi peakii B mane60-KOHTPOIbOBaHUX AOCTIMKEeHHAX,* 110 criocTepiranucs y =5% nallieHTiB,
SKi IpUMasy CaKCarIinTHH 5 MT, i YacTillle, HiXK y Malli€HTiB, AKi IpuiiMany nnaunedo



KinekicTs (%) mamieHTis

[To6iyHi peakiii CakcarjinTuH 5 Mr [Tname6o
N=882 N=799

IH(belgulﬂ BEPXHIX IUXaJIbHUX 77 7.6

MIJISIXiB

[HGEKIIisT CeY0BUBIIHUX NIISAXiB|6,8 6,1

['oI0BHUH OiNlh 6,5 5,9

* Cepeq 5 miare00-KOHTPOIbOBAHUX JOCIIiIXKeHb OBa OyIu HOCITiAKEeHHSIMM MOHOTEpaIil, ogHe -
IOCTimKEeHHSIM J0aTKOBOI KOMOiHOBaHOI TepaIlii 3 OQHUM i3 TaKUX IIPerapaTiB: MeTHOPMiH,
tiazoniguHmioH abo raibypum. ¥ Tabnuii 5 moKa3aHo faHi 3a 24-THXKHEBUI 1epio He3alexkHO Bif
JiKapCchbKuX 3aco0iB, 1110 3aCTOCOBYBAJIUCS B HEBiAKIa[HUX BUIAaJKaX, TOB’I3aHUX 31 3MiHaMHU PiBHS
TJIFOKO3U KPOBI.

Y natuieHTiB, SKi mpuiMany cakcariinTuH y go3i 2,5 Mr, ronoBHuM 6inb (6,5%) 6yB €OuHOI0
He0axkaHOI0 peaklli€lo, 0 CIIocTepiranacs 3 4acToTo =5% i yacTillle, HiXK y MaIli€HTiB, gKi
mpuiiManu mnnaue6o.

Y mocnimkeHHi gomaTKoBoi Teparii 3 TZD (Tia3omnmiguHAioH) YacToTa nepudepudHnx HabpsKiB Oyia
BHUIIIOIO B I'PYIIi CaKCaTrIiNTUHY 5 MT ITOPiBHSIHO 3 mialebo (8,1% Tta 4,3% BigmnosigHo). YacToTa
nepubepuyHUX HaOPSIKIB y TPyMi JIiKyBaHHS caKCcarTinTUHOM 2,5 MT cTaHoBuma 3,1%. ¥V KopmHOTO 3
nauieHTiB nepudepnyHi HabpsIKKU He 3yMOBUIIM TOTPeOY Y BiAMiHi HOCTIXKYBAHOTO Ipemnapary.
YacToTa nepudepuynux HaOPSKIB y rpyax cakCariinTuHy 2,5 MI' Ta CAKCarJIiNTUHY 5 MT IIOPiBHSIHO
3 nnatebo craHoBuna 3,6% ta 2% nopiBHgHO 3 3% B yMoBax MoHoTeparii, 2,1% Ta 2,1% mnopiBHgHO 3
2,2% B yMoOBax iomaTKOBOI Teparii 1o meTdopminy Ta 2,4% i 1,2% nopiBHsAHO 3 2,2% B yMOBax
IOOaTKOBOI Tepatil 1o rnidypuny.

Yactora nepenomis ctanoBuia 1,0 Ta 0,6 Ha 100 mauieHTO-pOKIB BiANOBIGHO AJIS CAKCATIIITUHY
(amamiz o0’egHaHMX maHuX Oysg mo3 2,5 mr, 5 Mr ta 10 mr) i mnate 60. [Jo3yBaHHs cakcarainTury 10
MT He € CXBaJIeHOI0 [03010. 3pDOCTAaHHSA 3 Y4aCOM YaCTOTHU IIepeJIOMiB Yy MAlieHTIB, AKi IpuiMau
CaKCarJilTuH, He cnocTepiranocs. [I[puYnHHO-HACIIIOKOBUAN 3B’ 130K I1E€PEJIOMIB i3 3aCTOCYBaHHAM
IperapaTy BCTaHOBIeHUM He OyB; HeOaXkKaHUM BIIUB CaKCATTNTHHY Ha KiCTKOBY TKaHUHY He OYB
NOBENeHNN Y JOKTIHIYHUX JOCTiAKEHHIX.

aHi Tpo B3a€EMO3B’SI30K iflionaTHYHOl TPOMOOIUTOIIEHIYHOI Ty PIIypH i3 caKCarlinTUHOM BiICyTHi.

HocnimxyBaHe JikyBaHHS 0yJI0 BifMiHEHO BHACigOK Mo6iYHUX peakiin y 2,2%, 3,3% Ta 1,8%
MAIiEHTIB, SKi MpUKMay CakKCaryinTuH 2,5 Mr, cakcarainTul 5 Mr i mnane6o BimmoigHo. Ha#binbi
YacTUMU NOOIYHMMHU peakIlisiMu (1[0 CIIOCTepiranucs NpuHaWMHi y 2 MaIli€HTiB, AKi npuiimManu
cakcarminTus 2,5 Mr, abo NprHaNMHI y 2 Talli€HTiB, AKi IpHiMany CaKCarilThH 5 MT),
acoIliioBaHUMHM 3 JOCTPOKOBOIO BimMiHOM0 Teparrii, Oymu nimdomnenis (0,1% ta 0,5% nopiBasiHo 3 0%
BignmoBigHo), Bucut (0,2% Ta 0,3% mopiBHsHO 3 0,3%), miABUINEHHS piBHSA KpeaTuHiHy KpoBi (0,3% Ta
0% mopiBHsIHO 3 0%) Ta migBuIleHHS PiBHA KpeaTuHdochokina3u Kposi (0,1% Ta 0,2% mopiBHSAHO 3
0%).

[To6iyHi peakiii Ha GOHi OIHOYACHOTO 3aCTOCYBaHHS iHCYIiHY

Y mocnimkeHHi momaTKOBOI Tepartii go iHCYMIiHy YacToTa MOO0IiYHUX SBUII, B TOMY YMCIIi CEPHO3HUX
no0iYHMX peakIlii Ta BigMiHU HOCIiOKyBaHOTO JIiKyBaHHS uepe3 MmobiuHi sBuilfa, Oyna npubiau3Ho
OJHAKOBOIO B rpyIax CaKCarlinTuHY i mianebo.



ITobiuHi peakuii, acoyiliosaHi i3 cakcazainmuHoM, W0 NPuliMascsi 0OHOYACHO 3 MemM@OPMiHOM 3
HeaallHuUM 8UBi/fbHeHHAM, Y nayieHmis 3 uykposum diabemom 2 muny, AKi paHiwe He ompumyeanu
NIKYBAHHA

Y Tabmuni 6 mokasaHo moOivyHi peakiiii, 1110 criocTepiranucs (He3anexkHo Bifi OIIIHKY HOCTiTHUKOM
IPUYHUHHO-HACTITKOBOI0 3B’SI13KY) ¥ =5% MallieHTiB, sKi Opanay y4acTh Y JOJATKOBOMY 24-TUKHEBOMY
aKTUBHO KOHTPOJILOBAHOMY [OCIIIAZKEHH], B IKOMY paHillle He JIIKOBaHi NalieHT! OAHOYaCHO
IIpUIMaJy CaKCarilinTUH i MeTQOpPMiH.

Tabauus 6

OpHOYaCHUM IPUKAOM CaKCarlinTUHY 1 MeThHOPMiHY 3 HeTaHUM BUBITbHEHHSAM IallilEHTaMH, SKi
paHillle He OTPUMYBAJIX JIiKyBaHHS: 00iYHi peakiiii, 110 criocTepiranucs y =5% mnalieHTis, sSKi
OoTpuMyBaiu KOMOiHOBaHY Teparliio caKCarillTUHOM 5 MT Ta MeT(GOPMiHOM 3 HeTalHUM
BUBINIbHEHHSM (i YacTillle, HiXK y MaIli€HTiB, AKi IpAUMany TiIbKU MeTHOPMiH 3 HeTalHUM
BUBIIIbHEHHSIM)

KinekicTs (%) mamieHTis

[To6iuHi peaxirii CakcaryinTuH 5 MT [Tname6o MmeThopmin*,
MeThopmin*, N=320 N=328

[onoBHUH OiTb 24 (7,5) 17 (5,2)

Ha3zodapuHrit 22 (6,9) 13 (4,0)

* TIpuitoM MeTGOpPMiHY 3 HeralHUM BUBiIbHEHHSM No4yuHanu 3 fo3u 500 Mr Ha moby # moCTyIoBO
36inmbinyBanu 703y po 2000 Mr Ha mo06y.

Y pagsi 3acTocyBaHHS KoMOiHalii cakcarminTuHy i MeThOopMiHy 3 HerallHUM BUBiIbHEHHSM abo0 y
BUTJISMIi OTIOBHEHHS CAKCATJINTHHY 10 MeTQOPMiHy 3 HeraHUM BUBIIbHEHHSIM, ab0 y BUTTIAMI
OHOYACHOT0 NIPHUOMY, y TIALliEHTIB, IKi paHille He OTPUMYBaIy JiKyBaHHS, Hiapes Oyla eqUHUM
no0iYHUM SBUIIEM 3 00Ky IUIYHKOBO-KUIIIKOBOTO TPAKTY, IO CIIOCTEPIrasocs 3 4aCTOToo =5% B yCix
rpynax JikyBaHHS 000X HOCTigXKeHb. Y JOCIiIKEeHHi fofaBaHHS CaKCarIiNTUHY [0 MeThOopMiHy 3
HerallHUM BUBIIbHEHHSM 4acToTa giapel ctaHoBumna 9,9%, 5,8% ta 11,2% y rpynax cakcariinTuHy
2,5 mr, 5 Mr i mmane6o BigmoBigHO. Y pasi omHOYAaCHOTO IPUMOMY CaKCarJiNTUHY ¥ MeTQOpMiHy 3
HeraliHUM BUBIJIbHEHHSM Y Ialli€HTiB, SKi paHillle He OTPUMYyBaJIX JIiKyBaHHS, YaCcTOTa fiapel
cTaHoBuIa 6,9% y rpyImi cakcariminTuH 5 Mr MeThOPMiH 3 HerallHUM BUBITbHEHHSM i 7,3% y rpymi
nyane6o MeT@oOpMiH 3 HeTalHUM BUBIIbBHEHHSIM.

limornikemisa

Y KJTiHIYHUX JOCHIXKEHHSIX CaKCaTINTHHY YacCTOTY TiloraikeMiyHUX HebaKaHUX peaklliii BU3HadYaIn
Ha OCHOBI yCiX MOBiTOMJIeHb IIPO BUIMMAOKM Tinoriikemii. OpHOYacHe BU3HAYEHHS PiBHS TIIIOKO3U HE
BHMaramnocs abo B esIKUX MAIliEHTIB, PiBeHb IIIOKO3K 0YB HOPMAIbHUM. TOMy HEMOXKIUBO OCTAaTOYHO
BU3HAYUTH, YU YCi 3 IUX MTOBiIOMIIEHb BifoOpaXKaiTh iCTUHHY TiloriiKeMiro.

YacToTa noBiIOMJIeHb PO TiNOTrIiKeMito IIpYU 3aCTOCYBaHHI CaKCarjinTUHy 2,5 MT i cakCarIinTUHy 5
MT TIOPiBHSIHO 3 m1ale0o0 B yMOBaxX MOHOTepartii ctaHoButa 4% i 5,6% mopiBHsHO 3 4,1% BigmoBimHoO.
Y mocnigxeHHi fogaBaHHS [0 MeTGOPMiHY 3 HETalHUM BUBIIbHEHHSIM 4acTOTa MOBiJOMJIEHD IIPO
rimoriikeMito ctaHoBuna 7,8% Ipu 3aCTOCyBaHHI cakcariinTugy 2,5 mr, 5,8% mpu 3acTocyBaHHI
cakcarmnTugy 5 Mr i 5% mnpu npuiiomi nnaunebo. B ymMoBax 0GHOYACHOTO IIPUMOMY CaKCarinTUHY 1
MeT(QOpMiHy 3 HeralHUM BUBITbHEHHSM Y TAlli€HTIB, SKi paHillle He OTPUMYBaJIu JiKyBaHHS, 4acTOTa
IOBiIOMJIEHD IIPO TimormikeMito ctaHoBuna 3,4% y rpymi cakcarjinTul 5 Mr MeTHOpPMiH 3 HeTalHUM
BUBINIbHEHHSM i 4% y rpymi nnarne6o MeTGopMiH 3 HeTalHUM BUBITbHEHHSIM.



B akTMBHO KOHTPOILOBAHOMY AOCHIAXKEHHI, B SKOMY IIOPiBHIOBAJIXA JHOOATKOBY TepaIliio
CaKCarJinTUHOM 5 MT 3 TJIMi3UA0M Y IMallieHTiB 3 HEOOCTAaTHIM KOHTPOJIEM TIikeMil Ha (QOHi TimTbKH
MeT(hHOPMiHy, YaCTOTa MOBiJOMJIEHb IIPO TinoriaikeMito ctanoBuna 3% (19 sBum y 13 maijieHTiB) npu
3aCTOCYBaHHIi CaKCarjinTAHY 5 MI IOPiBHSAHO 3 36,3% (750 gBui y 156 malieHTiB) Ipu 3aCTOCYBaHHI
rainisuny. ITinTBepAXKeHa TinoriikeMis 3 KIiHIYHUME [IPOSBaMU (3 HalaHHSAM Pe3yIbTaTy
BUMIPIOBAHHS IJIIOKO3U Y B34Till 3 AL Kparlli KPOBi 3a OIIOMOI010 TeCT-CMyKKU <50 Mr/mn) He
CIiocTepiranacs y XKOZHOT0 3 Ialli€HTiB, sKi IpUUMay CaKCarIinTHH, i cocTepiranace y 35
Mall€eHTiB, SKi npuitManu ruimisug (8,1%) (p<0,0001).

Y mocmigeHHi caKCarIinTUHY SK OJOTOBHEHHS [0 iHCYIiHy 3arajibHa 4acTOTa IIOBiTOMIIEHb PO
rinornikemito cranoBuna 18,4% mns cakcarminTtuny 5 Mr i 19,9% s nname6o. OmHaK 9acToTa
MigTBePAKEeHOI TinoraikeMil 3 KJIIHIYHUMY IPOsiBaMH (3 HaJaHHAM pPe3yJIbTaTy BUMipIOBaHHS
TJIIOKO3M Y B3SITiX 3 Mabls Kparjli KPoBi 3a OIIOMOT0I0 TeCT-CMykKH <50 Mr/mi) 6yia BUIIO0 IIpH
3acTocyBaHHI cakcarmintury 5 mr (5,3%), Hix npu npuiiomi mnanebdo (3,3%). Y nauienTis, aki
IpuiManu iHCymiH y KoMOiHamil 3 MeT(hOpMiHOM, YacTOTa MiATBEPAKEHOI TiNorIikeMil 3 KIIiHIYHUMHI
nposiBaMu cTaHoBUJa 4,8% Npu 3aCTOCYBaHHI CaKcarlinTuHy nopiBHAHO 3 1,9% npu npuiioMi
ntane6o.

Y mocnimkeHHi cakcariinTuHy K HONOBHEHHS 0o KoMOiHallii MeTdopMiny 3 cynb(oHinCceuoBUHOIO
3arajbHa 4acToTa [I0BiOMJIEeHb PO rinoriikemito cranosusa 10,1% mnpu 3acTocyBaHHI
cakcarmnTuny 5 Mr i 6,3% npu npuiiomi nnarne6o. [TinTBepakKeHa rinmoraikeMis cnocTepiranacs y
1,6% marlrieHTiB, IKi MpuiiMaay cCakKCarlilTHH, i B ZKOIHOT0 3 MallieHTiB Irpynu mianebo (QuB. po3min
«OCco6MMBOCTI 3aCTOCYBaHHS»).

Peakiiii rimep4yTanBOCTI

CakcazainmuH

fBuia, MOB’g3aHi 3 iIHOUBIAYyalbHOIO TiMEPYYTIUBICTIO, TaKi K KPONUB'THKA Ta HAOPSK 06muyys,
croctepiranucs B 1,5%, 1,5% Tta 0,4% mallieHTiB, SKi IpUUMaIy CaKCariilnTHAH 2,5 MT, CaKCarJiNnTHH
5 mr i nname6o BiAnoBigHO. 2KofHe 3 IIUX ABUII V TAlli€HTIB, SKi IpUAMau CaKCarjinTHH, He
3yMOBHIIO NTOTPeOy B rocmiTanidalii i He po3IiHIOBaI0Cs K 3arpo3NuBe A7 XKUTTS. OOUH Nalli€eHT y
T'PYIIi CaKCarTiNTUHY, BKIIOYEHUH B aHali3 00’ €MHAaHUX HAaHUX JOCITiIXKeHb, IPUIHUHUB JTiIKyBaHHS
IOCTiAKyBaHKUM IIperapaToM uyepe3 reHepaizoBaHy KPOMUB' THKY i HAOPSIK 00Muays.

[MopyineHHs GYHKII HUPOK

YV mocnigxenHi SAVOR nebaxaHi peakiii, moB’si3aHi 3 mopyuieHHsAM QyHKIIl HUPOK, y TOMY YUCIi
3MiHM Tab0opaTOPHUX MOKa3HUKIB (TOOTO MOJBOEHHS MTOKA3HUKIB PiBHS KpeaTHHIHY CHPOBATKU
IIOPiBHSHO 3 BUXIIHUM pPiBHEM Ta pPiBeHb KpeaTHHIHY CUPOBAaTKX >6 Mr/mj), crocTepiranucs B 5,8%
(v 483 3 8280) maiieHTiB, SKi npuiMany cakcariintug, i B 5,1% (y 422 3 8212) nalfieHTiB, sKi
npuiiManu miane6o. Haibinbim yacTuMu HebaKaHUMHU peaklisiMu OyJy MOpYyIIeHHsS GYHKIIII HUPOK
(2,1% nopisusiHO 3 1,9%), rocTpa HUPKOBa HegocTaTHICTH (1,4% mopiBHSAHO 3 1,2%) Ta HUPKOBa
HegocTaTHICTH (0,8% mopiBHsHO 3 0,9%) B rpymax cakcariinTuHy ¥ mnaanebo BigmoigHo. [IpoTsirom
Iepiofy Bif BUXIMHOTO PiBHA OO 3aKiHYEHHS JIKyBaHHS CIIOCTepiranocs cepegHe 3HUKeHHA pLIKD
Ha 2,5 Mi/xB/1,73 M y HallieHTiB, AKi IpUiiMaiu CaKCarjillTuH, Ta CepeqHE 3HUKEHHS Ha 2,4
mi/xB/1,73 M y TaIlieHTiB, gKi npuiimanu mnanebo. 3uuxenns plIK® sig > 50 mm/xs/1,73 M (110
BifmoBigae HopMi abo JTIeTKOMY CTyIIEHIO MOPyIIeHHs GQYHKIII HUPOK) mo < 50 mi/xB/1,73 M’ (1m0
BifimoBigae nmoMipHOMYy a0 TSXKKOMY MOPYIIEHHIO PYHKIII HUPOK) CIIoCcTepiranocs y 0inbiiol
KIJIbKOCTI alli€eHTiB, paHAOMi30BaHUX y rpyny cakcarminTtury (y 421 3 5227, 8,1%), nopiBHIHO 3
malieHTaMH1, PaHIo0Mi30BaHUMH y Tpymy manebo (y 344 3 5073, 6,8%). YacTKa mallieHTiB 3
HebOaXKaHUMU peakiisMu 3 60Ky HUPOK 3pOCTajia 3 MOTipIiIeHHsIM BUXigHOI GYHKIII HUPOK Ta 3i



30i/TbIIIEHHSM BiKY He3alleXXHO Bifl MPU3HAYEHOT0 JIIKyBaHHS.
[HbexIil
CakcaeninmuH

CrnioHTaHHUX TIOBiOMJIEHB IIPO BUMIAAKU TYOEPKYIh0O3Y, acOliii0BAHOTO i3 3aCTOCYBaHHSAM
CakCarinTuHy, He 0yJi0; IPUYMHHO-HACIIITKOBUI 3B’ 130K HE BCTAHOBIIEHUM.

CHoHTaHHUX IIOBiOMJIEHD [P0 BUMAOKYU OIOPTYHICTUYHUX iH(DEKIIiH, acoLili0BaHUX i3
3aCTOCYBaHHSIM CaKcarlinTuHy, He Gyo.

OCHOBHI XUTTEBI TOKA3HUKU
CakcazainmuH

KiiHiYHO 3HAUYyIIUX 3MiH OCHOBHUX XXUTTE€BUX [TI0KA3HUKIB Yy MALI€HTIB, Kl IpUUMalIU CaKCarlilTuH
okpeMo abo B kKoMOiHaIril 3 MeThOPMiHOM, He CIIOCTepiramocs.

JlaGopaTopHi aHani3u
AbcontomHa KinbKicmb aimpouumis
CakcazainmuH

3MeHIIeHHS KiNTbKOCTi TiM(OIUTIB He CyIPOBOMXKYBAJIOCS KIIIHIYHO 3HAUYIIUMU HeOakaHUMU
peakmismMu. [1o3yBaHHS cakcarminTuHy 10 Mr He € CXBaJIeHOI0 J03010.

KniniuHe 3HaYeHHS 3MEHIIEHHS KiTbKOCTi TiMpOUUTIB BiTHOCHO myarne0o 0CTaTOYHO He 3’siCOBaHe.
3a HasBHOCTI KJIiHIYHMX ITI0Ka3aHb, TAKUX K He3BHYalHa a00 TpuBaa iH(peKIis, Heo0XigHO
BU3HAQYUTH KibKiCTh JTiM(MOIUTIB. BIINB cakcarminTUHy Ha KiTbKiCTh TIM(OLUTIB y HAIi€HTIB 3
niMpouUTapHUMHU aHOMANisIMU (HallpUKJIaf BipyC iMyHOOeiuTy MIOAUHN) HEBITOMUM.

KonnenTparnii Bitaminy B,
MemaopmiHy 2i0poxsopud

MeTdopMiH MOXKe CIPUUYUHATY 3HUKEHHS KOHIIEHTPAllil BiTaMiHy B,, y cupoBaTIli KpoBi (OuB.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

[TocBim 3aCcTOCYBaHHA Ipenapary B HiCAdpeeCTpalliiHuN Iepiof

Y micnsipeectpauiiauii nepioyn 6ymno ineHTrdiKoBaHO mogaTKoBi mobiuHi peakirii. OcKinbKu mpo I
peaxiiii BigoMo 3i CTOHTAHHUX II0BiJOM/IEHb, OTPUMAaHUX Bif] MOMYJIALil HEBU3HaYEHOI YMCEIbHOCTI,
3BUYaWHO HEMOXKJIMBO JIOCTOBIPHO OLHUTH IXHIO YaCTOTY a00 BCTAHOBUTH HASIBHICTh MPUYHUHHO-
HaCJIiIKOBOI0 3B’SI3KY i3 3aCTOCYBaHHSIM IIpemnapary.

[Tpo peaxtii mifgBUIIEHOI Yy TINUBOCTI MTOBIJOMIISIOCS SIK ITPO HedacTi mobiuHi peakiii.

YacTo MoBigoMIISII0Cs PO iHQEKIN BepXHiX AuXalbHUX MIIAXiB, iH(MeKIlii Ce4oBUX WIIAXIB,
racTPOEHTEPUT, CUHYCUT, Ha30(hapUHTIT (TiIIbKY NPU TOYaTKOBOMY KOMOiHALIIMHOMY JIiKyBaHHI).

[Tpo maHKpeaTUT MMOBIgOMIISIIIOCS SK IIPO HedacTy Mo0iYHy peakiiiio.



[ToBigomsinocs IIpo TaKi IMOPYHIEHHS IIIIYHKOBO-KHUIIIKOBOI'O TPAKTY 3 BifITIOBiTHOIO YaCTOTOIO:
HyOoOTa - 4aCTo, OJTIOBaHHS - Y9aCTO, IIaHKPEATUT - HEYaCTO, 3aIl0pP - HEeBigoMO.

CakcaeninmuH

- Peakiiii rimepuyTauBOCTi, B TOMYy 4uCIIi aHadinakcis, aHTioOHeBpOTUUHMHN HAOPSK Ta
eKkcdomiaTUBHI ypaXKeHHs WIKipu (AuB. po3ain «IIpoTunoka3anHg» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»)

- [TankpeaTuT (HUB. po3ain «OcobIUBOCTI 3aCTOCYBAHHS»)

- TskKa Ta iHBamigu3yoyda apTpanria (quB. po3ain «Oco6IUBOCTI 3aCTOCYBaHHS»)

- Bynbo3uuit nemoiroin (mus. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»)

MemaopmiHy 2i0poxsopud

- XonecTaTA4He, Ie4YiHKOBOKJIITUHHE Ta 3MilllaHe NTeYiHKOBOKJIITUHHE YpaXKeHH [TeYiHKMU.
[Tpo maKToauug03 MOBIHOMIISIIIOCS SK IIPO AyKe PifKy MobiuHy peaxiiio.

[Tpo po3napu yHKLIl MeYiHKy, relmaTUT MOBiIOMIISIOCS K PO AyXKe pifki mobiuHi peaxiiil.

[Tpo mTyHKOBO-KUIIIKOBI po3nafu (IITyHKOBO-KUIIIKOBI CUMIITOMU: HYOTa, O6JTI0BaHHS, miapesi, 60 B
JKUBOTI i BTpaTa alleTUTy) MOBiJOMIISIOCS SIK IIPO [yXKe 4YacTi moOivyHi peakuii.

[Tpo mediuut BiTaminy B,, moBimomiisinocs sIK Ipo Ayxke pifKy mob6iyHy peakiiiio (TOBroTpuBase

JIiIKyBaHHSI MET(OPMIHOM II0B'si3aHe 31 3HUKEHHSIM BCMOKTyBaHHS BiTaMiHy B,,, 1110 OyXkKe piiKo MoXKe
IIPU3BECTH [I0 KJIiHiYHO 3Hauyuoro gedinuTy BitaMiny B,, (Hanpukiazg 1o Merano61acTHOl aHEMil)).

Tepmin npudamHocmi.

36 Mics1iB.

YMoBu 30epiranHs.

30epiratu y HeJOCTYIIHOMY IJ1s1 miTe# MicIli mpu TeMiepaTypi He Buite 25 °C.

YnakoBka. I1o 7 TabneTok y 6micTepi, mo 4 6micTepu y KapTOHHIN KOPOOIIi.

KaTteropis Bigmycky.

3a perenTom.



BupoOHHK.

Actpa3eneka ®apMmacsrotukac JIIT.

Micue3HaxoIKeHHsI BUPOOHHKA Ta MOr0 ajJpeca MicCIsi IPOBaAKeHHsI Tis/IbHOCTI.

4601 Xauyeu 62 Ict, MayHT BepHog, IN, 47620, CIIA.



