CocrTaB

delicmeyrwuw,ue sew,ecmaed: CUTarIunTuH, MeTHOpPMUHA THAPOXJIOPUL

1 TabreTka, MOKpPHLITast 000I0YKOM, COIEPKUT CUTATrIMNTUHY docdhaTa MOHOTHUAPATA
9KBUBaJeHTHO 50 MT cutarnunTtuHy 1 850 Mr MeTdopMrHa TUAPOXIIOPUAA;

8cnomozameibHble 8eu,ecmad: eiIo3a MUKPOKPUCTAIndecKasi, IIOBUAOH,
HaTpHUA Jaypuscynbdat, HaTpus cTeapuiadymapar;

oborouka TabneTku Kpacutenb Onampai II 85F94182 po3oshiii (Tabnetku 50 mr / 850
MT');

COCTaB KpaCUTEeNs: CIUPT MOJTUBUHUIIOBEIM, TUTaHa guokcupg (E 171),
nonuaTuneHrnukonb 3350, TanbK, XKene3a okcupg yepHbii (E172), xKene3a okKcup
Kpacubi (E 172).

JIekapcTBeHHas1 popMa

TabsieTKH, IMOKPHITHIE IIJIEHOYHOM 000TT0OYKOM.
OcHoBHble (pu3uKko-xumuyeckue ceolicmaa:

tabnetku 50/850 Mr TabeTKHU, MOKPLITHIE TNIEHOYHOM 000JI0YKOM, PO30BOTO 1LIBETA C
rPaBUPOBKOM «515» C OOHOU CTOPOHHI U I'TafKUE C OPYTrOil CTOPOHHEIL.

dapMakoTepaneBTHYECKasi IpyImna

KomOuHaIus mepopaabHBIX CaXapOCHUXKAIOIINX JIeKapCTBeHHBIX cpencTB. Kom ATX
A10B DO7.

dapMaKOOUHaAMHUKa

ArymeT npencTaBisgeT co00i KOMOMHAIIMIO ABYX TMIIOTJIMKEMUYECKUX JIeKapCTBEHHBIX
CPenCcTB C B3aUMOOOIIOIHAIOMINM (KOMIIJIEMEHTAPHBIM) MEXaHU3MOM [ENCTBUS,
mpegHa3HaveHa OJIs YIYYIIeHUs KOHTPOJIS TIUNKeMUN y OOJIbHBEIX CaXapPHBIM nuabeToM
Il Tuma: cUuTarMMOTUHY, UHTUOUTOPa aumnentunuinentugas3sl 4 (II1I1-4) u
MeThopMIUHaA TUAPOXIIOPUAa, IIPEeICTaBUTEJIA Kjlacca OUTyaHUIOB.

CUTarnuITHUH SBJISSETCS aKTUBHLIM IIPU IIePOPaIbHOM IIpUeMe, MOIIHEIM,
BEICOKOCEJIEKTUBHEIM UHTUOUTOPOM bepMeHTa gunenTtunuinmnentuga3s 4 (OI1I1-4),
KOTOPBIN IIpeHa3HavYeH OJIsd JledeHus caxapHoro nuabera II tuma.
dapmakosiorudeckue 3¢p¢eKTH Kilacca ImpenapaToB-uHruéutopos HIIT1-4



OIloCpenoBaHHbIE aKTUBalue UHKPeTUHOB. Uurubupys OI1I1-4, cuTarTunTUH
IIOBHIIIAaeT KOHIIEHTPAILUIO ABYX U3BECTHHIX aKTUBHEIX TOPMOHOB CEMENCTBa
MHKPETUHOB: I'TioKarononongooxoro nentuma 1 (I'TITT-1) 1 riaoK0303aBUCUMBIN
UHCYJIHHOTPONHbIN nonunentuna (I'MIT). UHKPETUHOB SABISIE€TCS YaCThIO0 BHYTPEHHENU
(pu3MoOIOrnYecKo CUCTEMBI PETYISIINU TOMeOCTa3a I'TI0K03bl. [Ipr HopManbHOM HUIHN
TIOBBLIIIIEHHOM yPOBHE TTI0K03bI KpoBu ['TITT-1 u I'MIT crmocoO6CTBYIOT YBETUYEHUIO
CUHTE3a M CEeKpellnu MHCYyJInHa 0eTa-KJIeTKaMU MOoOXKenyaouyHoi xkemne3nl. ['TII1-1
TaKXe [MOJaBIsieT CEKPEeLUIo IJII0KaroHa ajabda-KjIeTKaMU HOAXKEeTyOOYHOM! XKeJle3Hl,
CHUKas TaKUM 00pa3oM CHHTE3 I'/IIOKO3Hl B IeueHu. ECiu ypoOBeHb I'IIOKO3LI KPOBU
HU3KWUM, BEICBOOOXKIEeHNE UHCYINHA He YCUIUBAETCs, a CeKpelus Triokarona HE
nmofjaBnsieTCsa. Byoy4Yu BEICOKOCEIEKTUBHBIM U 3((HEKTUBHBIM MHTUOUTOPOM (hepMeHTa
HOIIIT-4, cuTarTUIITUH B TepaleBTUUYECKUX KOHIIEHTPalusIX He yTHeTaeT aKTUBHOCTH
poncTBeHHBIX pepMmeHTOB ['HII-8 unu 'YI1-9. CUTarmunTUH OTINYaEeTC 10
XUMHYECKOU CTPYKType U PapMaKOIOTHUYECKUM OelCTBUEM OT aHanoros I'TITI-1,
WHCYJIWHA, IIPOU3BOOHBIX CYTb(POHUTIMOYEBUHBI NI METJIMTUHUIOOB, OUTYaHUIOB,
aroHMCTOB raMMa-pPelenTopoB, aKTUBUPYEMBIX nposindepaTopoM nnepokcrucoM (PPAR-
), UHTUOUTOPOB asnbda-rTUKO3UAa3kl U aHAJIOTOB aMUIUHA.

B xome OByXOHEBHOI'O MCCJIEIOBAHUS C YYaCTUEM 3IOPOBBIX HOOPOBOILIIEB
CUTATrJIMIITHH B MOHOPEZKKUMeE ITOBHIIIAJ KOHIIeHTparuio aktuBHoro I'TIIT-1, Torga Kak
MeTHOPMHUH B MOHOPEXKNMe Ha MOJ00HOM yPOBHE ITOBHIIIA KOHIIEHTPAIUU aKTUBHOTO
u ooOmero I'TITI-1.

OmHOBpPEMEHHOE BBejeHUEe CUTATrJIUIITHHA U MeT(hOpPMUHA MajIo OOIIOTHUTEIbHBIN
ycunmBaromuu ap@erT Ha KoHlLleHTpauuio aktuBHoro ['TII1-1. CutarnunTtuH, B
oTnuyue oT MeT(HOPMUHA, MOBHIIIAJ KOHIIEHTpalnui aktuBHOro I'UIT.

Mem@opmuH. 3TO TeKapCTBEHHOE CPEICTBO I'PYINbl OUTYaHUIOB, OKa3bIBAeT
TUIIOTIMKEeMUYeCKoe OelcTBUe, CHUXKasi 6a3aJlbHBIN 1 MOCTHPaHAMAIbHBIN
IJTa3MEHHBIN YPOBEHbB I'TIOKO3HI, HE CTUMYIUPYET CEeKPEeIlnio HHCYIUHA U II03TOMY He
MIPUBOOUT K TUIIOTJIUKEMUH.

MeThopMHUH CHUXKAET CUHTE3 I'/IIOKO3BI B IeUeHU IyTeM YrHeTeHUs TITI0KOHeoreHesa
U TTIMKOTEHOJ/IN3a, CHUXKAeT BCAaChlBaHME TJIIOKO3HLI B KUIIIEYHUKE U YMEPEHHO
MMOBHINIIAET YyBCTBUTEJIPHOCTD K MHCYJIMHY B MHIIIIIAX ITyTEM YCUTIEHUS
nmeprudepudecKoro 3axBaTa U YTUIU3AIIUU TTTIOKO3HI.

MeTdopMUH CTUMYIUPYET BHYTPUKIIETOYHBIU CUHTE3 I'JIMKOTreHa IyTeEM BO3OEUCTBUS
Ha I'TMKOTeHCUHTa3y. MeT)OpMUH yCUIUBAET TPAHCIOPTHYIO CIIOCOOHOCTH
OIIpEJeIeHHBIX TUIIOB MeMOpPaHHLIX TpaHCIopTepoB rmoKo3kbl (GLUT-1 u GLUT-4).

B pargomMmusupoBanHoM uccinegosanuu TECOS, npoBegeHHoM C¢ ydyactueM 14671
namuenTa ¢ HbAlc ot = 6,5 1o 8,0% ¢ ycTaHOBIIE€HHBIM CEPOEYHO-COCYAUCTHIM



3abosieBaHusAM, TpuMeHsan cutarnunnTul (7332) 100 mr B cyTku (unu 50 MT B CYTKH,
ecnu 6a3oBasi pacuyeTHasi CKOPOCTh Ki1yboukoBol punbrparuu (pIIK®) 6nina = 30 u
<50 M1 / mmH / 1,73 M2) unu wiane6o (7339), KOTOpPHIE OBIIM M0OaBJIEHEl K
CTaHAapTHOU Tepamnuu ¢ yueToMm ypoBHsS HbAlc u pakTOpOB puCKa cepaedHo-
cocypuctou cucteMsl. [TanmenTos ¢ plIK® <30 mn / mun / 1,73 M2 B HCCIIEOBaHUE
He BKIo4asnu. B uccnemoBanue Ob10 BKIIoueHo 2004 maimeHTa B Bo3pacTe = 75 JerT
1 3324 malreHTOoB C TOYeYHOU HemgoCcTaTOYHOCThIO (PIIIK® <60 mn / Mun / 1,73 M2).
B TeueHue uccnengoBaHusa cpenHssa pa3Huna HbAlc npu npuMeHeHUU CUTATIUIITHHA
u mname6o coctasuna 0,29% (0,01), 95% OHU (- 0,32 - 0,27) p <0,001.

[TepBUYHOU KOHEYHOU TOYKOU IJISI CEPAEYHO-COCYOUCTOM CUCTEMBI OBLIIO: CEPOEYHO-
COCyOuCTasi CMepPTh, HeJIeTaJIbHOT0 MH(PapKTa MHUOKapAa, HeJleTaIbHbId UHCYIbT WU
TOCIIHUTAIN3AIIUU 110 TTOBOAY HECTAaOUILHON CTEHOKApAOUU. BTOpHUYHBIE KOHEYHEBIE
TOYKH OJIsI CEPOEYHO-COCYONCTON CUCTEMEBI: CEPOEYHO-COCYONCTasi CMEPTh,
HeJleTalbHOr0 MH(papKTa MHOKapAa UiIn HeJieTaJIbHBIM UHCYIbT IIEPBOE IIOSIBIIEHUE
OTHOEeIbHBIX KOMIIOHEHTOB IT€PBUYHON KOHEYHOM TOYKM; CMEPTHOCTH OT BCEX ITPUYNH;
TOCTIIMTAaJIM3alus 110 TOBOAY CEPAEeYHOU HEJOCTaTOYHOCTH.

ITocne HabIOOeHUs B CpegHeM B TeueHue 3 JIeT CUTArJIMITUH ITPU JoOaBIeHUU K
CTAaHIAPTHOM Tepanuu He YBeIUUYUBaJl PUCK CEPhEe3HBIX ITOO0OYHBIX CEPIEYHO-
COCYOUCTHIX SIBJIEHUM UJIM PUCK T'OCIUTATIN3AlUH 10 TIOBOYy CepaedYHOM
HEeIOOCTAaTOYHOCTH II0 CPAaBHEHUIO C OOBIYHBIM JlIeueHueM 0e3 CUTArJIMIITUHA ¥ O0IbHBIX
caxapHbIM guabetom II Tuma (tabnuma 1).

Tabmnuiia 1. YacToTa KOMOO3UTHBIX B OCHOBHBIX BTOPHUYHEBIX CEPOEYHO-COCYOUCTHBIX
KOHEYHEBIX TOYEK

Cutarnuntul 100 mr (I[Tnamedo

YacToTa YacToTa

BO3HUKHOBEHUS BO3HUKHOBEHUSI|OTHOCUTEILHBIN
N (%) N (%) 3HaYeHue
Ha 100 Ha 100 puck (95% 1) -

alueHTo-IeT * IalueHTo-IeT *

AHanus IIOIIYJIAITNHU IIaITME€HTOB, KOTOPHEIM OBIJIO HA3HAYEHO JIeueHue

KOJIN4YECTBO
7332 7339
[IaleHTOB




[IepBuuyHasa
KOMIIO3UTHAas
KOHeYHas TOYKa

(CepoeuHno-
cocyoucTas
CMEPTBH,
HeJleTaJIbHOT 0O
nHpapKTa
MMHOKapaa,
HeJleTaJIbHBIN
WHCYIbT U
TOCIUTAIN3alUsAg
10 TIOBOOY
HeCcTaOuIbHOM’
CTEHOKapPOUuN)

839
(11,4)

4,1

851

4,2
(11,6)

0,98 (0,89 -
1,08)

<0,001

BTtopuunasa
KOMIIO3UTHAaA
KOHeYHasa TOYKa

(CepoeuHno-
cocyoucTas
CMEPTBD,
HeJIeTaJlbHOT O
nH(papKTa
MHOKapOa Uiu
HeJleTaJIbHBIN
WHCYJIbT)

745
(10,2)

3,6

746

3,6
(10,2)

0,99 (0,89 -
1,10)

<0,001

BTOpI/I‘-IHaH KOHEYHas TO4YKa

CeppgeyHo-
cocynoucras
CMEpPThH

380
(5,2)

1,7

366

1,7
(5,0)

1,03 (0,89 -
1,19)

0,711




Bce cnyuau
nHpapKTa
300 316 0,95 (0,81 -
MHOKapAa (Co 1,4 1,5 ( 0,487
CMEePTENbHBIM 4,1) 4,3) 1,11)
UCXOOOM U 0e3
HHUX)
Bce cnyuaun
MECYMETA (CO ) g 183 0,97 (0,79
CMepTeJIbHEIM 0,8 0,9 ’ ’ 0,760
(2,4) (2,5) 1,19)
KCXO0OoM U 0e3
HUX)
['ocnuranusanusa
116 129 0,90 (0,70 -
o mosony 0,5 0,6 ( 0,419
HecTaOuIbHOMI (1,6) (1,8) 1,16)
CTEeHOKAPOuU
C 547 537 1,01 (0,90 -

MEPTD O 2,5 2,5 ( 0,875
moboi npuuune ((7,5) (7,3) 1,14)
[Nocnuranulanusa
:2 H(;BOHOYU 228 | 229 | 1,00 (0,83 - | o

YHOU , , )
b (3,1) (31) 1,20)
HeIOCTAaTOYHOCTHU
*k

* - 3aboneBaemocThb Ha 100 mamueHTO-71eT paccyuThiBaeTcs Kak 100 X (obimiee
KOJIM4YeCTBO OOJIbHBEIX C = 1 sABJIeHMEM B TeUeHHe COOTBETCTBYIOIIEro Iepuoaa
MIPUMEeHEeHUs JTeKapCTBEHHOT'0 CpeiCTBa Ha 00IIee 4YKCJIo HallieHTo-JIeT
rocJieayolnero HabogeHusI).

T - Ha ocHoBanuu mopenu Kokca, cTpaTuuIInpoBaHHOM 110 peruoHy. 11T COCTaBHBIX
KOHEYHBIX TOYEK P-3HAUYEHUSI COOTBETCTBYIOT KPUTEPHIO ITIOMCKA HE MEHbIIIEH

959G GHEKTUBHOCTH, YTOOB IPOAEMOHCTPUPOBATh, YTO OTHOIIIEHWE PUCKOB COCTaBIISIET
MeHee 1,3. [I7151 Bcex OCTaJIbHbIX KOHEUYHBIX TOYEK P-3HAUEHUS COOTBETCTBYIOT
KPUTEPHUIO Pa3/INUUM B II0KaA3aTeJIIX PUCKOB.

1 - AHaIM3 roCMUTaIn3aluy 110 TOBOAY CePAeYHOM HEeJOCTaTOYHOCTHU OBl
CKOPPEKTUPOBAaH C Y4€TOM UCXOOHHBIX HAaHHBIX O CEPAEYHON HEJOCTAaTOUYHOCTHU B
aHaMHe3e Ha Ha4YaJbHOM YPOBHE.



dapMaKOKHHETHKA

MexaHu3m Oeticmeus. Anymer. KomOuHUpPOBaHHBIE TaOneTKU AHyMeT (CUTATIUIITHUH /
MeTdopmuHa rugpoxnopun) 50 mr / 500 mr u 50 mr / 1000 Mr aBnsgeTcs
O0MO05KBUBAJIEHTHLBIMHU OTAEJIFHOM IIpUeMa COOTBETCTBYIOIIUNX 03 CUTATIUIITUHY
dochara (AHyBUS) U MeTPOpMUHA TUOPOXIIOPUAA.

C ydyeTOoM JoKa3aHHOU OMO3KBHUBAJIEHTHOCTHU TabJIETOK C HaMMeHbIllel U HauOOoIbIleln
no30i MeThopMUHa, TabeTKaM C IPOMEXKYTOUYHOMU H0301 MeThopMuHa 850 Mr Onla
TaK>Xe CBOMCTBEeHHa 0MO3KBUBAJIEHTHOCTD ITPY KOMOMHUPOBAHUS B TaOIeTKe
(puKCcHUpPOBaHHEIX 003 JIEKAPCTBEHHEIX CPECTB.

BcacriBanus

Cumazaunmut. ITocne npueMa mo3bl 100 MT y 3MOpPOBEIX JOOPOBOJIBIIEB CUTATIUIITUH
OBICTPO BCAChIBAJICS U OOCTUTAJI MIMKOBHIX MJIa3MEHHBIX KOHIIEHTPAllui (MegraHa max)
yepe3 1 - 4 gaca 110ociie BBeieHUS, TOrda KakK cpegHui nokasatenb AUC curarjaunTuHa
B IIJTa3Me COCTaBIsA 8,52 MKMOJIb-4, @ MaKCHMaJlbHasE KOHIIeHTpauus - 950 HMOJIb .
BropoCcTynmHOCTE CUTArIUIITHHA COCTaBasAeT NpuMepHo 87%. [IpueM cutarnunTuHa
OOHOBPEMEHHO C XXKWPHOU MUIIEeN He BIUseT Ha PapMaKOKMHETHUKY IIpenapara.

ITokazatens AUC cuTarnuiiTAHa B IMjIa3Me KPOBU MOBLINIAETCS MPOMOPLHXOHAILHO
no3e. [IpomopunoHaIbHOCTD J03€ He YCTaHOBJIEHA [J1 IToKal3aTejled MaKCUMallbHOU
KoHI1leHTpanuu u C24ron (Cmax poc 6oee 4eM ITPOIIOPIIMOHAILHO A03€, TOTa KakK
C24ropm poc MeHee IPONOPIIMOHAILHO O03€).

MemdaopmuHa 2udpoxaopud. Ilocne npuemMa MeThopMHUHa Tmax OJOCTUTaeTCSa dyepe3
2,5 4yaca. buogocTynmHOCTh, MeTpOpMIUHaA TUAPOXJIOPHUAA IPU IPUMEHEHNN HaTOIlaK B
mo3e 500 mr cocrtaBnseT 50 - 60%. ITocne nmepopaabHOro MIPUMEHEHU S
HeabcopOupoBaHHas ppakius, BeigesnseTcs ¢ pekanusmu, coctaBiuseT 20 - 30%.

BcacreiBaHne MeThOpPMUHA II0CJIEe IIepOopabHOT0 IIprueMa UMeeT HackhllllaeMas 1
HEMOJIHBIN XapakTep. [Ipennonaraercs, 4To papMakKOKHMHETHKA €TI0 BCaChHIBaHUS
HenuHeMHas. [Ipu cTaHOAPTHHIX 03aX M cXeMaX IpuMeHeHus MeThOopMUHa
cTabunbHasi KOHIIEHTpPAIllus B IIJlTa3Me KPOBHU IOCTUTaeTCs B TeueHue 24 - 48 4acoB u,
KakK ITpaBUJIO, He IpeBHIIIaeT 1 MKr / M. MakKcuMaJlibHasi KOHIIEHTPAIlus B IIJIa3Me
KPOBU (max) He IIpeBkIIana 4 MKI / MJI aXKe IIPU IPUMeHeHUH MaKCUMAaIbHBIX T03.

OOHOBpPEMEHHBIN IIPUEM JIEKAPCTBEHHOI'O CPENCTBa C IIUIIEeN CHUXKaeT CKOPOCTh U
KOJIMYEeCTBO BCAChIBAEMOI'0 MeT(GOPMHUHA, YTO MOATBEPKOAETCSI CHUXKEHHUEM 3HaYeHUs
MIUKOBOM IIJTa3MeHHOM KOHIleHTpaluu (Cmax) npuMepHo Ha 40%, CHUXKEHUEM
3HAYEeHHUS MIIIOIIaau MoO KpUBOU «KOHIeHTpalusa-BpeMsa» (AUC) npumepHo Ha 25%, a
TakKXKe 35- MUHYTHOU 3aePKKOU B JOCTUKEHUU ITMKOBOU MJIa3MEHHOU KOHIIEHTpaluu



(Tmax) mocie ogHOKpPaTHOTrO IpreMa MeTdopMuHa B fo3e 850 Mr ¢ nuileu.
Knuan4yeckass 3HaUMMOCTh CHU2KEHUS 3HaQUEHUY (papMaKOKUHETUYECKUX
IIoKas3aTeJle He yCTaHOBJIEHaA.

Pacnpegenenue

CumaeaunmuH. CpegHull 00beM pacrupeneneHnus B paBHOBECHOM COCTOSTHUHU II0CJTIe
omHOKpaTHOTO BBegeHUs 100 MI cUTArIUIITHHA ¥V 3TOPOBBIX HOOPOBOJIBIIEB COCTABIISIET
npuMmepHo 198 n. Opakius cuTariunTuHa, 00paTUMO CBA3bIBAETCs C OeTKaMu
IJ1a3Mbl, OTHOCUTEIBHO HeBenuka (38%).

Memd@opmuH. CBsi3piBaHUS MeThOpPMUHA C OeJIKaMU MJ1a3Mbl HE3HAUUTEIbHOE.
MeThopMUH IPOHUKAET B 9PUTPOLMTH. MaKcruMasibHasi KOHIIEHTPallusa B KPOBU HUXKE,
yeM MaKCHUMaJlbHasi KOHIIEHTPAIIus B MJIa3Me, M MOCTUTAeTCs 32 OOUHAKOBBIH
ITPOMEXKYTOK BpeMeHU. JPUTPOIIUTHI, CKOpee BCero, MpeacTaBiIsOT BTOPYIO KaMepy
pacnpenenenusi. Cpenuauit oo6beMm pacupenenenus (Vd) konebreTcss B muamal3oHe 63 -
276 1.

MeTtabonusm

CumazaunmuH. IIpumepHo 79% cuTarnuiiTAHa BEIBOOUTCS B HEU3MEHEHHOM BUE C
MO4YO0M, MeTabomuyeckasi TpaHcopMalus JeKapCTBEHHOI0 CpeAcTBa MUHUMAJIbHA.

ITocne BBegenus [14C] -MU4YeHOTO CUTATrTUNITUHA BHYTPeHHE IpUMepHO 16%
BBEOEHHOM pPaJ0aKTUBHOCTHU 3KCKPETUPOBAIUChH B BUlle MEeTAaOOIUTOB CUTATJIUIITUHA.
Brimu o6HapyKeHBl B KOHIIEHTPAaIluu 6 MeTabOIUTOB CUTATJIMIITUHA, He IelaloT
mo6oro BKnana B rmna3dmMenHyio [AI1T1-4-unrubupyioiiee akTUBHOCTh CUTATIUIITUHA. B
HCCIeOBaHUAX in vitro u riaBHEIM (pepMeHTOM, KOTOPHIM OTBEUAET 3a OrpaHNYeHHOe
MeTaboInYecKyo TpaHCHOpPMAIINIO0 CUTATIUIITHHA, ObLI IPU3HAH U30DEePMEHT
cucteMsl 1iutToxpoMa CYP3A4, kpoMe TOTO, OIIpenesieHHYI0 ydacTue IpuHuMaeT
TakKe n3odpepment CYP2CS8. [lanHble un vitro CBUAETENBCTBYIOT, YTO CUTATr TUITUH
He yrHeTaeT usodpepmentsl CYP3A4, 2C8, 2C9, 2D6, 1A2, 2C19 u 2B6 HO He
uHoyuupyet usodpepmentel CYP3A4 u CYP1A2.

Mem@opmuH. MeThopMUH BEIBOAUTCS B HEU3MEHEHHOM BHUOE C MO4YOM. MeTaboIuTOB
B UEJIOBEUYECKOM OpTraHu3Me He 0OHapyzKeHO.

BriBO[,

Cumaeaunmut. [Tocne npueMa [14C] -MU4YEeHOT O CUTArIUNTUHA BHYTPh IPaKTUUYECKHU
BCS BBEIE€HHAs PaJgy¥O0aKTUBHOCTD BEIBOOUTCS U3 OpraHu3Ma B TeYeHUe HeOesyu, B TOM
yucse 13% - yepes KuiiedyHuk U 87% - ¢ Mo4you. Ilepuon ronyBEIBEAeHUSA
CUTArJIUITHHA IIpU IepopaibHOM npueMe 100 Mr coctasisieT npuMepHo 12,4 4daca,
IIOYEYHBIU KJIUPEHC - 0KOJIO 350 M1 / MuH. CUTArIMOTUH MOXKET HaKallJIuBaThCS B



MHWHHUMAJIBHBIX KOJIMYECTBaAX M TOJIBKO IIOCJIE MHOTOKPATHOTI O IIpKeMa.

BriBop cuTarnunTuHa OCYLIECTBIISAETCS IPEUMYIIIeCTBEHHO IIyTeM II04YeYHOU
9KCKpeluu 10 MeXaHUu3My aKTUBHOU KaHaJIblleBOU cekpenyu. CUTariIuIlTUH SIBJIAETCSI
cyOCcTpaTOM TpaHCIIOPTEPa OpraHNYeCcKrUX aHMOHOB 4YejioBeKa TpeThero tuna (hOAT-
3), y4aCTBYIOLIUX B IIPOLiecce 3JIMMUHAIUU CUTArJIuIITUHA IoYKaMu. KiiuHu4yeckas
3HauyuMOCTh ydacTusi hOAT-3 B TpaHCIIOpPTE CUTATrJIUIITHHA HEe yCTaHOBIEHA.
Bo3MOXHO y4acTue p-TIMKONPOTENHA B IOYEYHOU 3JTMMUHAIINYA CUTATJIUIITHHA (Kak
cybcTpaT), ogHAaKO MHTUOUTOD P-TJIMKOIPOTENHA IIUKJIOCTIOPHUH He CHUXKAeT
MMOYEeYHHBIN KJIUPEeHC cuTarnuntuHa. CUTarIunTuH He aBnseTcsa cyoctpatom OCT-2
unu OAT-1 unu tpancnoprepoB PEPT1 / 2, He uHrubupyeTcs TPaHCIIOPT,
onnocpenoBaHHbIN OAT3 unu p-rmukonpoTenHoM. CUTATIUIITUH c1abo BIUSET Ha
IJIa3MEeHHYI0 KOHIIEHTPALXIo AUTOKCUHA, TT09TOMY, BO3MOXKHO, SIBJITETCS ClTaObIM
WHTUOUTOPOM P-TJIMKOIIPOTEUHA.

Mema@opmuH. TToueuHbll KIUpeHC MeTdopMuHa coctasnsgeT> 400 M / MUH; 3TO
O3HavaeT, YTO JIeKapCTBEHHOE CPEACTBO BLIBOOUTCS IIyTEM KIIyOOYKOBOM (pUIILTPAIINU
U KaHablleBOu cekpenuu. [locne nmpueMa nepuop IMOJIyBEIBEOEHUSI COCTaABIISIET OKOJIO
6,5 gaca. [Ipu HapymeHUuu QYHKIMY ITOYEK TOYEYHBIN KJIIMPEHC CHUXKAETCS
IPOIOPILKXOHAJIBHO KIIUPEHCY KpeaTUHHWHA, BCIIEOCTBUE YEro Iepuoy IIOIyBbIBEJEeHUSI
YBEINYUBAETCS, UYTO IPUBOAUT K ITOBHIIIIEHUIO YPOBHS MeTQOPMUHA B IJla3Me KPOBH.

PapMaAKOKUHEeMuUKd y omoeibHblX 2pynn NnauueHmos

ITanmeHTH ¢ caxapHBIM guabetom II Tuma

CumaeaunmuH. ®PapMaKOKHHETHKA CUTATIUIITHHA Y ITAIlMeHTOB C CaXapHBIM
nuabeToM Il Tuna mogoOHa TAKOBOM y 3MOPOBBIX JOOPOBOJIBIIER.

Memd@opmuH. ITpu coxpaHeHHOU (PYHKIMU ITOUEK (hapMaKOKMHETHYECKHNE ITapaMeTPH
II0CJIe OMHOKPATHOI'O ¥ IIOBTOPHOTO MPUEMOB MeTPopMHUHa Y OOIbHBEIX CaXapHBIM
nuabetoM Il Tuma ¥ 3MOPOBEIX HOOPOBOJILLIEB OAUHAKOBEI, KyMY/ISIIUN JIEKAPCTBEHHOT' O
CpencTBa IIpU NIPUMEHEeHUU B TepaleBTUYEeCKUX N03aX He IIPOUCXOOUT.

IMTaueHTH ¢ HapyuieHueM GVHKIIMYA IoYeK

CumaezaunmuH. Y nIallueHTOB C YyMEPEHHOU MOYEeYHOU HenoCcTaTOYHOCThIO0 (CK® = 30
0o < 45 mn / MUH) OTMedasnu yBenudeHue nnasMeHHoM AUC cutariuntuHa IpUMepPHO
B 2 pa3a, a y nanueHTOB C Tsaxkenou (CK® <30 M1 / MUH) 1 TEpMUHAJIBHOU CTagueun
(Ha reMoguanu3e) IOYEYHOU HegoCcTaToOuHOCTH 3HaueHue AUC pocio B 4 pa3sa.
CuTarnunTUH OYeHb YMEPEHHO BEIBOOUTCS BO BpeMs reMoauanmu3a (3a ceaHc
reMopgvasnu3a IPOOOJIKUTEIBHOCTHIO 3 - 4 Yyaca, KOTOPHIM HayuHanau yepel 4 daca
I10CJie IPUMEHEHU JIEKapCTBEHHOI'O CPefCTBa U3 OpraHu3Ma BEIBOOUJIOCH IPUMEPHO
13,5% mpuHSITOM OO3bl CUTATIUIITHHA).



MemdgopmuH. Y TTallueHTOB C HapyllleHueM QyHKIMY IOYeK IIePHoy MJIa3MEeHHOT O
MOJTYBHIBEJEHUS JIeKapCTBEHHOT'O CPEICTBa YBEJIMUNBAETCS, a IIOYEYHBIN KJIIUPEHC
cHuxkaetcs (cMm. «I[IpotuBonokazanus», «OCOOEHHOCTU IIPUMEHEHUS»).

ITanmeHTH C HapyHmIieHueM QVHKIINY HeYeHHu

CumazaunmuH. ITalueHTaM C MeYeHOYHOW HeJOCTAaTOYHOCTHIO JIETKOM U YMEPEHHOMH
ctenenu (=< 9 mo mKkasne Ya#ng - [1b10) KOPPEKIKS MO3bI CUTATIUIITHHY He HyKHa. Hert
KJIMHUYECKUX JAaHHBIX O IPUMEHEeHUH CUTATIUIITHHA HallueHTaM C TSIXKeJIou
IIeYeHOYHOM HeJ0CTaTOYHOCTLIO (0oee 9 OasnsoB 1o mKkane Yaung - [1e1o).
[TOCKONIBPKY CUTATJIMITHH BEIBOOUTCS ITPEUMYIIECTBEHHO ITOYKAaMU, HEe 0XKHIaeTCs
BIUSHUS Ha (AapPMAaKOKUHETUKY CUTATIUIITHHA Y MAllUeHTOB C TSAXEeJIOW MeYeHOYHOH
HeIOCTAaTOYHOCTEIO.

MemdgopmuHn. MccnegoBaHue papMaKOKMHETUYECKUX ITapaMeTPOB MeTHOPMUHA Y
MalneHTOB C TeYeHOUYHON HeJOCTaTOUYHOCThIO HE TIPOBOOUIIUCE.

ITauueHmul nodcua020 8o3pacma. He Hy>2KHO KOPPEKTUPOBATh A03Y JIEKapCTBEHHOTO
cpencTBa B 3aBHCHMOCTH OT BO3pacTa IalueHTa. Bo3pacT He uMeeT KIIMHUYEeCKU
3HAYMMOTO BIUSIHUS Ha (papMaKOKMHETUKY CUTArIUNTHHA. Y NallieHTOB II0XKUJIOTO
Bo3pacTa (65 - 80 nmeT) KOHIIEHTPAILUa CUTArIUITUHA B I1Jla3Me KpoBU Ha 19% BEIIIE
9TOT ITOKa3aTeJib ¥ 00jiee MOJIOALIX MaIlMeHTOB.

IToxka3aHnus

IIns1 meyeHUs B3POCJILIX MAllMEHTOB C caXapHBIM nuabeToM II Tuma:

e fHyMeT IMoOKa3aH KakK OOIIOJIHEHUE K JAueTe U pexknuMa Gu3ndeCKrX Harpy30K O
YIy4OIeHUS KOHTPOJIS Hall TTUKEMUH Y HallMeHTOB, Y KOTOPHLIX HE MOCTUTHYT
aJeKBaTHOTO KOHTPOJIA Ha ¢oHEe MOHOTepanuu MeT(POPMHUHOM B MaKCHUMaJIbHOU
IIepEeHOCUMOU 03€e, a TaKXKe IalleHTaM, KOTOPHIEe yKe II0JIy4aloT JIedeHue
KOMOMWHAaIIMel CUTarIuITUHA U MeTHOpPMHUHA.

e fHyMeT ImoKa3aH B KOMOMHAIIMU C IPOU3BOAHBIMU CYIb(MOHUIMOYEBUHEI
(koMOUMHAITUS TPEX JIeKapCTBEHHBIX CPECTB) KaK MOIOJIHEHNEe K IUeTe U Pexuma
(pu3nuecKkrx Harpy30K IMallieHTaM, Y KOTOPBIX He JOCTUTHYT aJeKBaTHOI' O
KOHTPOJISA Ha ¢oHe Tepanuu MeTPOPMHUHOM B MaKCHMaJIbHOU IEPEHOCHUMOM J03€e
U CYIb(POHUIMOYEBUHEIL.

e fHyMeT MmoKa3aH B KOMOWHAIIMU C alrOHUCTAaMHU PEIENITOPOB, aKTUBUPYEMBIX
nponudepatopoMm nepokcucom (PPAR-y) (Hanpumep Tua3zonuouHIONOHEI)
(koMOMHAITUS TPEX JIEKapCTBEHHBIX CPECTB) KaK MOIOJIHEeHNEe K IUeTe U Pexunuma
(pu3nuecKkrx Harpy30K IIallieHTaM, Y KOTOPBIX He JOCTUTHYT aJeKBaTHOI' O
KOHTPOJISA Ha poHe Tepanuu MeTPOPMHUHOM B MaKCHMaJIbHOU IEPEHOCUMOM J03€e
u aroHuctoM PPAR-y.



e fIHYMeT TakxKe MMOKa3aH ITallieHTaM, KOTOpPble MPUHUMAIOT UHCYIIUH
(koMOMHAITUS TPeX JIeKapCTBEHHBIX CPEICTB), KaK MOIIOJIHEHNE K IUeTe U
pexuma GU3nYeCKUX Harpy30K IO/ YIIYYIIeHUsI KOHTPOJIS TTIMKEMUHU Y
MMal¥eHTOB, HEe MOCTUTIINX afleKBaTHOTO KOHTPOJIS Ha (poHe JIedeHUsT CTaOuIbHOU
O030U MHCYJIMHA U MEeT()POPMUHOM.

HpOTHBOHOKa3aHHH

e [ToBHIIIIEHHAS YyBCTBUTENIBHOCTh K CUTAarTUOTUHY pocdaTa, MeTHOpMHUHA
TUAPOXJIOPUAA U K JII0O0OMYy IPYTroMy KOMIIOHEHTY Ipelapara.

e JIt000# THI OCTPOTr0 MeTabOIMYEeCKOT0 aluao3a (HalrpuMep JIaKToallua03,
ouabeTHUYeCKU KeToallua03).

o [ITmabeTnueckas KoMa.

e Tskemnasi modyedyHast HegocTaTOYHOCTD (PIIIK® <30 mn / muH (cM. Pa3nen
«OcobeHHOCTH ITPUMEHeHusT», «I[ToueyHass HeJOCTaTOYHOCTL>»)).

e OCTpBIE COCTOSTHUSI, KOTOPHIE MOT'YT BIUSATh Ha (QYHKIMIO II0UEK AeruapaTalius,
TsI2KeJble MHPQEKIIUY, 0K, BHYTPUCOCYANCTOE BBEIeHNEe NoacoaepKaIlux
KOHTPACTHHIX BellecTB (cM. Pa3men «OcoOeHHOCTH IIPUMEHEHUSI»).

e OcCTphIe NI XPOHUYECKUEe 3a00IeBaHUsI, KOTOPhIe MOTYT ITPUBOAUTE K TUIIOKCUH
TKaHeU, TaKue KaK cepaedyHas UM JIerO4YHas HeJOCTaTOYHOCTh, HEJaBHO
nepeHeCeHHbIU NHPaApPKT MUOKapAa, 1IOK.

e HapymeHue GyHKIIMY ITIEYEHMU.

e OcTpas anKorojabHas MHTOKCUKAIINS, aJIKOTOJIN3M.

e [Tepronm KOpMIIEHUS TPYOBIO.

B3auMoOaeHCTBHE C IPYTrHMH JIeKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHObI
B3aMMOOEeHUCTBUHA

OOHOBpPEMEHHEIN IIPUEM MHOTOKPATHHIX 003 cUTaraunTuHa (mo 50 Mr 2 pa3a B CyTKH)
u meTdopmuHa (1o 1000 Mr 2 pa3a B CYTKH) HE COIPOBOKAAJICS 3HAUYUMBIMU
U3MeHeHUAMU papMaKOKHHETUYECKUX ITOKa3aTe/lel CUTArJIUIITHHA NI MeTQPOpPMHUHA
y MallMeHTOB C caxapHbIM auabetowm II Tuma.

dapMaKOKMHETUYECKUE NCCIIeJOBaHUs B3aMOOENCTBUSA JIEKapCTBEHHOTO CPeCTBa
SIHYyMeT Cc OpyruMHu JIeKapCTBEHHBIMHU CPEICTBAaMM He ITPOBOOUJIIN; OJHAKO TaKue
KCCIeI0BaHus ObIJIM IIPOBEIEHEI OTAEIbHO C aKTUBHBIMH BeIlleCTBAMU -
CUTArIUITUHOM U MEeT(GHOPMUHOM.

He pekomeHOyeTCcss COBMECTHOE ITpUMEHEeHHe.

A/K0201b. ATIKOTOJIbHAsA UHTOKCHUKAIINMS CBsI3aHa C IOBBIIMIEHHBIM PHUCKOM PA3BUTHUA
JIaKTOallkugo3a, 0COOEHHO B ClIy4dae rojioganusd, HeJOCTAaTOYHOI'O IIMTaHUA UIIN



HapyumeHus QyHKIUYU ITeYeHH.

KoHTpacTHEIE BeIleCcTBa, CogepzKaliue 1o

[TpuMeHeHUEe AHYMETY cienyeT IPeKPaTUTh 00 UJIM BO BpeMs PaguoJIOTUYeCKOT0
HCCIIeOBaHMUS ¥ HaUWHATh IPUEeM He paHee YyeM dyepe3 48 yacoB I10oCyie 3TOM
MIPOLIEeAYyPHI IIPU YCJIOBUHU, UTO (GYHKUMS ITOUYEK ITOBTOPHO OLEHUJIN U IIPU3HAIU
npuemsieMoi (cm. Pazmensl «IIpoTuBonoka3zaHus» U «OCOOEHHOCTU TPUMEHEHUST»).

KombuHanuu, Tpedymomiye Mep IpyU OPUMeHEeHUH!

HekoTophie leKapCTBEHHBIE CPEACTBA MOTYT HETaTUBHO BIIMATH Ha PYHKIINIO TOYEK,
MOKET YBEeJIMYUTDL PUCK JaKToauumo3a, HanpuMmep HIIBC, B Tom uncjie MHTUOUTOPHI
cenekTuBHOU HuKiookcureHas3sl (LIOT') II, uHruOuTOpEl AII®, aHTAarOHUCTHI
peLenITOPOB aHTHOoTeH3WHA Il U AMypeTuKu, 0COOEHHO IeTIeBble JUYPETUKHU. B
HayaJie MPUMeHeHHUsI TaK1UX JIEKaPCTBEHHLIX CPEeACTB B KOMOMHAIIMKN C MET(HOPMUHOM
HeoOXOOUM TIIAaTEeIbHbIM KOHTPOJIb QYHKIIUY ITI0YEK.

OmHOBpPEMEHHOE MPpUMeHEeHNe JIEKapCTBEHHBIX CPENCTB, BIUSIONINX Ha 00IIne
TPAHCIIOPTHBIE CUCTEMEI [IOYEYHEIX KaHalblleB, Y4aCTBYIOIIVX B BEIBEIEeHUN
MeT(hOpMUHA ITIOYKaMU (HallpuMep UHTUOUTOPOB OPraHUYEeCKOr0 KaTUOHHOTO
nepeHocuuka-2 [OCT2] / MynbTHUIIEPEHOCHUKA IIPETIapaTOB U IIepPeHOCYUKa TOKCUHOB
skcTpy3uu [MATE], Takux Kak paHOIa3uH, BaHAeTaHUO, MOTyTerpaBup U UMMETUOUH),
MOXKET IIPUBECTU K YBEJIUUEHUIO CUCTEMHOT0O BO3OEUCTBUSI MEeT(HPOPMIUHA U YBEJIUYUTH
PUCK JlakToanuno3a. CiengyeTr paCCMOTPETH IIPEUMYIIleCTBa U PUCKU COBMECTHOI'O
npuMeHeHUs1. HeoOxoauMm TilaTeNbHBIN TTTUKEMUYECKUM KOHTPOJIb, PETYJINPOBaHUE
O3Bl B IIpefeax peKOMeHAyeMbIX N03 U U3MEHEHUS B JIeUeHUU caxapHOro guabera,
KOT'la 3TU JIEKapCTBEHHEBIE CPEeNCTBa IPUMEHAIOT ONHOBPEMEHHO.

['MIOKOKOPTUKOCTEPOUIBI (CHCTEMHOTO M MECTHOTO JIeHCTBUsI), 6eTa-2 arOHUCTHI U
OUYPETUKU UMEIOT COOCTBEHHBIN MOTEHIIMA TUIIePTINKEMUYeCKOM aKTUBHOCTH.
[TanyeHTa HEOOXOAMMO MTPOUHDOPMHUPOBATE 00 9TOM U Hallle KOHTPOJIUPOBATh
YPOBEHbD TI'/TIOKO3bI B KPOBU, 0COOEHHO B Hadajle JTe4eHUs TaKUMU JIeKapCTBEHHLIMU
cpepcTBamMu. Eciiu HeoOX0auMO, ClieoyeT KOPPEKTUPOBATh H03Y
TUIIOTJIMKEMU3UPYIOIIUX JI€eKapPCTBEHHOT O CPEeACTBa B TeYEeHNE OJHOBPEMEHHOI' O
IPUMEHEHUS C APYTUMHU JIEKapPCTBEHHBIMU CPEOCTBaMU U I10CJIe UX OTMEHHI.

Nuruburtopsl AII® MOTryT CHUKATh YPOBEHD I'TIOKO3Hl B KPOBU. Eciu He0OXoguMo,
clenyeT KOPPEKTUPOBaTh 003y I'MIOTIMKEMU3UPYIOIIUX JIEKAPCTBEHHOT'O CPEACTBA B
TeYeHNe OOHOBPEMEHHOI0 IPUMEHEHNUS C OPYTUMU JIeKapCTBEHHBIMY CPEeNCTBaMU U
I10CJjie UX OTMEHEL.

BrnusHue OPYIUX JIEKaPCTBEHHEBIX CPEeOCTB Ha CUTAl' JIUIITHUH




IlaHHBIE, yKa3aHHbBIE HUKE, CBUOETEJIbCTBYIOT O HU3KOM PUCKE BO3HUKHOBEHUS
KJIMHUYECKU 3HAQYUMBIX B3aMMOJJENCTBUHA.

HccnemoBaHus4 in vitro mokasasnu, 4TO I'JIaBHEIMU (hepMEHTaMU, KOTOPHIE Y4aCTBYIOT B
YaCTUYHOM MeTaboIMu3Me CUTarJIunThHa, eCTh (epMeHTH CUCTEMBI LIUTOXPOMaA
CYP3A4 nipu yyactuu CYP2CS8. ¥V naifueHTOB ¢ HOpMaJIbHOU (QYHKIMEN IT0UYeK
MeTabonu3m (Bkmodass CYP3A4) urpaet nuinb HeOOMbIITYIO PO B KIIUPEHCE
cutarnunTtuHa. MeTabo/Iu3M MOXKeET UrpaTh 60jlee CylIeCTBEHHYIO POJIb B
SIUMUHAUVY CUTArINOTHHA IPU TAXKEJION ¥ TEPMUHAJIbHOU CTaguU NO4YE4YHOU
HeIOOoCTaTOYHOCTHU. [T03TOMYy BO3MOIXKHO, UTO MOIIHbIe MHTUOUTOPE CYP3A4
(HarmpuMep KeTOKOHAa30JI, UTPaKOHa30JI, pUTOHABUP, KJIapUTPOMUIIUH) MOTYT
U3MEHATh PapMaKOKUHETHUKY CUTATrIUIITHHA y TaKUX ITallMeHTOB. BIusgHUEe MOIIHBIX
nHTHO6UTOPOB CYP3A4 y ManueHTOB C TOYEYHOM HEJOCTAaTOYHOCThIO ITPU KIUHUYECKUX
HUCCIIeJOBaHUU HEe U3ydaliCH.

HccnemoBaHue TpaHCOOPTA in vitro moka3aju, YTO CUTATJIUITHUH SBISETCS
cyOCcTpaToOM pP-TJIMKONPOTENHA U TPAHCIOPTEepa OPraHNYeCKUX aHMOHOB TPETHETO
tuna (OAT3). n vitro OAT3-ommocpegoBaHHBINM TPAHCIIOPT CUTATrIUIITHHA II0OaBISAJICS
IIOJ mercTBUEM ITpoOeHelraa, XOTs PUCK KIMHUYECKH 3HAYUMEIX PeaKIIni
B3aMMOOENCTBUS cuuTaeTcss HU3KUM. OmHOBpEeMeHHOe ITpUMeHeHNne NHTMOUTOPOB
OAT3 ¥ cuTarjuITyUHYy in vivo He u3y4aiocCh.

IuksaocnopuH. B xoze nccnenoBaHusi OOHOBPEMEHHOI'O ITpreMa pa30BOU AO3H
cutarnuntuHy 100 Mr pa3oBou IepopabHOU OO3HI HUKJIOCIIOpHHA 600 Mr
HaOmoganoch yBenudenne AUC u Cmax cUTarjIulnTuHa IpuMepHo Ha 29% u 68%
COOTBETCTBEHHO. YKa3aHHbIe U3MEeHEeHUS papMaKOKMHETUKN CUTATJIUIITUHA He
CUUTAIOTCS KIMHUYECKU 3HAUUMBIMU. KIIMpEeHC cuTarjiuIiTiHa CyIieCTBEHHO He
MeHs1/Ics. TakKe npu MPUMEHEeHUUN OPYTUX UHIMOUTOPOB P-TIIMKOIIPOTENHA 3HAYNMEBIE
peakKLry B3auMOJENCTBUS HE 0XKUJaeTCH.

BrnusHue cUTAarIunTHHA Ha OPYrue JeKapCTBeHHBIE CpeacTBa

IaHHBIE in Vitro Moka3kIBalOT, YTO CUTArJIMNTHUH HEe yTHETAET U He UHOYILUPYeT
nsodpepmenTtsl CYP450. B xooe KMTMHUYECKUX UCCII€OOBAHNN CUTATIUIITUH HE BHISBUII
CYIIIECTBEHHOT'O BIUSHUSA Ha PapMaKOKUHETUKY MeT¢GOopMUHa, ITuOeHKIaMuaa,
CUMBaCTaTHHA, PO3UTINTa30Ha, BapdapuHa, a TaKXKe IIepopalbHbIX KOHTPAILlEeITUBOB;
CUTarJIMNTUH UMeeT HU3KYI0 CKIIOHHOCTh K B3aUMOAEUCTBUSIM C CyOCTpaTaMu
CYP3A4, CYP2CS8 unu CYP2C9 u TpaHCIIOPTEPOB OpPraHNYeCKNUX KaTUOHOB.
CuTtarnunTuH ciaabo BAMSET Ha IJIa3MeHHYI0 KOHIIEHTPaluio AUTOKCUHA U, BO3MOIKHO,
SIBJISIETCST CJTaOBIM MHTUOUTOPOM P-TJIMKOIPOTENHA B YCIIOBUSX in vivo.

IuzokcuH. CUTarJIunTUH ci1abo BIuseT Ha KOHIEHTPallul JUTOKCHHA B IIJITa3Me
KpoBu. [locne npuema 0,25 Mr gUrokcruHa ogHoBpeMeHHO ¢ 100 Mr cuTarjiunTuHa



exenHeBHO B TedeHue 10 gHelr nmokasaTtenb AUC OUTOKCHHA YBEJIMYUBAJICSA B CPEIHEM
Ha 11%, a MmakcuMaibHasE KOHIleHTpauus B cpegaeM Ha 18%. KoppekTtupoBaTh 003y
OUTOKCUHA He pekoMeHnyeTcsi. OgHaKo cjenyeT HaOmooaTh 3a COCTOSTHUEM
NaUueHTOB C PUCKOM TOKCHUYECKUX ITPOSBIIEHUMN OUTOKCHUHA, €CIIN QUTOKCUH
Ha3HayaeTCcs OOHOBPEMEHHO C CUTArJIUIITUHOM.

OCco0eHHOCTH IPUMEHEHHUSI

JleKapCTBEHHOE CPEeNCTBO fAHYyMeT He IPUMEHSIOT [JIs JIeueHUs caxapHoro nuabera 1
THUIIA UK OUa0eTHYecKoro KeToaluao3a.

Ocmpbil naHkpeamum

[Tpuem unrudbuTopos IIITI1-4 accomupyeTcs C PUCKOM Pa3BUTUSI OCTPOTO
maHKpeaTuTa. [TallueHTOB cileqyeT NTPOMH(POPMUPOBAThE O XapaKTEPHBINM CUMIITOM
OCTPOTO TTaHKpeaTHuTa - IOCTOSTHHBIN CUJIbHYIO 00JIb B KUBOTe. KynmupoBaHUs
CUMIITOMOB ITaHKpeaTHuTa Hab/IlI04aioch IIOCJe OTMEHEI CUTArJIUIITUHA (C

MMoaaep KuBalolllel Tepanuel unu 6e3 Hee), HO CO00MIIaIOCh 00 OYEHb PEOKUX CIydasax
HEKPOTUYECKOI'0 UJI¥ FeMOpparndyeckoro raHkpeaTuTa 4 / UIu cMepTu. B ciydae
[IO03PEHUs Ha ITaHKPeaTUT cilenyeT IIPeKPaTUTh IIPpUMeHeHue JIEKapCTBEHHOT O
cpencrTBa fHyMeT U OPYTUX JIEKAPCTBEHHBIX CPELICTB, KOTOPHEIE MOT'YT CIIPOBOLIUPOBaTh
OCTPBIU IaHKpeaTUuT. Eciu oCTpEIM MaHKpeaTUT IOOTBEPXKOEH, He CIIefyeT HauuHaTh
IpUMEHEHMeE JIEKaPCTBEHHOI 0 cpeAcTBa AnymerT. [lanmeHTaM ¢ UCTOpUEU
IIaHKpeaTUTa CIenyeT IPOABIISATE OCTOPOXKHOCTE.

Jlakmoauudo3s

JlakToamumo3, peakoe, Ho cepbe3Hoe MeTaboInyecKoe OCJIOKHEeHHe, Jallle BCero
BO3HUKAET BO BPeMS OCTPOTrO YXyAlleHUus QYHKIIUU MOYEK UJIU
KapnouopecnupaTopHoi 3abojieBaHus, UK celiciica. HakomnneHne meTpopMuHa
ITPOUCXOOUT IIPU OCTPOM YXYOIIEHUUN QYHKIUYU II0UYEK U YBeJIMYUBAET PUCK
jakToanmupo3a. B cnmydae 06e3BoxkKuBaHUS (TAXKesasd guapes UM pBOTa, TUXopaaKa
WUJIM YMEHBIITeHUIO YIIOTPeOIeH!sI XKUOKOCTH) ITprueM MeThOpPMHUHA CIeyeT BPeMEeHHO
MMPEeKpPaTUTh U 0OPATUTHCS K Bpayvy.

[IpuMeHeHME JIeKapCTBEHHBIX CPEOCTB, KOTOPhIE MOTYT PE€3KO0 YXYAIINUTh (QYHKIIUIO
oyek (runoTeH3uBHBIX, MOueroHHBIX 1 HIIBII), ciegyeT HaunHaTh C OCTOPO2KHOCTHIO
nangueHTaM, IpUHUMAIOIIUM MeTGHOPMUH. [Ipyrue ¢pakToOphl pUCKa Pa3BUTUA
JlaKToalliuAao3a BKJII0YAlOT 3JI0yIIOTPeOsIeHe ajlkorojieM, Ie4YeHOYHYI0
HeIOCTaTOYHOCTb, HeaJleKBAaTHLIM KOHTPOJIb CaXapHBIM AuabeToM, KeT03, IJIIUTEeIbHOe
rojofaHue u I00ble COCTOSTHUSI, CBSI3aHHLIE C TUIIOKCHEM, a TaKXXKe OOHOBPEeMeHHOoe
IpUMeHeHNe JIeKapCTBEHHBIX CPEOCTB, KOTOPhIEe MOTYT BEI3BaTh JIAaKTOAIIUA03 (CM.
Paspgener «ITpoTUBOIIOKa3aHUs »,« B3auMomenucTBUE C OPYTUMMU JIeKapCTBEHHBIMU



CpeOCcTBaMM U OPYTrHUe BUOLI B3aUMOIOEUCTBUN »). [TallMeHTHl U / NI MOIIeYUTEH
OOJIZKHEI OBITh IPOMH(MOPMUPOBAHEI O PUCKE JIaKTaTanumo3a. JIakToarumos
XapaKTepU3yeTCs alliJOTUUYECKOT0 OOBIIIKOM, O0/IbI0 B 2KMBOTE, MBIIIIEYHBIMU
CymoporaMu, aCTEHHEU U TUIIOTEPMHUEH C IOCJIEeAyIollen 3ansaTou. B ciygae
BO3HUKHOBEHUS TAaKUX CUMIITOMOB MAIlMEHT HOJI2KEH IIPEKPATUTD ITpHeM MeTPopMUuHa
1 HeMe[JIeHHO 00paTUThCS K Bpauy. [lnarHoctudeckue 1adbopaTOpHLIE JaHHEIE
BKJIIOUaloT CHUKeHue pH kpoBu (<7,35), mOBHIIIIEHNE YPOBHA JIaKTaTa B Ijla3Me (> 5
MMOJIb / 11) M yBeJInUeHNe aHHOHHOT O UHTePBajla U COOTHOIIEHHE JIaKTaT / IUpyBar.

I'unozaukemus

[Tpu mpueme ITeKapCTBEHHOTO CpeAcTBa fAHyMeT B KOMOUHAIIUY C UHCYJIUHOM U
CynbGOHUIIMOYEBUHBI CYIIIECTBYET PUCK BO3HUKHOBEHUS TUIIOTJIMKEMUU. 17151
CHUXKEHUS PHCKA TMIOTTIMKEeMUHU CliefyeT MPUMEHSITh 00Jjiee HU3KYIO J03Yy
Cynb(POHUIMOUYEBUHBI UJIM UHCYJIUHA.

DYHKUUA NOoYeK

CK® cnenyeT ouleHUBaTh OO HayaJsla JIeYeHUS U PETYIIAPHO BO BpeMs Tepaluu
JiIeKapCTBEHHBIM cpefacTBoM fAHyMeT (cM. Pa3men «Crmocob IpuMeHEHUS U JO3bI»).

AHyMeT IpOTUBOIIOKA3aH IIPHU TAXKEJION I0OYEeYHOU HeJOCTaTOYHOCTH, IalleHTaM C
CK® < 30 mn / muH. [IpuMeHeHMe TeKapCTBEHHOTO CPEACTBa ClIeAyeT BPEMEHHO
IPEKPaTuTh, €CJIN €CTh BEPOSITHOCTh U3MEeHeHU QPyHKIIMM Imo4ek (cM. Pazmen
«[IpoTUBOIOKa3aHUSI»).

Peakuyuu 2unepuyscmaumeibHocmu. [IoCTMapKeTUHTOBBIE COOOIIEHNS O CEPhE3HBIX
peakIuy TUIepYyBCTBUTEIPHOCTHY Yy NAIlMEHTOB, OJIy4YaBIINX CUTATIUIITHH,
BKJIIOYAIOT: aHapUIaKCHUH, aHTMOHEBPOTUYECKUH OTEK, 3KC(POIUaTUBHBIN COCTOSTHHUS
KOXH, B T.4. cuHApPOoM CTuBeHCca - [I’)KOHCOHA. Takre peakKliuu BO3HUKAJIU B TEUEHUE
MIEPBHIX TPEX MECSIIEB IPUMEHEHUS CUTArJIMIITUHA U UHOTa - IIOCJie MIPUMEHEHU
IepBOU O03bl. ECNIM €eCTh MOJ03peHUs 110 Pa3BUTHUIO PeaKIIui
TUIEPUYyBCTBUTEIBHOCTH, CJIEAyeT OTMEHUTD IIpenapaTt AHyMeT, OLIeHUTh ApyTue
MMOTEeHIINaIbHEIE TPUYNHLI PEAaKIIUM ¥ Ha3HAYUTh aJIbTEPHATHUBHOE JIeYeHHUe
caxapHoro nuabeta (cMm. Pazmen «IToOo4YHBIE peaKIIUuu»).

Byanesnvii nempuzoud

Bo BpeMsi mocneperucTpalioHHOTr0 MPUMeHeH U ObIJIN ITOTy4YeHbl COOOIIEHUS O
OyJIe3HbId neMGUTronn y MallieHTOoB, IPUHUMAaIONUX UHruoutopsl OI1I1-4, BKIo4Yas
CUTarnmunTuH. Ecnu ecTh momo3peHue Ha OyJiie3HbId TeMpUuronn, IpuMeHeHne
AHyMeTy crenyeT IpeKpaTUuTh.



Xupypauueckue emewameibcmad. IIpuem j1eKapCTBEHHOTO CPeACcTBa fAHYMET HYKHO
MIPEeKPaTUTh 0 Onepanuu mmoa obIiel, CIIMHAIbHON NI SMIUAYyPalbHOM aHecTe3uewu.
Tepanuio MOXXHO BO30OHOBUTEL He paHee yeM dyepe3 48 4yacoB II0cjie oIlepalii UiTu
BOCCTAHOBJIEHUS II€POPAJIbHOTO IUTAHUS U IPU YCIIOBUH, UTO (PYHKITUS ITOUYEK
IIOBTOPHO OLIEHUIIU U IIPU3HaIMU cTabunbHoU (cM. Pa3men «Crnocob mpuMeHeHUs U
IO3BI»).

ITpumeHeHue tiodcodepacau,ux KOHMpPACMHbIX Npenapamos. BHyTpucocyaucroe
BBeeHMe KOHTPACTHOTO BeIleCTBa, ComepKalllero 1o, MOXKeT BhI3BaTh
KOHTPaCTUHAYKOBaHy HedpoIaTHio, YTO IPUBOOUT K HAKOIJIEHUI0O MeT(OpMUHA U
MMOBHIIIIEHHOT'O0 PYCKa Pa3BUTHUS JTaKToalluao3a. [IpueM n1eKapCTBEHHOT'O CPEeCTBa
fAHyMeT cnemyeT MPEeKpPaTUTh OO0 WU BO BPEMS PAAHUOIOTUYECKOTO UCCIIEOBAHUS U
BO300OHOBUTL He paHee 4yeM uepe3 48 YacoB IIOCJIe 3TOM IMPOIeayphl ¥ TOJIBKO IIPHU
YCJIOBUH, YTO (PYHKIIMS ITOYEK ITOBTOPHO OLEHUJIN U IIPU3HAIU IIPUEMIIeMO# (CM.
Pa3zpensl «IIpoTuBOIIOKa3aHusi», «B3auMogenCcTBrUe C OPYTUMHU JIeKapCTBEHHBIMU
CpeaCcTBaMU U OPyryue BUOLI B3aUMOIOEUCTBUM »).

HM3MmeHeHMEe KIIMHUYECKOT0 CTaTyca MalieHTa C paHee KOHTPOIUPYEMBIM CaXapHBIM
nuaberom II Tuma.

Ecnu y mammueHTa ¢ KOHTPOJIUPYEMBIM caxXapHBIM auabetom Il Tuma mpu nmpueme
JIEKapPCTBEHHOT'O CPeICTBa AHYMET ITOSIBJISIOTCS ITATOJIOTUYECKUEe OTKIIOHEHU S
sTabopaTOPHLIX MOKa3aTelel UiIn KInHu4Yeckue 3aboreBaHus (0COOEHHO
HeyCTaHOBJIEHHLIE U T€, KOTOPhIe He MOAOAI0TCS YeTKOU UAEeHTU(UKALINN),
Heo0X0OuMO HeMeJIEHHO UCKJTIOUNTh KeTOAllMA03 UJIN JTJaKTOallM03 10 pe3yIbTaTaM
aHaJIM3a CEIBOPOTKHY KPOBU Ha 3JIEKTPOJIUTHI 1 KETOHBI, 10 YPOBHIO T'JIIOKO3HI, a TaKXKe
10 TTOKa3aTeso pH KpoBu 1 KOHIIEHTPAllMel jTakKTaTa, NupyBaTa u MmeTdopMuHa. I1pu
Pa3BUTHH allUg03a JII000M 3THOJIOTHUH OaIbHEHIINN IIPHueM JIeKapCTBEHHOI'0 CPeicTBa
AHYyMET OTMEHSIOT U IPUHUMAIOT MePhl 10 KOPPEKIIUY alliao3a.

CodepawcaHue Hampus

Kaxmas Tabnetrka 50/500 Mr cogepxkuTt MmeHee 1 MMoJib HaTpus (23 MT), TO €CTh
MMPaKTUYeCKU CBOOOOHA OT HATPHUSI.

Kaxpast Tabnetka 50/850 Mr cogepkuT MmeHee 1 MMOJIb HaTpus (23 MT'), TO €CTh
MIPaKTUYeCKH CBOOOMHA OT HAaTPHUS.

Kaxmas Tabnetrka 50/1000 mr comepkut MeHee 1 MMob HaTpus (23 MI'), TO €CTh
MMPaKTUYeCKU CBOOOOHA OT HAaTPHUS.

CnocoOHOCTH BIIMSITHh Ha CKOPOCTH PEaKIHH [IPH yIIPaBJIeHUH
ABTOTPAHCIOPTOM HJ/IH Pad0oTe C MeXaHHu3MaMH



fAHyMeT He BIUSET WU BIUSET KpalHe cj1abo Ha CIIOCOOHOCTD YIIPaBIsSITh
aBTOMOOUIIEM MU paboTaTh C MexaHu3aMaMu. OJHAKO CJIeayeT YYUTHIBATh, YTO IIPU
NIPUMEHEHUN CUTArJIUIITHHA OTMeYasluCh TOJIOBOKPYKEHMNE U COHJIMBOCTD, II03TOMY
cienyeT OBITh OCTOPOXKHBIM IIPH YIIPaBJIEHUN aBTOTPAHCIIOPTOM MJIK paboTe C
OPYTUMHU MeXaHU3MaMH.

KpOMe TOT'O, ITIAITMEHTOB CJIeayeT IIpenyrpegnuTb O PUCKe THIIOTJIMKEMHUH ITPN
IIPUMEHEHHNH JIEKaPCTBEHHOTI'O CPEenCTBa HHYMGT B KOM6I/IHaI_II/II/I C IIPOMU3BOOHBIM
CYJ'IB(I)OHI/IHMOT-IGBI/IHBI HUJIN NHCYJIMHOM.

IIppuMeHeHHe B mepHO] 0ePEeMEeHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

BepeMeHHocmb. Hapgnexaiux maHHBIX 110 IIPUMEHEHHNIO CUTAlJIUIITHUHA 6epeMeHHbIM
JXeHInuHaM HeT. MccriegoBaHus Ha XKUBOTHBIX perOHYKTHBHOﬁ TOKCHYHOCTH
BBICOKHX 003 CUTAI'JIMIITHUHA.

HMmeromniuecst orpaHUYEeHHEBIE TaHHBIE, YKA3bIBAIOIIME Ha TO, YTO IIPUMEHEeHHEe
MeThopMrUHa 6epeMEeHHBIM XKEeHITMHAM HE aCCOLIMUPYETCSI C TOBHIIIIEHHBIM PUCKOM
BPOXKIEHHBIX aHOMAalIuyU pa3BUTUs niona / peberka. MicciegoBanue MeTdhopMUHa Ha
KHUBOTHBIX He JeMOHCTPHUPYIOT BPeOHOTI'0 BIMUSIHUS JIEKapPpCTBEHHOTO CPEeICTBa Ha
TeueHne 0epeMeHHOCTH, Pa3BUTHE SMOPUOHA U MJIOAA, POIOLI UIX IIOCTHATAIBHOE
pa3BUTHE.

fAnyMeT He clegyeT IPUMEHSATH BO BpeMs 6epeMeHHOCTU. Eciu nmanneHTKa XKejlaeT
3abepeMeHeTh UIU yKe 3abepeMeHena, medyeHue JHyMeTOoM He0OX0OUMO KaK MOXKHO
CKOpEe IIPeKpaTUTh U IePEeRTH Ha UHCYJIMNHOTEPAIHUIO.

KopmaeHus 2pyovio. MeThOpMHUH B HEOOJIBIITUX KOIUYECTBAX BBIAEJISIETCS B TPyOHOE
MOJIOKO. Hem3BeCTHO, MIPOHUKAET CUTATJIUIITUH B TPYAHOE MOJIOKO. [TosaToMmy AHymMeT
HeJb3s IPUMEHSATh XKEeHITUHaAM B Iepuo KOPMJIeHUs rpyabio (cM. Pa3men
«[TpoTuBOIOKa3aHUSI»).

®epmusibHocmy. [JlaHHEIE, IIOTyYEeHHBIE U3 UCCIIeOBaHUM Ha JKUBOTHHIX, HE
YKa3bIBalOT Ha BJIMSHUE JIEUEHUS CUTATIUIITUHOM Ha MYZKCKYIO U JKEHCKYIO
(epTunbHOCTS. [JlaHHBIE UCCIIEAOBAHUU C y4aCTHUEM JIIOOEU OTCYTCTBYIOT.

Crmoco0 mpuMeHEeHUsI M T03bI

Cnocob npumeHeHus. dHyMeT criegyeT IPUMEHSATH 2 pa3a B CYTKU OJHOBPEMEHHO C
MMUIIEeN OIS YMEHbIIIeHUS TOO0OYHEIX PeaKIlnii CO CTOPOHHI KeTyI0YHO-KUIIIEYHOT' O
TpakTa (2KKT), cBSI3aHHBIX C MET(OPMHUHOM.



PexxuM mo3upoBaHUs JIEKAaPCTBEHHOTO CPEACTBa AHYMeT cliegyeT mogoupaTh
WHOUBUAYAIbHO, C Y4€TOM TEKyllel Tepanuu, 3PpPeKTUBHOCTU U IEPEHOCUMOCTH, HO
He 00Jiee MaKCUMaJIbHOM PEKOMEHIOBAaHHOM CyTOYHOM [O3bl cuTtarauntuHa - 100 mr.

B3apocnbie ¢ HopManbHOU pyHKIMEN nodek (CK®> 90 M / MuH).
Hwmeromiuecss 0o3UpoOBaHUs JI€EKaAPCTBEHHOI'O CPEACTBa:

50 mr cutarnuntuHa / 500 Mr MmeTopMUHa TUAPOXIIOPUOA;

50 mr cutarnunTtuHa / 850 Mr MmeTopMUHA TUAPOXIIOPUOA;

50 mr curtarnuntuHa / 1000 Mr meTdpopMHUHa TUOPOXIOPUIA.

[I7151 manueHTOB, He JOCTUTIINX aJeKBAaTHOIO KOHTPOJISA IIPY MOHOTEPAIluu
MeTHOPMHUHOM B MaKCHUMaJIbHOU ITIEPEHOCUMOH [03€.

HayanbpHas pekoMeHOyeMas f03a JIEKapPCTBEHHOI'O CpefCcTBa AHyMeT oI HallueHTOB,
He JOCTUTIIMNX aJeKBaTHOT0 KOHTPOJIS IPU MOHOTEpanuu MeTGOPMHUHOM, OOIKHA
o0ecrneyuTh CYTOYHYIO0 PEKOMEHIOBaHHYI0 o3y cutarauintuia 100 Mr (To ecTs mo 50
MT 2 pa3a B CYTKH) IIJIIOC TEKYIIYIO 003y MeT(hHOPMHUHA.

I7151 mallMeHTOB, KOTOPhIEe IePEeX0oasT U3 OOHOBPEMEHHOT0 IpHUeMa CUTATIUITUHY U
MeTdopMHUHA.

[Tpu mepexofe 10 JIEYeHUIO CUTATIUIITUHOM 1 MeT(hOPMUHOM KaK MOHOIIpeIapaTa
HavaJbHas J0o3a JIEKapPCTBEHHOTO CpefcTBa IHyMeT OoJi2KHa OLIThH SKBUBAJIEHTHOM
oo3e, B KOTOPOM IMMPUMEHSIJTH OTAeIbHO CUTATIUIITUH U MeT(HOPMUH.

[I7151 marueHTOB, Y KOTOPBIX HEe JOCTUTHYT afeKBaTHOTO KOHTPOJIS IIPHU JIEUEeHUU
MaKCHMaJIbHOM ITEPEeHOCUMOM 030U MeT(GOPMUHA U ITPOU3BOOHBIM
Cynb(POHUIMOYEBUHHI.

Ilo3a JIeKapCTBEHHOTO CPeNCcTBa AHYMET [OIKHaA 00€CIIeYUTh CYTOYHYIO
peKoMeHaoBaHHYIO o3y cutarnuntuHa 100 mMr (To ectb o 50 Mr 2 pa3a B CyTKH)
1Iioc 67IM3KYI0 K TeKyIlel no3y meTdopMmuHa. [lalimenTaM, MPUHUMAIONIUM AHYMET B
COYeTaHUM C CYyIb(POHUIMOUYEBUHBI, MOXKET MOTPEOOBATHCSA HUXKE H03a
Cy1b()OHUIIMOYEBUHEI OJIs1 CHUKEHUS PHUCKa pa3BUTHUSA runornukemMun (cMm. Pasgen
«OCoOEeHHOCTH ITPUMEHEHUST»).

II1s1 TalMeHTOoB, Y KOTOPHIX HE HOCTUTHYT afeKBAaTHOI0 KOHTPOJIS IPU JIeUHEeHUHU
KoMOUHaInue MeTopMrHa B MaKCUMaJIbHOM MePeHOCUMOM 103e 1 aronuctom PPAR-

V.



ITo3a meKapCTBEHHOI'O CpefcTBa fAHyMeT molXKHa 00eCIIeYuTh CYTOYHYIO 03y
cutarnmuntuHa 100 mr (To ecTh 1o 50 Mr 2 pasa B CyTKH) IIIIOC OJIU3KYIO K TEKYIIen
oo3y MeT¢hOopMHUHA.

II71s1 maleHTOB, Y KOTOPHIX HE HOCTUTHYT aJ€KBATHOI'O KOHTPOJIA IIPU JIEHEHUH
KoMOMHaleu WMHCYJINHA U MGT(bOpMI/IHa B MaKCHMaJIbHOU HepeHOCHMOﬁ Jo3e.

Ilo3a JIeKapCTBEHHOTO CpPeNCcTBa AHYMET HoIXKHa 00eCIIeYUTh CYTOYHYIO I03Y
cutarnmuntuHa 100 mr (To ectb 1o 50 Mr 2 pasa B CyTKH) IJIIOC OJIM3KYIO K TEKYIIen
no3y metdopmuHa. [Ipu npuMeHEeHUH 1eKapCTBEHHOT O CPEeACTBa AHyMeT C
WHCYJIMHOM MOXKeT OyAeT 1eecoo0pa3HbIM CHU3UTh TEKYLIYI0 403y UHCYJINHA A1
CHUZKEHUS PUCKa pa3BUTHUA rurnornukemuu (cMm. Pasgen «OcobeHHOCTH
IIPUMEHEHUS»).

[TaneHTH OOJI2KHEI ITPOOO0JIXKATh IPUAEPKUBATHCS CIIeIIUaIbHOU OUETHI C
aIleKBAaTHBIM pacIpefesieHueM IoTpeOIeHus YyIIeBOI0B B TeUueHue OHS. [TallueHTH C
M30BITOYHOM MACCOM TeJjia JOJIXKHEI ITPOO0JIXKATh IPUAEPKUBATHCSI HU3KOKAJIOPUMNHOMN
OVETHL.

OTJIeTIbeIe TPYIIIEI ITIaIITMEHTOB

IToueuHass HeOocMamo4yHOCMb

[MTaneHTHl C yMEPEeHHBIM HapylleHueM QyHKIIMY Mo4YeK (CKOPOCTh KIIyOOYKOBOM
dunsrpamuu [CK®] = 60 Mn1 / MUH) He HyKAalOTcs B Koppekiuu go3sl. CK® cnenyet
OIleHUBATh [0 Hadajla JIedYeHUs JTeKapCTBEHHBIMU CPeOCTBAMHU, COOepKallluMu
MeT(HOPMUH, U B JalbHeNIlIeM He MeHee 1 pa3a B rof. Y MamueHTOB C HOBLIIIEHHLIM
PHCKOM [ajibHEUIIEr0 IIPOTrPECCUPOBAHUS ITIOYEYHON HEAOCTATOYHOCTHY U Y TOXKHUJIBIX
JIIogel HapyuieHus GYHKIIUY ITOYEK CIIegyeT OlLleHUBaTh dallle, HallpuMep KaxKable 3 -
06 MecsIeB.

MaxkcuMasnbHYI0 CYyTOYHYIO 003y MeT(pOpMUHa JIydIlle pa3geluTs Ha 2 - 3 mpueMma.
®akTOpE], KOTOPBIE MOTYT YBEJIMYUTH PUCK PAa3BUTUSA JJaKToaumupmosa (cM. Pa3men
«Oco0eHHOCTU IPUMEHEHHUI»), CJIeAyeT PaCCMOTPETh IO Ha3HaYeHUs MeTGOpMUHA Y
nauumeHToB ¢ CK® <60 M / MUH.

Ecnu oTcyTCTBYyeT AAHYMET C MpUEMJIEMBIM JO3UPOBKOM, ClieAyeT UCI0JIb30BaTh
OTHeNbHbIe KOMIIOHEHTHI BMECTO (PUKCUPOBAaHHON KOMOMHALIMH.

CK®, mn / MuH |MeTHOPMUH CurarnunTtus



60 — 89

MakcuMaibHas
CyTO4YHas J03a
coctaBnsget 3000
MT.

YMmensniieHnue
OO3BI MOXKET
OBITH
PacCcMOTPEHO B
CBSI3U C
yXyOuieHueM
HapyLUIeHus
pyHKIIMU TOYEK

MakcuManbHas
CyTO4YHas Jo03a

cocrtaninsgeT 100
MT.

45 - 59

MakcuMaibHas
CyTO4YHas J03a
cocrtasisgeT 2000
MT.

HauvanwpHasg go3a
COCTaBIIsIET HE
0oJiee IIOJIOBUHEI
MaKCHUMaJIbHOM
IO3HI.

MaxkcuManbHas
CyTO4YHas J03a

cocrtasiseT 100
MT.

30 — 44

MakcuMaibHa
moOoBa mo3a
cta"HoBuTh 1000
MT.

[TouaTkOBa mo3a
CTAaHOBUTL HE
OinbImne
IIOJIOBUHU
MaKCHUMaJIbHOl
OO3MU.

MaxkcumajibHa
mo6oBa mo3a
CTAaHOBUTH 50 MmrT.




MakcuMmanbHas

30 MeTdopmMuH CyTO4YHAas O03a
<
IIPOTHUBOIIOKAa3aH./[COCTaBJsAeT 25

MT.

Hapywenue ¢pyHKUuu neueHu. fAHyMeT He cliedyeT Ha3HadaTh IIallieHTaM C
IeYeHOYHOM HeJOCTaTOYHOCThIO (CM. Pa3men «®apMakKoguHaMUKa>»).

ITauueHmul nodcu1020 8o3pacmad. [ToCKOTBKY MET(GOPMUH U CUTATJIUIITUH BEIBOOSATCS
IMoYKaMu, AHyMEeT CIeOyeT C OCTOPOXKHOCTHIO Ha3HAYaTh MallMeHTaM ITOXKUIIOTO
Bo3pacrTa. [IJ11 mpeaynpexkaeHus CBI3aHHOr0 ¢ MeT(GOPMHUHOM JTaKTaTallugo3a
Heo0X0OUMO KOHTPOIUPOBATh QYHKIINIO IT0UYEK, 0COOEHHO y MallueHTOB ITOXKUJIOT0
Bo3pacTa (cMm. Pasgentsl «ITpoTuBonokasanusa», «OCOOEHHOCTY IIPUMEHEHUS»).

HeTn

BezomacHoCTh 1 9¢p(PeKTUBHOCTDL TEKAPCTBEHHOT 0 CpeAcTBa AHyMeT s meTeu u
MMOAPOCTKOB (B Bo3pacTe A0 18 neT) He u3y4danaucs.

Ilepego3upoBKa

CumaezaunmuH. 300poBEIe MOOPOBOIBIEI Pa30oBhie A03bI 70 800 MT, KakK IIPaBuUIIo,
rmepeHocunu xoporiro. [Tpu npuMmeHeHuu mo3el 800 Mr HabJTI0OAIOCh HE3HAYUTEJILHOE
yonuHeHue QTc, He paccMaTpUBalCs KakK KIMHUYECKU 3HauuMoe. HeT omnbeiTa
IpUMeHeHus 003, npeshianimux 800 Mr, BO BpeMs KJIIMHUYECKUX HMCCllefoBaHul. B
Xoj[e UCCIeIOBaHuM He HabJroganoch MIOO0OYHBIX peaKIuii, CBI3aHHBIX C TO30M1
JIEKapCTBEHHOI'O CPEACTBa, Npu npuMeHeHuu 0o 600 Mr B CyTKU B TedeHue 10 gHEN U
400 Mr B TedyeHue 28 OHEMN.

3HauuTeNbHasd Iepefo3upPoBKa MET(POPMUHOM (UJIM CONYTCTBYIOIINE PUCKHU Pa3BUTUSA
JlaKTaTalli[03a) MOXKET IIPUBOOUTD K JIaKTaTalll[03a, 4YTO TpeOyeT HeOTI0XKHOMU
MeOULMHCKOU IOMOIIY U JIedeHus B cTanuoHape. Hanbonee adpGeKTUBHEIM METOIOM
BLIBEIEHU S JIaKTaTa U MeT(HOpPMUHA ABJISETCS TeMOauamns.

B xome KIMHUYECKUX MCCIIeJOBaHUM 3a CeaHC reMofnann3a NPoOgOIXKUTENbHOCTHIO 3 -
4 yaca u3 opraHu3dMa BeIBOguioch mpuMepHo 13,5% mossl mpenaparta. [1o
KIMHUYECKUX MOKa3aHUl IMPOBOASAT OIUTEIbHBIM reMoaruanus3. HeusBecTHO,
BBEIBOJUTCSI CUTArJIUIITHUH C ITIOMOIIIBIO IEPUTOHEAIbHOT O OHaan3a.

B cnyyae mepemo3upoBKY T€KapPCTBEHHBIM CPEICTBOM fHYyMeT He0OXOOMMO HadaTh
CTaHOApPTHEIE MOOOEPKUBAIOIIINE MEPHl: yIaJleHue U3 KUIIIeYHOr 0 TPaKTa



HeabCopOMPOBAHHOIO JIEKAPCTBEHHOT'O CPEICTBa, KIMHUYECKHUN MOHUTOPUHT
(Bkmrouas OKI'), a TakKe HasHauUeHUe MIOOOEePKUBAIOIIEN Tepalluu Ipu
HeoOXOOUMOCTH.

ITIobouHBbIE peaKIIUuH

He npoBomunnchk KIMHUYECKHUE HCCIEN0BaHUSI TePAIlul JIEKaPCTBEHHBIM CPEICTBOM
fArymMeT, omHaKo Obljla MPOOEMOHCTPHUPOBaHa OMO9KBUBAJIEHTHOCTh IHyMeTa U
CUTArjJIUNTHHA U MeT(POpPMHUHA, KOTOPhIE IPUMEHSIIOT COBMeCTHO (cM. Pa3gen
«@apmakonguHaMuKa»). Coo0I11anoch O CEPbE3HBIX TOOOYHBIX PeaKIInsaX, BKIodast
IMaHKpeaTUT U ajjieprudeckre peakiuu. CoobIaaochk 0 TUNOTIUKEMUHN ITPU
MMPUMEHEHHUH JIEKAPCTBEHHOT 0 CPeACTBa B KOMOMHAIINY C CYIb(POHUIMOYEBUHEI
(13,8%) u uncynuuom (10,9%).

CuTtarnunoTvH U MeThOpPMHUH

[ToGouHBIE pPeaKIUU yKa3aHo 1o TepMuHosioruu MedDRA, rogaHo 110 KjlacCaM CUCTEM
OpraHoB u aOCOMIOTHOMN YacToTou (Tabnuiia 2). YacToTa BOSHUKHOBEHUS ONpefesieHa
KakK: odeHb 4acTto (=1 / 10), wacto (=1 /100, <1/10), HeuacTo (> 1/1000, <1/100),
penko (> 1/10000, <1 / 1000) u ouens peako (<1/10000), yacToTa HEU3BECTHA
(HEBO3MOXKHO YCTAHOBUTH I10 UMEIOMIUMCS JaHHBIM).

Tabnuiia 2. YacToTa BO3HUKHOBEHUS ITOOOYHBIX PEeaKINi, oIIpeaeIeHHass Ha OCHOBE
pPe3ynbTaToB I1ale00-KOHTPOIUPYEMBIX KITMHUYECKUX UCCIIeTOBaHUM 1
IMIOCTMAapPKETUHTOBOT0 HAOTIOmEeHUS.

[TobouHas peaKnusa YaCTOTa BOSHUKHOBEHHUA

Co CTOPOHHBI KPOBU U MUM(PATUIECKON CUCTEMEI

TPOMOOLIMUTOTIEHU S penKo

Co CTOpPOHBI UMMYHHOU CHCTEMBEI

peakuuu
TUIIEPYYBCTBUTEIBHOCTH,
BKJIIOYas 4aCTOTa HEU3BECTHA
aHa(puIakTH4YeCKue
peakuuu *

HapylleHue MeTabonu3ma

TUIIOTJIUKEMUS T YacTo

Co CTOPOHBI HEPBHOU CUCTEMEL




COHJINBOCTDB HeYacCTo

Co CTOpOHBI OPraHOB AbIXaHUS, TPYOHOU KIIETKU U
CPemoCTEHUS

HMHTEPCTUIIHAJIBHOE
YaCTOTa HEHu3BECTHa
3aboneBaHue JIeTKux *

Co ctoponsl ZKKT

ouapes HeYacTo
TOIITHOTA 4aCTo
MeTeopu3M 4aCTo
3amop HeYacTo
00/Ib B BEPXHEM OT[ese

HeYacTo
2KKT
pBOTA 4acTo

OCTpPHIM MaHKpeaTUT * T ¥ |gyacToTa HEU3BECTHAa

JleTalbHBIU U
HeJleTaJIbHBIU
reMopparmu4eckKuu u 4YacToTa HEeU3BEeCTHa
HEKPOTUIUPYIOIIUN
nmaHkpeatur * T

CoO CTOPOHHBI KOXKM U ITOOKOXKHOM KIIeT4YaTKU

3yn * HeyvacTo

AQHTMOHEBPOTUYECKUU OTEK
4aCTOTa HEU3BEeCTHa

* T

cuillb * 1 4aCTOTa HEeW3BeCTHa
KpanuBHUIA * T 4acTOTa HEeU3BEeCTHAa
KOXKHBIU BaCKyJIUT * T 4aCTOTa HEeU3BeCTHa
9KC(HOIUuaTUBHEIE

COCTOSIHUS KOXKM, BKJII0O4Yas
4acToTa Hen3BeCTHa
cuHapoMm CTUBeEHCa -

II>KOHCOHa * T

Oyne3Hbd nempuroun * t [4acTtora HeM3BECTHA

Co CTOPOHBI KOCTHO-MBIIIIEYHOU CUCTEMBI U
COeUHUTEIbHOU TKaHU

apTpalaruda * YaCTOTa HEM3BECTHa

MHaarua * YaCTOTa HEN3BECTHa

00/Ib B KOHEYHOCTSX * YaCTOTa HEHu3BECTHa




005k B crinHe* YaCTOTa HEM3BECTHaA

apTpomaTtus * YacTOoTa Hen3BeCTHa

CoO CTOPOHBHI ITOYEK ¥ MOUYEBBIAETUTEIbHON CUCTEMBI

yxyaueHue QyHKIUU
mouex *

YaCTOTa HEM3BECTHa

ocTpas Imo4YyevyHas
YaCTOTa HEeU3BEeCTHA
HEeOoCTaTOYHOCTD *

* - TToOouHBIe peaKIuy ObITN UOeHTHUOUIIMPOBAHEI B X0 MTOCTMapPKEeTHHIOBOT0O
HaOIIOOeHud.



T - CM. «OCcOOEHHOCTY IPUMEHEHUSI».

1 - Cm. «HMccnenmoBaHue cepoedyHo-cocygucTol 6e3omnacHoctu TECOS» HuxKe.

OnucaHue OTHOEeJIbHBIX MOOOYHEIX pPeaKIui

HH}KerI/IBeJIeHHBIe IMOOOYHEIE PeaKInuu dalile H8.6J'IIO,'E[8.J'II/ICI: BO BpeMi
KOM6I/IHI/IpOBaHHOI"O IIPUMEHEeHHUsA CUTATl'JIMIITHHA 1 MeT(l)OpMI/IHa C IPpyTruMu
THUIIOTJIMKEMHWYECKHNMHU JIEKAPCTBEHHEIMHU CPEeACTBaMHK, YeM BO BpeMsd OTOEJIBHOI'O
IIPUMEHEHHNA CUTAlJIUIITUHY U MeT(l)OpMI/IHa:

e TUNOTJIMKEMUS (0YE€Hb YaCTO NPU IPUMEHEHUH C CYyIb(POHUIMOYEBUHEL NN
UHCYJIMHOM);

e 3amop (4acTo IpU NPUMEHEHUU C CYTb(POHUIIMOYEBUHEI);

e TepudepruuecKnil 0TeK (4acTo IIPU NPUMEHEHUN C TUOTJINTAa30HOM);

e TOJIOBHAS 00JIb M CYXOCTh BO PTY (PeOKo Mpu IIPUMEHEHUH C UHCYIIUHOM).

Curtarmuntug

B xope uccnepoBanus npuMeHeHus cutarauntuHa 100 Mr oguH pa3 B CYTKHU 110
CpaBHEHUIO C Ij1ale6o cooOIamoch O TOJIOBHOM O0IM, TUIIOTIMKEMHUIO, 3aIl0p U
rooBoKpyx)eHue. O TakKuX MOOOYHBIX peaKIUsIX, He3aBUCUMO OT IIPUYNHHO-
CIIeICTBEHHOM CBsI3U C IPUMEHEeHHeM JIeKapCTBEHHOT'0 CPeiCTBa, CO00Ianoch mo
KparHelu Mepe B 5% crnydaeB UH(PEKIIMYU BEPXHUX ObIXaTEIbHBIX IIyTEU U
Ha3zodpapuHrut. Kpome Toro, o octeoapTpuT U 00Ib B KOHEYHOCTSIX CO0OOIIaIoCh
HedacTo (Ha 0,5% OGomnbillie y JIUIl, TIPUHUMAaBIINX CUTATIUIITHUH II0 CPAaBHEHUIO C
KOHTPOJILHOM I'PYIIIION).

MeTtdopMuH

B xope KIMHUYEeCKUX UCCIIefOBaHUM U IIOCTMapPKETHUHIOBOTO U3YYEHU S Tepalluu
MeTHOPMUHOM COO0OIIanoch 00 0UYeHb YacThle CIIydau MOOOYHBIX PeaKIIui CO CTOPOHHI
KeJyoo4YHO-KUIIIeYHOT 0 TpaKTa. TolrHoTa, pBoTa, Auapes, 6onb B oraene 2KKT u
IMoTeps alleTUuTa BO3HUKAIU OYeHb 4YaCTO B Hadasle JIe4eHUs 1 B OOIbIIINHCTBE
CclIydaeB Mc4Ye3ajii BHe3amnmHo. TakKe coo0Ilaoch 0 MeTalNlIMYeCKUM MPUBKYC (4acTo);
JIaKTOAllMA03, HapyluieHne QyHKINY Me4YeHH, TellaTUT, KPaIuBHUILY, SPUTEMY, 3y
(oueHb penko). [InIuTenbHOE JiIedueHrue MeT(POPMUHOM CBSI3aHO CO CHUXKEHUEM
abcopbuuy BuTaMuHa B12, 4To 0o4eHb pedKO MOXKET NPUBOOUTDL K KIIMHUYECKH
3HAUYMMOTO gedulinTa BuTaMuHa B12 (HanmpuMmep K Meraao061aCcTHON aHEMUMN).

HccnemoBanue cepaedHo-cocyaucTou 6e3onacHoctu TECOS. MccnemoBaHus 1Mo
OlLIeHKE CepHedYHo-coCcyaucTou 0e3onacHoctu cutarauntua TECOS oxBaTeiBano 7332



MaIMeHTOB, IOIYYaBIINX CUTATTUIITHH B mo3e 100 Mr B meHb (unu 50 MT B IeHb, €CIIHN
CKOpPOCTb KiTy0oukoBol punbrpanuu (pIlIK®) 6sina = 30 u <50 mnn / muu / 1,73 M2 ), u
7339 nmanueHTOB, IMojry4yaBiux mniaiedo. O0a meKkapCcTBEeHHBIE CpeCcTBa ObLIN
moOaBJIeHBl K OCHOBHOM Tepaluu B COOTBETCTBUHU C PETHUOHAJIBHBIMU CTaHOApPTaMHU U C
ydyeToMm ypoBHeU HbAlc u ¢pakTOpoB prcKa A5 CEepAedYHO-COCYIUCTON CUCTEMHI.
OO61m1ast 4aCTOTa CePhEe3HBIX MOOOYHBIX SBJIEHUH Y MAllMEeHTOB, IOJTyYaBIINX
CUTArIUNTHUH, OblJTa CXOOHA C TAKOBOM Y ITAIIMEHTOB, ITOJy4YaBIINUX I1aiebo.

B momynsiiuu BCcex mallMeHTOB, KOTOPhIe OBbIJIM PAaHIOMU3UPOBAHEI OJI IOTYYEeHUS
JIe4eHU s, 94aCTOTa 3MU30J0B TSAXKEJION TMIIOTIUKEMUN COoCTaBisamna 2,7% y NalueHTOoB,
MMOJIy4YaBIIUX CUTATJIUIITUH, 1 2,5% y IMallMeHTOoB, IT0oJIy4YaBIIUX I1j1aledo; cpeaun
MMal¥eHTOB, He MOIy4YaBIINX MHCYJIUH U / UIU CyIbQOHUIMOYEBUHY Ha dTale
BKJIIOUYEHUS, YaCTOTa SIIU30[0B TAXKEJIOW TUIOTIuKeMuu coctaBnsana 1,0% y
MMaleHTOB, MMOJIy4YyaBIIUuX cuTarnunTul, u 0,7% B rpymnme mnaiedo. YacToTa
MOATBEPXKAEHHBIX ClIy4yaeB MaHKpeaTuTa cocTtaBuia 0,3% y maliieHTOB, IIOTy4YaBIINX
cutarnmuntul, u 0,2% B rpynne mnnainebo.

CpoOK rogHOCTH

2 roma.

He nmpuMeHsTh OCJIEe UCTEUYEHUSI CPOKa TOOHOCTH, YKa3aHHOT O Ha yIIaKOBKe.
YcnoBusi xpaneHusi

XpaHUTh B OpUTMHAJILHOM yIIaKOBKe IIPU TeMIlepaType He Bhile 25 ° C B
HEeOOCTYIIHOM [JIs leTeU MecCTe.

YnakoBka

ITo 14 TabneTok B OnucTepe, 1Mo 4 67rucTepa B KAPTOHHOM KOpPOOKe.
KaTeropus ornycka

ITo peuenty.

IIpousBoouTennb

Mepk Tapmo u Joym B.B., Hugepnaupgesr.

MecTOHaxoOXKaeHHe IIPOMU3BOOHUTEJISA B €ro aapec MeCTa OCylleCTBIICEHHUSA
oesiTeJIbHOCTH



Baappepser 39, 2031 BH Xapnewm, Hunepiaugsl.
N CTOYHUK HHCTPYKIUH

HWHCTPYKIIUS TeKapCTBEHHOT0 CPeACTBa B3sTa U3 OQUIIMATbHOT0 UCTOYHUKA —
'ocymapCTBEHHOT'O peecTpa JIEKaPCTBEHHHBIX CPEOCTB YKPAUHEI.
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