BpaxoByroun 0coOIMBOCTI 3aKOHOAABCTBA 3 PEECTPAIii JIIKAPCHKUX 3ac001B B YKpaiHi,
3aTBepKeHI MiHICTepCTBOM OXOPOHHU 3710POB’Sl YKpaiHU IHCTPYKIT 151 MEAMYHOTO 3aCTOCYBaHHS
JIKapChKUX 3ac001B, 3apEECTPOBAHUX B YKpaiHi, MOXKYTh JCIIO BIAPI3ZHATHUCS BiJ] YAHHUX
THCTPYKIIiii 710 3aCTOCYBaHHS JIIKAPCHKUX 3ac00iB, 3apeecTpoBanux B €C.

Sxmio Bam ctano BijoMo mpo BUHUKHEHHS MOOIYHO1 peakirii y Bac abo 61u3bkoi groauam, abo mpo
BHIIQJIOK BiZICYTHOCTI e(heKTy Bia Oyab-sIKOro 3 MPOAYKTiB KoMITaHii Actpa3eHeka, Oy1b jlacka,
noinomre Tpo e 10 TOB «Actpa3eneka Ykpaina» y oMH 13 HaBeleHUX HIDKYE crocoOiB. Lle
MOXUTHBO 31McHUTH 32 Tenedorom: +38 050 382 99 89 abo eneKTpOHHOO MOMITOIO
PatientSafety.Ukraine@astrazeneca.com Takox, BU MOKETE TIOBIIOMUTH HaM JaHy iHGOpMaIlito 3a
nocwianHsM: https://contactazmedical.astrazeneca.com/content/astrazeneca-
champion/ua/uk/ampform.html (BuGepiTh MOBY Ta OIIif0- «IOBIIOMUTH MPO MOOIUHY PEAKIIION ).

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

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

3ATBEPJIKEHO

Haxka3 MinicTepcTBa 0XOpOHHU
310pOB’s YKpainu

21.06.2018 Ne1192
PeecTpaniiine nocBigueHHs
Ne UA/12952/01/01

Ne UA/12952/01/02

Ne UA/12952/01/03

IHCTPYKUIS
AJIS1 MEINYHOT0 32CTOCYBAHHS JIKAPCHKOI0 32C00y

KOMBOTJII3A XR
(KOMBOGLYZA XR™)

Cknao:

Oi104i peuosuHU’: CaKCarIiNTHH, METQOPMIHY T1POXIOPUL,;

1 Tabnerka, BKpUTa IUIIBKOBOIO OOOJIOHKOIO, MICTUTh 2,79 Mr CakCarjilTUHY TiIpOXJIOpULY
0€3BOJIHOTO 1110 €KBIBAJICHTHO CaKCarJINTHHY 2,5 MT Ta MeTdopMiHy rigpoxiopury 1000 mr;

abo 5,58 Mr cakcarminTuHy TiIpOXJOpUIy OE3BOHOTO IO €KBIBAJIEHTHO CAKCATJINTHHY 5 MI Ta
MeTdopminy rigpoxiopuay 500 mr;

abo 5,58 Mr cakcarminTuHy TiIpOXJOpUIy OE3BOHOTO IO €KBIBAJIEHTHO CAKCATJINTHHY 5 MI Ta
MeTdopminy rigpoxiopuay 1000 mr;

JIOTIOMIXKHI ~ pEYOBHMHHU: HATpil0 KapMeno3a, TipoMmeno3a, MarHilo cTeapaT, LeirI03a
Mikpokpuctaniuna (s 5 mr/500 mr);

oapenuxu ona 2,5 m2/1000 me: Onanpaii 11 61mmit, Onanpaii 11 xosTuii, Onakosa cuHii (11l HAUCY);
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oapseruku o051 5 me/500 me: Onanpait 11 61muit, Onaapaii I cBiTno-kopuuHeBUid, Onako 1 CUHINA (IS
HAIIUCy);
oapsenuku o 5 me/1000 me: Onanapaii 11 6imuii, Omagpaii 11 poxxeBuii, Omakoa cUHIN (715 HATTUCY ).

Jlikapcbka ¢opma. TabneTky, BKPUTI IJIIBKOBOKO 000JIOHKOIO.

OcHogHi Qi3uKo-XiMiuHi 61ACMUBOCI:

mabnemxu no 2,5 me/1000 me: nBOONyKJIi TaOIETKU Y GOpMI Karcys1, BKPUTI TUTIBKOBOIO 000JI0HKOIO;
BiJ 0J1i/10-)KOBTOTO JI0 CBITJIO-)KOBTOT'O KOJIbOPY 3 Hanmucamu 2,5/1000 Ha onnomy Oori ta 4222 Ha
IHIIIOMY, HAHECCHUMHU CHHIMHU YOPHUJIAMU;

mabaemku no 5 m2/500 me: 1BOOMyYKII TabIeTKH y (HOpMi Karicyll, BKPUTI TUTIBKOBOK 000JIOHKOIO;
BiJl CBITJIO-KOPHUYHEBOTO JI0 KOPHYHEBOIO KOJIbOpy 3 Hamucamu 5/500 Ha ogHoMy Oorri ta 4221 Ha
1HIIOMY, HAHECEHUMHU CHHIMU YOPHUIIAMU;

maonemku no 5 me/1000 me: nBoOMyKIi TabJAETKH y GopMi KarcCyJsl, BKPUTI IJIIBKOBOK 000JIOHKOIO;
poxeBoro koibopy 3 Hanucamu 5/1000 Ha oxHOMy Oorti Ta 4223 Ha 1HIIOMY, HAHECCHUMHU CHHIMH
YOPHUIIAMH.

dapmakorepaneBTuyHa rpyna. KomOiHOBaHI TmepopajbHI TIMOMIKEMI3yHOYl MpenapaT.
Mertdopmin i cakcarnintua. Kox ATX A10BD10.

Dapmakonoziuni eracmusocmi.

Dapmarxoouramixa.

Caxcaeninmun

V nami€eHTiB 3 IIyKpOBUM J11a0€TOM 2 TUILY PUIIOM caKkcarjJinTHHY IPUTHIYY€E aKTUBHICTD (PEPMEHTY
munentuaumtnentuaasu 4 (JAI111-4) na 24 rogunu. [licis nepopaibHOTO HABaHTAKEHHS TIIFOKO3010
abo mpuitomy ixi mpurHidenns JII[1-4 npusBoauio 10 MiABHUILEHHS UUPKYIIOYMAX PIBHIB
aKTHBHUX TirokaroHomnoionoro mentuay-1 (I'TII-1) Ta GIP y 2-3 pa3u, 3HMKECHHS KOHIIEHTpaIlii
IJIIOKAroHy Ta 3017bIIEHHS TJIFOKO303aJIEXKHOI CeKpelii 1HCYJiHY 13 OeTa-KJIiTUH l'Il,Z[IHJ'IyHKOBOI
3ano3u. [ligBuIieHHs piBHS 1HCYJIHY Ta 3HWKCHHS PiBHS TIIIOKaroHy OyJM TOB’si3aHi 3 HHYKYOIO
KOHIIGHTPALIIEI0 TJIIOKO3U HATIe Ta 3MEHIICHOH KOHLIEHTPALIE0 TJIFOKO3U IMICIs HEepOpalbHOro
HaBaHTAXCHHS TJIIOKO3010 a00 mpUioMy TKi.

JlikyBaHHS CaKCarJINTUHOM Yy 7031 5 MT Ta MeT(hOPMIHOM yIOBUILHEHOTO BUBUILHEHHS NP MPUHOMI
OJIMH Pa3 Ha JIeHb BBeUEPI MiJl yac BXKUBAHHS 1K1 MPOTITOM 4 THKHIB CYTTEBO 3HUKYBAJIO 3arajbHy
KOHIIEHTPALIIO TJIFOKO3U YIPOJIOBXK 1HTEpBay MK NpUHOMaMH 103U TPUBANICTIO 24 TOAMHU TpU
MOPIBHSIHHI 3 BIJNOBIIHUM TIOKa3HUKOM IIPpH 3aCTOCYBaHHI IuIane0o IUItoCc MeT(OpMiH
YIOBUIBHEHOTO BUBIJIbHEHHS.

Croctepiraiocsi 3Ha4He 3HUKEHHSI KOHLIEHTpALlli TITI0KO3U Yepe3 2 TOJUHM IiCiis B)KUBAaHHA 1K1 Ta
MOKa3HHUKa 2-JIEHHOT'O CepeIHbOr0 PiBH INIIOKO3U HaTIIE.

Enexmpodhizionocia cepys

Caxkcazninmun

[IpuitoM cakcarninTuHy He OyB MOB’S3aHMM 3 KJIIHIYHO 3HAYYIIMM MOAOBXKEHHSAM 1HTepBainy QTc
a00 301IBIIEHHSIM YaCTOTH CEPLIEBUX CKOPOUYEHb MpH A000BUX a03ax A0 40 mr (y 8 pasiB Oijiblie,
HIXK MakCUMaJlbHa PEKOMEHI0BaHa J103a Y JIFOIHH).

Dapmarokinemuxa.

[Ipemapar KOMBOI'JII3A XR € O0i0ekBIBaJIGHTHUM CYNyTHbOMY MpPHUMOMY BIAMOBIIHUX /103
cakcarnintuHy (OHruiza) Ta MeTQOpPMIHY TAPOXIOPUIY Y BUTIISAAL OKPEMUX TAOJIETOK.
Caxkcazninmun

dapmMaKkOKiHETHKa CaKCarJiNTHHY Ta HOro aKTUBHOTO META0OJITY S-TIIPOKCH CakcariinTuHy Oyna
MOJIIOHOIO Y 3I0OPOBUX TOOPOBOJIBINB Ta MAIIEHTIB 3 I[yKPOBHUM /1ia0eTOM 2 THITY.

VY pasi noBTOpHOTrO NpuiioMy Oy/b-5SKO1 A03M OJMH pa3 Ha 00y KyMyJISLil aHl caKkcariinTUHY, aHi
HOro akTHBHOTO METa0oNITy, sIKy MoO)KHa Oyino O BH3HAUUTH, He crnocrtepiraiocsa. Kiipenc
CaKCarJiNnTUHY Ta HOro akTUBHOTO MeTa0oJIITy He 3alie)XaB BiJl 03U Ta 4yacy Nnpuiiomy mnpotsrom 14
JTHIB IPUHOMY CaKCarJIiNTUHY OJUH pa3 Ha 100y B A03ax Bifg 2,5 10 400 mr.
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Memdhopminy eiopoxnopuo

Meniana yacy 10 nocsarHeHHsI Cmax MeT()OpMiHY YIOBUIBHEHOTO BUBUIBHEHHSI CTAHOBUTH 7 TOJMH.
CrymniHb BCMOKTYBaHHSI MET(QOPMIHY TIPH 3aCTOCYBaHHI MET(HOPMiHY YIOBIIbHEHOTO BUBIJILHEHHS Y
¢dopmi TabreTok migBHUILy€eThCs Maike Ha 50 % npu npuiioMi 3 Dxero.

[licms moBTOpHOTrO mpHUiOMYy MeET(GOpPMIHY YIOBUIBHEHOTO BHUBUIBHEHHS MeET(QOpPMIH HE
HAKOMMYYEThCS y IJ1a3Mi KpoBi. MeT(hopMiH BUBOJUTHCA y HE3MIHEHOMY BHIJIAMI 13 Ceuero Ta He
3a3Ha€ MeTaboJ13My B MEUIHIII.

BcmokTyBaHHSA

Cakcazninmun

Meniana 4yacy 10 AOCSATHEHHS MakCUMaiibHOI KoHIeHTpamii (Tmax) micis npuiioMy 1034 5 Mr oauH
pa3 Ha 100y AOpIBHIOBaJA 2 TOJUHM JAJS CAaKCAaIJNTUHY Ta 4 TOAMHM A HOro akTUBHOIO
MeTabomiTy. CakcariminTuH MOKHA IPUHMATH 5K 3 DKero, Tak 1 6e3 Hei.

Memdhopminy eiopoxnopuo

[Ticnsa ogHOPA30BOrO MEPOPATBLHOTO MPUHOMY MET(GOPMIHY YIOBUIBHEHOIO BUBIJIBHEHHS Me/iaHa
qacy 10 AocsrHeHHS! Cmax JOPIBHIOE 7 TOJUH Ta Ma€ Jiana3oH BiJ 4 10 8 TOIUH.

Cryninp BCMOKTYyBaHHS MeTdopMiHy (BuMipsHuii 3a nomomororo AUC) mpu 3acTocyBaHHI
MeT(hOpMiHY YNOBIILHEHOTO BUBUIBHEHHS y GopMi TabIeTOK MiABUINYEThCs Maibxke Ha 50 % mpu
npuitomi 3 xero. BBy ki Ha Cmax T2 Tmax MeT(OpMiHy He criocTepiranocs. Ixa K 3 BUCOKHM,
Tak 1 3 HHU3BKMM BMICTOM >KUpPIB Ma€ OJHaKoBHM edeKkT Ha (apMaKOKIHETUKY MeT()OpMiHY
YIOBIJIbHEHOTO BUBUIbHEHHSI.

Poznoain

Caxcaeninmun

3B’s13yBaHHs CaKCarJliNTHHY Ta HOro akTHBHOTO METa0oMIITy 3 OiTkaMu CHpOBATKH KPOBI iN Vitro €
HE3HAYHUM, TOMY 3MiHa piBHsA OiKa B KPOBI IpU PI3HUX 3aXBOPIOBAHHSX (HANPHUKIAA TPH
nopyuieHHi (yHKIIi HUpOK a00 Me4iHKN) He MOBHUHHA BILTUBATH HA PO3MO/LIT CAKCATIINTHUHY.
Memdopminy ciopoxiopud

JlochikeHHsT pO3MOALTY 13 3acTOCYBaHHSM MeET(QOpPMiHY YIOBITbHEHOTO BHUBILIBHEHHS HeE
npoBOIMIIHCSA. MeT(hOpMiH HE3HAYHOIO MipOIO 3B’ A3YEThCA 3 OUIKAMH IIa3MH KPOBi, HA BiJIMIHY BiJl
Cynb(OHIICEYOBUHU, CTYIIHb 3B’SI3yBaHHS 3 OLnkamu skoi gopiBHIoe Outbine 90 %. Merdopmin
MIPOHUKAE B EPUTPOIMTH 1 Ty’Ke€ BIPOTiTHO, IO LIEH MPOLIEC MOCHITIOETHCS 3 YACOM.

Metabouizm

Caxcaeninmun

Metaboi3M cakcariinTHHY ONOCEPEIKOBYEThCS, TOJOBHUM YHMHOM, LUTOXpomoM P450 3A4/5
(CYP3A4/5). T'onoBHEM MeTabOJITOM cakcariminTuHy € Takox iurioitop HAIIII-4, cuma aii maibke
B/IBi4l MEHIIIa 3a TaKy CHJTy cakcarinTuHy. OTxe, cuibHOAII0U1 iHTi0iTopH Ta iHAykTopr CYP3A4/5
BIJIUBaTUMYTh Ha ()apMAKOKIHETUKY CAKCArJINTHHY Ta HOr0 aKTUBHOTO METa0O0MITY.

Memdopminy 2iopoxniopuo

HocaigxenHss MeTaboi3My 13 3aCTOCYBaHHSAM MeT(OpPMIHY YNOBUILHEHOTO BUBUIBHEHHS Yy (hopmi
TabJIETOK HE MPOBOAUIIHCS.

Busenenns

Caxkcazninmun

CakcarninTiH BUBOJUTHCS SK HUPKAMH, TaK 1 MedyiHkoro. [licimst ogHOpPa3oBOTrO MEepopaibHOTO
NpPUAOMY CaKCariiNTUHY B 1031 5 MI' 37J0POBUMH J0OpPOBOJIBLIIMU CEepeiHIA KiHLIEBUH mepioj
HaIiBBUBE/IEHHS 13 IJIa3MHU KpPOBI (t1/2) cakcaryiNnTUHY Ta HOro akTHBHOTO METa0OMITY J0PIBHIOBAB
2,5 ta 3,1 TOOAWHM BIAMOBIIHO.

Memdhopminy eiopoxnopuo

OCHOBHUM IUIIXOM BHUBEIEHHS MeT(GOpMiHY € KaHaiblieBa cekpeuid. Ilicns mepopaibHOro
3actocyBaHHA NpubIu3HO 90 % BCMOKTAHOIO Mpenapary BUBOAUTHCS HUPKAMH MPOTATOM MEPIINX
24 ronuH, IpU LILOMY IEpioj HAMIBBUBEAEHHS 13 TUIa3MU KPOBI JIOPIBHIOE MPUOINU3HO 6,2 TOIUHH.
[lepion HamiBBUBEAEHHS 13 KPOB1 CTAHOBUTH NMPUOIU3HO 17,6 TOAMHM.
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OxpeMi Ipynu NamieHTiB

THopywenus ¢ynxyii HUpox

[Tpenapar KOMBOI'JII3A XR He ciif 3acTOCOBYBaTH MaIlieHTaM 3 MOPYIICHHSIM (YHKIIT HUPOK.
Caxcaeninmun

Kopekuis 1031 nanieHTam 3 JErkuM NOPYLIEHHAM (QYHKIIT HUPOK HE PEKOMEHI0BaHa.
Memdpopminy 2iopoxiopud

VY martieHTiB 31 3HKEHOIO (DYHKIIIEI0 HUPOK (HAa OCHOBI BUMIPSHOTO KJIIPEHCY KpEaTHUHIHY) Mepioj
HaIiBBUBEACHHS MET(GOPMIHY i3 TUIa3MHU Ta KPOBI MOJIOBKYETHCS, @ HUPKOBUU KIIIPEHC 3HMKYETHCS
MPOTOPIIIAHO 3HWKEHHIO KITIPEHCY KPEaTHHIHY.

Iopyirensst GyHKIIT IEYIHKA

Caxkcazninmun

[Mamientam 3 mopymeHHsIM (QYHKIIT MEYiHKH KOPEKIIis 1031 HE pEeKOMEH/I0BaHa.

Memdhopminy eiopoxnopuo

JocnimpkenHs: (papMakoKiHETHKH MeT(GOpMiHY Yy MAIli€HTIB 3 MOPYMIEHHAM (YHKIII MEYiHKH HE
IIPOBOJIMIINCS.

Ockinbku opymieHHs PyHKIIIT e9iHKU 0yJI0 MOB’s13aHe 3 KUTbKOMAa BUTIAAKAMU JIAaKTOAIUI03Y, CIiJT
yHukat npusHadeHHs npenapaty KOMBOIJII3A XR mamieHTam 3 KiIiHIYHUMH 200
1a00paTOPHUMHU O3HAKAMU 3aXBOPIOBAHHS MEYiHKH.

Inpekc macu Tina

Caxcaeninmun

He pexoMeH10BaHO KOpUT'YBaTH 103y Ha OCHOBI 1HJIEKCY MacH Tija.

Cratb

Caxkcazninmun

He pexoMeH10BaHO KOPUTYBATH 103y 3aJIEKHO BiJ CTaTi.

Memdhopminy ciopoxnopuo

VY nocnimkeHHsX 3a y4acTIO MAaIlieHTIB 3 1iabeToM 2 TUITy TiNoriikeMiyHui epekT MeThopMiHy OyB
31CTaBHHMM Y JKIHOK Ta YOJIOBIKIB.

[lamieHTH JITHHOTO BIKY

Caxkcazninmun

He pekoMeH10BaHO KOPUTYBATH JJ03Y HA OCHOBI JIAIIE BIiKY.

Memdhopminy eiopoxnopuo

[Ipenapar KOMBOI'JII3A XR He mpu3HayaroTh naiieHTam BikoM MHoHaJ 80 pOKiB, SIKIIO TUIBKH
aHaJi3 KIIPEeHCY KpeaTuHiHy He MiATBEPAUB BiJICYTHICTh 3HWKEHHS (YHKIIII HUPOK.

TlarieHTH IUTSYOro BIKY

Caxkcazninmun

HocaigxeHHs: GpapMaKOKIHETUKU CaKCArJiNTHHY Yy Malll€HTIB AUTIYOrO BIKY HE IPOBOMIINCS.
Memdopminy 2iopoxniopuo

[Ticns ogHOpa3oBOro mepopanbHOro npuitomy mMetgopMiny B 1031 S00 Mr (y BUTIsII TaOJIETOK) 3
kero cepeiHe reomeTpuyHe 3HaueHHS Cmax Ta AUC MeTopMiHy BiZpi3HAIOCS MEHIIe HiX Ha 5 %
y miteit (12-16 pokiB) 3 miabetom 2 Tumy Ta 3a0poBux jgopociux (2045 pokiB), migiOpaHux 3a
CTaTTIO Ta Macoro Ti1a. DyHKIist HUPOK OyJ1a HOPMAJIBLHOIO y BCIX KaTeropii marieHTis.

PacoBa Ta eTHIYHA NPUHAJIEKHICTh

Caxkcazninmun

He pexoMeH10BaHO KOpUTYBaTH 103y 3aJI€KHO BiJl pacOBOI IPUHAJIEAKHOCTI.

Memdopminy 2iopoxiopuo

JocnimxenHs papMakoKIHETUYHUX MOKa3HUKIB MET(GOPMIHY 3aJIeXHO BiJl pacu HE MPOBOIUIHCS.

Kainiuni xapakrepucTuku.

Hokazanuns.

[Ipenapar KOMBOI'JII3A XR moka3aHuii sSIK JOMOBHEHHS JO Mi€TH Ta (GI3UYHUX BOPaB IS
MOKpAIIEHHS TTIKEMIYHOTO KOHTPOJIO Y TOPOCIUX XBOPHUX 3 I[YKPOBUM Jia0eTOM 2 THUITYy, SKIIO
TIIXOIUTH JIIKYBaHHS CAKCAIITHHOM 1 MET(OPMIHOM.
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Ilpomunokazanns.

[Tpenapatr KOMBOI'JII3A XR nmpoTHmnokazaHuii namieHTam 3 TsSHKKUM HOPYIISHHSAM (YHKIIIT HUPOK
(pIIK® mmxue 30 m/xs/1,73 m2).

[Tpenapar KOMBOI'JII3A XR He mpu3HadaeTbes JUIA JIKyBaHHS IyKpoBoro niadery 1 tumy abo
J1a0ETUYHOTO KETOAIMI03Y Yepe3 BIACYTHICTh €EKTUBHOCTI MPHU TAKUX CTaHaX.

3acTocyBaHHSI IOTO JIKAPCHKOTO 3aC00y HE BUBYAIIOCS B KOMOIHAIIIT 3 1HCYJIIHOM.

Ieii mikapchkuii 3aci® HE CiliJ NMPU3HAYATH TAIlIEHTaM 3 BIJOMOIO IMiJIBUIICHOI YYTJIHMBICTIO IO
cakcarmintuHy abo wmerdopmiHy Timpoxiopuay. HasBHICTE B aHaMHe3i CEpHO3HOI peakilii
IMABMIIECHOI YYTIMBOCTI, TaKOl K aHadinakcid, arna@irakmuynuil woK, anagiiakmuyna peaKyis,
AHTNOHEBPOTHYHUNA HAOPSK ab0 exchoalaTUBHI 3aXBOPIOBAHHS IIKIPH, 00 0Y0b-9K020 iH2ibimopa
ounenmuounnenmuoasu-4 (JII1I11-4).

Foctpuit ab0 XpOHIYHMH METa0OMIUHUI amua03, y TOMY YHCHI JaKmMoayuodos, JiadeTUYHHN
KETOAINI03 3 KOMOIO a00 0e3 KOMU.

Iiabemuuna npexoma.

[Ipu giabeTHaHOMY KETOAIMA031 CJIiJT 3aCTOCOBYBATH 1HCYITiH.

Tocmpi cmanu, wo modicymo enausamu Ha QYHKUIIO HUPOK, MAKI SIK:

- deciopamauyis,

- madcKa ingexyis,

- UIOK.

Tocmpe abo xporniune 3ax60pP6AHHSI, U0 MONCE NPU3EOOUMU 00 2INOKCIL MKAHUH, MAKe SK.

- cepuesa abo e2enesa HedOCMamHicme,

- HeWOOABHO nepenecerull inghapkm miokapoa,

- WOK,
- nopyuienHs QyHKyii neuinku,

- 20CmMpa anKo20AbHA IHMOKCUKAYIA, ANKO20I3M,

- nepiood 200ysamnts 2pyooio.

HeoOxigno tumyacoBo npunuautd 3actocyBaHHs npernapaty KOMBOIJII3A XR mamienTtam, siki
MIPOXOJIATh PEHTICHOJIOTIYHI JTOCIIHKCHHS, 10 BKIIIOYAIOTh B c€0€¢ BHYTPIIIHbOCYIUHHY 1H €KIIIFO
HOIOBMICHUX KOHTPAaCTHHUX PEUYOBHH, OCKIJIBKM 3aCTOCYBaHHS TaKWUX MpENapariB MOXe MPU3BECTH
JI0 TOCTPOTO MOTIPIIEHHS (QYHKIIT HUPOK.

B3aecmooia 3 inwumu nikapcoKumu 3acodamu ma iHuii 6UOU 63acMO0ill.

CrenianbHUX JOCHIKEHb (hapMaKOKIHETMYHOI B3a€MOJIT JIIKApChKUX 3ac00iB 13 3aCTOCYBaHHIM
npenapatry KOMBOI'JII3A XR He mpoBoauiocs, Xoda MOMIOHI JOCHIIKEHHS MPOBOJUIUCS 13
3aCTOCYBAHHSAM OKPEMO CaKCarIiNTUHY Ta OKPEMO MET(HOPMiHY.

BuBuanucs B3aeMo/ii JiKapchbKuX 3ac001B 1070 €(EeKTUBHOCTI IIYKPO3HUKYBAJIbHOI aKTUBHOCTI:

- O1HOUYacHe 3aCTOCYBaHHS CaKCarJiNTHHY 3 MET(OPMIHOM YITOBUIBHEHOT'O BUBIILHEHHSI XBOPUM Ha
yKpoBUH miadet 2 tumy. [lonaBaHHs cakcariinTUHY 10 METHOPMIHY.

- KomOiHoBaHa Teparmis cakcarJinTHHOM 3 MeT(POPMIHOM YIOBIIBHEHOTO BHUBIIBHEHHS Ta
TJIITI3UI0M.

- KombiHoBaHa Tepamis cakcariinTHHOM 3 MeT(HOPMIHOM Ta CyJb(HOHIICEUOBHHOIO.

- KomOiHoBaHa Teparmisi cakcarjinTHHOM 3 KOMOIHAIIIE€I0 3 IHCYJIIHOM (3 HEraiHUM BHBUIbHEHHSIM
MeTgopmiHy abo 6e3 HbOTO).

- CakcarninTuH K KoMOiHOBaHa Teparlig 3 MeTdopmiHoM Ta iHri6itopom SGLT2.

In vitro anasi3 B3aeMoIii MiXK JIiIKapCBKUMH 3aC00aMu

VY nocnimpkeHHAX N VItro cakcariinTvH Ta HOro akTUBHHMN MeTabomit He npurHiuyBamun CYP1A2,
2A6, 2B6, 2C9, 2C19, 2D6, 2E1 a6o 3A4 Tta we ingykyBamn CYP1A2, 2B6, 2C9 abo 3A4. Otrxe,
HEMae MiJICTaB OYiKyBaTH, IO CAKCATJINTHH BIUIMBATMME Ha META0OJIUYHUHN KIIIPEHC JIIKApChKUX
3ac00iB, SIKI MPUIMAIOTBCS OJIHOYACHO Ta METa0OdI3yIOThCA 3a Yy4acTI0O LHUX (EPMEHTIB.
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Cakcarnintus — cyoctpat P-rinikonpoteiny (P-gp), ane He € 3HauHUM 1HT161TOpOM ab0 1HIYKTOPOM
P-rnikomnpoteiny.

O1iHOBaHHA B3aeMOoil 3 TIKApCbKUMU 3aco0aMHu in vivo

Tabnuys 1
BB oHOYAacHO BBEICHHX JTIKAPCHKUX 3aC001B HA CUCTEMHY €KCITO3UIIII0 CAKCATIINITUHY Ta HOTro
AKTUBHOTO METa0O0ITy (5-TiIpOKCUCAKCATTIINITHHY )

BigHomeHHs cepeHiX reOMETPUIHUX
Jlo3yBaHH 3HA4YE€Hb
OnHovacHO .
BBEICHHI OJTHOYACHO ﬂo3yBa§Hﬂ (BiHOIIICHHS 3/0€3 OJJHOYACHOTO BBEICHHS
Hbenapat BBE/ICHOTO CaKcarJinTuay* HpenapaTy)
perap npenapary* Bincytaicts edexty — 1,00
| AUCT | Crax
Kopekiiist 1o3yBaHHs HE mOTpiOHA
MeTtdopmin 1000 mr 100 mr Caxcarnminrua 0,98 0,79
S-rigpokcucakcarmnTtud | 0,99 0,88
I'mioypun CaxkcariinTug 0,98 1,08
P > Mr 10 mr S5-rizpokcucakcaraintud | HB HB
[TiormiTazou* 45 mr QD 10 mr QD Cakcarminrun 1,11 1,11
npotsiroM 10 | mpoTsirom 5 5-rizpokcucakcarmintud | HB HB
JHIB JTHIB
JIurokcuH 0,25 mr 10 mr QD Caxcarnmnrua 1,05 0,99
KOXHI 6 TO7; | mpOTsATOM 7 S5-rigpokcucakcarmnTtud | 1,06 1,02
B MEPIINIt JTHIB
JICHb,
JTaiti KOXKHI
12 roxg Ha
JPYTHI1 ICHb,
nami QD
IIPOTSTOM 5
JTHIB
Hanarnigmnosun | 10 Mr 5wMr Cakcarmintux 11% V7%
OJIHOPa30BO | OJIHOPa30BO S-TipoKcucakcarmntul | 19% 16%
CumBacratua | 40 mr QD 10 mr QD Cakcarnintua 1,12 1,21
MPOTSTOM § npotsrom 4 S-rizpoxcucakcarmintud | 1,02 1,08
JTHIB JTHIB
JunTiazeM 360 mr LA 10 mr Cakcarminrug 2,09 1,63
QD S5-rigpokcucakcarmintud | 0,66 0,57
IIPOTATOM 9
JTHIB
PI/I(I)aMHiH§ 600 mr QD 5 Mmr Caxcarminrun 0,24 0,47
MIPOTATOM 6 S5-rigpokcucakcarmintud | 1,03 1,39
JIHIB
Owmernpazon 40 mr QD 10 mr CakcarminTug 1,13 0,98
IIPOTATOM 5 S-rigpokcucakcarnintuH | HB HB
JTHIB
AJIOMIHIIO ATFOMIHIIO 10 mr CaxkcarminTug 0,97 0,74
rigpokcun + T1APOKCUT — S-rimpokcucakcarmintud | HB HB
MarHiro 2400 mT
rigpokcun + MarHiro
CUMETUKOH TIAPOKCHUT —
2400 mr
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CUMETUKOH —
240 mr

damoTnanu

40 mr

10 Mr

Cakcarmintux
S5-T1IpOKCUCAKCATTINTHH

1,03
HB

1,14
HB

Cain oomexxyBatu npuiiom npenapaty KOMBOIJII3A XR no3zyBanusm 2,5 mr/1000 mr ogus pas
Ha 100y, SKIIO HOTO 3aCTOCOBYIOTH OJHOYACHO 3 MOTYXHMMH iHTiOITOpamu CYP3A4/5 (nus.
po3nin «B3aemonis 3 iHIIUMHU JIIKAPCHKUMH 3aC00aMU Ta 1HIII BHJIU B3a€MOIii» Ta po3ain «Crocio
3aCTOCYBaHHS Ta J031»):

Kerokonason 200 mr BID 100 mr Caxkcarminrug 2,45 1,62
MPOTSITOM 9 S-rigpokcucakcarmnTtud | 0,12 0,05
IHIB

Kerokonazon 200 mr BID 20 mr Caxkcariintug 3,67 2,44
IIPOTArOM 7 S-rigpokcucakcarmintud | HB HB
JIHIB

* OI[HOpaSOBI/Iﬁ HpHﬁOM, SIKIIIO HC BKa3aHO 1HIIIE. I[03a CaKcaFJ'IiHTI/IHy 10 Mr He € cXBaJICHHM JAO3yBaHHIM.

T AUC = AUC(INF) mus mikapchbkux 3aco0iB, 1mo mpuiiManucs ogHopazoBo, Ta AUC = AUC(TAU) s

JIKapChKUX 3aCc00iB, IO MIPHHMAaIHCS 0araTopa3oBo.
1Y pe3ynbTaTH He BKIIOYCHO JIaHI OJTHOTO MAIliEHTA.

§ Pudamnin He BIUIMBaB Ha 1HrIOyBaHHS aKTHUBHOCTI munentuawinentuaazu-4 (AI111-4) miasmu npoTsarom

24-TonMHHOTO IHTEPBATY JO3YBaHHS.

HB — ne Busnauanu; QD — oqun pa3 Ha 100y; BID — nBiui Ha 100y; LA — TpuBanoi mii.

Tabauys 2
BruuB cakcarnintiHy Ha CUCTEMHY €KCITO3HIIII0 OJTHOYACHO BBEACHHX JIIKAPCHKUX 3aC001B
BinHONICHHST CepeHIX TEOMETPUIHUX
Jlo3yBaHHS 3HAaYCHb
OnHoYacHO :
BBCTCHI OJTHOYACHO H03yBagHﬂ (BimHOMICHHST  3/0€3  OJHOYACHOTO
Derapat BBEJICHOTO cakcarmntTuay* BBEJICHHSI npernapary)
pbenap npemnapary* BincyrHicts edekry — 1,00
| AUCT | Crmax
Kopekiiis 1o3yBaHHs He mOTpiOHA
Merdopmin 1000 mr 100 mr Merdopmin 1,20 1,09
['niGypun 5 mr 10 Mr ['niGypug 1,06 1,16
ITiormitazon* 45 mr QD 10 mr QD [Tiormitazon 1,08 1,14
npotsirom 10 AHIB | mpoTArom 5 I'apokcuniornitazon | HB HB
JTHIB
JluroxkcuH 0,25 mr KOXHI 6 10 mr QD Jluroxcun 1,06 1,09
roJl B IEPIIN MPOTATOM 7
JIeHb, IIHIB
KoxH1 12 rox Ha
JIPYTHI JIEHB,
nani QD
MIPOTATOM 5 JTHIB
CumBacTaTvH 40 mr QD 10 mr QD CumBacTaTiH 1,04 0,88
MPOTATOM 8§ JTHIB npotsrom 4 CHuMBacTaTHHOBA 1,16 1,00
ITHIB KHCJIOTa
JunTiazeM 360 mr LA QD 10 mr Jlunriazem 1,10 1,16
poTsIroM 9 nHIB
Kerokonason 200 mr BID 100 mr Kerokonazon 0,87 0,84
poTsAroM 9 nHiB
ETuninecrpanion | etuHinecrpamion — | 5 mr QD ETuninectpamion 1,07 0,98
ta Hoprectumar | 0,035 mr ta npotsrom 21 Hopenrectpomin 1,10 1,09
ITHS Hoprecrpen 1,13 1,17
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HOprecTumMar —
0,250 mr
npotsarom 21 nHs
* OnHOpa30BUH MPHUHOM, SIKIIO HE BKa3zaHo iHie. J[o3a cakcarminTuHy 10 Mr He € CXBaJeHUM JO3YBaHHSIM.

¥ AUC = AUC(INF) mnst mikapchbkux 3aco0iB, 1o npuiiManucs ogHopa3oBo, Ta AUC = AUC(TAU) mns
JIKapChKUX 3aCc00iB, IO MIPHHMAaIHCS O0araTopa3oBo.

1Y pe3ynbTaTi BKIFOYEHO JaHi BCiX MAIli€HTIB.

HB — ne Buznauanu; QD — onuH pa3 na 100y; BID — agiui Ha 100y; LA — TpuBanoi aii.

Tabnuys 3
BB oHOYAaCHO BBEIEHHX JIIKAPCHKUX 3aCO0IB HA IJIa3MOBY CUCTEMHY €KCITO3HIIII0 MET(HOPMiHY

BinHOmICHHS cCepeHIX TEOMETPUIHUX
Jlo3yBaHHS 3Ha4YeHb
OnHovacHoO )
BBETCHH OJTHOYACHO I[03yBa§Ha (BimHOWICHHS 3/0€3 OJTHOYACHOTO
npemapat BBEJICHOTO cakcarmnrTuny* BBEJICHHSI npemnapary)
npemnapary* Bincyrnicts edekry — 1,00
| AUCT | Cmax
Kopekuis 103yBaHHs HE MOTPiOHA
I'miGypun 5 wmr 850 mr Merdhopmin 0,91% 0,93¢
dypocemin 40 mr 850 mr Merdhopmin 1,09% 1,224
Hidbeaumin 10 mr 850 mr Metdopmin 1,16 1,21
[Tponpanoon 40 mr 850 mr Merdhopmin 0,90 0,94
[6ynpoden 400 mr 850 mr Metdopmin 1,05% 1,07+
Jlikapcpki 3aco0M, IO BUBOJATHCS LUIAXOM HUPKOBOI KaHAJbLIEBOI CeKpelii, MOXyTh
301IBpIIYBaTH HaKoNMUYeHHs MeT(opminy (auB. po3nin «B3aemomis 3 1HIIUMH JTiKapChKUMHU
3aco0aMu Ta 1HII BUJIM B3aEMOIIN).
Humeruaux | 400 mr | 850 Mr | Merdopmin 1140 [161
* MeT¢opMiH Ta OTHOYACHO 3aCTOCOBYBaHI JIIKapChKi 3aCO0M MPUIMAITHCS OTHOPA30BO.
T AUC = AUC(INF)
1 BigHoIIeHHS cepeiHiX apuMETHYHHX 3HAYCHb
Tabnuys 4
Brnue MeTdopMiHy Ha CUCTEMHY €KCITO3HIIII0 OHOYACHO BBEIEHUX JIKApChKUX 3ac00iB
BigHomeHHs cepenHiX TIeOMEeTpUYHUX
Jlo3yBaHHA 3HA4YE€Hb
OpnovacHO .
N — OJIHOYACHO I[O3YBaI-'IH}I (BiHOIIICHHS 3/663 OJIHOYAaCHOTO
npemapar BBEJICHOTO cakcarjinTuHy* BBE/ICHHS MeT(HOPMIHY)
npemnapary* BincytHicTs edpekty — 1,00
‘ AUCT ‘ Crmax
Kopekuis 103yBaHHs HEe OTPiOHA
['miGypun 5 Mr 850 mr [miGypun 0,78* 0,63*
dypoceMif 40 Mr 850 mr dypoceMing 0,87+ 0,69*
Hipeaunin 10 mr 850 mr Hideaunin 1,108 1,08
I[Tponpanonon 40 mr 850 mr [IponpaHoo 1,018 1,02
[6ynpoden 400 Mr 850 mr I6ynpoden 0,977 [1,017
[umern e 400 mr 850 mr [umeTnaua 0,95% 1,01

* MeT¢opMiH Ta 0THOYACHO 3aCTOCOBYBAaHI JIKapCchKi 3ac00M MPUMMAIHCS OAHOPA30BO.
1+ AUC = AUC(INF), six1io He BKa3aHo iHIIe.
1 BigHOIIEHHS cepe/iHiX apu(METHIHNUX 3HA4YeHb, p-3HaueHHs BinMiHHOCTI <0,05.
§ Hoeimomiserscss AUC(0-24 rox).
| BigHoweHHs cepeaHix apudMEeTHUHUX 3HAYCHb.
IHoryxHi iaridiTopu dbepmentis CYP3A4/5

KerokoHa3zosl CyTTe€BO MiJBHMILYBaB E€KCIO3MIII0 cakcariminTtuny. [lomiOHe 3Ha4yHE 3pOCTaHHs
IJ1a3MOBUX KOHIEHTpAIl CaKCarJiNTUHY OYIKYEThCS B pasl 3aCTOCYBAHHS IHIIUX MOTYXHHX
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iHTi01TOpiB CYP3A4/5 (Takmx sk ara3zaHaBip, KJIApUTPOMIIIMH, IHAMHABIP, ITpaKOHA30J1, He(ha30/10H,
HendiHaBip, PUTOHABIp, CAKBiHABIp Ta TENITPOMILMH). Y pa3i OJHOYACHOTO 3aCTOCYBAaHHS 3
noTy>kHuM 1HTiI6iTOpoM CYP3A4/5 no3a cakcariinThHY HE NMOBUHHA MEPEBHINYBATH 2,5 MT (IIUB.
po3nin «Croci6 3acTocyBaHHS Ta 1031W» Ta «PapMaKOKIHETHKA).

[Hri6iTopu kapOoaHriapazu

Tomipamar abo iHmi iHriGiTopu kapOoaHrizpasu (HampukiIan 30HIcaMmija, ameraszonamia ado
nuxyiopdeHaMisl) 4acTo CHPUYMHSIOTH 3HIDIKEHHS PIiBHIB OikapOOHATy CHpPOBATKH Ta 1HAYKYIOTh
HEaHIOHHMI 1HTEpBaJ, TIMOXJIOpEeMiYyHHH MeTabomiyHui anmmuao3. OJHOYACHE 3aCTOCYBAHHS IHX
nmikapcbkux 3aco0iB 3 mpemaparoMm KOMBOIJII3A XR Moke MiABUIIYBAaTH PHU3HK PO3BUTKY
JAKTOAINI03Y.

JlikapcbKi 3aco0u, 1110 3HUKYIOTh KJIIPEHC METHOpMiHY

OpHOoYyacHe 3aCTOCYBaHHS JIKAapCHKUX 3aco0iB, sKi BHUBOASATHCS 3a JOIMOMOTOK) HHUPKOBOI
KaHaJbLIEBOI CEKpelii, 3aAisHO1 y BHMBEICHHI MeT(GOpMIHY HUpPKaMH (HANpHKIAJ TpaHCIOpTEp
opraniynux katioHiB-2 [TOK-2] / iHribiTopu MHOXHHHOI €KCTPY3ii JIKapChKUX 3aCO0IB 1 TOKCUHIB
[MATE], Takux sk paHoJia3uH, BaHACTAaHIO, JOJyTErpaBip 1 MUMETHUINH), MOXYTh TIPU3BOJIUTH 10
3pOCTaHHS CUCTEMHOI eKCIO3HUIlii MeT(GOpMiHY Ta HiABHIIEHHS PHU3UKY PO3BHUTKY JAKTOAIUI03Y
(muB. posnin «®apmakokiHeTHka»). Ciil peTenbHO 3BaKUTH KOPUCTh Ta PU3UKU OJHOYACHOTO
3aCTOCYBaHHS ITUX MpENapaTiB.

AJIKOroJIb

[TigBHUIIEHHS PU3HKY JTAKTOAIMI03Y ITiJT Yac aJIKOTOJIbHOT IHTOKCHKAILi1, 0COOIMBO MPH TOJIOTYyBaHHI,
HeZoigaHHi abo mopyuieHHI (YHKIIT MEYiHKH, MOB’A3aHe 3 HASBHICTIO METHOpMiHY B CKIIAIl
npenapatry KOMBOI'JII3A XR. Crnij yHHKaTH BKMBaHHS AJKOTOJNIO Ta JIKApChKHUX 3ac00iB, IO
MICTSITh CITUPT.

3acmocysanis 110008MICHUX KOHMPACMHUX NPEnapamis

BHyTpimHboCyAMHHE BBEIEHHS HOJOBMICHUX KOHTPAaCTHUX PEUOBHH MOYKE BUKJIMKATH KOHTpAcCT-
iHAyKOBaHy Hepomaritoo, MO MPU3BOAUTH O HAKONMYEHHS MEeT(GOpMiHy Ta 30UIBLICHHS PU3HKY
po3BuTKy JakToanuao3y. [Ipuitom npenapary KOMBOI'JII3A XR cnig npunuHUTH 10 260 i 9ac
MPOBEJICHHST TPOIEAYPH Bi3dyallizaimii Ta HE TMOHOBIIOBATH paHille HiX udepe3 48 ToAwH Mmicis
MIPOLIEYPH, JIUIIIE TICIs OBTOPHOT OIL[IHKY Ta BCTAHOBIIEHHS CTa01IbHOTO CTaHy (DYHKIIIT HUPOK.
CTUMYIATOPHU CeKpellii iHCYITiHY a00 iHCYiH

Y JocmiKEeHHSX CaKCarJliNTUHY MpU JOJaBaHHI CTUMYJATOPIB CEKpelii IHCYNiHY, TaKHX SK
CyJb(OHUICEYOBHHA, YACTIIIE CIIOCTEPIralucs TIMOIJIKeMii, MOPIBHSAHO 3 TaKUMHU IpPU MpHHOMI
wiane6o. OTKe, TMNpU  3aCTOCYBaHHI  CTUMYJATOPIB  cekpelii  1HCYJiHy  (HampuKian
CyJb(OHIIICEYOBUHHU) 200 1HCYIIHY MOXe OyTH MOTpiOHE 3MEHIICHHS JI03M CTUMYJISITOpa CeKperii
1HCYiHY a00 IHCYJIiHY, 11100 3BE€CTH J0 MiHIMYMY PU3HK TiIOIIIIKEMIi.

3acToCyBaHHs 1HIIUX JIKapChbKUX 3aC00iB

Jlesiki JiKkapchKi 3ac00M MOXKYTh 3YMOBIIIOBAaTH CXUJIBHICTH J0 PO3BUTKY TilEpriIiKeMii Ta MOXYThb
CHPHUATH BTpPATI KOHTPOJIIO 32 PIBHEM IUIIOKO3U B KpoOBi. Jl0 Takux JIIKapChKUX 3ac001B HajlekKaTh
Tia3uJM Ta iHIII JlypeTUKH, KOPTUKOCTEPOinu, GeHOTIa3uHM, IpenapaTH TOPMOHIB HIMTONOAI0HOT
3aJI03M, €CTPOTeHU, OpalibHI KOHTpAIENTUBH, (EHITOIH, HIKOTHHOBA KUCJIOTa, CHMIATOMIMETHKH,
OJoKaTopu KajbllieBUX KaHaJIB Ta 130HIA3MJ. SIKIIO Taki JIKapchKi 3acO0M MPU3HAYAIOTHCS
nauieHTy, sskuii npuiimae npenapat KOMBOI'JII3A XR, HeoOx1aHO MUIBHO CIIOCTEPITraTh CTOCOBHO
O3HAaK BTpPaTH KOHTPOIIO 3a TiikeMiero. SIKIIO Taki JiKapchKi 3acO0M BIAMIHSIOTH MAIIEHTY, SKUN
npuiiMae nipenapat KOMBOTIJII3A XR, maiieHT moTpedye peTenbHOro CIOCTEPEKEHHSI CTOCOBHO
PO3BHUTKY CUMIITOMIB TiMOTJiKEMil.

Jlesiki nikapchKi 3aco0M MOXKYTh HETaTMBHO BIUIMBATH Ha (YHKIIIO HUPOK, 110 MOKE 30UIBLINTH
PU3UK pO3BUTKY JlakTroauuaosy, Hanpukman HII3IL, Bximrouatoun ceiaekTHBHI 1HTIOITOpPH
uukinookeurenazu (LIOI) I, inri6itopm AII®D, anrtaronictu penentopiB anrioteHsuny Il Tta
JlypeTuKH, OCOOJIIMBO METIhOBI AlypeTuku. HeoOXinHe perenbHE CIOCTEPEeKEHHsS 3a (PYHKIIEIO
HUPOK Ha I[OYaTKy Ta MPOTIrOM 3aCTOCYBAaHHSA TaKUX JIKapChbKuUX 3aco0iB y KoMmOiHamii 3
MET(QOPMIHOM.
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Ocoonueocmi 3acmocy8amnnsi.

Jlakroanuaos

JlakToarnumo3 — 1e AyKe piJKicHe, aje cepio3He MeTaboiuHe YCKIIaJHEHHs, HailuacTile BUHUKAE
IpU Pi3KOMY MOTipmIeHH] (QyHKIIT HUPOK ab0 3aXBOPIOBAHHAX KapIiOpecmipaTOpHOI CUCTEMH, abo
cencuci. HakonnyenHss meTdopmiHy BiIOyBa€ThCS IPH PI3KOMY MOTipIIeHHI (YHKINI HUPOK 31
30UTBIICHHSM PU3HUKY PO3BUTKY JAKTOAIMIO3Y.

V pasi nerigparaiii (Tsbkka giapest abo OJIFOBaHHSI, rapsSyvKa, kap, SMEHIICHHS CIIOKUBAHHS PiMHH)
CJIiJ] TAMYACOBO MPUITMHUTH JIIKYBaHHS IIUM JIKapChKUM 3aCO00M 1 peKOMEHAYEThCS 3BEPHYTHCS 10
MEIUYHUX MPaIliBHUKIB.

VY micnapeectpaniitnuii nepion Oyiau BUMaIKd MET(HOPMIH-aCOLIHOBAHOTO JAKTOAIMI03Y, B TOMY
gyucal JetanbHi. LI BUmagku XapakrepusyBalucs HENOMITHUM IOYAaTKOM 1 CYIPOBOJKYBalIHUCA
TAaKUMH HECTeNU(IYHUME CUMITOMAaMH, SIK 3arajibHe HE3My)KaHHS, Mianris, Oilb y KHBOTI,
pecripaTopHU TUCTpec ad0 MiABUIIEHA COHJIMBICTh; OJHAK TIITOTEPMIs, apTepiajbHa TIMOTEH31s Ta
pe3UCTEHTHA OpaluapuTMisi CIIOCTEPITAIUCS JIUIIE Y Pa3i TSHKKOTO aluI03y.

Jlikapchki 3aco0H, SIKI MOXKYTh IIBHJIKO MOTIPITUTH (PYHKIIIF0O HUPOK (Taki SK aHTUTINEPTCH3WBHI
3aco0wu, niyperuxu ta HII3II), ciig mounHaTH npuitMaT 3 00epekHICTIO Nali€eHTaM, SKi JIKYITbCs
MeTgopMmiHOM. [HIII akTopu PU3MKY PO3BUTKY JIAKTOALMJ03Y — HAAMIpHE BXKMBAHHS AJIKOTOJIO,
MEYiHKOBA HEJOCTATHICTh, IIOTaHO KOHTPOJIBOBAHUM /11a0eT, KeT03, TPUBAJIE TOJIOAYBaHHS Ta Oyab-
SK1 CTaHU, 10 CYMPOBOJIKYIOTHCS TIIMOKCI€I0, @ TAKOK OJHOYACHE 3aCTOCYBAHHS JIIKAPChKUX 3aC001B,
SIKI MOXKYTh BUKITUKATH JIAKTOAIHIO3.

MertdopmiH-acoriiioBaHU JTaKTOALU103 XapaKTEPU3y€EThCS MM1JIBUILLICHHAM KOHLIEHTpALl] JIaKTaTy B
KpOBi (> 5 MMOJB/IT), anuI030M 3 aHIOHHUM iHTEepBasoM (03 03HaK KETOHYpii 4 KeToHeMii) Ta
3pOCTaHHSAM CITiBBiAHOIICHHS JIAKTAT/TIIPYyBaT, a TAKOX IiIBUILIEHHSAM PiBHIB MeTHOPMIHY B IIa3Mi
KpOBi 3a3BUYail > 5 MKr/mMi1. MeTgOpMiH 3MEHIIy€E MOTIIMHAHHS JIAKTATy MEeYiHKOI0, BHACHIIOK YOTO
3pOCTalOTh PIBHI JIAKTaTy B KPOBI, MIJABHILYIOUM PU3UK PO3BUTKY JIAKTOAIMI03Y, OCOOIMBO Y
MAIEHTIB TPYIl PU3HKY.

3a HasBHOCTI IMiJI03pH Ha MET(POPMIH-aCOIIHOBAHHMH JTAKTOAIIUI03 CJIiJI HETAMHO BXKUTH 3arajibHUX
NiATPUMYBAIBHUAX 3aXOJiB B YMOBAax JIKapHSIHOTO CTalllOHapy, a TaKOX HEraHO BiIMIHUTH
npernapatr KOMBOI'JII3A XR.

[Mamientam, sxi npuitmarots npenapat KOMBOIJII3A XR, 3 giarHocroBanuM abo 0OTIpyHTOBaHO
[i03pIOBAaHUM JIAKTOALUA030M PEKOMEHJIY€ThCsl HErailHe INpOBEJNEHHS TIeMOAIali3y 3 MeETOIo
KOpeKIii anuao3y Ta BHUBEACHHS HAKOMUYEHOro MeTPOpMiHY (MET(OPMIHY TiIPOXJIOPHI
BUBOJUTHCS MUIAXOM Jiamizy 3 KiaipeHcoM A0 170 MII/XBUJIMHY 3a YMOBH 3aJIOBUIBHOI
reMoauHamikn). I'emosiani3 yacto 3abe3neuye yCyHeHHsI CHMITOMIB Ta OJ1y>KaHHS.

[NamieHTiB Ta wWwieHIB iXHIX ciMell HEOOXiJHO MONEPEeIUTH MPO CUMOTOMH JIAKTOALUA03Y Ta PO
HeoOx1aHicTh npunuHUTH npuiioMm npenapaty KOMBOIJII3A XR 1 3BepHyTHCS 70 JiKaps B pasi
MOSIBU LIUX CUMIITOMIB.

[TamienTn Ta/abo OMIKyHM MOBHMHHI OyTH NMPOIH(POPMOBaHI MPO PU3UK PO3BUTKY JAKTOALMJIO3Y.
JIakToanu/103 XapakTepu3yeThCs alUI03HOK 3aJMIIKOI0, 0OJIEM Y JKHBOTI, M’ SI30BUMH CIIa3MaMH,
aCTEHI€I0 Ta TINOTEepPMI€I0 3 MOJANbIIMM PO3BUTKOM KOMHU. [Ipu mifo3pi Ha pPO3BUTOK TaKHX
CHUMIITOMIB HEOOXiAHO mnpunuHUTH 3actocyBaHHs mnpenapaty KOMBOIJII3A XR 1 HeraitHO
3BEPHYTHUCS 3a MEIAMYHOIO0 Jomomororo. JlaboparopHi mokasHuku: 3HKEeHHs pH kposi (< 7,35),
M1ABUILEHHS JIa3MaTUYHOI KOHIIEHTpaLlii JJAKTaTy BUIIE 5 MMOJIB/JI, @ TAKOXK 301JIbIIIEHHS aHIOHHOTO
MIPOMIXKKY 1 CIIBBIJHOILIEHHS JIAKTAT/MIpyBar.

Hwmxue HaBeeHO peKoMeHAallii 010 3HIKEHHS pU3UKY Ta JIIKyBaHHS MeT(OpMiH-acoIliiioBaHOTO
JIAKTOAIMI03Y JUIsl KOSKHOTO 3 BIJOMUX Ta MOXKIIUBUX (PAKTOPIB PU3UKY.

LHopywennsa gyukyii nupok. Y micaspeecTpaliiHuil mepiof] BUMAAKH MeT(HOPMiH-acoLiiOBaHOTO
JIAKTOAIMI03y CIOCTEpIraucs MepeBakHO B MAlI€HTIB 31 3HAYHUM MOPYIIEHHSAM (DyHKIIII HUPOK.
Pusuk Hakonmu4eHHs METQOPMiHY Ta PO3BUTKY MET(POPMiH-aCOLIHOBAHOTO JIAKTOAIMI03Y 3POCTaE 31
3pOCTaHHSAM TSKKOCTI MOPYIIEHHS (YHKIIT HUPOK, OCKIJIBKA MET(OPMIH BUBOAMUTHCS MEPEBAKHO
HUpKaMu. Hukue HaBeZeHO KIIIHIYHI peKOMEHJalil 3ae)XHO BiJl (YHKIIT HUPOK Hali€HTa (IHB.
po3ain «DapMaKkOKiHETHKAY ).
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- Ilepem mowarkom mikyBanHsa mnpernapatoM KOMBOIJII3A XR Bu3HauYTe pPO3paxyHKOBY
MIBUKICTH KITy00ukoBoi ¢inbrpartii (plIIIKD).

- IIpemapar KOMBOIJII3A XR nporunokasanuii namienaram 3 plIK® <30 mn/xs/1,73 M2,

Posnounnaru 3actocyBanns npenapaty KOMBOIJII3A XR mamientam 3 plIK® Bix 30 no 45

Mit/xB/1,73 M? He PEKOMEHLY€ThCS.

- ¥V Bcix narmienTiB, aki npuiimarore npenapar KOMBOITJII3A XR, plIK® cnig ominroBatu
[IOHAMMEHIIIE MOPIiYHO. Y TAIliE€HTIB 3 MiJBUIICHUM PU3UKOM PO3BUTKY MOpYIICHHS (DyHKIIIi
HUPOK (HaMpHKIIAJ y HAIliEHTIB JITHHOTO BiKY) (DYHKIIIO HUPOK CJIiJ] OIIHFOBATH YacTiIle.

- Jlnsa nartienTis, siki nmpuiiMaroth ipenapat KOMBOIJII3A XR, uni nokazauku plIIK® Huxkue 45
M1/xB/1,73 M%, HeOOXiJHO OLIHUTH KOPHCTh Ta PUSHK MPOIOBKEHHS TEPAIlii.

Bszaemooia 3 inwumu aikapcokumu 3acobamu. Onaodacue 3acrocyBanns npenapaty KOMBOI'JII3A
XR 3 nesKuMU IHIIMMU JTIKapChKUMHU 3ac00aMU MOYKE 3yMOBUTH MiABUILEHHS PU3UKY MET(HOPMiH-
acolifOBaHOr0 JIAKTOAIMU03Yy; L€ CTOCYEThCS IMpenapariB, 110 MOTIPUIYIOTh (YHKIIIO HHUPOK,
3YMOBJIIOIOTh 3HAYH1 3MiHU KPOBOOOITY, BIUIMBAIOTh HA KUCIOTHO-ITY>KHY PIBHOBAry abo moCHITIOIOTh
HaKoNmM4YeHHs MeThopMiHy (AuB. po3ain «B3aemois 3 IHIIUMH JTIKaPCHKUMH 3aC00aMU Ta 1HII BUAH
B3aeMoIiii»). OTxe, Taki MaieHTH NOTPEOYyIOTh OUTBII YaCTOTO MOHITOPUHTY.

Bix nonao 65 pokie. Pusuk MeT(hopMiH-acoIii{OBaHOTO JIAKTOALM03Y 3POCTA€ 3 BIKOM MAlli€HTA,
OCKUTBPKM y TAIE€HTIB JITHBOTO BiKy MOpyHIeHHs (DyHKIIT MediHKA, HUPOK abo cepus € OiibIn
WMOBIpHUMH, HI)K Yy MAIIEHTIB MOJIOAMIOrO BiKy. DYHKIII0O HUPOK Yy MAlli€HTIB JITHHOTO BIKY CIij
OIIIHIOBATH YaCTIIIIe.

Penmeenonociuni docnidoicennss 3 xonmpacmyeanuam. JloCHiaKeHHS 13 BHYTPIIIHbOCYIUHHUM
BBEJICHHAM HOJIOBAHUX KOHTPACTHUX PEUYOBHH MOXYThb INMPHU3BOIUTH 10 TOCTPOTO MOTIpIICHHS
HUPKOBOI (hyHKILIT Ta OyJIU MOB’s3aH1 3 JAKTOAIUI030M Yy MAlI€HTIB, SIKI OTPUMYBAIU MET()OPMiH.
[Mpemapar KOMBOI'JII3A XR cmig THMYacoBO BiAMIHMTH Tij 4ac abo mepen MpOBEACHHSIM
MpoLEeaypH Bi3yalizailii 3 BUKOPUCTaHHSAM HOJOBAHOTO KOHTpAcTHOro 3acoly mamieHtam 3 pLIK®
Bix 30 10 60 M1/xB/1,73 M2, 3aXBOPIOBAHHSAM IIEUiHKH, ATKOTOII3MOM a0 CEpIIEBOI0 HEIOCTATHICTIO
B AaHaMHe3l, a TaKOX TMallleHTaM, SKUM WOJOBMICHUNW KOHTPAaCTHHM 3aci0 BBOJUTHUMYTh
iHTpaaprepianbHo. [lpuiloM mnpemapary pO3MOYMHAETBCS 3HOBY TINBKH TICHS TOBTOPHOTO
OLIIHIOBAaHHSI HUPKOBOiI (YHKIT yepe3 48 roauH micis MpoueAypH Bidyanlizallii Ta MmiaTBEpIKEHHS
TOTO, 1110 (PYHKIIISI HUPOK CTaOUIbHA.
Xipypeiuni empyuanns ma iHwi npoyedypu. YTPUMaHHS BiJl BXKUBaHHS 1KI Ta PIAMH MiJ 4ac
XIpypriYHoro BTpy4aHHs a00 1HIIMX MPOLEAYpP MOXKE 3yMOBUTH MIJIBUILIEHHS PU3UKY Jeriapararii,
apTepiaibHOI TinoTeHs3ii Ta nopymeHHs ¢yHkuii Hupok. IIpuitom nmpenapary KOMBOIJII3A XR
CJI1JT TAMYACOBO MPU3YIHUHUTH Ha Mep10/] 0OMEKEHHS CIOXKUBAaHHS MAlllEHTOM 1K1 Ta PiIUHU.
Llinokcuuni _cmanu. Y micnsgpeecTpauifHuil mepion Oyjno Kinbka BHUMAIKIB MeT(OpMiH-
acoIliiiOBaHOTO JIAKTOAIMI03y Ha (OHI TOCTpPOi 3acTIMHOI CepleBOi HEAOCTATHOCTI (IO
CYNIPOBOJXYBajacs, 30Kpema, rinonepdysi€eto Ta rinokcemiero). CepreBo-CyAMHHUNA KoJarnc (II0K),
rocTpuil iIHQapKT MioKapAa, CENCUC Ta 1HILI CTaHU, aCOLIHOBaHI 3 TIOKCEMIEI0, CYITPOBOIKYIOTHCS
PO3BUTKOM JIAKTOAIMI03Y 1 TAKOK MOXKYTh CIIPUYMHHUTHU MPEPEHANIbHY a30TeMit0. Y TaKUX BUMAAKaX
ciiJl npunuHuTH JNikyBaHHs npenapatom KOMBOIJII3A XR.

3nosorcusanns_ankozonem. AJKOTONb MOCUIIOE BIUIMB MET(OPMiHY Ha MeTaboIli3M JIaKTaTy, ILIO0
MOK€ HPHU3BECTH 10 MiJBHUILEHHS PU3MKY PO3BUTKY METPOPMIH-ACOLIHOBAHOTO JAKTOAIMI03Y.
[TarieHTiB Cc1ij MonepeHKaTH Mpo Te, 110 HE MOKHA 3JI0BKUBATH AJIKOT0JIeM, IPUIMalouu mpenapar
KOMBOI'JII3A XR.

LHopywenna @yukyii neuinky. Y Tali€HTIB 3 MNOpPYyIIEHHIM (YHKIIT NMe4iHKH OyIu BHIAIKU
MeT(OopMIH-acOoIIHOBaHOTO JlakToanu103y. [IpudyrHO0 MOTIIO OyTH OPYIICHHS KIIPEHCY JIAKTaTy,
110 TIPU3BEJIO JI0 MMiIBUIIICHHS PiBHIB JaKTaTy B KpoBi. TOMy Ciil yHHUKATH 3aCTOCYBaHHS IIpemapaTy
KOMBOI'JII3A XR mnamieHTam 13 KIIHIYHUMH a00 J1aOOpaTOpHUMH O3HAaKaMU 3aXBOPIOBAHHS
MEYiHKH.

locTpuit naHKpeaTuT
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3a yac MOCTMApKETHHTOBHUX JOCIIHKEHb OyJIM OTpUMaH1 MOBIIOMJICHHS TIPO TOCTPHI MTAHKPEATHT.
[MamienTiB cmig npoiHGopMyBaTH MPO XapaKTEpHI CHUMITOMH TOCTPOrO HaHKPEATHTYy, 30KpeMa
CTIHKHMI, CHUIBHUK OUTb Yy JKMBOTI. 3a HAsABHOCTI MIJO3pH HA TMaHKPEATHUT CJiJ MPUTTAHUATH
3aCTOCYBAaHHSA IIHOTO JIKApPChKOTO 3ac00y; MpH MiATBEPPKEHH] JiarH03y TOCTPOro MaHKPEaTUTy He
CJII/I TIOHOBJIFOBATH 3aCTOCYyBaHHs mpemnapary. Ciig J0TpUMyBaTHCS 00€pEKHOCTI MPH JTIKyBaHHI
MAIi€HTIB 3 MaHKpeaTuTOM B aHaMHe3i. [Ipu 3acTocyBaHHI CakcarJinTHHY y MHiCIaspeecTpariiiHui
niepio Oy CIOHTaHHI TTOBIJJOMJICHHSI TIPO TaKy MOOIYHY peakIlito, K rocTpuil mankpeatut. [Ticis
noyatky JikyBanHs npernaparom KOMBOI'JII3A XR ciij cnoctepiratu 3a CTaHOM MAIIEHTA 1010
O3HAK Ta CUMIITOMIB [TAaHKPEATUTY.

CepliieBa HEJIOCTATHICTD

VY nocmimkenni SAVOR wacrora rocmitanmizaiiii yepe3 ceprieBy HEAOCTATHICTh Y MAIIE€HTIB, sKi
3aCTOCOBYBAJIM CAKCAIrMINTHH, OyJia BUIIO0, HIX Y TUX, XTO OTPUMYBaB Iu1ane0o, xouya NpUIHHHO-
HaCJIIKOBUH 3B 30K BcTaHOBJIEHUH He OyB. IlamieHTH 3 ceplieBor0 HEJOCTATHICTIO B aHAaMHE31 Ta
MAIi€eHTH 3 MOPYIIEHHAM (DYHKIIT HUPOK Majiil BUIIMH PU3MK TOCHiTami3amii 3 IpUBOILY CepueBoi
HE/I0CTaTHOCTI HE3aJIeKHO B1Jl IPU3HAYEHOTO JTIKYBaHHS.

Crin 000B’13K0BO 3BRKUTH PU3UKHU Ta KOPUCTH Bif JikyBaHHs npenapatom KOMBOIJII3A XR as
TMAaIIE€HTIB 3 TMABUIIIECHUM PH3UKOM CepIieBOi HepocTaTHOCTI. [1ig yac Teparii moTpiOHO 3a0e3meunT
CIIOCTEPEKEHHS 32 CTAHOM MAIliEHTA 11010 03HAK Ta CUMIITOMIB ceprieBoi HemocTaTHOCTI. [larienTiB
CJIiJi O3HAWOMMTHU 3 TUIIOBUMM CHMITOMAaMM CEpLEBOi HEAOCTATHOCTI Ta MOPaJUTH iM HeraiHo
MOBIIOMJISITH TIPO TaKi CHMITOMH. SIKIIO PpO3BUBAETHCS CEplieBAa HENOCTATHICTh, IOTpPIOHE
00CTEe)XEHHS Ta JIKyBaHHS 3T1THO 3 CYYaCHUMHU CTaHJIapPTaMU; CJI1JI PO3TIITHYTH MOXKIIUBICTh BIAMIHH
npenapaty KOMBOI'JII3A XR.

KonnenTpariii Bitaminy Bio

[TpubmusHo y 7% mNaIieHTiB y CHPOBATIII KPOBI CIIOCTEPIiraiocst 3HWKEHHSI KOHLIEHTPAIlil BiTaMiHy
B2, sixa panime BiJmoBifana HOpMI, 0 CyOHOpPMalbHUX PiBHIB 0e3 KIIiHIYHHUX MposiBiB. [loaiouHe
3HIDKCHHS, MOJIMBO, 3 TPUYMHU BIUIMBY HAa BCMOKTYBaHHS BiTaMiHy Bi2 13 KoMmIuiekcy
BHYTPIIIHBOTO (akTopa-B12, myxe piako MoB’s3aHe 3 aHEMI€IO Ta MIBUAKO PETrpecye Micis BiIMIHU
MeT(hOopMiHy ab0 MPU3HAYCHHS JTO0ABOK, IO MICTATh BiTamiH Bio. Ilamientam, ski mpHiiMarOTh
npenapatr KOMBOI'JII3A XR, pekoMeHI0BaHO HIOPIYHO POOWTH 3aralibHHUM KIIHIYHUI aHami3
KpOBi, a Oy/b-5IKi BIIXMJICHHS HEOOXIHO BIJIOBIIHUM YHHOM 3’SCYBaTH Ta JIKYBaTH (IUB. PO3/LI
«IToGiuHi peaxiii»).

Hesiki moau (Ti, XTO CIHOXKHMBA€ HEIOCTAaTHHO BiTamiHy Biz a0o kambIlito, a TakoX Ti, B KOTO IIi
PEUOBHHHU MOTAHO BCMOKTYIOTBHCS), BOUEBU/Ib, € OLIBII CXUIBHUMHU JIO PO3BUTKY CyOHOpMalbHUX
piBHIB BiTaMiHy Bi2. Jlng Takux mami€eHTiB Mo)ke OyTH KOPHCHHMM DETYJISipHE BU3HAYEHHS PIBHIB
BiTaMiHy B12 y cupoBaTii 3 2- a60 3-piyHUM IHTEPBAIOM.

3MiHa KJIIHIYHOIO CTaHy HMAI€HTIB 3 paHillle KOHTPOJILOBAHUM IIYKPOBUM A1a0eTOM 2 THITY

SIkmio B marieHTa 3 pasiue 100pe KOHTPOJbOoBaHUM Ha (oHi npuitomy npenapaty KOMBOIJII3A
XR mykpoBuMm aiaberom 2 TUMY 3 SBISIOTHCS BIAXUICHHS Bl HOPMH J1a00paTOPHUX MTOKA3HUKIB 200
3aXBOPIOBAHH 3 KJIIHIYHUMH IpOsiBaMH (0COOIMBO HEBU3HAYEHOT0 200 HEOCTaTHHO BU3HAYEHOI'O
XapakTepy), CIiJ HEraiHO TPOBECTH OOCTEKEHHS MIOJ0 BHUSBICHHS O3HAaK KETOAUA03y abo
nakToanuao3y. OOCTe)KEeHHS Ma€ CKIIaaTUCS 3 BU3HAYCHHS PIBHIB €JIEKTPOJITIB Ta KETOHOBUX TNl Y
CHpOBATIIl KPOBI, pIBHSI IIFOKO3U KPOBI Ta, 32 HAasBHOCTI MOKa3aHb, pH Ta piBHIB JaKTary, mipyBaTy
i MeTdopMmiHy B KpoBi. SIKIIO po3BUBaeThcad Oynb-sika (Gopma anuao3y, HEOOXiAHO HeramHo
BimMiHuTH npenapar KOMBOIJII3A XR Ta po3nodaty iHIII BiANOBIHI KOPUTYBaJIbHI 3aX0/H.
linoraikemist Ha (OHI OJIHOYACHOTO 3aCTOCYBaHHS CYJIb(OHIJICEYOBUHHU a00 IHCYIIIHY
Caxkcazninmun

V pasi 3acTocyBaHHs CakcarJinTHHY B KOMOIHAIT 3 CYIb(OHIJICEYOBUHOIO a00 1HCYIiHOM (JIiIKaMHu,
3JaTHUMHU CIPUYMHATH TINOMIIKEMII0) YacToTa BHIIAJKIB MIATBEP/PKEHOI rinmoriikeMii Oyia
1ABHUILEHOIO MOPIBHSHO 3 TAKOO MPH NpuiioMi Mmianedo B KoMOiHaLii 3 CyIb()OHIICEHOBUHOIO 200
iHcyniHOM (auB. po3ain «[lob6iuni peakiii»). Tomy y pasi 3acTOCYyBaHHSI CTUMYJISTOPIB CEKperii
iHCYyiHY 200 iHCyniHy B KoMmOiHaii 3 mpenapatoM KOMBOI'JII3A XR mMoke BUHUKHYTH 1T0Tpeda y
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3MEHIIICHHI 1031 CTUMYJISITOpa CeKpelii 1HCYIiHY abo iHcymiHy (auB. po3nin «Crnocid 3acToCyBaHHS
Ta JI031»).

Memdhopminy eiopoxnopuo

lnmornikemiss He pPO3BUBAETHCA Yy TNAILI€HTIB, AKI OTPUMYIOTH MOHOTEpamilo MeThopMiHOM 3a
3BHYAIHUX YMOB 3aCTOCYBaHHSI, ajic MOXKJIMBA TIPU CIIOKMBAHHI HEJIOCTATHHO KAJIOPIHHOT 1K1, KOJIH
iHTeHCUBHI ()I3MYHI HABaHTA)KEHHS HE KOMIICHCYIOTHCS KalopiiHUMH ao0aBkamu, abo Ha Tii
CYIyTHBOTO 3aCTOCYBaHHS IHIIMX TIpenapaTiB, IO 3HWKYIOTh PIBEHb TINIIOKO3H (TaKuX SIK
cynb(oHIICEYOBUHA Ta 1HCYNiH), abo erunaoBoro cnuptry. OcoONIMBO UYYTIUBUMH [0
TIMOTJIIKEMIYHOTO BIUIMBY € IMAIIEHTH JITHHOTO BIKYy Ta OCIa0JeHI MAaIli€HTH, Ti, XTO IIOTaHO
XapuyeThes, 3 HEIOCTATHICTIO HAAHUPKOBHX 31103 a00 rinogisa, 3 alKorojJbHOIO IHTOKCUKAIED. Y
Mali€HTIB JITHROTO BIKYy Ta TAIli€HTIB, SKI 3aCTOCOBYIOTh OeTa-aJApeHEpriuHi OJIoKaTopH,
TIMOriKeMito MoXe OyTH CKJIQJHO PO3IMi3HATH.

Poznaau 3 Goky miKipu

VY  JIOKIIHIYHMX TOKCHKOJOTIYHMX JIOCHI/DKEHHAX CAKCArJiNTHMHY Ha KIHIIBKax Yy MaBIl
CIIOCTEpIrajarcs BUPa3KoBi Ta HEKPOTHYHI IIKIPHI ypakeHHs. YacToTa ypakeHHs MIKIPH Y KITTHIYHUX
JOCIIJDKEHHAX He Oyna miaBuiieHoro. Onucano micispeecTpamiifti moBiIOMISHHS PO BUCUTIAHHS
Ha Ti1i 3acTocyBaHHs kjacy iHriditopiB JIII1-4. Bucunanus 3a3HadyeHi TakoX sIK MOOIYHA peakilis
(ITP) cakcarnintuny. ToMy y mporieci pyTHHHOTO JTIKyBaHHS TALli€HTIB 3 11a0€TOM PEKOMEH Ty €ThCS
MOHITOPUHT YpaKeHb IIKIPH, TAKUX K YTBOPEHHS ITyXHUPIIiB, BUPA30K a00 BUCUIIAHHS.

Peakiii rinepuyTIUBOCTI

VY micnsipeecTpaliitHuii epiol MOBiIOMIISIIOCS PO CEPHO3HI peakiii rinepuayTIUBOCTI y MaIli€HTIB,
AK1 npuiimManu cakcarmintuH. [{umu peakuisimu Oynu aHadinakcis, aHTIOHEBPOTUYHHI HAOpSK Ta
excdomiaTuBHAN 1epMaTUT. PO3BUTOK TakMX peakiiil criocTepiraBcs MPOTATOM MEPIIUX 3 MICSIIIB
TICJIS MOYATKY JIIKYBaHHS CaKCArJiNTUHOM; B JACSKUX BUIAJKaX Peakiii BUHUKAIH IICIs MepIIoro
npuiioMy npemnapaty. SIKII0 BHHHMKA€E MiJo3pa Ha CEpHO3HY PEAKII0 TiMep4YyTIMBOCTi, CIiJ
npunuauty npuitom npenapaty KOMBOI'JII3A XR Tta 3actocoByBaTu anbTepHATHUBHE JIIKYBaHHS
IyKpoBoro aiadery (auB. po3nin «I1o6iuHi peakiiin).

HeoOxigHo mposBisTH 00€peKHICTh MPH JIIKYBaHHI MAllI€HTIB 3 aHTIOHEBPOTUYHUM HaOpPSIKOM Ha
¢doHi 3acTocyBaHHs IHINKX 1HTIOITOPIB AunenTumIentuaasu-4 (JI111-4), ockiTbku HEBITOMO, YU €
Taki MAi€eHTH CXWJIBHUMHU [0 PO3BUTKY AHT1IOHEBPOTUYHOIO HAOpsSKYy Ha (OHI 3aCTOCYBAHHS
npenapaty KOMBOTI'JII3A XR.

Tspkka Ta iHBaTIAM3YIOYa apTPaTis

VY micnspeectpaniiiHuil nepio NOBLAOMIISUIOCS MPO BUMAJKH TSXKKOI Ta 1HBAJIU3YI0YOi apTpanrii y
nalieHTiB, ki npuiimanu ixriditopu IIII-4. Yac 1o mosiBU CUMOTOMIB MICHs MOYATKy Teparii
KOJIUBABCS BiJ OJHOTO JHS JIO0 KUTHbKOX pOKiB. Ilicist BiAMIHM HMX MpernapaTiB CHOCTEPIranocs
MOJIETHIEHHS] CUMIITOMIB. Y YaCTHHHU MAlli€EHTIB PO3BUBABCS PELUINB CUMIITOMIB MiCJIsl TOHOBJICHHS
JIKyBaHHS TUM camMHuM mpenaparoM a6o iHmuM iHriditopom JIII-4. Iuribiropu AIIII-4 cuig
BBOKAaTH MOXJIMBOIO TMPHUYMHOIO CHJIBHOTO OO0Nf0 B cyrio0ax 1 3a HEOOXIAHOCTI MPUIUHUTH
3aCTOCYBaHHS JIIKapChKOro 3aco0y.

[arienTH 3 NOpyIIeHHSAM QYHKIIIT IMYHHOT cCHCTEMHU

[TamieHT 3 MOpyIIEHHSAM (YHKIIT IMYHHOI CHUCTEMH, HANpHKIA[ MAalll€HTH, SKI IepeHecIn
TPaHCIUIAHTAIl}0 OpraHiB, a00 MAI[IEHTH, B IKUX J1arHOCTOBAHO CHHJPOM iIMyHOAe(iuTy, He Opanu
y4acTi y JOCHIKEHHSX y paMKax IporpaMu KIIHIYHOI po3poOKH cakcarmintuHy. Tomy mpodini
e(eKTUBHOCTI Ta O€3MeKU CaKCArJINTUHY [T TAKKX MAI[iEHTIB HE BCTAHOBJICHI.

Bynpo3anii nemdiroin

V nicngpeecTpalifHuii mepio] MOB1IOMIISIIOCS PO BUNAKK OyJIbO3HOTO eM}iroiny, mo 3yMOBUIN
notpeOy B rocmitamizaiii, Ha ¢oHi 3actocyBanHsa iHriOiTopa [III1-4. V Bumagkax, mpo ski
MOBIOMIISIETHCS, TAIlIEHTH OYy>KalW TMICIsA 3aCTOCYBaHHS MICIIEBOTO ab0 CHUCTEMHOTO
IMYHOCYTIPECUBHOTO JIIKYBaHHS Ta MpUNuHEeHHs npuiiomy iHriditopa JII1-4. 3a HasiBHOCTI Mij03pu
Ha Oynbo3Hu# nemiroin gikyBanus npenapatoM KOMBOTIJII3A XR ciij mpUnuHUTH i HAIpaBUTH
TMalieHTa 0 IepMaToJiora Jijisl JIarHOCTUKH Ta JIIKYBaHHSI.
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MaxkpocyArHHI HacTiAKU

Kniniuni pocnmipkeHHs, siki 6 Hamamy NMEpEeKOHJTMBI JTOKa3W 3HIDKEHHS PHU3UKY MaKpOCYIUHHHUX
yckiagHeHb npu 3actocyBanHi npenapaty KOMBOIJII3A XR, He mpoBoammcs.

3acTocyBaHHs IMAlliEHTAM JITHBOTO BIKY

KOMFOI'JII3A XR

VY mami€eHTiB JITHBOTO BiKy BHINA HMOBIPHICTH 3HIKEHHS (yHKIIT HUpOK. OuiHioBaHHS (QyHKIIT
HUPOK Y TMAIIEHTIB JIITHHOTO BIKY CJiJi BUKOHYBATH YacTimie (IuB. po3ail « DapMaKOKIHETHKA ).
Caxcaeninmun

KiiHiuHMX BIIMIHHOCTEW 3a peakIli€l0 Ha Ipermapar MDK JITHIMA Ta MOJIOAIIUMH IaIliEHTaMH
BUSIBJICHO HE OyJ0, aje He MOXHA BUKJIIOUUTH OUIBIIY YYTJIMBICTH y JESKUX HALi€HTIB CTApIIOTO
BIKY.

Memdopminy ciopoxiopud

KonTtposnboBani pociimkeHHss MEeTGOPMiHY HE BKIIOYAIHA JOCTATHIO KUIBKICTh MAaIli€HTIB JITHHOTO
BiKY, II00 BCTAHOBUTH, UM pearyroTh BOHH Ha JIIKYBaHHS 1HaKIIIe, HI’>K MOJIOAIII MAaIlieHTH, X04a 1HIII
MOBIIOMJICHHSI TMPO KITHIYHUA JOCBIJ 3aCTOCYBaHHsS IIpenapaTry CBig4aThb IpPO BIJACYTHICTh
BiIMIHHOCTEH 3a BIAMOBIIJIIO HA JIKyBAaHHS MiX JIITHIMU Ta MOJIOJIIMMH TMaiieHTaMu. Bimomo, mo
MeT(hOpPMIH 3HAYHOIO MiPOIO BUBOJUTHCS HUPKAaMU. Y OUTBIIOCTI BUIAAKIB BUOIP JO3H IS MAII€HTIB
JITHBOTO BIKYy MOTPiOHO 31iHCHIOBATH 3 00EPEKHICTIO, TOYMHAIOYN 3 HM)KHBOTO PIBHS JlIalla30Hy
JI03YBaHHS, 3 OTJISAY Ha BUIIY YacTOTY 3HM)KEHHS (YHKIIT MEYiHKU, HUPOK a00 cepls Ta CyMyTHIX
3aXBOPIOBaHb 200 1HIIOI MEIMKAMEHTO3HOT Tepartii, a TAKOXK BUIIUN PU3HK PO3BUTKY JTAKTOAIHI03Y.
OninoBatd (yHKILIIO HHUPOK Yy TAII€HTIB JITHBROTO BIKY CIiJ 4acTime (AUB. pO3AUIH
«[Iporunokazanus» ta «PapMaKOKiHETHKAY).

Hopymiennsa QyHKIIT HUPOK

Caxcaeninmun

YacroTa HebakaHUX SBHUIL, Y TOMY YHCI1 CEPHO3HUX HEOAKAHUX SIBUIL, Ta BIAMIHU JOCI1KYBaHOTO
npemapary Oyrna mpuOIM3HO OJHAKOBOIO B Ipyllax CaKCarlinTUHy W muiane6o. 3araapbHa 4acToTa
MOBIAOMJICHb TPO Timoriikemiro craHoBwia 20 % y maiieHTiB, sIKI IpUAMaNIK CaKCariinTuH 2,5
MT, 1 22 % y mamieHTiB, SKi MpuiiMaiy 1ianedo. Y 40THPhOX IMAIi€HTIB TPYIU cakcarminTuny (4,7
%) Ta B TpbOX MAIli€eHTIB rpynH mianedo (3,5 %) Oyso 3apeecTpoBaHO MPUHANMHI [0 OJTHOMY €130y
MiTBEPKEHOI TIMOTIIKeMIT 3 KJIIHIYHUMHU TTPOSIBAMH.

Memdhopminy eiopoxnopuo

OuiHrolTe QYHKIIII0 HUPOK Malli€HTA, EepI HiXK po3nodary jJikyBaHHs npenapatom KOMBOIJII3A
XR Ta nepioguuHO HAIAMI.

MetdopMiH 3HAUHOIO MIPOIO BHUBOAMTHCS HUPKAMU, TOMY PU3MK HAKONUYEHHS MET(OpMIHY Ta
PO3BUTKY JIAKTOALM03Y MiJBUIILYETHCS MPH MOPYUICHH] (QYHKIIT HUPOK. SIKINO y MaIli€eHTa, SKHii
npuitmae npenapar KOMBOT'JII3A XR, cniocrepiraerscst mogasnplie 3MeHIeHHs noka3Huka plIIK®
Hiwk4e 45 Mi/xB/1,73 M2, CITijl OLiHUTH MepeBaru Ta PUSHKH TIPOJOBKEHHS JIIKYBaHHS i 3MEHIIUTH
7103y CaKCariinTuHy 10 2,5 Mr oauH pa3 Ha 100y. [Ipenapar KOMBOI'JII3A XR npoTtumnokasanuit
MaIieHTaM 3 TsDKKUM TOpYLIEHHSM (YHKII HUPOK Ta Mali€eHTaM 3 PO3paXxOBaHOIO IIBUIKICTIO
ky6ouxoBoi ¢inbrparnii (pLIK®) amxue 30 mi/xs/1,73 M? (muB. po3ainu «Croci6 3acTocyBaHHs Ta
no3m», «IIpotunokazanus» Ta «PapMakOKIHETHKAY).

IlopyuieHust GyHKIUT IEYIHKHA

3acTrocyBaHHS MET(GOPMIHY Malli€eHTaM 3 MOPYUIEHHSM (YHKIII MEYiHKU acOLIIOBAIOCS 3 PAIOM
Bunajkis jaktoauuaosy. llpemapar KOMBOIJII3A XR He pexkoMeHIyeTbcs NalleHTaM 3
MOPYIIEHHAM (YHKIII{ TeiHKH.

3acmocysanns y nepioo eacimmocmi abo 200y8aHHs 2py00r0.

AJIEKBaTHUX JaHMX IIOJI0 3aCTOCYBAaHHS MpENapaTy BariTHUMU JKiHKaMHU HEMae.
[Ipenapat He cI1iJ 3aCTOCOBYBATH i Yac BariTHOCTI.

V pa3i HeoOXiTHOCTI JIKyBaHHS CJIiJ MPUIUHUTH FOyBaHHS TPYILO.
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30amuicms enausamu Ha WBUOKICMb pearyii npu Kepy8aHHi A8MOmpaHcnopmom abo iHuwuUMu
Mexanizmamu.

He Oymo mpoBeneHO HISKUX IOCHTIKEHb IIOJ0 BIUIMBY Ha 3/IaTHICTh KEPYBAaTH TPAHCIIOPTHUMHU
3aco0amMH Ta MpPAaLOBATH 3 IHIIMMU MEXaHi3MaMHu. BpaxoByrouum HasBHICTh 3allaMOpPOYCHHS SIK
nmoOiyHOi  peakiiii, mig dYac JIKyBaHHS IpernapaToM CiIiJ yTPUMATHCh BiJg KepyBaHHS
aBTOTPAHCIIOPTOM Ta POOOTH 3 IHIMUMHU MexaHi3Mamu. KpiM TOro, Maimi€HTH MOBUHHI 3HATH TIPO
PU3HMK TiNOrJIiKeMii, 10 BUHUKAE BHACHIIOK 3actocyBaHHs mnpernapaty KOMBOIJII3A XR B
KOMOiHAIil 3 IHIIMMU aHTUIIA0CTUYHUMH JHKApPCHKUMH 3aco0aMu, M0, SK BiJJOMO, MOXYTh
CIPUYHMHSATH TIMOTIIKEMIIO (TAKUMU SIK 1HCYJIIH, CyJIb(OHIIICEUOBHHA).

Cnocio 3acmocysanna ma 003u.

Pexomenoosane 0o3ysanus

JHo3ysanusa npenapatry KOMBOI'JII3A XR npu3HavyaroTh 1HIWBIAyaIbHO, 3aJI€KHO BiJl TOTOYHOTO
peKUMY JIIKYyBaHHS Tali€eHTa, e()EeKTUBHOCTI Ta TEpeHOCHUMOCTi. Sk mpaBujo, Mpemnapar
KOMBOI'JII3A XR cmijg 3acToCOBYBaTH OJIWH pa3 Ha 100y, BBeuepi, MiJg 4Yac BXKMBAHHS 1Ki,
MOCTYTIOBO MiABHINYIOUH 03y Ui 3MeHIIeHHs noOiyaux edekrtiB 3 6oky ILKT, mos’s3anux 3
PUHOMOM METHOPMIiHY.

JocTynHi Taki (GOpMU BHITYCKY:

- KOMBOI'JII3A XR, TabieTku, BKpUTI IJTIIBKOBOK 000JIOHKORO, 110 5 Mr/500 Mmr,

- KOMBOI'JII3A XR, TabieTku, BKPUTI TUTIBKOBOIO 000JI0HKO!0, 110 5 M1/1000 MmT,

- KOMBOI'JII3A XR, TabieTKu, BKpUTI IJTIIBKOBOK 000JIOHKOKO, 110 2,5 Mr/1000 Mmr.
PexomennoBana nmouyarkosa fo03a npernapatry KOMBOI'JII3A XR ans namieHTiB 3 moTpedoio y 5 mr
CaKCarJiNnTUHYy, $KI Ha JaHUd MOMEHT He IpHiiMaoTh MeT(GOpPMiH, CTAaHOBUTb 5 MI
cakcarmintuHy/500 Mr MeThopMiHy YyHOBUTFHEHOTO BUBLIBHEHHS OJIMH pa3 Ha 00y 3 MOCTYIOBUM
NiABUILEHHSIM J03M Ta HE IIOBUHHA IMIE€PEBUIIYBaTH MAaKCUMaJbHY pPEKOMEHJIOBaHY 03y
CaKCariinTuHy 5 Mr i MeTGOpMiHy yHnoBiTbHEHOTO BUBUTbHEHHS 2 000 MT.

VY mnauieHTiB, fKi npuiiMaroTh MeTdopMiH, no3yBaHHa npenapaty KOMBOIJII3A XR moBuHHO
3a0e3neuyBaTu IpUioM METPOPMIHY B Til K€ 1031, SIKy BXKE MPHIIMAE MaIli€HT, a00 B HAHOIMKUIi
JOIUTBHIN TepareBTUYHIN 1031.

[licns mepexomy 3 MeTGOpPMiIHY 3 HEraiHUM BHBUIBHEHHSAM Ha MET(OPMIH YIOBIUIBHEHOTO
BUBUIbHEHHS HEOOX1/IHI peTeTbHUIN KOHTPOIb TIIKeMii i BiJIMOBIAHE KOPUTYBAHHS 103yBaHHSI.
[TamienTn 3 1060BOIO MOTPEOOIO 2,5 MI' CaKCarJIINTUHY B KOMO1HAIT 3 MET(HOPMIHOM YIOBIIBHEHOTO
BUBIJIbHEHHs MOXyTh npuitmatu mpernapar KOMBOIJII3A XR 2,5 mr/1000 mr. ITaumientn 3
1000BOI0 TOTPEOOIO 2,5 MI CaKCArIINTHHY, K1 paHille He MpuiiManu MeT¢opMiH abo KM NOTpiOHA
no3a Metgopminy nonaa 1000 mr, noBUHHI IpUMaTH KOMIOHEHTH KOMOIHAIT y BUIIIAII OKPEMHX
Ipernaparis.

Bynpb-siki 3MiHM y JIIKyBaHHI I[yKpOBOTO /ia0eTy 2 TUIy MOBHHHI BIIPOBAKyBaTUCS 00EPEXkHO, 3
3a0e3MeyeHHIM MOCTIHHOTO HarJIALy 3a pIBHEM TUIIKEMII.

Sx npasuno, Tabnetku KOMBOIJII3A XR cnig koBTaTH iIMMHK; IX HE MOYKHA JIaMaTH, HE MOXHA
po3pi3aTH 1 HE MOKHA po3xkoByBaTu. [HOMI HeakTHBHI iHrpenieHTH npenapaty KOMBOIJII3A XR
BUBOJATHCS 3 KaJIOM y BHIVIAAI M’SKOI TiApaTOBAaHOI MacH, sIka MOXKE€ HarajayBaTH Ha BHIJIS
OpUTIHAJIbHY Ta0JIETKY.

Kopexyisa 0o3ysanns y pazi oonouacnozo 3acmocysants nomyosicHux inzioimopie CYP3A4/5
MaxkcumanbHa peKOMEHI0BaHa J103a CaKCArIIINTHHY CTAHOBUTH 2,5 MT OIMH pa3 Ha J00y B yMOBax
OJTHOYAaCHOTO 3aCTOCYBaHHS MOTYKHHX iHTiOiTOpiB mutoxpomy P450 3A4/5 (CYP3AA4/5)
(HampuKIIaa KETOKOHA30JTy, aTa3aHaBipy, KIApUTPOMIIIMHY, IHAWHABIPY, ITpaKOHA30I1y, He(a30a0HY,
HelndiHaBipy, pUTOHABIPY, CaKBiHABIpY i TETITPOMILMHY). Y TaKUX BUMAJIKaX CIiJ OOMEXHUTH 103y
npernapaty KOMBOI'JII3A XR nosyBannsim 2,5 mr/1000 mr oaus pa3 Ha A00y (OUB. po3auIn
«B3aemMois 3 IHITUMU JIIKAPCHKUMHU 3aC00aMHU Ta 1HII BUIU B3aeMOii» Ta « DapMaKOKiHETHKA).
Oxpemi epynu nayienmie

Topywenus @yuxyii nevinku

Le#t nikapcbkuii 3aci® He CIliJl 3aCTOCOBYBATH IMalllEHTaM 3 OPYIIEHHAMHU (YHKIIIT MEUIHKH.
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Tlayienmu nimnvoeo 6iky (= 65 poxis)

Ockinbku MeT(OpMiH Ta cakCarfJiNTHH BUAUIOTHCS HHUPKAaMH, e JiKapchbKuil 3acid ciifg
3aCTOCOBYBATH 3 00EPEKHICTIO MAIll€EHTaM JIITHBOTO BiKY. MOHITOPHHT (QYHKIIIT HUPOK HEOOX1THMI
JUTSL 3a100ITaHHS acOIiiOBaHOMY 3 MET(hOPMIHOM JIAKTOAIM 103y, OCOOIMBO y MAII€HTIB JITHHOTO
BIKYy.

Jimu
besneka ta edexruBnicTs 3acrocyBanus npenapaty KOMBOIJII3A XR narieHTam JUTAYOTO BIiKY
HE BCTAHOBJICHI.

Ilepeoo3ysanns.

Cakcaeninmun

Y KOHTPOJBOBAaHUX KIIHIYHUX JOCHIDKEHHSAX 13 TMEPOPAIbHHM MPUHOMOM CaKCarjilnTHHY
3I0pOBUMU JTOOPOBOJIBISIMU OJIMH pa3 Ha 100y B mo3ax g0 400 mr mpotsrom 2 TrkHiB (y 80 pasis
OlTbIIIe 32 MaKCHMaJbHY PEKOMEHIIOBaHY 103y IJIS JIFOJUHH) HE CIIOCTEPIraiocs J0303aJeKHUX
KIIHIYHUX TOOIYHUX peakiiid Ta KIiHIYHO 3HAuymoro BIumBy Ha iHTepBan QTc abo wacroTy
CEepIIEBIX CKOPOYCHb.

VY pasi mepemo3yBaHHS CiJI PO3MOYMHATH BIIMOBIIHE MiATPHUMYIOUE JIIKYBaHHS 3aJICKHO BiJI
KJIIHIYHOTO cTaHy namieHTa. CakcariainTHH Ta HOTO aKTUBHI METabO0IITH BUBOJSTHCS 32 JOMOMOTOI0
remomianizy (23 % no3u npoTsIrom 4 roauH).

Memopminy ciopoxiopud

Crniocrepirajincsi BUNIAJIKH Mepe103yBaHHs MET(GOPMIHY TiIPOXIIOPUAY, BKIHOYAIOUU IPUHOM J103, SIKi
nepesunryBa 50 1. Ilpubmuszno y 10 % BuMaakiB MOBIAOMIIIIOCA TPO TiMOTIIKEMIit0, aie
MPUYUHHOTO 3B’ 513Ky 3 MET(OPMIHY TiAPOXJIIOPUIOM BCTAHOBIICHO HE OyJi0. 3HAYHE Tepe103yBaHHs
a0 CymyTHI pU3UKH 3aCTOCYBaHHA MET(HOPMiHY MOXKYTh IPU3BOAMTH JI0 JTAKTOAIN103Y. [Ipnbam3HO
y 32 % BumaakiB nepeno3yBaHHS MET(HOPMIHOM MOBIIOMIISLIOCS MPO JAKTOAIMIO3 (IMB. PO3ILI
«Oco0MBOCTI 3aCTOCYBaHHS»). JIakTOAIM103 BUMArae HaJdaHHs HEBIIKIAIHOT MEIUYHOT JOITOMOTH
1 JikyBaHHS B cramioHapi. Haiibinpm eeKTHBHUM METOJIOM BUBEICHHS JIAKTAaTy 1 MET(HOPMIHY €
remoziaiiz. MerhopMiH BUBOAUTHCS 32 JOMTOMOTOIO Jiani3y 3 KiipercoM 10 170 mMi/XB mpu 100pux
reMOJIMHAMIYHUX TOKa3HuKax. Omke, reMojiami3a Moe OyTH KOPUCHHM JiJIsi BUBEICHHS
HaKOIHMYEHOTO Mpenapary y MarieHTiB 3 MMI03pOi0 Ha Mepe03yBaHHs.

I o6iuni peakuii

OmnwucaHo Taki cepiio3Hi MOOIYHI peaKIii:

- maHkpeatuT (IuB. po3ai1 «Oco0IMBOCTI 3aCTOCYBAHHS);

- cepleBa HeIOCTaTHICTh (AMB. po3ail «OcoOIMBOCTI 3aCTOCYBaHHS);

- rinoryikeMis Ha ()OHI OJHOYACHOTO 3aCTOCYBaHHS CyJIb(OHIICEYOBUHU a00 1HCYNIHY (JIMB.

po31ii1 «OcoOIMBOCTI 3aCTOCYBAHHS);

- peakuii rinepuyTIuBOCTI (IUB. po3aii «OCOOINBOCTI 3aCTOCYBAHHSY);

- TSDKKa Ta IHBAIIIM3YyI04a apTpairis (AuB. po3aut «OcoOIMBOCTI 3aCTOCYBaHHS»);

- Oynbo3Hui nemiroin (IuB. po3aina «OcoOIUBOCTI 3aCTOCYBAHHS).
Jlocsio KaiHiuHUX 00Cni0NCeHb

OCKINbKM KJIIHIYHI JOCIHIPKEHHS TPOBOAATHCS B YMOBAX, 110 3HAYHOIO MIPOIO PI3HATHCS, YaCTOTY
HeOaXaHUX PEeaKIii y KIHIYHUX JOCTIIHKCHHSIX JIIKApChKOTO 3aco0y HE MOXKHa Oe3mocepeaHbo
MOPIBHIOBAaTH 3 YacTOTOK MOOIYHUX peaklill y KIIHIYHUX JOCITIKEHHSAX IHIIOTO JIIKapChKOTO
3aco0y, a TaKOX I YaCTOTa MOXE HE BIMOBIIATH TiH, IO CIIOCTEPIraTUMEThCS Ha MPAKTHIII.
IToGiyHi peakuii, 110 criocTepiraucs B TOCADKEHHIX eeKTUBHOCTI
Memdhopminy eiopoxnopuo

Y nnane0o-KOHTPOJIbOBAaHUX  JOCHIDKEHHSAX MOHOTepamii MeT(GOpPMIHOM  YIOBUIbHEHOTO
BUBUIbHEHHS Jlapes Ta HyJOTa/OiioBaHHA croctepiraaucs y >5% mnaiieHTiB, SKiI NpuilManu
MeT(hOpMiH, 1 YacTilie, HXK y MalieHTiB, sKi npuiiManu miamnedo (9,6% ta 2,6% ans giapei i 6,5% Tta
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1,5% nns nynoru/0ntoBanns). [iapes 3yMoBuiIa HeOOX1AHICTh BIIMIHU JOCIIKYBaHOTO MpernapaTy
muie y 0,6% mnarfienTis, sKi npuiiMani MeT(hOopMiH YHOBUTEHEHOTO BUBLUILHEHHS.

Caxkcazninmun

Hani, mpeacraBiieHi B TaOIUIN 5, OTprMaHO 3a pe3yibTaTaMu S 1maane00-KOHTPOIbLOBAHKX KITIHIYHUX
JOCITIJDKEHB, y XO1 SKUX CAaKCArJINTHH NpuiMany 882 MaImi€eHTH, cepeHs TPUBAIICTD JIKYBaHHS
cakcarmnTuHoM ctaHoBmia 21 TiwkaeHb. CepeiHiil BiK MAIiEHTIB CTAHOBUB 55 pokiB, 1,4% Manu Bik
Bim 75 pokiB, 48,4% Oymu domnoBidyoi crari. 67,5% IOCHIDKYBaHMX CTAaHOBWJIM TAIli€HTH
eBponeoinHoi pacu, 4,6% — mamieHTH HerpoinHoi pacu (y T.4. adpoamepukaniii), 17,4% — namieHTn
MoHroJjoigHoi pacu, a 10,5% Tta 9,8% manu icmaHcbke ab0 JIaTHHOAMEPUKAHCHKE CTHIYHE
noxo/pKkeHHsl. Ha BUXiIHOMY piBHI yY9acHUKH JOCIIDKEHHS CTPaKIAIM Ha IyYKPOBWiA miaber y
cepeHbOMY IPOTAToM 5,2 poky 1 Manu cepeaniii mokasHuk HbAlc 8,2%. Buxinnuit po3paxoBanuit
MOKa3HUK (DYHKIT HUPOK BiAMOBIAaB HOPpMaIbHOMY a00 JierkoMy crynento nopymenss (pLLIK®d >60
Mi/xB/1,73 M?) y 91% nauieHTis.

VY Tabmuii 5 moka3aHo 4acTi moOiyHI peakilii, 32 BUHATKOM TiMOTJIIKeMIi, 1[0 acoIifoBaIuCs i3
3aCTOCYyBaHHSM cakcarminTuHy. Lli mobiuHi peakmii crocTepiraiaucsl 4acTilie B Tpymi JIKyBaHHS
CaKCarJinTUHOM, HK y Tpymi 1miamnebo, i Oynu 3apeecTpoBaHi HE MeEHII K y 5% MaIli€eHTiB, sKi
MpUiiMalii caKCarinTUH.

Tabauys 5
[ToGiuHi peaxii B mane60-KOHTPOIBOBAHUX TOCIIDKEHHSIX, * 110 crIocTepiraiucs y >5% mnarieHris,
K1 IpUAMaK CaKCarJIiNTHH 5 MT, 1 YacTillle, HXK y Malli€HTIB, SKi NpuiiManu mianebo
KimpkicTs (%) marieHTis

[To6iuHi peakirii CaxkcarmnTad 5 Mr [Tname6o
N=882 N=799
IH(I)GK.I_II}I BEPXHIX JUXAIBHUX 7.7 76
NUISIXIB
IH(beK‘Illﬂ CEYOBHUBIIHUX 6.8 6.1
UISXIB
TonoBHMII OLIIB 6,5 59

* Cepen 5 miane00-KOHTPOJIbOBAHUX JIOCIIJKEHD J1Ba Oyl TOCIIKEHHSIMU MOHOTEpaIlii, OHe —
JOCTIPKEHHSIM JI0/IaTKOBOT KOMOIHOBaHOI Tepamii 3 OAHMM 13 TakUX IpenapaTiB: MeT(OpMiH,
Tia30JiqUHIIOH a0o Tribypua. Y Tabmuui 5 nokazaHo AaHi 3a 24-THXKHEBUHN MEPioj HE3AJIEKHO Bij
JIKapChKUX 3aC001B, 1110 3aCTOCOBYBAJIKMCS B HEBIIKJIAIHUX BUITQJIKaX, OB’ I3aHUX 31 3MIHAMU PIBHS
TJIFOKO3U KPOBI.

VY mamieHTiB, sIKi MpUAMaNIM CaKCarfinTUH y 1031 2,5 Mr, roioBHuUi 6inb (6,5%) OyB €aMHOIO
He0aXaHOIO PEaKIli€0, IO CIOCTepiragacs 3 4acTOTOK >5% 1 yacTiiie, HDK y MAIl€eHTiB, SKi
npuiiManu mianeoo.

VY nocnixeHH1 1oaaTtkoBoi Tepamnii 3 TZD (Tia3oniauH/I10H) YacToTa nepupepuyHux HaOpsKiB Oya
BUII[OI0 B TPYIi CaKCariinTUHy 5 Mr mopiBHsHO 3 mianebo (8,1% ta 4,3% BinnosigHo). Yactora
nepudepryHrX HaOpSKIB y IpyMi JIKYBaHHS CaKCcarJliNnTUHOM 2,5 Mr craHoBuia 3,1%. VY sxonHoro 3
NalieHTiB nepudepruyHi HaOpsSKW He 3yMOBMJIM MOTpedy y BiAMIHI JIOCHIKYBAaHOT'O Ipenapary.
YacroTa nepudepnyHux HaOPsIKiB y rpyIax cakCarjinTUHy 2,5 MI Ta CaKCarJlilnTUHY 5 MI IOPIBHSHO
3 tuiane6o cranoBuia 3,6% Tta 2% nopiBHAHO 3 3% B yMoBax MoHoTeparii, 2,1% Ta 2,1% nopiBHsAHO
3 2,2% B yMOBax A0JaTKOBOi Teparii 10 metdopminy Ta 2,4% 1 1,2% nopisusiHO 3 2,2% B ymMoBax
J0JIaTKOBOI Teparlii 10 rai0ypuay.

Yactora nepenomiB cranoBmwia 1,0 ta 0,6 va 100 mamieHTO-pOKiB BiAMOBIAHO JJIsi CaKCATJINTUHY
(aHami3 00’e€AHAaHUX JaHMX A 103 2,5 mr, 5 mr ta 10 mr) i mare 60. /lo3yBaHHS cakcariinTHHY
10 Mr He € cXBaJIEHOIO J03010. 3pOCTaHHS 3 YaCOM YaCTOTH IEPEJIOMIB y MallI€HTIB, K1 MpUilMalin
CaKCarJilnTuH, He croctepiranocs. [IpuunHHO-HACTIAKOBUHN 3B 430K MEPEJIOMIB 13 3aCTOCYBAHHSIM
npenapaTy BCTaHOBJIEHUH He OyB; HeOa)kaHUM BIUIMB CaKCarJNTUHY Ha KICTKOBY TKaHUHY He OYyB
JIOBEJIEHUH Y JOKITIHIYHUX JOCTIIKEHHSX.
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JlaH1 Tpo B3a€MO3B 30K 17[10MATHYHOT TPOMOOIIUTOTICHIYHOT IMyPIypH 13 CAaKCATJIIMTHHOM BiJCYTHI.
JlocnipkyBaHe JTiKyBaHHSI OyJio BIAMIHEHO BHACHIJOK MoOiYHMX peakuiil y 2,2%, 3,3% Tta 1,8%
TAII€HTIB, K1 MPUWMAaIIA CAaKCATJIINTHH 2,5 MT, CAKCArJinTHH 5 MT 1 Tutarne6o BianosigHo. Hai6iabr
YaCTUMH MOOIYHUMH peaKIisiMH (LI0 CHOCTEepirajucs MpUHAMMHI y 2 TAI€HTIB, SKi MpUiMau
cakcarminTuH 2,5 Mr, abo mpuHaWMHI y 2 TAaIll€HTIB, SKI MPUAMAIM CaKCArJINTHH S5 MT),
acoIiiioBaHUMHM 3 JJOCTPOKOBOIO BifMiHOIO Teparii, Oynu niMponenis (0,1% Ta 0,5% mnopiBHsSHO 3
0% sianoBigHo), Bucun (0,2% Ta 0,3% nopiBusino 3 0,3%), NiABUIIEHHS PiBHSA KpEaTHHIHY KPOBI1
(0,3% Ta 0% mnopiBasiHO 3 0%) Ta migBUILEHHS piBHSA KpeatuHpocdokinazu kposi (0,1% Tta 0,2%
nopiBHsHO 3 0%).

I1o61uHi peakuii Ha ¢OHI OJHOYACHOTO 3aCTOCYBAHHS 1IHCYIIHY

VY nmocnipKeHHI 10AaTKOBO1 Teparii 10 iHCYJIHY 4acToTa MOOIYHUX SIBUII, B TOMY YHCI1 CEPHO3HUX
NOOIYHUX peakiiil Ta BIAMIHU JOCIIKYBAaHOTO JIIKyBaHHA Yepe3 MoOivHi sBHUINA, Oyia MpUOIHU3HO
OJIHAKOBOIO B IPyIIax CaKCArINTHHY 1 1iare6o.

Tlob6iuni peaxyii, acoyitiosani i3 cakcaziinmMuHOM, WO APUUMABCS OOHOYACHO 3 Mem@pOpMIHOM 3
He2auHUM BUBLILHEHHAM, y NAYIEHMIE 3 YYKPOBUM Oiabemom 2 muny, sKi pauiue He ompumyeaiu
JAIKYBAHHS

VY Tabnumi 6 mokazaHo MOOIYHI peakilii, Mo crocTepiraiucs (He3aJIeKHO Bijl OLIHKHU JTOCITIJTHUKOM
MPUYMHHO-HACHIIKOBOTO 3B’sI3KYy) Y >5% mamieHTiB, fKi Opaiu ydacTb y JJOJaTKOBOMY 24-
THXKHEBOMY aKTHBHO KOHTPOJIbOBAaHOMY JOCTI/PKEHHI, B SKOMY paHille HE JKOBaHI MaIli€HTH
OJTHOYACHO MPHUIMaIH CaKCATTINTHH 1 MET(HOPMIH.

Tabauys 6
OnHOUYaCHHI MPHUIOM CaKCATIINTUHY W MET(POPMiHY 3 HETalHUM BHBUIBHEHHSM MalliEHTaMH, SKi
paHille He OTpUMYBAIIM JIKyBaHHS: MOOIYHI peakilii, Mo crnocTepiranuca y >5% mMaiieHTiB, sKi
OTpUMYBAJIM KOMOIHOBaHy Tepamilo CakcarJinTHHOM 5 Mr Ta MeTGOpMiHOM 3 HETaiiHUM
BUBUIbHEHHsM (1 yacTilie, HK y MAIli€HTIB, K1 NpUAMaIU TiAbKH MeTQOpMIH 3 HeraiHuM
BUBIJIbHEHHSIM )

KinbkicTs (%) mamieHTis
[ToGiuHi peakmii CakcarninTus 5 mr + [Tnane6o + merpopmin®,
Methopmia®, N=320 N=328
["onoBHwUi1 Ointk 24 (7,5) 17 (5,2)
HasogapuHrit 22 (6,9) 13 (4,0)

* Tlpuitom MeTdopMiHYy 3 HEralHUM BHBIIbHEHHSIM MouMHa M 3 A03u 500 mMr Ha 00y ¥ MOCTymoBO
30imbiryBau o3y 1o 2000 Mr Ha 100y.

VY pasi 3acTocyBaHHS KOMOIHaIil cakcarJinTHHY H METQOpMIHY 3 HETallHUM BUBLIBHEHHSIM abo0 y
BUTJISA1 JIOTIOBHEHHS CaKCarJiNTHHY 10 MET(GOpMiHY 3 HErailHUM BHBIUIBHEHHSM, a00 Yy BUIJISII
OJIHOYACHOTO MPUIOMY, y MAlll€HTIB, K1 paHillle HE OTPUMYBAIM JIKyBaHHS, Jiapest Oyja €TUHUM
NOOIYHUM SIBUILEM 3 OOKY HUTYHKOBO-KHIIKOBOTO TPAKTYy, IO CIIOCTEPIranocs 3 4acToTow >5% B
yCIX Tpymax JKyBaHHA 000X JOCHIKEHb. Y JOCHKEHHI [OJaBaHHS CaKCarIiNTHHY [0
MeT(QOpMiHY 3 HETaliHUM BUBIJIBHEHHSAM 4acToTa Jiapei ctaHoBmia 9,9%, 5,8% ta 11,2% y rpynax
CakcarJinTuHy 2,5 Mr, 5 Mr 1 1iane6o BiANOBIAHO. Y pa3l 0AHOYACHOTO IPUMOMY CakcariIinTHHY U
MeT(QOpMiHY 3 HETalHUM BUBLIBHEHHSM Y MALlI€HTIB, K1 paHille He OTPUMYBAJIM JIIKyBaHHs, YaCTOTa
niapei ctaHoBmiIa 6,9% y Tpymi cakcariminTyuH 5 MT + MeT(hOopMiH 3 HeTaWHUM BUBUTbHEHHIM 1 7,3%
y rpymi miaane6o + MeTopMiH 3 HerailHUM BUBIJIbHEHHSIM.

lnoraikemis

VY KIIHIYHUX JOCTIDKEHHSAX CaKCarIiNTUHY YacTOTy TiINOTJiKeMIYHUX HeOaKaHUX peakuin
BHU3HAyYaJIM Ha OCHOBI YCIX MOB1IOMJIEHB PO BUIMAAKHU rinoriikemii. OpaHOYacHe BUSHAUYEHHS PIBHS
IJIIOKO3W HE BUMarajiocsi abo B JIeSKUX TMAlll€HTIB, piBEHb TIJIOKO3M OyB HOopMaibHUM. Tomy
HEMOJXXJIMBO OCTAaTOYHO BH3HAUUTH, YM YyCl 3 LHUX [OBIJOMJIEHb BiJI0OpaXalOTh ICTUHHY
TinorikeMito.
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YacToTa moBigOMIIEHb MPO TIMOTIIKEMII0 TPU 3aCTOCYBaHHI CaKCaTJINTHHY 2,5 MT 1 CaKCcariinTuHY
5 Mr mopiBHAHO 3 IuTanebo B ymoBax MoHoOTepamii craHoBuia 4% 1 5,6% mnopiBasHo 3 4,1%
BIAMOBIMHO. Y OCHTIDKEHHI J0JaBaHHS J0 MET(OpPMiHY 3 HETaWHMM BHBIJIBHEHHSM 4YacTOTa
MOB1IOMJICHB PO TIMOTITIKeMito cTanoBmIa 7,8% Ipu 3acTOCyBaHHI CakcariinTuhy 2,5 mr, 5,8% npu
3aCTOCYBaHHI cakcarjintuny 5 mr i 5% mnpu npuiiomi miane6o. B ymoBax ogHodacHoro npuiiomy
CaKkcariinTuHy i MeT(opMiHy 3 HETalfHUM BUBUIbHEHHSIM Yy TAli€HTIB, SKI paHille He OTPUMYBAIN
JKyBaHHs, YacTOTa MOB1IOMJICHB PO TIMOTJiKeMito cTaHoBuia 3,4% y rpymi cakcarfinTuH 5 Mr +
MeTQOpMiH 3 HerailHUM BHBUIBHEHHSM 1 4% y rpyni 1uaneb6o + mergopMmiH 3 HeraiHUM
BHUBUIbHEHHSIM.

B akTMBHO KOHTPOJHOBAHOMY JOCHI/DKEHHI, B SKOMY TOPIBHIOBAIM JOJATKOBY TEpaIiio
CaKCarJIinTHHOM 5 MT 3 TJIITI3KI0M Yy MAIiEHTIB 3 HEAOCTATHIM KOHTPOJIEM TIIiKeMii Ha (OHI TIIbKH
MeT(hOpPMiHY, YaCTOTA MOBIAOMIICHB PO TinmoraikeMiro ctaHoBmiia 3% (19 sBumn y 13 nariedTiB) npu
3aCTOCYBaHHI CaKCariJinTHHY 5 Mr nopiBHSHO 3 36,3% (750 siBui y 156 naiieHTiB) mpu 3aCTOCYBaHHI
rmimizuay. [ligTBep/keHa TiMOrIiKemis 3 KIIHIYHUMH TpOsBaMH (3 HAJaHHIM pPe3yJbTaTy
BHMIPIOBAHHSI TJIIOKO3H Y B3ATIH 3 TAJIbI Kparli KPOBI 32 JIOMTOMOTOIO TeCT-CMYKKH <50 Mr/mi1) He
criocTepiraigacs y >KOJHOTO 3 MAIli€HTIB, SAKI MPUWMaNM CaKCarjilThH, 1 crocrepiraiack y 35
MaIi€eHTIB, K1 npuiiMany rinizug (8,1%) (p<0,0001).

VY nociiKeHHI CaKCarfinTHHY SIK JOTIOBHEHHS JI0 1HCYJIIHY 3arajibHa 4acToTa IMOBiIOMIIEHB PO
rinormikemito cranoBuia 18,4% mnsa cakcarmintuny 5 mr 1 19,9% s nmnane6o. OgHak yacToTa
MiATBEP/KEHOI TINOTIKeMii 3 KIIHIYHUMH TpOsiBAMH (3 HAJaHHSAM pPE3yJbTaTy BUMIPIOBAHHS
TJIIOKO3M Y B3SITIH 3 MaibIls KParjii KPOBi 3a JJOTIOMOTOI0 TeCT-CMY>KKH <50 Mr/ai) Oyia BUIIOKO MIPH
3acTOCYBaHHI cakcarmnTtuay 5 mr (5,3%), Hixk npu npuiiomi miarne6o (3,3%). V mamieHTiB, ski
MpUiiMaly 1HCYIiH y KOMOiHaIi1 3 MeT(OopMIHOM, YacTOTa MiATBEPAKEHOT T'IOorIiKeMii 3 KIITHIYHUMHU
nposiBamu craHoBmia 4,8% Tpu 3aCTOCYBaHHI CakcarimiNnTUHY MOpiBHAHO 3 1,9% mnpu npuiiomi
mwiarne0bo.

VY nocnipKeHHI caKkCarJinTHHY SK TOTIOBHEHHS 10 KOMOiHamii MeThopMiHy 3 CylIb(OHIICEIOBHHOIO
3arajibHa 4YacToTa TMOBIIOMIIEHb Tpo Tinmoriikemiro craHoBuwia 10,1% mnpu 3actocyBaHHi
cakcarmntuHy 5 Mr i 6,3% mpu npuiiomi miane6o. linTBeppkena rinoriikeMis criocrepirairacs y
1,6% martieHTiB, K1 NpUIMaIIA CaKCATJINTHH, 1 B )KOJHOTO 3 MAIIEHTIB IPyNu Manedo (AuB. po3ail
«Oco0IMBOCTI 3aCTOCYBaHHS» ).

Peaktii rinepuyTInBOCTI

Caxcaeninmun

SIBuiia, MOB’sA3aH1 3 1HAUBIAYaIbHOIO TINEPUYTIUBICTIO, TaKl K KPOIUB sIHKA Ta HAOPsIK 00auyys,
cniocrepiramucs B 1,5%, 1,5% Tta 0,4% mnarieHTiB, siKi IpUAMaTA CaKCATJINTHH 2,5 MT, CAaKCaTJIiNTHH
5 mr i mnane6o BigmoinHO. JKoaHE 3 IMX SBUIN y TAI€HTIB, SKI MPUAMAaNN CaKCarJiNTHH, HE
3YMOBWJIO MOTPEOY B roCHiTai3aIlii 1 HE pO3LIHIOBATIOCS SIK 3arpo3iuBe st KUTTSA. OUH MalieHT y
IpyMi CakcariinTUHY, BKIIOUYEHUH B aHai3 00’ €THAHUX JaHUX JOCIIIKEHb, IPUIUHUB JIKYBaHHS
JOCTIKYBaHUM MpPENapaToM uyepe3 TeHepali3oBaHy KPOINUB’ AHKY 1 HAOpSK 00auqusl.

Hopymennsa QyHKIIT HUPOK

VY nocnimxenHi SAVOR HebaxaH1 peakiiii, HOB’si3aH1 3 HOPYIIEHHAM (YHKIIT HUPOK, Y TOMY YUCII
3MIHH J1TAOOPAaTOPHUX IMOKA3HUKIB (TOOTO MOJBOEHHS MOKA3HUKIB PIBHA KPEATHHIHY CHPOBATKU
MOPIBHSIHO 3 BUXIJHUM PIBHEM Ta PIBEHb KPEaTUHIHY CHUPOBATKH >6 Mr/ai), criocrepiranucs B 5,8%
(v 483 3 8280) marieHTiB, sKi MpHiMaId cakcarminTud, i B 5,1% (y 422 3 8212) martieHTiB, sKi
npuiiMany 1tame6o. Haitbuipm yacTumMu HeOakaHUMU PeaKIlissMU OyJId TOpYIIEHHS (PYHKIIT HUPOK
(2,1% nopiBusiHO 3 1,9%), roctpa HupkoBa HepocTaTHICTh (1,4% mopiBHsHO 3 1,2%) Ta HUpPKOBa
HenoctatHicTh (0,8% mopiBHsAHO 3 0,9%) B rpynax cakcariainTuHy i tutamne6o BianosigHo. [IpoTsarom
nepioy Bij BUXIHOTO PiBHS 10 3aKiHUEHHS JIIKyBaHHA crocTepirainocs cepeane 3umxeHHs pLLIKd
Ha 2,5 mu/xe/1,73 M2 y TAIIEHTIB, K1 MPUHAMAIN CaKCarjilTUH, Ta CEPEIHE 3HWXKEHHA Ha 2,4
Mi/xB/1,73 M? y manienTis, ski npuiiManu miane6o. 3umwkenns plIIK® i > 50 mn/xs/1,73 M? (wmo
BiZMOBigac HOpMi ab0 JTErKOMy CTYNeHIO TopymeHHs (yHKIii HUpoK) 10 < 50 mi/xs/1,73 M? (1o
BIJNIOBiJJa€ TOMIpHOMY a00 TSKKOMY MOPYLIEHHIO (DYHKIIT HUPOK) crocTepiragocs y OUIbIIOT
KUTPKOCTI TAIli€HTIB, PaHIOMi30BaHUX y Tpymy cakcarmintuny (y 421 3 5227, 8,1%), mopiBHSHO 3
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naieHTaMM, paHjaoMmizoBaHuMu y rpymy miane6o (y 344 3 5073, 6,8%). YacTka mamieHTiB 3
HeOaXaHUMHU peakiisiMi 3 00Ky HUPOK 3pocTajia 3 MOTIpPIICHHSAM BHXiAHOT (QYHKIT HUPOK Ta 3i
30UIBIICHHSM BiKY HE3aJICXKHO BiJ MPU3HAYCHOTO JIIKYBaHHSI.

Indexmii

Cakcazninmun

CroHTaHHHMX TOBIIOMJIEHb TPO BHUMAAKH TyOEpKyJIbO3y, acOILiHOBaHOTO 13 3aCTOCYBaHHAM
CakcarfinTuHy, He OyJI0; IPUYUHHO-HACIHIIKOBUMN 3B’ 30K HE BCTAHOBJICHUH.

CroHTaHHMX TOBIJOMJIEHb TIPO BHIIAQJAKH OMNOPTYHICTUYHMX iH(EKUid, acomiiioBaHUX i3
3aCTOCYBAaHHSM CaKCariNnTuHy, He OyII0.

OCHOBHI XUTTEBI OKA3HUKHU

Caxkcazninmun

KniniuHo 3HaYyImuX 3MiH OCHOBHUX )KUTTEBHX OKA3HHUKIB y MAILlI€HTIB, SIKi IPUAMAIN CaKCATTINTHH
oKpemMo a0o0 B koMOiHalii 3 MeThOpMIHOM, HE CITOCTEPIraaocs.

JlaGoparopHi aHami3u

Abconromua Kinbkicms nimgoyumis

Caxcaeninmun

3MeHIIeHHS! KITbKOCTI JIM(OLHMTIB HE CYNPOBOKYBAJIOCS KIIHIYHO 3HAYYHNIUMH HEOaKaHUMH
peakuismu. Jlo3yBaHHs cakcarmintuHy 10 Mr HE € CXBaJICHOIO JT030¥0.

KiiniuHe 3HaYeHHS 3MEHIIICHHSI KIJTLKOCTI JIIM(OLUTIB BIIHOCHO TUIale00 OCTaTOYHO HE 3’ SICOBAHE.
3a HAABHOCTI KJIIHIYHHMX ITOKa3aHb, TAKMX SIK He3BU4YaliHa a0o0 TpuBana iH(]eKIis, HeoOXiaHO
BU3HAUUTHU KUIBKICTH JiM(poruTiB. BImuB cakcarminTuHy Ha KUTbKICTh JiM(OIUTIB y MAIli€HTIB 3
TiM(POUUTAPHUMH aHOMATISIMHU (HAIIPHUKIIAA BipyC iMyHOIEDIUTY JIIOJIMHNA) HEBITOMH.
KonnenTpariii Bitaminy Bio

Memdopminy ciopoxiopud

MeTtdopMiH MOXKe CHOPUYUHATH 3HWKEHHSI KOHIIGHTpaliii Bitaminy Bi2 y cupoBartii KpoBi (ZIuB.
po3ait «OcoOIMBOCTI 3aCTOCYBAHHS).

JlocBiJl 3acTOCYBaHHS Mpenapary B HicaspeecTpalliiHui nepios

VY micnsipeecTpamiiauii iepiox Oyio i1eHTU(IKOBAHO JOJATKOBI MO01UHI peakiii. OCKUTBKH PO i
peaxiiii BiJOMO 31 CIIOHTAaHHUX MOB1I0MJIEHb, OTPUMAHUX BiJ MOMYJIALil HEBU3HAYEHOT YNCEIBHOCTI,
3BUYAHO HEMOXIJIMBO JOCTOBIPHO OIIIHWTH iXHIO YacTOTy a00 BCTAHOBUTH HAsBHICTH MPUYHHHO-
HACJI1JIKOBOT'O 3B’A3KY 13 3aCTOCYBaHHSM Mpernapary.

[Ipo peakirii miABUIIEHOT Yy TIIMBOCTI MOBLAOMIISIIOCS SIK TTPO HEYACTI TOO1UHI peaKIIii.

Yacto moBigoMisiiocs MNpo 1HQEKIli BEpXHIX AMXATbHUX MUIAXiB, 1H(QEKIil CeYOBHUX MUISIXIB,
racTPOCHTEPUT, CUHYCUT, HA30(apUHTIT (TIJIBKU IPU OYATKOBOMY KOMOIHAIIIITHOMY JIIKYBaHHI).
ITpo maHKpeaTuT MOBIIOMIISIIOCS SIK IPO HEYACTy MOOIYHY peakxiliio.

[ToBigoMIsIocs Mpo Taki MOPYLIEHHS HUTYHKOBO-KUIIKOBOTO TPaKTy 3 BIANOBIJHOI YaCTOTOIO:
HyJI0Ta — 49acTo, OJIFOBaHHS — YacTo, MaHKPEaTUT — HeUacTo, 3arop — HEB1IOMO.

Caxkcazninmun
- Peaxuii rinepuyTiMBOCTI, B TOMY 4MCIl aHadiakcis, aHTIOHEBPOTUYHHUI HaOpsK Ta

excomiaTuBHl ypaxkeHHs MmKipu (nuB. po3min «lIporunokazanHs» Ta «OcoOIMBOCTI
3aCTOCYBAHHS»)
- IMankpearut (auB. po3au1 «OcoOIMBOCTI 3aCTOCYBAHHS)
- Tskka Ta iHBaNiAM3YOYa apTpairis (AuB. po3ail «OcoOIMBOCTI 3aCTOCYBaHHSD)
- Bynboznuit nemoiroin (aus. po3ain «OcoOIMBOCTI 3aCTOCYBAHHSD)
Memdpopminy 2iopoxiopuo
- XonecTtaTuyHe, MEYIHKOBOKIITUHHE Ta 3MIIIaHE IEYIHKOBOKJIITUHHE YPa)K€HHS NEUiHKH.

[Ipo makToanm103 MOBIIOMIISIIOCS SIK TIPO AYKE PIAKY MOOIYHY peaKIlito.

IIpo po3naau QyHKIIT MEYiHKH, FeMaTUT MOBIIOMIISIIOCS SIK PO AyXkKe PiKi MoOIYHI peakiii.

[Ipo nuTyHKOBO-KUIIKOBI po3Jiay (IILTyHKOBO-KUIIKOBI CHMIITOMH: HY10Ta, OJI0BaHHs, Jiapes, 6ol
B )KMBOTI 1 BTpaTa arneTuTy) MOBIAOMIISAIIOCS SIK PO JyXKe YacTi HOOIvHI peakiii.
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[Ipo nedinut BiTaminy Bi2 moBigoMiIsimocs sk Tpo TyXKe piKy MOOIUHY peakiliro (IOBroTpUBae
JiKyBaHHA MeT(OPMIHOM IOB'SI3aHE 31 3HMIKEHHSM BCMOKTYBaHHS BiTaMiHy Biz, mo ayxe piako
MOX€E MPU3BECTH JI0 KIIHIYHO 3HAUyIIoro nedinuty Bitaminy Bio (Hampukian 10 merago0aacTHOT
aHemin)).

Tepmin npuoammnocmi.
36 MicALB.

YMmoBH 30epiranus.
30epiraT y HEAOCTYITHOMY JUIs AiTel Micii mpu Temrneparypi He Buiie 25 °C.

Ynakoska. [lo 7 tabnerox y Gmicrepi, mo 4 Giictepu y KapTOHHIN KOpOOIIi.

Kareropis Binmycky.
3a penenTom.

Bupoouuk.
Actpa3eneka @apmacerotukanc JIII.

Micue3naxo/:keHHs1 BUPOOHMKA Ta HOT0 ajgpeca Micusi NPOBAKEHHS TilIbHOCTI.
4601 Xaityeii 62 Ict, MaynT Bepnosn, IN, 47620, CIILIA.

JdarTa ocTaHHBOIO NeperJasay.
27.03.2025
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