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O0J1acTh TEXHHKH, K KOTOPOi OTHOCHTCS M300peTeHHe

Hacrosimee n3o0peTenne OTHOCHTCS K BETEPHHAPHON MEIUIMHE, B YACTHOCTH K JICYCHUIO W/HIIH TPEOT-

BPAIICHUIO META0OTMIECKUX PACCTPOMUCTB Y IPEACTaBUTEIICH KOIAYbHX.
Ipeanockliky co3xaHus U300peTeHUs

JKuBOTHBIE ceMmelcTBa KOIIAaybMX, HAPUMEP KOIIKH, ITOJBEP)KEHBI Pa3IMIHBIM METa0OJIMYECKHM pac-
CTpOHCTBaM. Psig MeTabOINIECKUX PACCTPOMCTB SABISCTCS H3BECTHBIM Y TIPEJCTABUTEINCH KOIIAYbUX, B TOM YHC-
Jie THIEPTINKEMHUS, PE3UCTEHTHOCTh K WHCYJIHMHY, Trua0eT (HanpuMmep, caxapHbIid auaber Tuna 1 wim Tumna 2 win
npennnadeT), IeYCHOYHBIH JIUITHI03, 0)KUPECHNE, THIIEPUHCYIMHEMHUS, HapyIIEHHAs TOJIEPAHTHOCTH K TIIIOKO3E,
KeTo3 (B YaCTHOCTH, KETOAIMJ03), ITUCIUITUAEMHUS, AUCATUIIOKMHEMHS, OXKHUPEHUE, CYOKIMHIYIECKOE BOCIae-
HHE WM CHCTEMHOE BOCIIAJICHHWE, B YaCTHOCTH CJIa00 BBIPAKEHHOE CHCTEMHOE BOCIAJICHHE, KOTOPOE TaKKe
BKJIIOYAET BOCIAJICHUE aUIIO3HON TKaHHU, CHHAPOM X (METabOJIMUECKHI CHHAPOM), aTePOCKIIEPO3 W/UITH BOCTIA-
JICHUE TIOJDKEITYIOYHOI skene3bl. CyIecTBYIOT pa3iInyHbIe KOPPEISIMU MEKAY 3TUMH paccTporcTBamu. Cpenun
9THX HAPYIMICHUH y KOIICK CaxapHBIA AMA0CT, B YaCTHOCTH MPEANHa0CT M CaXapHbI nuaber 2 Tuma, a TakxkKe
THIIEPIIIMKEMHUS], PE3UCTEHTHOCTD K MHCYJIMHY, IEYCHOYHBIH JIMIMA03 U O’KUpPEHHUE, IPHOOpETaroT Bce Oouiblee
3Ha4YeHHEe. ITO MOXET OBITh, 110 KpaHEH Mepe YaCTHIHO, 00YCIOBICHO N3MEHEHUEM YCIIOBHH JKU3HU W TIHIIIC-
BOTO MTOBEJICHHS JOMAIITHUX )KHUBOTHBIX B TEUCHHE TIOCICIHHX JIET.

CaxapHbplii 1uabeT XapakTepHu3yeTcsi HapyImIeHUSIMH MeTa0oJM3Ma YIIIeBOAOB, OCIKOB U TPUTIHUIIEPHIOB
Ha OCHOBE OTHOCHTENIHHOTO WJIM a0COJIOTHOTO HEAOCTaTKa MHCYJIWHA. TakoBOHM mpeacTaBiseT coOOH OTHOCH-
TEJIBHO PACIPOCTPAHEHHYIO SHIOKPHWHOIMATHIO y TIPEICTABHTENEH KOIIAYbHMX, TaKUX KaK KoIlKa. 3aboieBae-
MOCTB y KOIIEK YBETWYMIACH NMPUMEPHO OT 5-12 pa3 3a mocienHue 4eThIpe ACCATHIICTHS, YTO NMPHMEPHO CO-
craBiser 0,5-1,2%. B BBISABIEHBI HECKONBKO (haKTOPOB pHCKa: BO3PACT, OXXMPEHHUE, CTCPHIM3ALMS H II0JI.
Camupl, KacTpUpOBaHHbIE, CTapble U Takhe ¢ oXupeHueM (>10 yeT), BEeposTHO, UMEIOT HauOOJIBIINK PUCK pa3-
BUTHS caxapHoro auabera.

B cootBeTcTBHY C CyIIeCTBYIOIIEH KiIaccuUKaeil caxapHbli [uadeT moapasesnsieTcsl Ha TpH Kiacca.

(1) Anaber 1 Tuma, KOTOPBIH BO3HUKAET B pe3yjbTaTe MOTepH (QYHKIUH KIETOK, CEKPETUPYIOUIUX HHCY-
JIMH, HAIPIMEpP IPU HMMYHOJIOTHYECKOM pa3pyIIeHNH OeTa-KIeTOK FIIH IPH HAJTHIHH ayTOAHTUTEI K HHCYJINHY
(ToBeHWIIHHBIN qUabeT y YeToBeKa).

(2) imabet 2 Tuma, KOTOPHI BO3HUKAET B PE3yJbTaTe HECIIOCOOHOCTH CTUMYIHUPOBAHHBIX WHCYJIHHOM
KJIETOK OTBEYATh JOJDKHBIM 00pa3oM Ha WHCYJIWHOBEIN CTUMYI;, OH TaKXKe CBS3aH, HAIPUMEpP, C HAKOIJICHUEM
amMmiona B 6eta-KieTkax; 1uader 2 Tuma OOBIYHO Pa3BHBAETCS B TCUCHHE UITMTEIBEHOTO IIEPHO/Ia TaK Ha3bIBae-
MOTO TIpeinadeTa.

(3) BropuuHslii caxapHbIii AHa0eT, KOTOPBIA MOXKET BO3HHMKATh M3-3a IWAOCTOTEHHBIX NpenaparoB (Ha-
HpUMep, TIIOKOCTEPHOABI JUINTEIBHOTO JEHCTBHS, METECTPOJ alleTaT U T.J.) WU JAPYTUX NEPBUYHBIX 3a00eBa-
HUH, TAKUX KaK ITAHKPEATUT, aJICHOKAPIIMHOMA MOJDKETYIOYHOH JKee3bl, cuHapoM KyIlmuHra, THIo- WK THTep-
THPEO3, OIYXOJIH, KOTOPBIE BEIPadaThIBalOT TOPMOH POCTA, YTO IIPHBOAUT K aKPOMETaJIHH.

B uvactHOCTH, caxapHbIii [uaber 2 TUma SIBISETCS pacTyliei mpoOieMoi 11 MOy IsiiuK KOIIEK BO BCEM
pasButoM Mmupe. V3mMeHeHUs B 00pase »KM3HHU BJIAJICNBIEB KOIIEK OTPa)XKAlOTCSl HA MX KOIIKax: BCE Yalle OHU
HAXOJIATCS B TIOMEIIEHNH, UMEIOT CHIKCHHBIH YPOBEHb aKTUBHOCTH M MHTAIOTCS NPH HCIIOIB30BAHUU JAUETHI,
o0orameHHOH KaIOpUsSMH, YTO MPUBOIUT K OKHPEHHIO U MPEIPACIOI0KCHHOCTH K CaXapHOMY AHadeTy Tuma 2.
[TocKOIBKY 3TH TEHACHIHMH MPOIOJDKAIOTCS, YaCTOTa BO3HUKHOBEHUS CaXxapHOTo anuadera y KOIIEK COOTBETCT-
BEHHO BO3PAaCTaeT.

Jlst nedeHust caxapHoro auadeTa y JIIoJei, B YaCTHOCTH CaXxapHOro auabeTa Tuma 2, ObIJIo 000peHo He-
CKOJIBKO TIEPOPATLHBIX TUIIOTIIMKEMHYECKHX ITPenapaToB. JTH JEKapCTBEHHBIE CPEJCTBA JICHCTBYIOT, HAlIpuMep,
MyTEM CTUMYJISIIUK CEKPELMH MHCYJIMHA TI0/DKETY0YHOH jKeJie301 He3aBUCHMBIM OT TJIFOKO3bI MIIM 3aBUCHMBIM
OT TJIFOKO3bI 00pa3oM (cyb()OHMIMOYEBHHBI/METIIMTHHUB Wil HHrHOMTOpBH! DPP IV cooTBeTcTBEHHO), MyTeM
MOBBIIICHUS] YYBCTBUTECIHHOCTH TKAHEH K MHCYNHMHY (OUTYaHWIIbI, THA3OJIUIMHINOHBI) WM ITyTEM 3aMeUICHUS
MOCTIIPAaHINAJILHOTO BCACHIBAHUS TIIOKO3HI B KUIICYHUKE (MHIMOUTOPHI anb(ha-TIIoKO3UIashl).

Taxoke paccMaTpHBarOTCs Ipyrue NOAXOIbI IS JIeueHHs 1nabeTa U CHHKEHUS! THIIEPTIIMKEMHUH Y JII0JCH, B
TOM YHCJIE U MHTHOMPOBAHUE IMOYEYHOTO HATPUH-3aBUCUMOTO collepeHocdrKa Timoko3sl SGLT2. SGLT2 B mou-
Kax peryiupyeT YpOBHH TJIFOKO3BI ITyTEM OIIOCPEAOBaHMS peabCcopOIMH TITIOKO3BI 00paTHO B IUIa3My IIOCIE
dunpTpanuu kpoBu. Takum oOpazoM, uaruoupoanre SGLT2 WHAYIHUPYET TIIOKO3YPHIO U MOXKET MPUBECTH K
CHI)KCHHIO YPOBHS TJIFOKO3bI B KpoBH. Hampumep, coenunenue 1-muano-2-(4-mukionponui-oen3un)-4-(6eta-D-
TJTIOKOTIMPaH03- 1 -mT)0eH301 onmvchiBaeTcs B kadecTBe mHruOuTOpa SGLT2 B myOmukammm WO 2007/128749.
Taxoke sSIBISETCS M3BECTHBIM OOJBINIOE pa3HOOOpasznue JOMOJHUTENbHBIX MHruOuTOpoB SGLT2. B 3asBke WO
2011/117295, xoTOpasi OTHOCHUTCS K JICYEHHIO TIPEUMYIIECTBEHHO IUIOTOSIHBIX, OTIMYHBIX OT YeJIOBEKa KUBOT-
HBIX, C TIOMOIIbIO HHTHONTOPOB munentuawinentunassl [V (DPP-1V), paznuunasie naruouroper SGLT2 Beige-
JSIFOTCSL CPEAM MHOTOYHCIICHHBIX JPYTHX THUIIOB COCAMHEHUH B KOHTEKCTE MPUMEHEHHS KOMOWHMPOBAaHHOW Te-
pammu ¢ uarHOUTOopamMu DPP-1V.

WNurnbuposanne SGLT2 panee He ObUIO NMPEeayCMOTPEHO ISl JICUCHUS METa0OJIIMUECKUX HApyLIICHUH Y
MpeJICTaBUTEINICH KOMIaYbUX, TAKUX KaK KOIIKU. Y MPEICTABHUTENICH KOIIAYbUX IMpemaparthl Uil JICUCHUS Hapy-
nreHuii oOMeHa BEIIeCTB ropa3fo MeHee Pa3BHUTHL, 4eM y Joaed. K coxkamenuro, qake eciu Jie4eHne WK Ipo-
¢umakTrka 3pPeKTHBHA B OpraHu3Me, HalpuMep, Ye0BeKa WIH APYTUX KUBOTHBIX, OTIMYHBIX OT KOIIAYBHX,
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HE TMPEJICTABISACTCS BO3MOXKHBIM CIIENIaTh BBIBOJ O TOM, YTO TaKOH ke moaxox OyaeT 3 pekTHBHBIM, Oe3omac-
HBIM, a TaKKe IeJICCO00Pa3HBIM Y MPEICTABUTEICH KOMAYbUX, TAKHX KaK KOIIKA.

[IpencraBuTenn KOWIAYbWX CYHMIECTBEHHO OTIMYAIOTCA OT JIONEH WIIH, HampuMep, co0ak B OTHOUICHHUH
CBOETO METa00IM3MA.

Bynydan cTtporo mioTosAHEIMH, KUBOTHBIE CEMEHCTBA KOIIAYbUX HE OYE€HB XOPOIIO MPHUCIOCOOIEHHI K yT-
JeBoZaM B paroHe. HampuMep, medeHp KOIIaypMX HE AEMOHCTPHPYET aKTHBHOCTH ITOKOKHWHA3bl (Tanaka u
np., Vet Res Commun 2005, 29 (6): 477-485). Y OG0oNbIIMHCTBA MIICKOITUTAIONINX, HAIPAMEP Y cOOaK WIIH JTFO-
JIeH, IeYeHOYHbIe TIIFOKOKWHA3bI JeHCTBYeT KakK "MaTIMK TIFOKO3B!", KOTOPHII MMO3BOJSET OCYIIECTBIIATE IIEUe-
HOYHEIN MeTa00M3M, YTOOBI a[CKBATHO PEardpoBaTh Ha M3MCHEHHS KOHIICHTPAIMH TITFOKO3HI B TIa3Me KPOBH.
Kpowme Toro, BEICBOOOKICHHE HHCYIIMHA U3 TIODKEITYAOYHON JKeJIe3bl KOITKHU, KaK BBISCHUIIOCH, SIBIISICTCS MEHEE
YYBCTBUTEIHHBIM K IIFOKO3€ B KAYECTBE CTHMYJIA [0 CPABHEHHUIO ¢ OONBINMHCTBOM JApyrux BumaoB (Curry u jap.,
Comp Biochem Physiol 1982. 72A (2): 333-338).

Eme omHa aganrarys K CTPOTO IUIOTOSTHOMY PAalOHY OTHOCUTCS K YTHIU3AIMH OCIKOB W JKHUPOB JUIS
MPOM3BOJICTBA DHEPIHH, T.€. TIIOKOHEOT'€He3y. Y BCESIHBIX JKHBOTHBIX TIIIOKOHEOTE€HE3 NMPOHCXOAUT IMPEexkIe
BCETO B COCTOSTHUM T'OJIOAAaHUA. B oTim4me oT 3TOT0, Y OONMraTHBEIX TUIOTOSIIHBIX, TAKAX KaK KOIIKH, TITIOKOHEO-
TeHe3, KaK BBLICHHUIIOCH, SIBJISICTCS IOCTOSIHHO aKTUBHBIM B TICUCHH, BHE 3aBUCHMOCTH OT COCTOSIHUS MMUTAHUS H
TocJie TTOTPEOJIEHUS MUK SIBIISIETCS Taxke Oosiee BBICOKMM, YeM B ToJogHoM coctostanu (Hoenig u ap. Am J
Physiol, 2011, 301(6):R1798-1807, Verbrugghe u ap., Crit Rev Food Sci Nutr. 2012; 52(2): 172-182).

B cooTBeTcTBHM C 3THM MAaTO(PHU3HONOTHS METAOOINIECKUX PACCTPOICTB y MpeNCTaBUTEICH KOMIadbuX, a
CIIEZIOBATENIFHO, M UX PEAKIINU Ha JICUYCHHE TAKUX PACCTPONCTB, OTIMYACTCS OT TAKOBOH Y IPYTHX BHIOB.

B kauecTBe MHaOETHUECKOTO OCIIOKHCHHS, HATIPUMEP MPU CaXapHOM JauadeTe, MpoOJIEMBI CO 3PCHUECM H
KaTapakTa 4acTO HaOIOJA0TCs Y CO0AK, HO PEAKO BCTPEYAIOTCS Y MPEICTABUTEICH KOIAYbHX.

[epopanpHbie ipenapaThl IS JCUCHHUS CaXapHOTO auadeTa, KOTOPHIC SBISIFOTCS M3BECTHBIMH Kak JIeKap-
CTBCHHBIC MIpEMapaThl, IpeTHA3HAYCHHBIC TSI YSIOBEKA, TAKUE KaK MIUMU3UA (CyIb()OHIIMOUCBHHA), pabOTaIOT
y HeOOJBIIION YacTH KOIIEK, HO 3TH MpenapaThl MOTYT OBITH COBEPIICHHO HEe3()()EKTUBHBIMU, €CITH TOIKEITY-
JOYHas XKeJe3a He paboTaeT. bojee TOro, B HEKOTOPHIX MCCICIOBAHUAX TIUMHU3UI M JPyTUe MepopaIbHbIC TH-
MOTJINKEMHUYECKUE JIEKaPCTBEHHBIE CPEACTBA OBLIM MPOIEMOHCTPUPOBAHEI KaK TaKHe, KOTOPHIE BBHI3BIBAIOT IO-
O0ouHble 2P GEKThI, Takhue KaK pBOTA U YKENTyXa, U TOBPEKMAIOT MOKEITYJOUHYIO JKeje3y elne OoJbIlne, 9To
MPUBOIUT K YMCHBIICHHUIO IIAHCOB PEMHUCCHH OT nuabeta ais KomeK. OHU Taxke OBLUTH MPOIEMOHCTPHUPOBAHEI
KaK TaKue, KOTOPhIE BBI3BIBAIOT MOBpeXkIeHHUE redeHn. JJaxe Ooiee HU3Kas 3G (HeKTUBHOCTh OblIa TIOKa3aHa JJIs
IPYTUX TPYII COCIWHEHWH, T.€. METJIMTHHHIOB, OWIYaHWIOB, THA30JUAWHANOHOB W HWHTHOWTOPOB a-
rimoko3uaassl (Palm CA u ap., Vet Clin Small Anim 2013, 43: 407-415).

30JI0THIM CTAaHIAPTOM JJISI JICUCHHST THAOCTUUCCKUX KOIICK B HACTOSIICEC BPEMsl CUMTACTCS UHBCKIUU WH-
cynuHa. TeM He MEHee, KOIIKH, KaK M3BECTHO, HEIPECKa3yeMbl B CBOEM OTBETE Ha 3K30TCHHBIN MHCYNuH. Hu
OJIMH TUN WHCYJWHA HE SABIACTCA OOBIYHO 3()(HEKTUBHBIM IS MOINACPIKAHUS KOHTPOIS TIMKEMHU NaXe NpU
BBCJICHUU JBa pa3a B CyTKH. [lake TIpU CTPOTOM COOJIOJCHUHM TPEOOBAHHU CO CTOPOHBI BIIAACIBIIA KOHTPOIH
YacTo SBJIACTCS CIA0BIM U BO3HUKAIOT OOIIKE BTOPHUYHBIC MPOOIeMbl. MHOTHE BIaleNbIbl CYUTAIOT HEBO3MOXK-
HBIM JOCTHYb IPHUEMIIEMBIX YPOBHEH COOIIONEHNS, TaK KaK CHHXPOHM3ALUS IpHUeMa IHIIA U BBEICHHUS WHCYIIH-
Ha HEBO3MOXXHA B OOJBIIMHCTBE CiydaeB. B KOHEYHOM cueTe MHOI'O KOIIEK C caXapHBIM InadeToM moiBepra-
FOTCS 3BTAHA3UH T10 IPHYUHE OOJIE3HM.

®DaKTopHl, peryIupyromue coOmoaeHns TPeOOBaHUEH MAIMEHTOM W BIIAJAEIbLEM, TaKKe SBILIOTCS BEChMa
pasTUUHBIMH. Y KOIIEK IepopaIbHOE BBEJICHNE, HAPUMED, SBJIAETCA ele Ooee KeIaTeIbHBIM, YeM Y YeTIOBeKa.

Jleuenue, kKOTOpOE OBI ITO3BOJIMIIO CTPOTO COONIOIATh TPECOOBAHHUS U, CIICAOBATECIBHO, YIYUIIUTh TINKEMH-
YECKHI KOHTPOJIb 110 CPABHCHHIO C CYIICCTBYIOIIUMH B HACTOSIICE BPEMsI CIIOCOOAMU JICUCHHUS HA OCHOBE MHCY-
JIMHA, TIOMOXET OCJIa0UTh MPOTPECCUPOBaHKE 3a00JICBAaHUS U OTCPOYUTh WM MPEAOTBPATHTH HACTYIICHUE OC-
JIOXKHEHUH Y MHOTUX KHBOTHBIX.

Kpowme Toro, maxe Torma, Korma TuabeTHUSCKUE KOIIKHU MOJBEPraloTCsl arpECCHBHOMY JICYCHHUIO C ITOMO-
IIBI0 MHCYIUHA M JIOCTUTACTCS KIMHUYECKAs PEMHCCHUS, 3TO TaKKe HE 00A3aTEIHHO HOPMAIH3YIOT CEKPELHUIO
WHCYNHHA, QyHKIMH OeTa-KIeTOK ITO/KEITyTOYHON JKeIe3bl W/IIH PEe3UCTEHTHOCTh K MHCYINHY. Komku ocTa-
FOTCS CKJIOHHBIMH K HOBOMY Hadany Auabera. beuto Obl skenaTebHO HMETh CITOCO0 JISUeHHs caxapHoro aquadera
y mpencTaBuTeNeil KOmavYbux, KOTOPEIA B OONBIICH CTEIIEHH yIydIlaceT, HallpuMep, Pe3UCTEHTHOCTh K MHCYJITH-
Hy 1 QyHKIHH OeTa-KieTok momkenynouHoin xkeme3sl Reusch CE u ap., Schweizer Archiv fuer Tierheilkunde
2011, 153811): 495-500).

Takum 00pa3oM, Bce ellle CymecTByeT ocodas moTpeOHOCTh B 3 (HEKTUBHBIX, 0€30MaCHBIX U MIPHEMIIEMBIX
crioco0ax JICYCHUST METa00THYCCKIX PACCTPOUCTB, B TOM YHCIIE AUA0ETa, Y IMPESACTABUTEICH KOIIAYbUX.

PackpsiTHe n300perenus
Kparkoe u3noxenne CynHocT!

ABTOpBI HACTOSILETO M300pETEHNsT HEOXKUAAHHO 00Hapy X Wi, uto nHrnoupoBanne SGLT2 saBisercs s¢-
(heKTUBHBIM U 0C30TACHBIM B JICUCHUH W/WIU MPEIOTBPAIICHIHH META0OIMICCKIX PACCTPONCTB y TPEACTaBUTE-
Jiel KoIaybuX.

Hacrosimee m3o0peTenne, TakuM 00pa3oM, oOecrieunBaeT HCmonb3oBanue naruouropa SGLT2 wimm ero
(hapmaneBTHUECKH MPUEMIIEMBIX (OPM B JICUCHUW W/WJIHM TPEIOTBPAIICHUA METa00INIEeCKOT0 PacCTpOCTBA Y
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NPEICTABUTEIS KOIIAYbHUX.
Kpome Toro, Hactosmiee nzobperenue obGecrieunBaeT Ucoiab3oBanne nHruouropa SGLT2 wmm ero ¢ap-
MAaleBTHYECKN INPHEMIIEMBIX (OPM B JICUCHUH W/WIM TPEJOTBPAICHUH METa0OINYECKOrO pPaccTPOUCTBA Yy
TIpeICTaBUTENeH KomaubuX, rae nHrnoutop SGLT2 npeacraBnseT codoi 1-1uanHo-2-(4-IUKIOTPOTHIIOCH3MI)-
4-(B-D-rmokonupanos-1-mr)06eH30 (KOTOPhIH YIOMHHAETCS B AajbHEHIIIEM Kak CoeAnHEeHue A) WiH ero ¢ap-
MaNeBTHYECKU NIpHEMIIEMYIO (popmy.
CoennHeHne A UMEET CIEAYIONYI0 XUMUIEeCKyro Gopmymy (2):

OH

JlonomHNTEIbHBIE aCTIEKTHI H300PETEHUS ONIPEIEIIIOTCS HIDKE, a TakKe B IyHKTaX (GOpMyIIbl H300peTCHUS.

®dapmanepTrnuecku npueMiiemMas popma uHrnOUTOpa SGLT2, KOTOPHIH MpeacTaBIseT co00 coennHEeHNE
A, MOXET TIPEeICTaBIATh COO0M KPUCTANTUIECKI KOMIUIEKC Mexay uaruouropoM SGLT2 u ogHOM mim Oosee
AMHUHOKHMCIIOTaMH, TAKUMH KaK TIPOJIHH.

B cootBercTBHu ¢ n3zodperenuem naruoutop SGLT2, KoTOpEIH NMpeacTaBsier co0ol coeuHeHne A, WK
ero (papmarneBTHUECKHU MpreMieMas popmMa MOTYT 00eCIICUYNBAThCS, HAIIPUMED, IS IEPOPATEHOTO WU MMapeH-
TapajJbHOTO BBEICHUS, IPEAMOYTHTEIHHO IS IEPOPATHHOTO BBEICHUS.

Wurunburop SGLT2, koTopsiii npeacTasnser cobol coeauHeHne A, WK ero (GapMareBTHUECKH IpHeMIIe-
Masi (popMa MOKET BBOJUTHCS B H03upoBKax oT 0,1 g0 3,0 MI/Kkr Beca Tena B CYyTKH, MPeanoYTHTENbHO OT 0,2 10
2,0 Mr/kr Beca Tenma B CyTKH, Oosee mpeamoututensHo oT 0,1 mo 1 Mr/kr Beca Tena B CyTku. Takum oOpazom,
narHOuTOp SGLT2, KOTOpHIA MpeacTaBisaeT cO0OW coeanHEeHHE A, WU ero ¢dapMaleBTHUSCKU MpueMiieMas
(hopma MoryT OBITH IPUTOTOBIEHBI s BBeAeHUs oT 0,1 mo 3,0 MI/Kr Beca Tella B CYTKH, NIPEANIOYTUTETHHO OT
0,2 o 2,0 mr/kr Beca Tena B CyTKH, 0oJee nmpeamnodTuteapbHo oT 0,1 ap 1 Mr/kr Beca Tena B CyTKH.

WNurundurop SGLT2, koTopklit ipencTaBiseT cobolt coenuHenne A, Wim ero (papMareBTHISCKH preMIIe-
Masi popMa MPEIIIOYTUTEIHHO BBOIATCS TOJIBKO OWH pa3 B CYTKH.

Hacrosmee nzo0perenue Takke obdecreqnBaeT papMareBTHIECKYI0 KOMIIO3HIINIO, KOTOPas BKIIIOYAET WH-
rubutop SGLT2, KOTOpHI MPEACTaBIAET COOOW COCTUHCHUE A HITH ero (hapMaleBTHYCCKH MPUEMIIEMYIO (Bop-
MY, JUIsl IPUMEHEHUSI B COOTBETCTBHHU C N300pETEHNEM, KaK PACKPBITO B TAaHHOM 3asiBKE.

B nmpumepax, KoTopble 00eCcIIeunBaIOTCS B TAHHOM U300pETEHNH, TEPAaeBTHYECKUE W/MITH PO HIaKTHIe-
CKHE MIPEUMYILECTBA, B OCHOBE KOTOPBIX JISKUT HHrnOupoBanne SGLT2 B cOOTBETCTBHM C HACTOSIIUM H300pe-
TEHHEM, JAEMOHCTPHUPYIOTCS SKCIIEPUMEHTAIBHO. DKCIIEPUMEHTAIbHEIE JaHHbIEe, PACKPBITHIC B JaHHOM H300pe-
TEHWH, SBISTIOTCS TpeIHa3HAYCHHBIMH U WILUTIOCTPALMK M300pETeHUs, HO HE TaKUMHU, KOTOPHIE OKa3bIBAIOT
OTpPaHUYUTENBHBIN 3 (eKT Ha 00BEM 3aIUTHI, KaK ONpeIeseTcs B TaHHOM ONMCAaHWU HUXE U B GOpMYIIe H30-
OpereHusl.

B wacTtHOCTH, aBTOPBI HACTOSIIETO M300PETEHHS HEOKHMIAHHO OOHAPYKIIIH, YTO IPUMEHEHNE MHTHONTOPa
SGLT2, xoTopslii ipeacTaBisieT coboil coeqnHeHne A, B COOTBETCTBUH C HACTOSIIUM H300pPETCHUEM IPEHMY-
IIECTBEHHBIM 00pa30M MPUBOIUT K CHIDKEHUIO PE3UCTCHTHOCTH K WHCYJIHMHY Y TOABEPTHYTHIX JICYCHHUIO TIPE-
CTaBUTEJEH KOIIaYbMX C HHCYJIMHOPE3UCTEHTHOCThIO. TO €CTh aHAJIOTMYHO HCIIOJIb30BaHUE HHIHOMTOpa
SGLT2, xoropslii peacTaBisieT coO0l coenuHEeHHE A, B COOTBETCTBUY C HACTOSIINM H300pETEHHEM IpEenuMy-
IIECTBEHHBIM 00pa30M MPHUBOAWT K MOBBLINICHHON YYBCTBUTEIBHOCTH K WHCYJIMHY y TOJBEPTHYTHIX JICYCHHUIO
MpeJICTaBUTEINCH KOIaYbUX C PE3UCTCHTHOCTHIO K HHCYJIHHY. UyBCTBUTEIBHOCTh K HHCYJIHHY MOYXET OBITh ITOJI-
CYNTaHa C TIOMOIIBIO Pa3JIMUHBIX YHIPOLIEHHBIX HHIEKCOB, HAI[PUMEP B IPOLECCe TeCTa TOJIEPAHTHOCTH K TIIIO-
Ko3e B BuJe MoauduiupoBanHoro uaaekca bemnguope (1/10g(AAUC-rmoko3a*AAUC-uHCYHH)).

N3obpeTenne, TakuM 00pa3oM, MO3BOJISIET YIYYLIMTh JICUCHNE /WM NpeJoTBpalieHue auabeTa, B 4acT-
HOCTH caxapHOro nuabera Thma 2, y MpecTaBUTeNel KOmadbuX.

Hcnone3oBanne narubutopa SGLT2, KoTopsIid peacTaBiseT co0oi coenHeHne A, B COOTBETCTBHH C Ha-
CTOSIIAM M300pETCHHEM TPEHUMYIIECTBEHHBIM 00pa30M MPUBOIUT K YMEHBIICHHBIM OTKJIOHEHHSM YPOBHS HH-
CyJIiHA, HAIPUMED, KaK U3MEPSETCS C TTIOMOIIbI0 BHYTPUBEHHOTO TECTA TOJIEPAaHTHOCTH K Tioko3e (ivGTT), mim
rociie moTpebaeHus 000K (HOPMBI TIIOKO3bI, HAIIPUMEP, MMOTPEOICHHS MU C BBICOKUM COJIEP)KaHUEM YTJIe-
BOJIOB (pe3Koe MOCTIpaHIHaIbHOE MTOBBIIIEHNE YPOBHS WHCYJIMHA) WIIN MTOCIIe MHIYIHPOBAHHOTO CTPECCOM II0-
BBILIEHUS YPOBHS TJIIOKO3bI B KpOBH. B 9acTHOCTH, Mcnonk3oBanue narnontopa SGLT2, koTopslil npencrasis-
eT co0oli coenHEeHHE A, B COOTBETCTBHU C M300pETEHHEM NPEHMYIIECTBEHHBIM 00pa3oM TakXe MPUBOIHUT K
CHIKEHHOH BTOPOIl (ha3e cexpenyu MHCYIMHA, HapuMep, Kak n3mepsiercs: B npouecce ivGTT, uiam mocne no-
TpebaeHus 0001 Ipyroi GOPMBI TIFOKO3bI, HAIPUMED MOCIIE /bl

Hcnonp3oBanue uaruouropa SGLT2, KoTopslii npeacTaBisieT codoil coelMHeHNe A, B COOTBETCTBHUH C Ha-
CTOSIIIMM H300pETeHHUEM MPEUMYIIECTBCHHBIM 00pa3oM TakKe NMPHUBOAUT K CHW)KECHHIO YpOBHEH Heactepudu-
IIUPOBAHHBIX JKAPHBIX KHCJIOT B IUIA3Me KPOBU WIIM K YIIYYIIEHHOMY YCTPAaHEHHIO HEICTePH(PHUIMPOBAHHBIX
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JKMPHBIX KUCIIOT U3 pyciia KpOBH, HalpuMep, Kak m3Mmepsercs B nporecce ivGTT, uim mocne norpediaeHus Jio-
6011 npyroit (hopMbI MOBBIMIEHUS YPOBHS HHCYJIMHA B KPOBH.

Hcnone3oBanne narubutopa SGLT2, KoTopsIid peacTaBiseT co0oi coemnHeHne A, B COOTBETCTBHH C Ha-
CTOSAIINAM HU300peTeHHEeM, TaKUM 00pa3oM, B 00IIEeM ciIydae IPUBOIUT K YIyUIIEHHON TOJIEPAHTHOCTH K TIIFOKO-
3€, TO €CTh CHIKAeT MHTOJIEPAHTHOCTH K TIIFOKO3E.

OTKIIOHEHHUE YPOBHS TITIOKO3bI IIPH OCYIIECTBICHUH T€CTa Ha TOJIEPAaHTHOCTH kK mHCYHHY (ivITT) y mpen-
CTaBHUTENEH KOIMAYbHUX, KOTOPHIX MOJIBEPTAIOT JICUCHHIO B COOTBETCTBHHU C M300PETECHUEM, SIBIIACTCS TPEAITOYTH-
TEJNBHO TaKX€e YIyUIIEHHBIM 110 CPAaBHEHHUIO C )KHBOTHBIM, KOTOPOTO HE ITOJIBEPTAIH JICICHHIO.

Hcnonp3oBanue uaruouropa SGLT2, KoTopsIil npeacTaBisieT codoi coelmHeHne A, B COOTBETCTBHH C Ha-
CTOSIIIIMM M300pETEHHEM MPEUMYILECTBEHHBIM 00pa30M TaKkKe NMPHUBOJUT K CHIDKCHHIO YPOBHS JKHUpPa OpraHU3-
Ma, ypOBHEHW JIENTHHA B KPOBU M/WiIK Kod(¢uuunenra asixarensHoro razooomena (RER). M3o0perenne Takxke
SIBIISICTCSL CBS3aHHBIM C A()()eKTaMu, HANPABICHHBIMU MPOTHB OXXHPCHHS, U MOXCET, B YACTHOCTH, TPEATIOYTH-
TENBHO MPEOoTBpamaTh HabOp Beca Tesla W/WIIM MPUBOJHUT K CHIDKCHHIO MAacchl Tejla y HpeACTaBUTENel Ko-
mavybnux. B ogHOM acnekte M3o0peTeHue, TaKuM 00pa3oM, TO3BOJSIET KOHTPOJIMPOBATh OXKUPEHHE W/WIIH CBS-
3aHHBIC C 0)KHPCHUEM METa00IMIeCKHEe PACCTPONCTBA Y MIPEICTABUTENEH KOMIAUbUX.

O} dexTs TPUMEHEHUH B COOTBETCTBUH C HACTOSIIUM H300peTeHHEM (TO €CTh YIOMSHYTHIC BBIIIE TPE-
MOYTHTENbHBIC BIMSHUS HAa PE3UCTCHTHOCTH/IYBCTBHTEIBHOCTh K WHCYJIHMHY, M3MEHEHHE YPOBHS WHCYJIHHA,
BTOPYIO (ha3y CEKpeIry WHCYJIHMHA, TOJIEPAaHTHOCTh K TIIIOKO3€, YCTpaHEHHE HE3CTEPU(UITMPOBAHHBIX JKUPHBIX
KHCJIOT, )KAp OpTaHM3Ma, YPOBHHM JIENITHHA B KpoBH, 3HaueHHss RER w/mnm maccy Tena) SBISIOTCS Takke Ipea-
MOYTHTENEHBIMA B TOM, YTO OHH ITO3BOJISIIOT OCYIIECTBIIATH CYOKIMHHYECKOE JICUCHHE, HAIpHMEp JICUCHHE
npeanabeTHYECKOro0 COCTOSIHUS y TpesicTaBuTenel komaubux. OHH, TaKUM 00pa3oM, 00ecIednBaloT BOZMOXK-
HOCTb NPEJ0TBpaIaTh WIK OTCPOYUTH HAYallo caXapHOro Jauadera y MpeacTaBHuTeNel Komaybux. B yacTHOCTH,
OHM JalOT BO3MOKHOCTH IPEAOTBpAlIaTh WM OTCPOYHMTH PA3BUTHE OIpEICICHHBIX METa0OIMYECKUX pac-
CTPOWCTB, CHMITOMOB HJIM COCTOSIHUM, KaK OIUCHIBACTCS B JTAHHOW 3asBKE (TaKUX KaK THIICPTIIMKEMUs, Hapy-
IIEHHAS! TOJIEPAHTHOCTH K TIFOKO3€, PE3UCTEHTHOCTh K HHCYJIMHY, ITaTOJOTHYECKOE U3MEHCHHE YPOBHSI HHCYIIHU-
Ha WIN yPOBHS TIIIOKO3BI, BRICOKHE YPOBHH HEICTEPH(HUIIMPOBAHHBIX XUPHBIX KUCIOT WIX JIEITHHA B KPOBH,
OKHpEeHHE W/ WiIH ToTepst GYHKIMN 0eTa-KIETOK TOHKEITyTI0THOH KeJle3bl) PH caXapHOM JuadeTe, B 4aCTHOCTH
MIPH caxapHOM JradeTe THMa 2, y peICTaBUTeNIel KOIIauybrX.

JlomomHUTEIBHOE MTPEUMYIIIECTBO HACTOSIIECTO M300PETEHHS 3aKII0YAETCs B TOM, YTO IPUMECHEHHE WHTHU-
outopa SGLT2, KOTOpBI MpeAcTaBIsAeT co0oi coenuHeHue A, sBisercs 3¢(EKTUBHBIM TOJIHKO MPOTHB METa-
OOJMYECKHUX PaCCTPOMCTB, TO €CTh €CIU KelaTeIbHOE UCTIONb30BaHue HHTnOuTOpa SGLT2, KOTOPHIA MpeacTaB-
JsieT co00i coeMHEeHne A, y MpeJCcTaBUTeIs KOMAauYbuX 00ecIieunBaeT MOHOTEPANHIo (TO ecTh OTAEIBbHYIO Te-
pamnuio; To eCTb HUKaKHe JIpyrue JISKapCTBEHHBIE CPECTBA HE BBOASATCS )KUBOTHOMY IS JICUCHHS MJIM MPEIOT-
BpallleHHs TOTO ke MeTabOoJIMYecKoro paccTpoiicTBa). M3o0peTenue Takke o6ecriednBacT BO3MOKHOCTh KOMOU-
HAallMOHHOH Tepanuy MpH HUCIIOJIb30BAaHUU JIPYroro JISKApCTBEHHOTO CPEACTBa (HampUMeEp, AOTOJHHUTEIHLHOTO
MHCYJIMH-CEHCHOMIM3UPYIOIETO JEKapCTBEHHOTO CPEJICTBA HIIM MHCYJIMHA KaK TAKOBOTO).

JlononHUTENbHOE NPEUMYIIECTBO HACTOSAIIET0 M300pETEHHUS 3aKIII0UaeTCsl B TOM, YTO HEOXXHUAAHHO OBLIO
0oOHapyXeHO, 4TO HcTosib3oBanne nHruouTopa SGLT2, koTopkIit mpeacTaBiseT co0oi coeuHeHne A, SBIISETCS
3 GEKTUBHBIM TOJBKO MPOTHB METAOOINIECKUX PACCTPONCTB, TO €CTh KeJIaTeIbHOE NCIOJIb30BaHNE WHTHONUTO-
pa SGLT2, koTOpkIi mpencTaBisieT co00i coeMHEeHNE A, V NMPEACTaBUTENS KOMAYbMX 00ECIIeunBaeT MOHOTE-
panuio (TO €CTh OTIENBHYIO TepaIuio; TO €CTh TOT1a, KOTAa HUKAKHE IPYyTHe JICKApCTBEHHBIE CPEICTBA HE BBO-
JITCS )KUBOTHOMY JUTS JICUECHUS WIIN MIPEIOTBPAIICHHUS TOTO K€ METab0INIecKoro paccTpoiictsa). JlanHoe n3o-
OpereHne Takke oOecrieunBaeT BO3MOKHOCTH 3aMEHBI MHCYIHMHOTEPANHMH Yy NPEACTaBHTENECH KOIIAYbMX HIIH
KOMOHMHAIIMOHHOHN Teparuy IpH HCHOIb30BaHUHM HHCYJIMHA WM JIPYyroro JeKapCTBEHHOTO CPEACTBa (HarpuMmep,
THITOTJINKEMUYECKOT0 JIEKAPCTBEHHOT'0 cpecTBa). Takas KOMOMHAIMS NIPEUMYIIECTBEHHBIM 00pa3oM IPUBOAUT
K CHIDKCHHIO J103bl W/WJIM YacTOTHI, C KOTOPOH BBOJIUTCS MHCYJIHMH WM JPYroe JEeKapCTBEHHOE CPEACTBO (Ha-
IpUMep, THITOTINKEMUYECKOE JICKAPCTBEHHOE CPEJICTBO), 10 CPABHEHUIO C TE€panuell NpeACTaBUTENs KOMIauybuX
IPU WCIIOJIb30BAaHMH HMHCYJIMHA WM JPYroro JIEKapCTBEHHOTO cpeicTBa. Hambosiee mpeanodTuTensHO, Koraa
MPEICTaBUTEINh KOIIAYbUX MOKET IMIOCTENICHHO CHU3UTH /103y WHCYJIMHA WIIN APYTOT0 JIEKAPCTBEHHOT'O CPECTBA.
Takum 00pa3oM, TOCTUTAETCS KITMHIYECKAsi PpEMHICCHSL.

Takum oOpazoM, mpuMeHenue narnouTopa SGLT2, KOTOPHIN MpenCTaBIsSeT CO00M COeAMHEHNE A, B COOT-
BETCTBUHU C HACTOSIIUM HM300peTeHrueM oOecIieunBaeT YIy4IIeHHOE JICUeHUEe W/WIH MpeoTBpalleHne MeTa0o-
JTUYeCKNX 3a00JIeBaHUH, KaK PACKPHITO B NAHHOW 3asBKe, BKIOYAs TUa0ET W/WiM Mpeanuader, y mpeacTaBuTe-
JeH KOIaYbHX.

D¢ pexTsl npumenenns naruouropa SGLT2, koTopslii npeacTaBisieT co00i coeanHeHne A, B COOTBETCT-
BUM C HACTOSIIMM M300peTeHHWeM (HampuMep, ONMCAHHOE BBINIEC ONAroNpUSATHOE BIUSHUS Ha PE3UCTEHT-
HOCTB/9yBCTBUTEIBHOCTh K MHCYJIMHY, OTKIIOHEHHE YPOBHS MHCYJIMHA, BTOPYIO (Da3y CEKpelMy MHCYJIMHA, TO-
JIEPaHTHOCTH K TIIIOKO3€, YCTPaHEHHE HedCTEPU(UIIMPOBAHHBIX )KUPHBIX KHCJIOT, )KHP OPTaHU3Ma, YPOBHH JIETI-
THUHA B KpoBH, 3HaucHUs RER, Macchl Tena w/wiv runeprimkeMHI0) MOTYT OTHOCUTBCS K TOMY K€ FUTH CPaBHU-
BAaEMOMY IIPEJCTaBHUTENIO KOIIAYbMX Iiepel BBeaeHHeM nHruomrtopa SGLT2, KoTOpbIH mpeacTaBisieT coOoi
COeIMHEHNE A, B COOTBETCTBHH C HACTOSIINM M300pPETEHHEM H/MIIN OTHOCHUTCS K CPAaBHHBAEMOMY IIPEICTaBUTE-
JII0 KOITaYbMX, KOTOPBIA HE MOTydall YKa3aHHOTO JieUeHHs (HarmpuMmep, rpymnmna riamnebo). B modom ciaydae, xo-
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IZla JIeNaloT CPaBHEHHE, TO OHO MOXKET OBITh CIEIAaHO IOCJIE ONPENETICHHOIo Mepruoa JICUeHUs, KOTOPBIH co-
cTaBisieT, Hanpumep, 1, 2, 3,4, 5, 6 wnu 7 nueit; 10 nuelt, 14 nueit; 2, 3,4, 5, 6, 7 unu 8 Hepens; 1, 2, 3 wnu 4
Mecsma. [IpennoyTuTensHO Meprosl JICYSHUsI COCcTaBisIeT 4 HeAenu. AJBTEpHATHBHO NEPHOJ JICYCHUS MOXKET
COCTaBIIATh 6 WK 8 HeNeNb. AJIbTEPHATUBHO MEPUOJT JISICHHUSI MOXKET COCTABIISITh 8 HEeJeNb WU OoJiee, HaIpH-
Mep 8-16 Henmemb.

JlonomHUTETFHOE TPEUMYIIECTBO HACTOSIIETO H300PETEHHS 3aKIIt0YaeTcsl B TOM, 4To HHruouTop SGLT2,
KOTOPBII MpencTaBiIsieT coboil coennHeHne A, MOXeT Y(PPEKTHBHO BBOIUTHCS MPEIACTABUTEINO KOIIAYbHUX TIE-
popanbHo. Kpome Toro, uarnourop SGLT2, KoTOpHIid MpeacTaBiseT co00i coeAMHEHNE A, B COOTBETCTBHUHU C
HACTOSIINM N300pETEHHEM MOXKET BBOJIUTHCS TOJBKO OAMH pa3 B CYTKH. DTH NPEHMYIIECTBA MO3BOJISIOT JIyd-
MM 00pa3oM coOJII0AATh PEXKHUM KHBOTHOMY, KOTOPOTO ITOJIBEPIalOT JICYEHHIO, U €r0 BiaJesblly. DTO IPHBO-
JIUT K JIy4lIeMy TJIMKEMHYECKOMY KOHTPOJIIO paccTpOWCTB (Hanpumep, nuabera), Ais JIeYeHHs KOTOPBIX Ipel-
CTaBUTEJH KOIIAYbUX IOJIBEPralOTCs JICUCHHIO C MOMOIIBbI0 MHCYJIMHA. B 001em ciyvae ncronb30BaHHE WHTH-
6utopa SGLT2, KOTOpBIHA MpeAcTaBIsieT co00i coeArHEeHne A, B COOTBETCTBHU C HACTOSIIMM H300pETEHHEM,
TakuM 00pa3oM, IIOMOTaeT 0cIabuTh (TO €CTh OTCPOUYHTH WIIM NPENOTBPATHTH) Pa3BUTHE META0OINYECKUX pac-
CTPOHCTB M OTCPOYHTH WJIH MPEAOTBPATUTH HAYAJI0 METAO0OIMUECKHX PAacCTPONCTB (HampuMep, AuadeTa) U ero
OCJIO)KHEHUN y TIpeICTaBUTENEH KOIIauybUX.

B cooTBeTcTBHE C 3THM HacTosIee n300peTeHne Takxke odecrednBaeT (papmaneBTHIeCKie KOMITO3HIINH,
KOTOphie BKITtouatoT mHruouTop SGLT2, KoTOpHIi MpeacTaBiseT co0oi coeuHeHne A, B COOTBETCTBHY C H30-
OpeTeHnEeM IS IPUMEHEHHS B JICUCHUH W/HMIU MPEIOTBPAIICHINH METaOOIHIECKUX PACCTPOICTB y MPEACTaBH-
TeJel KoulaubuX.

N3obpetenne Taxke obecrieunBacT CrocoOBbl JICUCHHs HW/WIM TPENOTBPAIICHHUS MeTaboJMYecKuX pac-
CTPOMCTB y NpEACTaBHUTENCH KOIMIaYbUX, KOTOPBIC BKIIOYAIOT BBEJICHHE MPEACTABUTEINIO KOIIAYbHX, KOTOPBIHA
HYXJaeTcsl B TaKOM JICYCHUH W/WIM TpenoTBpaileHud, 3¢dextuBHol no3b1 mHruouropa SGLT2, xoTopsli
Hpe/ICTaBIsIeT cO00H coeTMHEHNE A, KaK ONMCBHIBACTCS B JAHHOM 3asBKe.

[peanournTensHo Ucnonb3oBanue nHruonTopa SGLT2, xoTOpEI NpencTaBiseT coboil coenuHeHne A, B
COOTBETCTBHUH C HACTOSIITUM N300pETEHHUEM HE BBI3BIBACT THITOTIIMKEMUH.

OddexTsr npumenenus narnouTOopa SGLT2, KOTOPHINA MpEeACTaBIAeT COO0H CoeTUHEHHE A, B COOTBETCT-
BUU C HACTOAIIMM H300peTCHHEM (HAIPUMEp, YIIOMSIHYTHIE BEIIIE MPEAIOYTUTENbHBIE 3()()EKTH Ha PE3UCTEHT-
HOCTB/9yBCTBUTEIBHOCTh K WHCYJIMHY, OTKIIOHEHHE YPOBHS WHCYJIMHA, BTOPYIO a3y CEKpennu MHCYINHA, TO-
JIEPAaHTHOCTH K TIIFOKO3€, YCTpaHEHUE HeICTePHUHUIIMPOBAHHBIX )KUPHBIX KUCIIOT, XKHUP OpTraHW3Ma, YPOBHH JIET-
THHA B KpoBH, 3HadeHNs RER, Maccy Tena w/nim runepriukeMii0) MOTYT OTHOCHUTBCS K TOMY K€ WJIM CpaBHH-
BAacMOMY IIPEJCTaBHUTENIO KOIIAYbMX Tiepel BBegeHHeM nHruomrtopa SGLT2, xoTOpbIH mpeacTaBisieT coOoi
COeIMHEHHE A, B COOTBETCTBHHM C HACTOSAIIMM H300pETEHHEM, W/WIM MOTYT OTHOCHTbCS K CPaBHHUBAEMOMY
MPEJCTABUTEII0 KOMIAYbMX, KOTOPBIA MONydYan CTaHAAPTHOE JICYCHUE NPU KCIOIH30BAHUN WHCYJIMHA (HATIPH-
Mep, KOHTPOJIbHAS TPYIIA) HIH HE IOTy4Yal JICUCHHUS.

JlomomHUTEIPHOE IPEUMYIIIECTBO HACTOSIIETO U300PETCHHS 3aKITF0UacTCs B TOM, 4To uHruourop SGLT2,
KOTOPBIH IpezcTaBisieT co00i coequueHne A, MokeT 3()(HEeKTHBHO BBOJUTHCS MPEACTABUTEINIO KOUIAYbHX IIe-
popaibHO, HanpuMep, B xuakoi Gopme. Kpome toro, maruoutop SGLT2, koTophlii npeacTaBiser codor co-
eWHEHNE A, B COOTBETCTBHH C HACTOSIINM H300PETECHHEM MOXKET BBOIHUTHCS TOJBKO OJWH pa3 B CYTKH. JTH
MPEUMYIIIECTBA MO3BOJISIOT OCYIIECTBIATE ONTHMAIBHOE JO3UPOBAHHE U COONIOICHIE PEKIMa KUBOTHBIM, KO-
TOpPOE TIOJBEPTaeTCs JICUCHHIO, U BIAICIBIIEM.

B obmewm ciiydae ucronb3oBanne uHruouTopa SGLT2, KOTOpBIN MpeacTaBiseT co0oil coenquHeHne A, B
COOTBETCTBHH C HACTOSIIIMNM M300pPETEHHEM MOXKET, TAKUM 00pa3oM, 0clalsiTh, OTCPOUYHUTH WM NPEI0TBPAIATh
pa3BUTHE META0OJIMYECKOTO PacCTPOWCTBA, HAPUMEpP, METabOJIMYECKUX PACCTPOMCTB, PacKpHITHIX B JaHHOU
3as1BKE, WJIM MOXKET 3aMEUINTh WM NPEJIOTBPATUTH Hadau0 METaboIMUECKOTr0 pacCTPOUCTBA U €T0 OCIOKHEHUH
y NIpeACTaBHUTENICH KOITaYbHX.

OrnpeneneHust

Bce 3HaueHUs W KOHIICHTPAIIWH, IIPEICTABICHHBIC B TAHHOM 3asBKE, MOTYT HMETh MPUCYIIYI0 UM Bapua-
THUBHOCTB, KOTOpast SIBJISICTCS PUEMIIEMOI B OHOJIOTHYECKOH Hayke, B mpefenax norpemHoctd +10%. Tepmun
"MpUOAM3UTENHHO" TaKXKe OTHOCHUTCS K ATOW IPHEMIIEMOH BapHaIiy.

OddexTr nedenHus, packphIThie B JaHHOW 3asBKe (Takhe, KaKk yBeJIMYeHHE, YMEHBIIICHNE, N30BITOK, TPO-
JUIeHUE, TIOBBIIIICHHUE, CHIDKEHHUE, YIydIlIeHHe, 3a1epKKa, MaTOIOTHIECKHE YPOBHH WIH JII000€ Ipyroe n3MeHe-
HHUE WJIN OTKIOHECHHE 10 OTHOIICHHIO K 3TAJOHY/KOHTPOJIO), MOTYT HaOIIOAAThCS MPU CTATHCTUYECKOM 3HAUM-
mocta p<0,05, mpennoututensao <0,01.

Korma nemaercs ccpuika B HAaCTOAIIEH 3asBKE HAa OTKJIOHEHHE (HAIPUMEDP, YBEINYCHUE, YMEHBIICHUE, U3~
OBITOK, TIPOJJICHNE, TTOBBIILICHHUE, CHIKEHHE, YIyUIIeHNEe, 3a/IepKKa, [TaTOJIOTHYECKIEe YPOBHH HIIH JII000e Apy-
roe U3MEHEHHE WM OTKJIOHEHUE 110 OTHOLIEHHIO K KOHTPOJIIO), OTKIIOHCHHE MOXKET COCTaBIITh, Harpumep 5%
win Oonee, B wactHocTH 10% wim Gonee, Ooiee mpeamodTuTensHo 15% wmnm Gonee, OGosiee TMPEAMOYTUTETHHO
20% wm Oonee, Oonee mpeanoururenbHo 30% wmm 6onee, 6onee npennoututensHo 40% wnu Oonee win, B ya-
ctHOCTH, 50% wmin Oojiee MO OTHOIIECHHWIO K COOTBETCTBYIOIIMM KOHTPOJIBHBIM 3HAYCHUSIM, €CIIM HE YKa3aHo
uHoe. Kak npasuiio, oTkinoHenue OyJeT cocTaBlsTh, 10 kpaitneit mepe, 10%, To ectb, 10% nnm 6onee. OTkIIO-
HEHHE MOXXET Takke cocTaBIATh 20%. OTKIOHEHHE MOXKET Takxke cocTaBisATh 30%. OTKIIOHEHNE MOXKET TaKkKe
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coctaBisATh 40%. COOTBETCTBYIOIICE KOHTPOIBHOEC 3HAYCHUE MOXKET OBITh MOJYYCHO M3 TPYIITBI KOHTPOIBHBIX
JKUBOTHBIX, KOTOPBIX TIOJIBEPTalOT JICYEHUIO C MMOMOIIEIO muiare6o BMecto uaruoutopa SGLT2, koTopslil pen-
CTaBIsAET cOOO0M COCIMHEHUE A, HITH TPYIIIIEI )KUBOTHBIX, KOTOPBIX HE MOJBEPTalOT JCUCHHIO.

B nmannoit 3asBKe, HaNpUMeEp, OTKIOHEHNE MHCYIWHA WM OTKIOHCHHE TIIIOKO3BI 0003HaYaeT M3MECHEHUE
KOHIICHTPAIIH WM YPOBHS B KPOBH B TCUCHHE IIEPHO/Ia BPEMEHH. BenndanHaa OTKIIOHEHUH, HalIpUMep OTKJIOHE-
HUM WHCYNHWHA WM OTKJIOHEHHWH TIIOKO3BI, MOXXET OBITh BBIp&KCHA B BHE 3HAUYCHHWH IUIONMIAAX TOA KPHUBOMH
(AUC).

B manHOM omucaHWM TEPMHUHBI ""aKTHBHOE BEMIECTBO" WM ""aKTUBHBIA MHTPEAUCHT" BKITIOYAIOT HHTHOUTOD
SGLT?2, koTopslii mpeacTaBiIsieT cO00H coeJMHEHNE A, HIIH ero JIro0bie (apMaleBTHIECKH TpUeMIIeMble (hOPMEI
(HampuMep, TPONICKAPCTBEHHYIO (OPMY MM KPUCTALTHYCCKYIO (JOpMY) IJIsl UCTIOTB30BaHUS B COOTBETCTBUH C
HACTOSIIUM H300peTeHHeM. B ciyyae KOMOWHAIIMU C OHUM WM JOMOJHHUTEIBHBIM aKTHBHBIM COCIMHCHHEM
TepMUH "aKTUBHBIH MHTPEAUCHT" WM "aKTHBHOC BEIIECTBO'" TAKXKE MOXKET BKJIIOUYATH B CeOs JIOTOIHUTEIHLHOE
AKTUBHOE COCIMHCHUE.

B nanHO 3asBKe BBIpa’keHHE "aCCOLMUPOBAHHBIN C'", B YACTHOCTH OXBAThIBA€T BHIPAXKECHUE ''BBI3BAHHBIN
yeM-1m00".

B nannoit 3asBke ivGTT oTHOCUTCS K BHYTPHUBEHHOMY TE€CTY TOJEPAHTHOCTH K Imoko3e. B ivGTT moxer
TUIIAYHO UCTIONB30BaThes 0,8 T IeKCTPO3BI Ha KT Beca Tena.

B nannoii 3asBke ivITT OTHOCUTCSI K BHYyTPUBEHHOMY TECTY TOJIEPAHTHOCTH K MHCYIHMHY. B ivITT Moxer
TUIAYHO Uctionb3oBaThea 0,05 en. MHCYTUHA Ha KT MacChl Tela.

MeTtabonrueckne paccTporcTBa

MeTaboarmyeckoe pacCTPOMCTBO MOXKET MPEICTABIATh CO00# nuadeT, mpeanuader, 0XKUPCHUE W/WITH JTHO-
00e paccTpoNCTBO, 3a00JIEBaHUE, COCTOSIHUC WM CUMITOM, CBS3aHHBIN C OJHAM WU HECKOJIEKUMU U3 3THUX pac-
cTpoiicTB. B uwacTHOCTH, HapymicHHEe OOMEHAa BEIIECTB MOXET HPEACTaBISATH COOOH THICPTIIMKEMUIO, PE3H-
CTCHTHOCTh K MHCYJIMHY, AUAa0CT W/WIH NCYCHOYHBIN JIMTHI03. JJOTIOTHUTEIHHBIC COOTBETCTBYIOIINE METa00H-
YECKHE PAacCTPOICTBA BKIIOYAIOT TUIICPUHCYITHHEMHIO, HAPYIICHUE TOJCPAHTHOCTH K TIIFOKO3€, KETO3 (B YacT-
HOCTH, KETOAWI03), THIEPIUIHACMHUIO, TIOBBIIICHHBIC YPOBHH JKUPHBIX KHCIOT W/WIHM TIHILEpPHHA B KPOBH,
cuaIpoM X (MeTaboim4ecKuif CHHIPOM), aTepOCKIEPO3, BOCIAICHUE ITOKEITyIOYHON JKeNe3bl, BOCIAJICHUE
JKUPOBOH TKaHW W/HITU TIOTEPIO (PYHKITMH OETa-KICTOK MOJIKEITYI0THOMN SKeIIe3hl.

B HEKOTOpHIX BOILIOMICHUSIX METaO0IMYECKOE PACCTPOHCTBO MPEACTaBIsAeT coOoi auader. B manHo# 3a-
SIBKE TUa0eT MOXET TMPEACTABIIATh COO0H MpeanuadeT, caxapHblil AradeT Tuna 1 win caxapHbIi 1uadeT Tumna 2.
B wacTHOCTH, TMabeT MOXKET MPEJCTABIATE COOOM caxapHbIil muadeT Tuma 2. B HEKOTOPHIX BOILIOMIEHUSIX JAHa-
0eT MOXeT OBITh aCCOLUUPOBAH C OKHUPCHHUEM.

B HEKOTOPHIX BOIUIOMICHUSX METa0OIMYECKOE PACCTPOWCTBO IMPEICTABISICT COOOW THIEPrinKeMuto. B
JTAHHOM 3asBKE THIICPIIIMKEMHUS MOXKET OBITh aCCOLMUPOBAHA C THA0CTOM, HAPUMEP C CaXapHBIM JUA0OETOM
Tuna 2. B HEKOTOPHIX BOILIOMICHUSX TUIEPTIUKEMHUS MOXKET OBITh ACCOIMMPOBAHA C OKHPCHUEM. | nnepriuke-
MU MOKET OBITH XPOHUYECKOH.

B HEKOTOPHIX BOIUIOMICHUSIX METa0OIMICCKOE PACCTPOUCTBO MPEACTABISICT COO0H PE3UCTEHTHOCTh K WH-
CynuHy. B maHHOM 3asiBKe PE3UCTEHTHOCTH K HHCYIUHY MOKET OBITh aCCOIMUPOBAHHON ¢ 1nabeToM, HalmpuMep
¢ caxapHbIM nuabeToM Tuma 2. B HEKOTOPHIX BOIUIONMIEHHAX PE3UCTEHTHOCTH K MHCYITHHY MOXET OBITH acco-
LMAPOBAHHOM C OKUPEHUEM.

B HEKOTOPHIX BOIUIOMIEHUSIX METa0OJIMYECKOE PacCTPOHCTBO HpeACTaBisieT coOO HapyIIEeHHYIO TOJe-
panTHOCTH K roko3e (IGT). B manHO# 3asBKe HapymIeHHAs TOJIEPAHTHOCThH K TIIOKO3€ MOXKET OBITh aCCOIHH-
POBaHHOM ¢ AMabEeTOM, HaPUMEp CaXapHbIM nuabeToM Tuma 2. B HEKOTOPHIX BOILIONICHUAX HAPYIICHHAS TOJIC-
PAHTHOCTH K TIIIOKO3¢ MOYKET OBITh aCCOIMUPOBAHHON C 0KUPCHUEM.

B HEKOTOPBIX BOIUIOMICHHUSX META00IMIECKOE PACCTPOMCTBO MPEICTABISCT cO00 rUNepuHCyTnHeMHu0. B
JAHHOM 3asiBKE TUIICPUHCYIIMHEMHS MOXKET OBITh aCCOLMMPOBAHHON ¢ IMa0eTOM, HAIIPUMEP CaXapHBIM Arade-
TOM THMA 2. B HEKOTOPBIX BOIUIOIICHHUSX THICPUHCYIHMHEMHS MOKET OBITh aCCOLIMUPOBAHHOM C OXKHPCHHUEM.

B HEKOTOPHIX BOILIOMICHUSIX METAa00INIECKOE PACCTPOUCTBO MPEICTABIACT COOOH OTHO WU OOJiee U3 TH-
MEePTITUKEMIH, PE3UCTEHTHOCTH K MHCYINHY U IIEYEHOYHOTO JIMMKI03a. B HEKOTOPHIX BOIUIOMCHUAX METa00IH-
YECKOEe PaCCTPOUCTBO SABISIETCS BRIOPAHHBIM W3 THIIEPTIIMKEMHHN W PE3UCTEHTHOCTH K MHCYIINHY.

B HEKOTOPHIX BOIUIOMIEHUSAX METabOIMIeCKOe PaCCTPOUCTBO MPENCTAaBIAET COO0H OTHO WIIH OoJiee U3 TH-
MepUHCYTHHEMIH, HAPYIICHHOH TOJIEPAaHTHOCTH K TIFOKO3€, THIIEPTIINKEMUH U PE3UCTEHTHOCTH K MHCYIINHY.

B HEKOTOpHIX BOIUIOMICHUSAX XUBOTHOE W3 CEMEHCTBA KOIIAYbHUX CTpajaeT oxupeHnuem. Hampumep, B co-
OTBETCTBHH C U300pETEHUEM OIHO WIIH 0oJiee METa0OIUIECKUX PACCTPOMCTB, BEIOPAHHBIX M3 THIIEPTINKEMUH,
PE3UCTCHTHOCTH K MHCYJIHHY U IMEYCHOYHOTO JUIH03a, MOTYT TOJABEPTaThCs JICUCHUIO ¥/HITH TPEAOTBPAIIaTh-
Csl Y CTPAJAIONICTO OT OKUPEHUS KUBOTHOTO CEMEHCTBA Komadbux. KpoMme Toro, HampuMep, THIICPHHCYITHHE-
MU W/MIIU HAapYIICHHAS TOJIEPAHTHOCTH K TIIOKO3¢ MOTYT HOIBEPTaThCs JICUCHUIO W/UIU MPEAOTBPAIIATECS Y
CTPAJAONIETO OT OKUPEHUS )KUBOTHOTO CeMeHCTBa KomaubuX. KpoMe Toro, o1HO Witk O0Jiee pacCTPOCTB, BhI-
OpaHHBIX W3 KeT03a (B YaCTHOCTH, KETOANW03a), THIICPIUIUICMUN, TOBBIICHHBIX YPOBHEH JKUPHBIX KHCIOT
W/WIM rmnepuHa, cuaapoma X (MeTaboNMYecKoro CHHIPOMA), aTepPOCKIepPO3a, BOCIAJICHUS IOKEITYTOYHON
JKeJe3bl, BOCTIAJICHHS aJUIIO3HOHM TKaHM M NOTepu (PyHKIMH OeTa-KJICTOK IOKEITyI0YHON JKeJIe3bl, MOT'YT HOJ-
BEPraThCs JICUCHUIO W/MITH IPEIOTBPAILCHHIO Y CTPAJAIOIIETO OT OXKHUPEHHUS )KUBOTHOTO CeMeicTBa KOIIaubHX.
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B HEKOTOpHIX BOILIOIICHUSIX YKHBOTHOE M3 OTPs/ia KOIIAYbUX CTPAJacT OT nuadeTa, HAIPUMEp OT caxap-
Horo auabera Tuma 2. Hampumep, B COOTBETCTBHH C M300pETCHHEM OJHO WU OoJice METabONUYECKUX pac-
CTPOMCTB, BBHIOPAHHBIX M3 TPYIIBI THIEPTIMKEMHUH, PE3UCTCHTHOCTH K WHCYJIMHY W IEUYEHOYHOTO JIMIHI033,
MOTYT ITOJIBEPTaThCs JICUCHUIO H/IUTH MPEIOTBPAIICHUIO ¥ )KHBOTHOTO CEMEUCTBA KOIIAaYbUX, KOTOPOE CTpagaeT
oT muabeTta, HampuUMep OT caxapHoro auabdera Tuma 2. KpoMe Toro, Hampumep, TUTIEPUHCYIMHEMUS W/WJIN Ha-
PYIICHHAS TOJIEPAHTHOCTh K TIIOKO3€ MOTYT HOIBEPIaThCs JICUCHUIO W/WIHM MPEJOTBPALICHHUIO Y KUBOTHOTO
ceMeicTBa KOIadybnX, KOTOpPOe CTpajaeT OT Auabera, HampuUMep OT caxapHoro nuabera tuma 2. Kpome Toro,
OJIHO WM 0OJiee PacCTPOMCTB, BHIOPAHHBIX M3 KeTO3a (B YACTHOCTH, KETOAIWMI03a), THIIEPIUITHIEMHUH, TTOBBI-
NICHHBIX YPOBHEW >KUPHBIX KUCIIOT W/HWIHU TIIHILEPUHA, CHHIpoMa X (MeTabOMIeCKOro CHHIPOMA), aTepOCKIIe-
po3a, BOCTIAIICHUS ITOJHKEIYJOYHOMN JKENe3bl, BOCHAIICHUS aIUIIO3HON TKAHW M TOTEPU (PYHKIUH OETa-KIETOK
MOJDKETYAOYHON JKEJIe3bl, MOTYT TOIBEPraThCs JICUCHHUIO W/WIHM NPEIOTBPAIICHUIO Y JXKHBOTHOTO CEeMEHCTBA
KOIIIAYbHX, KOTOPOE CTPagacT OT Auadera, HampuMep OT CaxapHOTro Juadera THa 2.

B HEKOTOPHIX BOIUIOIICHUSX XHBOTHOC W3 CEMEHCTBA KOIIAYbHX CTPAJACT OT OKUPCHHUS U CTPAAACT OT
nuabeTa, HampuMep OT caxapHoro nuadera Tuma 2. B HEKOTOPBIX BOIUIOMICHUSX JKHBOTHOE CEMEHCTBA KOIIAYh-
UX CTpajaeT OT Auabera, Hal[pUMEp OT caxapHOTro AuadeTa THIA 2, HO HE OT OKUpEHHUs. B HEKOTOPHIX BOILIO-
MICHUSX MPEICTaBUTENh KOMAYbUX CTPAacT OT O’KUPEHUS, HO HE CTpajaeT oT Auadera.

Hacrosimee n3o0peTenne Takke odecriednBaeT UCIob30Banue HHrnonTopa SGLT2, KOTOpkIi MpencTas-
nsieT co0oi coemuHeHne A, U JeUCHHUS W/WIHA MPEIOTBPAIICHHS JeTeHepaliy 0eTa-KIeTOK MOKEITyI0THON’
Kene3pl. Hampumep, myTeM yBeIHYCHHS MAacChl OeTa-KIETOK ITOKENTyTOYHOW JKeIe3bl, W/WIH yIydIlIeHHs,
W/WIM BOCCTAHOBJICHUS (YHKITMOHAIHHOCTH (TO €CTh CEKPElMH MHCYJINHA) OeTa-KIETOK TOKEITYI0IHON JKee-
3B Y )KHBOTHOTO CEMEHCTBA KOIIAYbHX.

Kero3 mpencraBnsier co0oi COCTOSHUE MOBHIIICHHOTO YPOBHS KETOHOBBEIX Tel B opraHu3me. Keroamnumos
MOJKET OBITh ONMHCaH KaK TUI METabOJMYECKOTO alua03a, KOTOPHIA BBHI3BIBACTCS BHICOKUMH KOHIICHTPAIMSIMU
KETOHOBBIX TeJ, 00pa3yIoUINXcs MPHU Pachajie KUPHBIX KUCIOT M TPU JIE3aMHUHUPOBAHUHM aMHHOKHUCIOT. [[Ba
00IIMX KEeTOHA, KOTOPBIC 00pa3ylOTCs B OpraHU3Me YelIOBEKa, MPEICTABISIOT COOOH alleTOYKCYCHYIO KHCIOTY U
[B-oxcuOyTupar. V KoIiek, B OCHOBHOM, OOHAPY)KEHO TPH KETOHA: alleTOYKCYCHAsl KUCIIOTa, 0eTa-OKCHOYTHUPAT U
MUPOBHHOTpaIHAS KucoTa. KeToaumo3 MOKET BBI3BIBATH 3alax MPH JbIXaHHH CYOBEKTa. DTO MPOUCXOINT U3-
3a aleToHa, IPSMOTo MOOOYHOTO MPOIYKTA CIIOHTAHHOTO PA3JIOKEHHS alleTOYKCYCHOM KHCIIOTHI.

Keroamumos nmpeacrapiseT coboit kKpailHIOI0 1 HEKOHTPOJIUpyeMyro ¢hopMy kero3a. Keto3 takke sBIseTCS
HOpPMAaJFHOM peakIuel Ha [UIMTeNnbHOe TosonaHue. lIpy keToarmmo3e OpraHW3M HE B COCTOSIHUM aJIeKBATHO
pETyNHpOBaTh BEIPAOOTKY KETOHA, B YaCTHOCTH IyTeM BBIpaOOTKH areTmi-CoA, BbI3bIBas, TAKUM 00pa3oM, Ta-
KO€ Cepbe3HOE HAKOIUIEHHE KETOKHCIIOT, YTO pH KpOBM 3HAUNTENFHO CHMKAETCS, TO €CTh M30BITOK KETOHOBBIX
TEJI MOYXKET 3HAYUTENBHO MOIKUCIATE KPOBb. B KpallHHX CIydasx KETOAIMI03 MOXKET NMPHUBECTH K JICTAILHOMY
UCXOMY.

Keroanumo3 MokeT BOHHKATh TOT/IA, KOTJIa OPTaHU3M IPOHM3BOIUT BHICOKHE YPOBHU KETOHOBBIX TEII ITYy-
TeM MeTaboU3Ma KHUPHBIX KUCIOT (KET03) U MHCYJIMH B JOCTATOYHOW Mepe HE 3aMeIIsIeT 3Ty BeIpabOTKy (Ha-
IpUMEp, U3-3a PE3UCTCHTHOCTH K WHCYJIMHY/TIOHMKCHHOW YyBCTBUTEIFHOCTH K MHCYNIUHY). [IpUCyTCTBHE BBI-
COKHX YpOBHEH caxapa B KPOBH (THUIICPTIMKEMHsI), BBI3BAHHOE OTCYTCTBHEM HWHCYJIMHA, MOXET MPHUBECTH K
JAIbHEHIIeMy TTOBBIIICHUIO KUCIIOTHOCTH KPOBH. Y 3/I0POBBIX WHAWBHIYYMOB 3TO, KaK MPABUIIO, HE IMTPOUCXO-
AT, TIOTOMY YTO ITOJDKENTyJOYHasi )Kejie3a BhIpadaThIBaeT MHCYIWMH B OTBET HA IIOBBIIICHWE YPOBHS KETO-
HOB/caxapa B KPOBH.

Keroannmo3 asnsercs Hanbosee pacIpoCTpaHSHHBIM IPH 3aITyIIEHHOM CaxapHOM JanadeTre, KOTaa IeYeHb
pacIIerIsieT Kup 1 OEIKU B OTBET Ha MpeaIoaraeMylo IOTpeOHOCTb ABIXaTeIbHOTO CyOcTpara.

[Ipennmnaber y >KMBOTHBIX CeMeEHCTBAa KOIIAYbHMX XapPaKTEPU3YETCs] THIIEPUHCYIMHEMHEH, Pe3UCTEHTHO-
CTBIO K WHCYJIMHY B OpraHaX-MHUIICHSIX, HAPYIICHHEM TOJCPAaHTHOCTH K TIIFOKO3€, BKIIFOYAs, HAPUMEp, H3Me-
HCHHBIA WHCYJWHOBBIH OTBET HA TIMKEMUYECKHH BBI30OB, a TaKXKe, HANPHMEpP, WHIYIIUPOBAHHBIA CTPECCOM.
Ipenauaber Taxke 4acTo CBsA3aH ¢ OkuUpeHueM. [Ipeanuaber Takke MOXKET OBITh CBS3aH C MepeMexaromeiics
THIEPTIMKEMUCH.

JuabeT Trma 2 y )KHBOTHBIX CEMEICTBA KOIIAYBHX XapaKTePH3yeTCs KaK CHIDKCHHEM BBIPAOOTKU WHCYIIU-
Ha, TAK U PE3UCTCHTHOCTBHIO K MHCYJIMHY B opraHax-mumieHsx. CokpaiieHue BIpaObOTKH MHCYJINHA MOXKET, Ha-
npuMep, ObITh 00YCIIOBIIEHO HAKOIICHUEM aMIJIOWIa B OeTa-KIIeTKaX, TOKCHIHOCTHIO TIIFOKO3bI H/WITH UHQEK-
UeH MmopKemyIouHoM kene3bl. JlehekT B GyHKIMU OeTa-KIeTOK OOBIYHO MPOTPECCUPYET, H 'y HEKOTOPBIX JKH-
BOTHBIX CEMEHMCTBA KOIIAYbHUX MPHUBOAUT K ITOJHOM MOTEpe CEKpelun HHCyInHaA. | eHeTnaeckne (HhakTopsl, TII0-
KO30CTEPOUIBI, NMPOTECTEPOH I OTCYTCTBHE (PH3MUECKUX YHPAKHEHHH M OXHPEHHE IPEICTABISIOT COOOH
BO3MOYKHBIE IPUYNHBI PE3UCTEHTHOCTH K MHCYIHHY. Hampumep, y 30pOBBIX KOIIEK YyBCTBUTEIFHOCTH K HHCY-
nuHY cHmKaercsa Ha 50% mocie Toro, Kak Bec yBenmduBaercs Ha >40%. CauTaercs, 9TO KOUIKU C AUA0ETOM
UMCIOT B OCHOBHOM JHa0ET THIA 2 Ha OCHOBE TOrO (hakTa, YTO OOJBIIMHCTBO KOUICK C JHA0CTOM UMEIOT OCT-
POBKOBEII aMUJIONT, KOTOPHIH OBLT HA3BaH OTIMYUTEIBHON YepTOH caxapHOTo Auadera THia 2.

CunTaeTcsy, 4TO TOJNBKO CYIIECTBEHHOE MEHBITIHCTBO KOIIICK HMEIOT BTOPUYHYIO (hOpMY caXapHOTo quadera.

Kinanyeckue mpu3HaKu caXapHOTO AuadeTa, KOTOphIe HAOIOMAIOTCS Y )KUBOTHBIX CEMEICTBA KOIIAYbHX,
BKITIOYAOT MOJUIUTICHIO, TOTUYPHIO, MOTEPI0 BeCa W/WITH MOMU(aruio. Y KOIIEK aHOPEKCHUS Yallle OMICHIBACTCS
kak nonudarust. [[aTorHOMOHUYHEBIM 1T caxapHOTo auabeTa y KOUIeK SIBISETCS CTOMOXOMSIIas Mo3uIus (cia-
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00CTb 3a/THUX HOT, TUTIOCHBI KaCaroTCs 3MJIM, KOTJa KOIIIKa XOANT). DTO BBI3BAHO AMA0ETHYECKOH HeHponaTHen.

Kpome Toro, oco0eHHO penieBaHTHBIE KIIMHUYECKHE TIPU3HAKN CaXapHOTo JradeTa y >KUBOTHBIX CEMENCTBa
KOIIAYbUX B KOHTEKCTE HACTOSIIECT0 M300PETEHHS MPEACTABISAIOT CO00i THIEPTINKEMHIO U TIOKO3ypHro. ['H-
MEePTIIUKEMHES y )KHBOTHOTO CEMEHCTBA KOIIAubuX (HAIpUMED, y KOIIKH) ONPEaeIsIeTCs] KaK 3HAUYCHHS TIFOKO3HI
B TJIa3M€ KPOBH BBINIE HOPMAITBHBIX 3HaueHUH (3,9-8,3 Mmmouns/a wmm 70-150 mr/mr), HampuMmep 8 MMOJIB/JT WK
6onee win 150 mMr/mn unu Goree TITIOKO3bI B TUIa3Me KPOBHU. | TIIOKO3YypHs Y )KMBOTHOTO CEMEHCTBA KOIAYbHMX
(HampuMmep, Y KOIIKH) OTPECIIICTCS KaK YPOBEHb TTFOKO3bI B MOYE BBIIIIE HOPMAIBHBIX 3HaYeHHUH (0~2 MMOJIB/IT
e 36 mr/m). [TodeuHsli MOPOT TOCTUTACTCS MPU KOHIIEHTPAITUH TIFOKO3bI B KpOBU 0K0J0 11-17 MMoOIb/n vmn
ot 200 mo 300 mr/m.

Jlnaraos caxapHoro nua0eTa y KMBOTHBIX CEMEWCTBA KOIIAYbHX MOXET B KayeCTBE albTEPHATHUBHI OBITH
OCHOBAH Ha TpeX KPUTEPHAX, HAIIPUMED CIETYIOIINX:

(1) n3MepeHnM KOHLIEHTPAIMHY TIIOKO3BI B KPOBU HaTOIIaK >250 Mr/mm;

(2) rroKo3ypHH, Kak 3TO ONPEIEIICHO BBIIIE; a TAKXKE

(3) oHOTO MM HECKOJIBKUX M3 CIICIYIOUINX: MTOJIMYPHS, NOJIUIMUIICHS, TTondarus, HoTeps Beca, HECMOTPS
Ha XOPOIIIHA aIlleTUT, WM KeTOHYpHUs (06€3 MPU3HAKOB TSHKEIOTO KeTOAIHI03a).

B nmomonHeHMe K BBIICYIOMSHYTHIM KPHTEPHSIM AUATHOCTHKH H I TOTO, YTOOBI MOAIEPKATh UX, JOTOJI-
HHUTEJBHBIC TECTHI MOT'YT BKJIIOYATh B T€MAaTOJOTHUYECKHUH, OMOXMMHUYECKI aHaIH3 KPOBH, peHTreH w/umn Y3U
OPIOIITHOM TOJIOCTH.

[IpenmouruTenpHO, KOrma HUcmoiib3oBanne naruouropa SGLT2, koTopsli TpencTaBisier co00l coeanHe-
HHE A, B COOTBETCTBHH C HACTOSIINM H300pEeTEHHEM MO3BOJISACT MO KUBATh W/ UM YCTAHOBUTD HOPMAJIbHBIE
WY TIOYTH HOpPMaJIbHbIe KOHIIEHTPALUH III0KO3bI B KpoBU. TeM He MeHee, B OTIMYKE OT Teparuy 4eJI0BeKa, 3TO
HE CYMTACTCsl BCET/Ia HEOOXOAMMBIM ISl )KMBOTHBIX C AMA0ETOM M, CIIEAOBATEIHLHO, HE BCEraa IPEACTaBISICT
co00i1 eI JIeYeHs] B COOTBETCTBHUH C HACTOSIIIMM M300peTeHHeM. B cooTBeTCTBUH ¢ M300peTeHHEM KOHIICH-
Tpays TIFOKO3bI B KPOBH TAK)KE MOXKET MOJJICP)KUBAThCSl HA YPOBHE, HAIPUMED, OT 5,5 1o 16,6 MMOJIBL/1T Min OT
100 mo 300 mr/m. J{ist >KHBOTHBIX CEMEHMCTBA KOIAYbMX 3TO YaCTO OYAET yIOBIETBOPHTEIBHBIM.

Opna 3 1eneil nedenns npenaradera win Auadera y KUBOTHBIX CEMEHCTBA KOMIAYbUX B COOTBETCTBHUH C
HACTOSIIINM H300pETEHHEM MOJKET 3aKII0UaThCSl B YCTPAHCHHWH BIaJeNbllaMi BUIMMBIX MPH3HAKOB (HAIpUMep,
BSUIOCTH, TOJIMYPHH, TOJUIUIICHH, TTIOTEPH Beca, MONMM(paruy 1 T.1.), KOTOPbIe BO3HUKAIOT BTOPUYHO IO OTHO-
[ICHUIO K TUMIEPTIINKEMHIH Y )KUBOTHBIX, HE TIOBEPTHYTHIX JICUCHHIO. J[OMOTHUTEIbHEIE TICTTH JICICHUS WITH (-
(heKTHI JIeYeHNsT MOTYT MPEACTABIAThL COOOW OIWH WIIM HECKOJBKO M3 JIOOBIX MPEHMYIIECTBEHHBIX 3P (PEKTOB
n300peTeH s, PACKPHITHIX B HACTOSIIEM JOKyMEHTE, B TOM YHCIIe, HO, HE OTPaHHYNBAsCH KaKUM-THOO OIHUM
WJIM HECKOJBKMMH W3 YJIYYLICHHOH TOJIEPAHTHOCTH K TJIIOKO3€, MOBBIIIEHHOH YYBCTBHTEIBLHOCTH K MHCYJIMHY,
CHIDKEHUSI PE3UCTEHTHOCTH K MHCYJIHMHY, YIYYIIEHHOTO OTKJIOHEHHS YpoBHS INoK03bI B ivITT, ymydrieHHoro
OTKJIOHEHUsI ypoBHs MHCYIMHA B ivGTT wmnu mepopasHOro Tecta Ha TojepaHTHOCTh K rimokose (OGTT), cHu-
JKEHHOHM BTOPOI1 (ha3bl CEKpeluy MHCYJIMHA, TIOHMKEHHOTO COJEpP)KaHMs JKUpa Tella, Macchl TeJla W/WIN yPOBHS
JIETITHHA B KPOBH, CHIDKEHHOT'O KOd(duIreHTa apixarensHoro razoooMena (RER) w/wmm orcyTerBust yBennue-
HHS Beca B CIIydae 0>KUPCHHUS )KUBOTHOTO.

JnabeTtryeckast peMHUCCHS HCTIOIB3YETCs y KOIIEK, KOT/Ia JOCTUTAaeTCsl HopManbHas (Win Onm3Kast K HOp-
MaJIbHOW) KOHIIEHTPANHXs TIFOKO3BI B KPOBH, KIIMHIMYECKUE MPHU3HAKH YIIydIIalOTCSs, a BBEICHNE MHCYINHA MO-
JKeT OBITh OTMEHEHO WJIM MOXKET HE HCIIONIF30BAaThCs B TEUCHHE, 0 KpailHeH Mepe, 4eThIpeX HeAedb HMOAPSA.
Tem He MeHee, JKU3HECTIOCOOHOCTh OeTa-KIIETOK MOKEITYI0THON JKeIe3bl MOXKET He MOJIHOCTHI0 BOCCTaHABIIH-
Bathcs. Mcnonmp3oBanne narudutopa SGLT2, koTopkelil mpencrapisieT coboit coequHeHne A, U, TAKHM 00pa3oM,
CHI)KEHHE KOHIIEHTPALU TIIIOKO3BI B KPOBH, a TaK)Ke YJIyYIIEHHE PE3UCTCHTHOCTH K MHCYINHY U QyHKInu Oe-
Ta-KJIETOK MOJPKEITYJOUHON JKeJie3bl MPEIIIOJIOKUTEIFHO UMEET pellaroniee 3HaYeHne ISl TOCTHXKEHUS U 101~
JIep)KaHMsl PEMHCCHH TnabeTa y )KUBOTHOTO CeMEHCTBa KOIAUbHX.

Pe3ncTeHTHOCTD K MHCYJIMHY MOXKET OBITh ONMCaHa KaK COCTOSHHE, NP KOTOPOM HOPMaJIbHOE KOJIMYECT-
BO MHCYJIMHA SIBIISIETCSI HEAOCTATOUHBIM IS MTOJYYE€HUsI HOPMaJIbHOTO OTBETa Ha MHCYJHMH OT YKUPOBBIX, MbI-
IICYHBIX M ITEYEHOYHBIX KJIETOK. PE3UCTEHTHOCTh K MHCYJIMHY B )KUPOBBIX KJIETKaX CHIDKAeT d((QEKT HHCYINHA
¥ TIPUBOJMT K TOBBIIICHHOMY THAPOJIN3Y 3alaCHBIX TPHUTIIHLEPHUAOB IIPH OTCYTCTBHU MEp, KOTOPHIE JHOO yBe-
JMYUBAIOT YyBCTBUTECIHFHOCTh K HHCYIUHY, THO0 00€CIeunBalOT NOTONMHUTECIBHBINA HHCYTUH. YBEINYCHHE MO-
OWMITM3aIMy 3aMacHBIX JIUIHIOB B ATUX KJIETKAX IOBBIIIAET YPOBEHb CBOOOIHBIX )KUPHBIX KHCIOT B TJIa3Me Kpo-
BU. PE3NCTEHTHOCTh K WHCYJIHMHY B MBIIICUYHBIX KJIETKAaX CHIDKACT MOTJIOMICHHE TITIOKO3BI (M, TAKMM 00pa3oM,
JIOKAJIFHOE XpaHEHHUE TIIIOKO36I B BUJIE TIIMKOTEHA), B TO BPEMS KaK PE3UCTECHTHOCTh K HHCYJIMHY B KJICTKAX ITCUYCHH
MPUBOINT K HAPYIICHUIO CHHTE3a TJHMKOTeHa M HECIIOCOOHOCTH IMOJABHUTH BBIPAOOTKY TIIOKO3BL [lOBEIIICHHBIC
YPOBHHM >KUPHBIX KHCJIOT B KPOBH, CHIPKEHHOE MOTJIOIIEHUS TIIFOKO3bI MBIIIIIAMU M yBEJIMUCHHAs! BRIpaOOTKa rede-
HOYHOH TJTFOKO3BI MOT'YT CIIOCOOCTBOBATH OBHIIIEHHOMY YPOBHIO IITIOKO3EI B KPOBH (THIIEPTIIMKEMHUH).

CypporarHble MOKa3aTesId YyBCTBUTEIBHOCTH K MHCYJIHMHY MOTYT OBITh pacCUMTaHBl B COOTBETCTBHHU C
QUICKI (xonu4ecTBeHHBIH HHAEKC KOHTPOJISI YyBCTBUTENLHOCTH K MHCYIMHY: 1/log (Tiioko3a * MHCYNHH)) AiIs
6a30Boro ypoBHs B KpoBH. [yl AMHAMUYECKUX MCCIENOBaHNMN, HAIPUMED, MOKET OBITh HCIOJIBG30BaHO ONpe/ie-
neHus MoauduIpoBaHHOTO MHACKCa benmbduope Tecta Ha TosepaHTHOCTH K Tiroko3e (I/log ((AAUC - rimoxo-
3a* (AAUC - uHCYNHH)).
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Pe3HucTeHTHOCTh K MHCYIUHY MOXET MPUCYTCTBOBATH B ACCOLMAIIMH C OXXHPCHHUEM, BHCIEPATBHBIM OXKHU-
peHUEM, TUTICPTCH3UEH U TUCIUIIICMHUCH, CBI3aHHBIX C IMOBBIIICHHBIM YPOBHEM TPUTIHIICPHIIOB, HEOOIBIINX
KOMITAaKTHBIX YaCTHII JIATIOTPOTEMHOB HU3KOH TutoTHOCTH (SALDL) n cHmxkeHHsiMu ypoBHsasMu HDL xonectepu-
Ha. YTO KacaeTcsi BUCLEPATHHOTO OXKHPEHHUS, TO MHOXKECTBO JIOKA3aTEIBCTB Y JIFOACH MpeAronaracT IBe Mpod-
HBIE CBSI3M C PE3UCTCHTHOCTBIO K MHCYNHHY. BO-TIEpBBIX, B OTIHYHE OT MOJKOXXHOW >KHPOBOW TKAHH, BUCIIC-
pasibHBIE KUPOBBIC KIIETKH BHIPAOATHIBAIOT 3HAYUTEIBHBIC KOJUUECTBA MPOBOCHAINUTEIBHBIX ITATOKHHOB, TAKHUX
Kak ¢akrop Hekposa omyxonn-anbda (TNF-anpda) n natepneitkua-1 n -6 u T.1. Ha MHOTOYHCIIEHHBIX JKCIIe-
PUMEHTAIBHBIX MOJEIISX 3TH MPOBOCIIAINTENFHBIE IUTOKUHBI TITyOOKO HAapyIIaayd HOPMalbHOE ICHCTBUE MHCY-
JIMHA B )KUPOBBIX M MBIIICYHBIX KJICTKAX, © OHH MOTYT MPEICTABIATh COOOW OCHOBHOW (haKTOP BOSHHUKHOBCHHUS
PE3UCTCHTHOCTH K WHCYJIMHY BCErO OpPraHM3Ma, YTO HAONIONACTCs y MAIMEHTOB-IIIONCH ¢ BHCHEPaTbHBIM 0XH-
pernem. [1o100HO 3TOMY y *KMBOTHBIX M3 CEMEHCTBA KOIIAYbMX YPE3MEPHBIC )KUPOBBIE OTIIOXKEHHS CIIOCOOCT-
BYIOT HM3KOH CTEIIEHH CHCTEMHOTO BocmaneHus. [IpHunHa MoAaBisionero OOJIBIIMHCTBA CIy4aeB PE3UCTEHT-
HOCTb K MHCYJIMHY ocTaeTcsi Hen3BecTHOH. CyIecTByeT SBHBIH HACJIEACTBEHHBIH KOMITOHEHT. TeM He MeHee,
CYIIECTBYET psiJl HEKOTOPBIX OCHOBAHHUH I10/103pEBATh, YTO PE3UCTEHTHOCTD K MHCYJIMHY SIBISCTCS CBS3aHHOM C
BBICOKMM COJIep’KaHHEM YTIIEBOJIOB B KopMaxX. BocmaneHue Takxe, 0 BCEH BEPOSTHOCTH, SIBIIICTCS BOBJICUCH-
HBIM B BOSHHKHOBEHHE PE3UCTCHTHOCTH K HHCYJIMHY.

l'unepuHCYIMHEMHIO MOKHO OXapaKTEepPH30BaTh KaK COCTOSHHE, P KOTOPOM CYIIECTBYIOT M30BITOYHEIC
YPOBHH, TO €CTh TaKHe, KOTOPHIE MPEBBIIAIOT MPUOIU3UTEIHHO HAa 35 MMOJIB/TT 0a30BbIM YPOBEHD WIIH TIPHOITH-
3utensHo 200 MMOJIB/IT, HampuMep TPH TIIMKeMudeckol Harpyske (Hanpumep, ipu ivGTT unm ctpecce), HHCY-
JIMHA, TUPKYIUPYIOMETO B KpoBH. Kak yxe ynmoMHHAIOCh, OH OOBIYHO MPUCYTCTBYET B CIIydasX PE3UCTEHTHO-
CTH K UHCYJIMHY U MOXET OBITh CIIEJICTBHEM 3TOTO Y dKUBOTHBIX CEMEHCTBA KOITAYbUX.

Hapymiennast ToJepaHTHOCTB K TIIIOKO3€ MOKET OBITh ONKCaHa KaK COCTOSIHUE, ITPU KOTOPOM OTBET I10CTIC
TIMKEMUYCCKON HArpy3KH, HAIPUMED, MOCIE MPUHSATHUS TTHIH WK MTOCIIE TeCTa C Harpy3Kou (TECT Ha TOJICPaHT-
HOCTH K TJIFOKO03€) HJIH TIOCJIC HHAYIIMPOBAHHOTO CTPECCOM TOBBINICHHS KOHIICHTPAIIMU TIFOKO3bI B KPOBH, TJIH-
KEMHUYCCKUN MUK OTKIOHCHHS TIIOKO3BI SIBISIETCS OOJiee BBICOKAM HW/WIH TPOJOKUTEIEHOCTh OTKIIOHCHUS
YPOBHS TJIFOKO3EI 3aTATHBACTCSI.

JucnunuaemMus WM TUIEPIHITUAEMUS IPEACTABIIIOT COO0M HaJIW4Yhe TOBBIIICHHBIX WM aHOMAJIbHBIX
YPOBHEW JUMHUIO0B W/HIH JIUTIONPOTEHHOB B KpoBH. HapymieHus IpoQuiis TUIHAOB U JIUIIOIPOTEHHOB paccMaT-
pHBAfOTCA KaK B BBICOKOW CTENECHHM MOANAIOIIUICS MoAu(pUKAIusAM (aKTOp pHUCKAa Pa3sBUTHSA CEpIETHO-
COCYIHCTBIX 3a0ojieBaHUM, OOYCIOBJICHHBIX BO3JCHCTBHEM XOJieCTepHHA. [JHIEPHH TMPEACTaBIseT COOOH
MIPEAIIECTBEHHHUK JIJISi CHHTE3a TPUAIMIITIIHIIEPOJIOB (TPUTIUICPUIOB) U (HOCHOIUITUAOB B IMEUYSHH U KUPOBOKH
TkaHu. Korja opraHusm HCIoONb3yeT HAKOIUICHHBIN JKUP B KAYSCTBE MCTOYHUKA YHCPTHHU, TIUICPUH U JKUPHEIC
KHCJIOTHI TIOMAIAl0T B KPOBOTOK ITOCIIEC THAPOJH3a TPUIIHIECPUIOB. KOMIIOHEHT TIUIIEpPUHA MOXKET OBITH Ipe-
BpallleH B IIIOKO3Y B IIEYCHU M OOECIICUMBAET DHEPTHIO IJIS KJIETOYHOro Meraboimu3Ma. HopmainbHble ypoBHH
CBOOOJTHBIX KHUPHBIX KHUCJIOT B KPOBU JIOMAITHETO YKHBOTHOTO (TaKOTO, KaK KOIIKA) MPEJCTABISIFOT COOOW KOH-
HeHTpamu Tpuriaunepunos or 50 go 100 mr/mon (ot 0,6 mo 1,2 mmouns/i). HopmanbHbIe ypOBHHU XOJIeCTEpHHA B
KPOBH COCTABIISIIOT, HapuMep, ot 70 1o 150 Mr/mi as1st Komky.

JlncaqnmoknHEeMHIO MOXKHO OXapakTepH30BaTh KaK COCTOSTHHE, P KOTOPOM YPOBEHb IUPKYTUPYIOIINX B
TU1a3Me KpOBU OMOJIOTMYECKH aKTHBHBIX BEIIECTB, KOTOPHIC BBIPA0ATHIBAIOTCS B KUPOBOW TKAHH U JACHCTBYIOT
ayTOKPHUHHBIM/TIApaKPUHHBIM WIIA SHIOKPUHHBIM 00pa3oM, IMEET OTKIOHEeHUs. HarpumMep, TOBBIIIEHHE YPOBHS
JIETITHHA W/WIHA CHIKEHHUE YPOBHS aIUITOHEKTHHA.

CyOKIMHIYECKOE BOCHAJICHHE WM CHCTEMHOE BOCIAJIEHHE, B YaCTHOCTH HH3Kasg CTENEHb CHCTEMHOTO
BOCIIAJICHUS, XapaKTEPU3YeTCsS YBEIHUCHHEM DKCIPECCHH U CEKPCIMH MPOBOCHAIUTEIBHBIX IUTOKAHOB, TAKUX
Kak (aKTop HEKpo3a omyxonu-aib(ha u/wim 001ee HU3KOH IKCIPECCHEH U CEKPEIUCH MPOTUBOBOCTIATUTEIBHBIX
IUTOKWHOB, HATIPHUMEP WHTEepICHKHHA- 10 W/MIN UX COOTBETCTBYIOIIUX PEICTITOPOB.

OXHpeHHE MOXKET OBITh OMMUCAHO KaK MEIUIIMHCKOE COCTOSHHE, IIPH KOTOPOM H30BITOK XKHpa HaKarlTHBa-
€T B TOH Mepe, B KaKOH 3TO MOKET OKa3bIBaTh HEOIAroNpHATHOE BO3JCHCTBHE HA 3/I0POBBE YEIOBEKA, UYTO MPHU-
BOJIUT K YMCHBIICHUIO MPOJOKUATCIFHOCTH JKU3HU. Y TYYHBIX KOIIEK, HAIIPUMEP, BCTPEUYACTCs OLICHKA YITH-
tanHocTH B Oannax (BCS), koTopas cocrasmiseT 6onee 6 (13 9).

MetabomaecKue pacCTpOUCTBa, KOTOPBIE MOABEPTralOTCs JICUSHHUIO /WK MPEIOTBPAIIEHUIO B COOTBETCT-
BHHU C N300pEeTEHUEM BKITIOYAIOT CHHAPOM X (METaOOIMIECKUI CHHAPOM). DTO PACCTPOUCTBO MOXKET OBITH OIIH-
CaHO KaK COYeTaHHEe MEIUIIMHCKHUX PAaCCTPOMCTB, KOTOPHIC MOBBIMIAIOT PUCK PA3BHUTHS CEPACYHO-COCYTUCTHIX
3aboneBannii U nuadera. MeTaboIMIeCKUl CHHIPOM TaKKe SBISETCS M3BECTHBIM KaK METaOOJIMYECKUH CHH-
IpoM X (MeTabOIMYIEeCKHil CHHIPOM), CHHIPOM X (METa0OJUYeCKHid CHHIPOM), CHHAPOM PE3UCTEHTHOCTH K
uHCYynMHY, cuaapoM Pusena m CHAOS (kak aO0peBHaTypa A MIIEMHYECKOW O0JIC3HH Cepila, THICPTOHHH,
aTEepOCKIIepO3a, 0XKUPEHHS M HHCYIIBTA).

TouHBIe MEXaHN3MBI CIIOXKHBIX ITyTEH MeTabOIMYEeCKOT0 CHHAPOMa elle 10 KOHIAa He n3BecTHsI. [latodu-
3HOJIOTHS SIBIISICTCS YPE3BBIYAIHO CIIOKHOW M JIMIIh YaCTUYHO BBIACHCHHOH. BONBIIMHCTBO MAIUCHTOB MpPE-
CTaBJIAIOT CO00H1 Jto/ieil cTapIiero Bo3pacra, CTpalaloliX OKUPEHUEM, BEYIIHX MaJIOIIOABM)KHBIN 00pa3 jKu3-
HHU ¥ UMCIOIUX HEKOTOPYIO CTEIICHb PE3UCTCHTHOCTH K MHCYIMHY. Hanbonee BaxxHBIMU (akTOpamMu IO MOPS-
Ky sBIsitoTCs: (1) M30BITOYHBIN BeC M OXKUpPEHHUE, (2) TeHeTnka, (3) craperue u (4) MaTOTIOBUKHBINA 00pa3 Ku3-
HU, TO €CTh HU3Kas PU3NIECKasi aKTUBHOCTh U N30BITOYHOE TIOTPEOICHIE KaTOPUH.

-9.
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Eme onnH dakrop pucka npezacrasisier co0oit caxapusiii auadet. [To kpaiiHel mepe, y Jitoaeit 3HaYUTEINb-
HOoe OOJBUIIMHCTBO (~75%) MalMeHTOB C caxapHbIM JUa0eTOM 2 THIAa WIM HApPYLICHHOW TOJIEPaHTHOCTHIO K
rmoko3e (IGT) uMeroT MeTaboINIECKU CHHIIPOM.

[MaTopu3nonorust 0OBIYHO XapaKTEepHU3yeTCS Pa3BUTHEM BHCIEPANBHOTO JKHPA, MOCIE Yero aTUIIOIHITHI
(>KUpOBBIE KIETKH) BHCLEPATHHOTO XHpa MOBHIIAOT ypoBHH TNF-anbha B mia3me KpoBU U U3MEHSIOT YPOBHU
psia ApYTUX BEIIECTB (HampuMep, aTunoHeKTHHA, pe3uctrHa, PAI-1). TNF-anbda, kak ObUT0 MOKa3aHo, HEe TOJIBKO
BBI3BIBAET BBIPAOOTKY BOCHAJIHMTEIHHBIX IIMTOKWHOB, HO, BO3MOXKHO, 3aITyCKaeT KJIICTOYHYIO CHTHAIBHYIO CHCTEMY
MyTeM B3aUMOEHCTBUS ¢ perienTopoM TNF-ambgha, 9T0 MOKET PUBECTH K PE3UCTECHTHOCTH K HHCYJIMHY.

CymiecTByloIIas B HACTOSIEE BPEMs TEPAITHUsl IIEPBOTO PsAlia MPEACTABIIET COO0H n3MeHeHne 00pa3a >Ku3-
HU (HampuMep, OTpaHHYCHUC KaJIOPUHHOCTH U (pu3ndeckas akTHBHOCTB). OIHAKO YacTO SIBISACTCS HEOOXOIH-
MBIM MEAMKaMEHTO3HOe JiedeHne. HIuBUyaIbHbIE PacCTPOMCTBA, CIIOCOOCTBYIOINE METa00INIECKOMY CHH-
JIpOMY, MOTYT IIOJIBEpraThCs JICUCHHIO 0TnesbHO. [nypetuku u nHruoutopsl ACE MoryT ucnonb3o0BaThCst st
JeYeHus runepTeH3nu. Ilpenaparsl Ha OCHOBE XOJIECTEpMHA MOTYT HCIIOJIB30BAaThCS Ul CHIDKCHMS YPOBHEH
JITTHIT xonecTepuHa U TPUTIHLEPHUIOB, €CIIU OHHU MOBBIIIECHBL, U NOBbIIATh ypoBHU JI[IBII, ecnu onu sBAsIIOTCA
HU3KUMH. Takoe JiedeHre MOKEeT KOMOMHHUPOBATHCS C HMCIOb30oBaHuneM MHrnOuTopa SGLT2, KoTopsIit mpen-
CTaBIseT cO00M CoeqMHEHNE A, B COOTBETCTBUHU C HACTOSIIIUM H300pETCHHEM.

MeTaboamaecKue pacCTpONCTBa, KOTOPBIE MOABEPTralOTCs JCUSHHUIO /WK MPEIOTBPAIIEHUIO B COOTBETCT-
BHU C M300peTEeHHEM, BKIIOUAIOT BOCTIAIICHHE TMODKETYA0YHON Keye3bl (MaHKpeaTuT). DTO PacCTPOUCTBO MO-
JKET BO3HHUKATH JIMOO B OCTpoii opMe, MO0 B XpOHHUUECKOH GopMe. XPOHUIECKUH MaHKPEATHT MOKET IPOUC-
XOJIUTH C WK 0e3 cTeaTopeyn W/WIM ¢ Wi 0e3 caxapHoro auadera.

[NaHKpeaTUT MOKET OBITH BBI3BAH THICPTPUTIUIICPUICMICH (B YACTHOCTH, KOTIa 3HAUCHHUSI TPULIIAICPUAA
npesbimator 1500 mr/mr (16 MMonb/in), runepkanbeMuel, BUpYCHOM WH]EKIHeH, TpaBMaMH, BacKyJIUTOM
(T.e. BOCHaJEHHEM MaJIbIX KPOBEHOCHBIX COCYIOB B IO/DKEIYHOYHOH »Kejle3e) M MOXET MPECTaBIsITh COOOM
ayTOMMMYHHBIH TAHKPEATHT.

Hapymenust oOMeHa BEIECTB, B YaCTHOCTH, MUCIUIHUICMUS U MOBBINICHHBIC YPOBHHU TPHUTIHUICPUIOB B
CBIBOPOTKE KPOBH, SIBIIIOTCS (PaKTOPaMHM PHCKaA UL pa3BUTHS MMaHKpeaTuTa M, TaKUM 00pa3oM, MOTYT paccMmar-
PHUBATBCS B COOTBETCTBHHU C HACTOSIIIUM M300PETEHHEM COBMECTHO C MAHKPEATHTOM. B COOTBETCTBHH € ATHM
HacTosIIee H300pETeHNE TaK)Ke OTHOCHUTCS K IPEAOTBPAIICHUIO ITAHKPEaTHTA.

MeTaboamaecKue pacCTpOUCTBa, KOTOPBIE MOABEPTralOTCs JICUSHUIO /WK MPEIOTBPAIIEHUIO B COOTBETCT-
BHHU C M300pETEHUEM, BKIIIOUAIOT BOCTIAJICHHUS aIUTIO3HON TKaHU (MAHHUKYJIHT), KOTOPBIE TIPEICTABIISIOT COO0M
TPYIIIY paccTPONCTB, XapaKTEPU3YIOUTIXCS BOCHIAIICHIEM aAII03HOM TKaHH.

[TaHHUKYIUT MOXXET BO3HHMKaTh B JIFOOOW >KMPOBOM TKaHM (KOXKHOHM W/WiM BHCLEpaibHOM). OH MOXET
OBITH TMarHOCTUPOBAH Ha OCHOBE TTyOOKOW OMOICHH KOKH M MOXET OBITH JIOMOJHUTEIBHO KIaCCH(UIMPOBaH
MPY KCTOJIB30BAHUU TUCTOJIOTHYCCKUX XapPAKTEPUCTHK HAa OCHOBE PACIOJIOXKCHUS BOCIAJIHTEIBHBIX KICTOK (B
npejieniax KUPOBBIX JIOJICK WX B TIEPErOPOJIKAX, KOTOPHIC UX PA3JICIISIOT) M HA OCHOBE HAJIMYUS JIH OTCYTCTBUU
BacKynuTa. [[aHHUKYIUT TaK)KEe MOXKET OBITh KIACCU(PHUIIMPOBAH HA OCHOBAHWU HAJMYUS WM OTCYTCTBHUS CHC-
TEMHBIX CUMIITOMOB.

Bone3nn oOMeHa BeliecTB, B YaCTHOCTH MaHKPEATHT, ABIAIOTCS (aKTOpaMH pUCKa IS Pa3BUTHS TaHHU-
KyJIHTa ¥, TAKIM 00pa3oM, MOTYT pacCMaTPHBATHCS B COOTBETCTBHUH C HACTOSIIMM H300pEeTEHHEM B COYETa-
HUM C TAHHUKYJIATOM. B COOTBETCTBHHU C 3THM HacTosIlee H300pPETEHNE TaKKe€ OTHOCUTCS K MPO(MIAKTHKE
TMaHHUKYJUTA.

[IpencraBuTenn Komagbux

B nmanHOIT 3asiBKe MPECTaBUTENb KOIIAYBUX MPEICTaBIsAeT coboii wieHa cemerictBa Felidae (To ecTh Ko-
mayvpnx). Takoe )KHBOTHOE MOXKET, TAKMM 00pa3oM, NpUHAIIekKaTh 100 K noacemelictBy Felinae, mibo k mon-
cemeiicTBy Pantherinae. TepMun ">)KHBOTHOE N3 ceMeiicTBa KoMaybuX" OXBaThIBAET TEPMHH "KOIIKA'", HAIPUMED
JoManrHsis Komka. TepmuH "noMarniHss komrka" oxBaTeiBacT TepMuHbl Felis catus u Felis silvestris catus.

®dapMareBTHIECKH MpUEMIIEMBbIC (POPMBI

B nanHoi#t 3asBKe cepliky Ha HrHONTOp SGLT2 m/mim ero npruMeHeHUe B COOTBETCTBUH C H300peTeHnEM
OXBAaThIBAIOT (hapMaIreBTHIeCKH pueMiembie (opmbl narnonropa SGLT2, eciu He ykazaHO HHOE.

B cooTBeTCTBHM ¢ M300pETEHUEM MOXKET HCITOJIB30BAThCA JI00as GapMameBTHISCKU premiiemMast popma
naruouTopa SGLT2 dopmynsl (2). Hanmpumep, MOKET HCTIONB30BaThCS KpucTaumdeckas ¢popma. [Iponexapct-
BEHHBIE (POPMBI TAKXKE MOTYT OXBATHIBATHCS HACTOSIIIAM H300PETCHUEM.

[IponexapcTBeHHBIE GOPMBI MOTYT BKJIIOYATh, HAIIPUMEP, dCTEPH /WK THApaThl. TepMuH "mipoiekapcT-
BeHHas (hopma" Tarke MpeAHAa3HAUYCH IS BKIIIOUCHHUS JTIOOOTO KOBAJIEHTHO CBS3aHHOTO HOCHTENS, KOTOPBIH
BBICBOOOXKJa€T aKTHBHOE COEMHEHNE B COOTBETCTBUH C M300PETCHUEM B €CTECTBEHHBIX YCIOBHSX, KOTJa IIPO-
JIEKapCTBEHHYIO (hOpMY BBOJST CYOBEKTY, KOTOPBIH IpeacTaBisieT co0oi Miekonuraromero. IIpoiekapcTBeH-
Hble ()OPMBI COCJMHEHHSI B COOTBETCTBUH C HACTOSIIMM M300pETEHHEM MOTYT OBITH MOJTYy4eHBI MyTeM Mo udu-
Karuy ()yHKIIMOHATBHBIX TPYII, TPUCYTCTBYIOIINX B COCAMHCHUH B COOTBETCTBUU C M300PETCHUEM TaKUM 00-
pa3oM, 4T0 MOTU(DHUKAIMA PACIICIUIIOTCS, THO0 MPU KCIOIB30BAaHUU TPAIUIOWHHOTO CIIOC00a JIOOo in Vivo ¢
00pa3zoBaHNEM HCXOIHOTO COCIMHEHHUS B COOTBETCTBUH C H300pETECHUEM.

Kpucrammmaeckue ¢popMBl U HCHIOIB30BaHUS B COOTBETCTBUH C HACTOSIIIAM M300pETEHHEM BKIIOYAIOT B
ce0s komruiekc wHTHOMTOpa SGLT2 ¢ OAHOH WM HECKOJBKUMH aMHUHOKHCIOTamMH (cM., Hampumep, WO
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2014/016381). AMHHOKHCIIOTa AJISl TAKOTO IPHUMEHEHUSI MOXET OBITh MPUPOAHON aMHHOKHCIOTOH. AMHHOKHC-
JI0Ta MOXET NPEJICTABIATH COO0H MPOTEOreHHYI0 aMUHOKHUCIIOTY (BKJIFOUasi L-THAPOKCUIIPOIMH) MIIM HENPOTEO-
TEHHYI0O aMHHOKHCJIOTY. AMHHOKHCIIOTa MOXET ObITh D- mmm L-aMuHOKHCIIOTOH. B HEKOTOPBIX MpeanoyTH-
TEJNBHBIX BOTUIONICHUAX aMHHOKHCIIOTA TIpeAcTaBisieT coboi npomud (L-nponua w/wnmn D-niponuH, mpeanoyT-
tensHO L-nponmu). Hanpumep, kpucraiummueckuii KomiIwieke 1-nmano-2-(4-nuxionponuinoensni)-4-(3-D-
TIIIoKonMpano3-1-mr)oensona (hopmyna (2), coeauaeHre A) ¢ MPOIUHOM (HampuMep, L-TpoiHOM) SIBJISETCS
MPEIIOYTUTEITHHBIM.

Takum 00pa3oM, B JaHHOW 3asiBKE PACKPHIBACTCS KPUCTALIUICCKHA KOMIUIEKC MEXIY OIAHON mim Ooiee
MIPUPOJTHBIMU aMUHOKHCIIOTaMH ¢ HHrHOuTOpoM SGLT2, HanpuMep KPUCTAIUTMYECKUN KOMITIEKC MEXIY OJTHON
nn OoJiee MIPUPOIHBIMI AMHHOKHCIIOTAMH U 3aMEICHHON TIIIOKOTMPAHO3WIOM OCH30JIbHOM MPOM3BOTHON HH-
rubutopa SGLT2 ¢opmyinst (2) (coenunenne A). Takum 00pa3oM, B JaHHOW 3asBKE PACKPHIBACTCS KPHCTAILIHU-
YECKHI KOMIUIGKC MEXKAY OJHOW WM Oojiee MPHPOJHBIMH  aMHHOKHCIOTAaMU U |-nimano-2-(4-
UKIoTporiIdeH3mn)-4-( B -D-rimokonupanos- 1 -mr)6eH30510M (coequHeHHE A).

Kpome Toro, B 1aHHOI 3asiBKE pacKphIBaeTCsl UCIIOJIb30BAHUE OJHOTO MM 0OJiee KPHCTANINIECKUX KOM-
TUIEKCOB, KaK OIMPE/ICIICHO B TAHHOM 3asBKE BBIIIC WIN HIDKE, IS TOTYYCHUS (papMaIleBTHICCKONH KOMITO3UIIHH,
KOTOpast SBISCTCSA MPUEMIIEMON JUIS JICUCHUS W/WITH MPEIOTBPAICHHS 3a00JICBaHUN WIIM COCTOSIHUHN, KOTOPBIC
MOTYT MOJBEPraThCsl BIUSHHUIO ITyTeM MHTHOUPOBAHUS HATPUI-3aBHCUMOI0 KOTpaHcHopTepa rimroko3sl SGLT,
npennoututenbio SGLT2. KpoMe Toro, B JaHHOH 3asBKEe pacKpBIBACTCS WCIOJIL30BaHHWE OJHOTO WM Ooiiee
KPHUCTAJUTMYECKUX KOMIUIEKCOB, KaK OTPEIeIeHO BHIIIE WM HIKE B JaHHOW 3asBKe, I IMOIydeHHs GapMarieB-
THYECKOW KOMITO3UITUH JIJIs MHTHOMPOBAaHUS HATPUH-3aBUCUMOTO KOTpaHCTIopTepa Timoko3sl SGLT2.

Kpucrammmaecknii KOMIUIEKC MEXIY OJHON Wiu 0ojee MpUPOAHBIMA aMHHOKHCIOTAaMH (HAaIpuMep, mpo-
JUHOM, TIpeanouYTuTeNbHo L-nponmaoM) m mHTHONTOpoM SGLT2 mpeacraBiseT co0OW MPEITOYTHTEILHYIO
(hapmaneBTHueckn npuemieMmyto Gopmy maruouropa SGLT2 mis mpuMEeHEHHS B COOTBETCTBUH C HACTOSIITUM
n3o0peTeHreM. B 4acTHOCTH, KPUCTAIIIMYECKUH KOMITJIEKC MEXTy OJHOHM Win 0ojee NMPUPOAHBIMH aMHHOKHC-
JoTamMu (HarpuMep, MPOJIMHOM, IPEANOYTUTEIHHO L-TIPOTHHOM) M 3aMEIIEHHOHN TTFOKOMHUPAHO3HIOM OSH30JIh-
HOH npousBogHoi naruouropa SGLT2 dopmyis (2) (coenunenue A) npeicTaBisieT coO00i NpeArnoYTUTEIbHYIO
(hapmaneBTHYeCKH TIpueMieMyto ¢hopmy uarHONTOpa SGLT2 M1 MpUMEHEHUs] B COOTBETCTBHH C HACTOSIIUM
n3o0pereHreM. Kpucrayumyaecknii KOMIUIEKC MEXIy OJHOM mim Oojiee NPUPOJHBIMA aMHHOKHCIOTaMH (Ha-
npuMep, NPOJMHOM, MPENoYTHTeNbHO L-mposmHom) u  1-nuaHo-2-(4-muknonponunoensmn)-4-(B-D-
TIIIOKOTIMPaHo3- 1-1i1)0eH300M (coenuHeHne A) sIBISIETCS 0OCOOCHHO NPEANOYTUTEIBHBIM B KadecTBe (apma-
MEBTHYECKHU TTpueMiieMoil popmbl HHTHONTOpa SGLT2 1M1t mpUMeHeHUsT B COOTBETCTBUH C HACTOSIIUM HU300pe-
TEHHEM.

Kpowme Toro, B taHHOM M300pEeTEHNH PaCKPBIBACTCS CIIOCOO MOIYYECHHS OAHOTO WK OoJiee KpHCTalInye-
CKHX KOMIUIEKCOB, KaK ONPEICIICHO B TaHHOM OIHCAaHWHM BBIIIE W HIDKE, T/Ie YKa3aHHBIN COCO0 BKIIIOYAET Cie-
JTYIOIINE ATATIBL:

(a) moydenue pacrBopa uarnouropa SGLT2 dopmyisl (2), TO €CTh COeAMHESHUS A W OJHOHN win OoJee
MPUPOIHBIX AMHHOKHCIIOT B PACTBOPHTEIIC WIIH CMECH PACTBOPHUTEIICH;

(0) BEIIEpIKUBAHUE PACTBOPA JUIS OCAKACHHS U3 HEr0 KPUCTAIUINIECKOTO KOMITIEKCa;

(B) ynaneHue ocajika U3 pacTBOpa; 1

(T) BEICYyIIMBaHME OCa/ika HEoOs3aTeIbHO O yJaJleHus JII0O0ro M30bITKAa YKa3aHHOTO PacTBOPHTENS HIIH
CMECH PACTBOPHUTEIEH.

OmpeneneHnas GapMarieBTHIeCKas akTUBHOCTb SIBJISIETCS] OCHOBHBIM TpEOOBaHUEM, KOTOPOE JOJHKHO OBITh
BBINTOJIHEHO C TMOMOIIBIO (hapMalleBTHYECKH aKTHBHOTO areHTa Iepel] TeM, Kak OoH OymeT oJo0peH B KadecTBe
JICKApCTBEHHOTO CPEICTBA HA pBIHKE. TeMm He MeHee, CYIIEeCTBYET LENbIH pAl JOMOJHUTENbHBIX TPeOOBaHUIA,
KOTOPBIM JOJDKEH COOTBETCTBOBATH (hapMarleBTUYECKH aKTHBHBIM areHT. JTH TpeOOBaHUS OCHOBAHBI Ha pas-
JMYHBIX TIapaMeTpax, KOTOphIe CBSA3aHBI C IIPHUPOJIOH CaMOT0 aKTHBHOTO BemiecTBa. be3 orpaHmdeHs IpuMeps
TaKAX IMApaMEeTPOB INPEICTABIIIOT COOONH CTAOMIFHOCTh aKTHBHOTO areHTa NPH Pa3IHYHBIX YCIOBHSIX OKpY-
JKaroel cpeibl, ero cTabMILHOCTD B ITPOIIECCE MTPOM3BOACTBA (papMalieBTHUECKOT0 MpernapaTa U CTa0MIbHOCTh
AKTUBHOTO arcHTa B 3aKIIOYUTEIHHBIX JICKAPCTBEHHBIX KOMMIO3UIUAX. DapMalieBTHYCCKH aKTUBHOE BEIECTBO,
UCIIOJNIb3YEMOe JUIsl TIOTydeHHsT (papMaleBTHYeCKUX KOMITO3HIINIMA, TOJDKHO OBITH KaKk MOXHO Oojiee YUCTBHIM, H
€ro CTaOMIBHOCTP IPH JTUTCIHHOM XPAaHCHUH JOJDKHA OBITH TapaHTUPOBAHA MPU PA3ITHYHBIX YCIOBHUIX OKPY-
JKAFOIIEH Ccpelbl. DTO SBICTCS OYCHb BAXKHBIM JUIS TOTO, YTOOBI MPEJOTBPATUTH MCIONB30BaHUE (hapMalleBTH-
YeCKUX KOMITO3MIMH, KOTOPBIE CONEep)kKaT B JOMOJIHEHHE K (PAKTHUECKOMY aKTHBHOMY BEILECTBY, HallpuMep
MPOAYKTHI UX pacmajaa. B Takux ciydasx comepikaHue aKTHBHOTO BEIIECTBA B JIEKAPCTBEHHOM CPEIICTBE MOXKET
OBITH MEHBIIINM, YeM YKa3aHo.

PaBHOMEpHOE pacmpeneneHne JEKapCTBEHHOTO CPEACTBA B KOMIIOZUIMH SIBISIETCS KPUTUIECKUM (pakTo-
POM, B YaCTHOCTH, TOT/a, KOT/a JIEKAPCTBEHHOE CPEJCTBO JOJDKHO BBOJAWUTHCS B HU3KUX 03aX. J{J1si TOro 4To0BI
o0ecTeunTh paBHOMEPHOE paclpeieieHne, pa3Mep YacTHIl aKTHBHOTO BEIIECTBA MOXET OBITh YMEHBIICH 10
MPUEMIIEMOTO YPOBHS, HallpUMep MyTeM M3MenbueHust. [1ocKoNbKy cienyeT n3beraTb, HACKOIBKO 3TO BO3MOX-
HO, pacmaga (apMaleBTHYCCKH aKTUBHOTO BEIIECTBA B KauecTBe M0O0YHOTrO 3ddekra m3menpueHus (MIH MUK-
pOHU3aLNK), HECMOTPSI HA >KECTKHE YCJIOBHS, HEOOXOJMMBIE BO BpEMS IIpOIEcca, SIBISETCS CYIIECTBEHHBIM,
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YTOOBI aKTHBHOE BEIECTBO OBUIO BeChbMa CTaOMIILHBIM B T€UEHHE TIpoliecca H3MeNbYeHus. ToIbpKo Toraa, Korna
AKTHBHOE BEIIECTBO SIBIISICTCS JIOCTATOYHO CTAOMJIBHBIM BO BPEMs IIPOLIECCa M3MENBYEHHs, MOKHO IOJTydaTh
TOMOTEHHBIH (papMarieBTHUECKHH MpemnapaT, KOTOPhIH BCETAa COAEPKUT BOCIIPOU3BOANMBIM 00pa3oM 3aJaHHOE
KOJIMYECTBO aKTHBHOTO BEIIECTBA.

Jpyras mpobiema, KOTopasi MOXET BO3HHKHYTh B IMPOLIECCE M3MENbUYEHHS AJSI MONMydeHHs TPeOyeMoro
(hapManeBTHIECKOTO Mpemnapara, MpeACTaBIsIeT COO0H BBOJ SHEPTHH, BEI3BAHHBIN 3THUM IIPOLIECCOM, U HAIpsDKe-
HHE Ha MOBEPXHOCTH KPUCTAIUIOB. ITO MOXKET B HEKOTOPBIX CIy4asiX MPUBOIUTH K MOJUMOP(GHBIM H3MECHEHHSAM,
amMop(u3anMy WM K U3MEHEHUIO KPUCTAIUTMUECKOl pemeTku. ITockonbKy (apmarieBTHIeckoe KauecTBo dap-
MaleBTHYECKOH pelenTypsl TpeOyeT, 4ToObl aKTMBHOE BEIIECTBO BCET/la MMEJIO OJHY M Ty K€ KpHcTayuInde-
CKy10 MOp(osoruto, crabMIIBHOCTh M CBOWCTBA KPUCTALUIMYECKOTO aKTHBHOTO BELIECTBA TAK)KE ITOJBEPTalOTCS
CTPOTHM TPEOOBaHMSAM C 3TOH TOUKHU 3PCHHSI.

CraOmipHOCTh (hapMaleBTHYECKN aKTHBHOTO BEIIECTBA TaK)Ke MUMEET BAXKHOE 3HAYEHHE B (papMalieBTHUC-
CKUX KOMIO3HMIHUAX ATl ONpeeNIeHHs CpOKa FOJHOCTH KOHKPETHOTO JIEKAPCTBEHHOTO CPENCTBA; CPOK TOAHOCTU
Ipe/CTaBIsIeT cOOOH Mepro BPEMEHH, B TEUEHHE KOTOPOTO JIEKapCTBEHHOE CPEACTBO MOXKHO BBOAUTH 0€3 Ka-
Koro-nu0o pucka. IloaToMy BbICOKas CTaOMIBHOCTH JIEKAPCTBEHHOTO CPEZCTBA B yKa3aHHBIX BbINIC (hapMares-
THYECKUX KOMIIO3UIMAX MPU PA3IUIHBIX YCIOBUSAX XPAaHEHUS SBISICTCS TOTOIHUTEIBHBIM IIPEUMYIIIECTBOM IS
MaHEeHTA U TIPOU3BOJHUTEIS.

[Mornomenue Biarn yMeHbIIACT COAepKaHNE (PapMaleBTHUECKH aKTHBHOTO BEIIECTBA B Pe3yJbTaTe yBe-
JUYECHHOTO BECa, BBI3BAHHOTO IMOTJIOMIEHHEM BoJbl. PapManeBTHIECKUE KOMIIO3UIINN, KOTOPbIE NMEIOT TCHICH-
IIMIO K IOTJIOLICHHUIO BJIATH, JOJDKHBI OBITH 3aIIMINEHBI OT BJIATHM BO BPEMs XpaHEHHMs, HAIPHMeED ITyTeM J00aB-
JIEHHS TTOAXOASIIUX OCYIIUTENIEH WK ITyTeM XpaHEeHUs JIeKapCTBEHHOIO CPEACTBA B CPEie, TA€ OH 3aILUIIEH OT
Biiaru. [lo3ToMy npeArnoYTHTENbHO, YTOOB! (hapMalleBTHYECKH AKTUBHOE BEIIECTBO OBIJIO B JIydIlleM Cilydyae
CJIerKa TUTPOCKONHUYHBIM.

Kpome Toro, Hanmu4me 4eTKO OIpEeAeIeHHON KPUCTaUINUeCKOH (OPMBI MO3BOJISIET MPOU3BOANUTE OUUCTKY
JIEKapCTBEHHOTO BEUIECTBA MyTEM MEPEKPHCTAILTH3AIHH.

ITomumo TpeOoBaHMi, yKa3aHHBIX BBIIIE, CIEAYET, KaK IIPABUIO, UIMETh B BHIY, 4TO JII0OOC U3MEHEHHE B
TBEPAOM COCTOSHHHU (hapMaLeBTUIECKONH KOMIO3UIMU, KOTOPOE SABIAETCA CIIOCOOHBIM YIyUIIUTh €ro (husnde-
CKYIO0 M XHMHUYECKYI0 CTaOMIIBHOCTb, 00ECIICUNBAET 3HAUYUTEIBHOE MIPEUMYILECTBO 110 CPAaBHEHHUIO C MEHEE CTa-
OMIEHBIMHU (OPMaMU TOTO K€ JICKaPCTBEHHOTO CPEJICTRA.

Kpucranmudeckuii KOMITJIEKC MEXTy MPUPOIHONH aMHUHOKHCIOTON u nHrrnoutopom SGLT2 dopmymsr (2),
TO €CTh COEIMHEHNEM A, yIOBIETBOPSIET BayKHbIC TPEOOBAHUSI, yKa3aHHbIC B JAHHOW 3as1BKE BBIIIIE.

[IpeanoyTnTeabHO MPUPOAHAsT aMHHOKHCIIOTA IPUCYTCTBYET b0 B cBoelt (D) mnm (L) sHaHTHOMEpHOM
¢dopme, Hanboee npeanouTuTesnsHO B Buze (L) snanTHOMEDA.

Kpome Toro, ABISIOTCS MPEANOYTUTENLHBIMU TaKUe KPUCTAIUIMYECKHE KOMIIJIEKCH B COOTBETCTBUU C Ha-
CTOSIIIIMM M300peTeHneM, KoTopsle oOpasyrorcst Mexxay nHruontopom SGLT2 ¢opmynsr (2), To ectb coenune-
HHEM A W OIHOHW NMPHUPOAHONH aMUHOKHCIIOTOH, HanOoJiee MpearnoYTHTENILHO MeX Iy coenuHeHreM u (L) sHan-
THOMEPOM NMPHUPOTHON AMUHOKHCIIOTHIL.

[TpeanoyrnTenpHBIE aMUHOKHCIIOTEI B COOTBETCTBHH C JAHHBIM N300PETCHUEM SIBJISIOTCS BEIOPAaHHBIMU H3
TPYIIIBI, KOTOpasi COCTOWT W3 (peHMIaNaHrHa U MPoJinHa, B yacTHOCTH, (L)-nponvHa u (L)-pennnanannna.

B cooTBeTcTBUM € IPENNOYTUTEIBHBIM BOIUIOMIEHHEM KPHCTAIUIMUECKIH KOMIUIEKC XapaKTepH3yeTCs TEM,
YTO MPUPOTHAS aMUHOKHUCIIOTA TPEACTABIIAET COOOM MPOJINH, B 4aCTHOCTH, (L)-miponuH.

[IpenmodrnuTenpHO, KOTAa MOJSIpHOE cooTHOIIeHne naruouropa SGLT2 dopmynst (2), To ecth coenanne-
HUS A U IPUPOJHON aMUHOKHUCIIOTH HAaXOJUTCS B MANa3oHe OT NMpHOnm3uTenbHo 2:1 no nmpubmusurensHo 1:3;
OoJee MPEMOYTUTEHFHO OT MpHOIM3nuTeNbHO 1,5:1 mo mpubmmsurensho 1:1,5, naxke Ooiee MPEANOYTUTEIHHO
ot npubmm3sutensHo 1,2:1 no npubnmsutensuo 1:1,2, Hanbosee npeanodTuTensHO Npubmm3uTensHo 1:1. B aTom
cilydae TaKOi BapuaHT peaju3aliy Ha3biBaeTcst Kak "komrmieke (1:1)" wmm "1:1 kommekc".

TakuM 00pa3oM, NMPENOYTHTENbHBIH KPUCTANIMYECKUH KOMIUIEKC B COOTBETCTBUH C JAHHBIM H300peTe-
HHEM mpeacTaBisier coboli kommieke (1:1) mexny ykazanHeiM nHruoutopom SGLT2 dopmyns (2), To ecTb
coeMHEHUEM A W TIPOJIMHOM; B YaCTHOCTH, YKa3aHHbIM HHruouTopoM SGLT2 u L-mponuHOM.

B cooTBETCTBUM € MPENNOYTHTENBHBIM BOIUIONICHHEM KPHUCTAJUIMYECKHH KOMIUIEKC, B 4acTHOCTH 1:1
KOMIUIEKC ykazaHHoro naruoutopa SGLT2 ¢ L-nponuHOM, peacTaBiseT co00i ruapar.

[TpeamnoyTnTenpHO, KOTJa MOJISIPHOE COOTHOIIEHHE KPHCTAJUIMYECKOTO KOMIUIEKCA M BOABI HAXOAUTCS B
nmuana3oHe oT nmpubam3uTenbHo 1:0 mo 1:3; Gonee MpeamouTUTENIbHO OT mMpuoau3nuTenbHo 1:0 mo 1:2, maxke 6o-
Jiee MPEANOYTHTENBHO OT mpuommsutenasHo 1:0,5 mo 1:1,5, Hambosree MPEANOYTHUTENHLHO OT MPUOIUZUTEITHHO
1:0,8 mo 1:1,2, B vacTHOCTH TTpHOIU3UTENBHO 1:1.

Kpucranmmueckuil koMIuieke ykazanaoro naruouropa SGLT2 ¢ nposrHOM, B 4aCTHOCTH ¢ L-npoinHOM H
BOJIOH, MOKET OBITh MJICHTU(QHUIUPOBAH U OTINYACTCS OT APYIUX KPUCTAJUIMYECKUX (OPM B COOTBETCTBUU CO
CBOMMH XapaKTePHBIMH TIOPOLIKOBBIMU PEHTICHOBCKMMU udpakTorpammamu (XRPD).

Hanpumep, kpucTannnueckuil KOMIUIEKC coequHeHuss A ¢ L-IponMHOM NpeInoYTUTENBHO XapaKTepUu3y-
€Tcsl MOPOIIKOBOH PEHTTEHOBCKOH An(pakTorpaMMoii, kotopas BKmouaeT nuku mpu 20,28, 21,14 n 21,64 rpa-
nycax 20 (£0,1° 2@), rae yka3zaHHYIO OPOIIKOBYIO PEHTTCHOBCKYIO TU(PPAKTOrpaMMy MOIYJalOT IPH MCIIOJb-
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3oBaanu CuKol m3nydeHus.

B wactHOCTH, yKa3aHHas MOPOIIKOBasi pEHTI€HOBCKasl An(pakTorpaMMa BKiIfoyaeT nuku mpu 4,99, 20,28,
21,14, 21,64 un 23,23 rpaxycax 20 (£0,1° 20)

B wactHOCTH, yKa3aHHas MOPOIIKOBasi pEHTI€HOBCKasl An(pakTorpaMMa BKiIfoYaeT nuku mpu 4,99, 17,61,
17,77, 20,28, 21,14, 21,64, 23,23 u 27,66 rpamycax 20 (+0,1° 20), rae ykazaHHYIO MOPOIIKOBYIO PEHTI€HOB-
CKYIO TU(paKkTOrpaMMy TOTy4aroT Npu ucnoiab3oBanuu CuKol uzmydyeHus.

Jlaxxe Oojiee KOHKpPETHO, yKa3aHHasi MOPOIIKOBAask PEHTTCHOBCKash AM(PpPaKTOrpaMMa BKIIOYAET MHUKU MPU
4,99, 15,12, 17,61, 17,77, 18,17, 20,28, 21,14, 21,64, 23,23 u 27,66 rpagycax 20 (£0,1° 20), rae ykazaHHYIO
TOPOIIKOBYIO PEHTTEHOBCKYIO IU(PAKTOTpaMMy TONTy4daroT npu ucnonb3oBanun CuKol u3mydenus.

Jlaxxe Gosiee KOHKPETHO, KPUCTAUIMIECKUH KOMIUIEKC coeMHeHNs1 A U L-nposiHa xapakTepu3yercs mo-
POIIKOBOH PEHTI€HOBCKON AM(PPAKTOrPaMMOH, MOTydeHHON Tipu ucroyb3oBannu CuKol wamydenwsi, Kotopas
BKITIOUAET MHUKH TpHU Tpagycax 20 (£0,1° 20), kak npeacTaBieHo B Ta0I. 1.

Tabmuna 1. [TopomkoBast peHTreHOBCKast AU paKkTorpaMma
KPHUCTAJUTMYECKOTO KOMITIEKca coequHeHnst A 1 L-iposinna
(TpuBeeHBI TOMBKO MUKH BILIOTH 10 30° B 20)

20 d-mapamerp Hurencusuocts 1/1y
[°] [A] [%]
4,99 17,68 39
7.01 12.61 6
8,25 10,70 11
9,95 8.88 12
13,15 6,73 30
13.33 6,64 10
14,08 6,28 4
15,12 5.85 32
16,40 5.40 12
16,49 5,37 13
17,11 518 6
17.61 5.03 32
17,77 4,99 35
18,17 4,88 32
18,32 4.84 28
18,72 4.74 8
19,16 4.63 30
19,96 4.45 26
20,28 437 56
20,60 431 7
21,14 4,20 84
21,64 4,10 100
2233 3,08 15
23,23 3,83 41
24,06 3,70 4
2451 3,63 15
2493 3,57 26
25,89 3,44 23
26,21 3,40 11
26,84 3,32 8
27,66 3,22 38
27,96 3,19 9
28,26 3,16 S
28,44 3.14 6
28,75 3,10 6
29,18 3,06 19

I[axce Ooiee CHGIII/Iq)I/I‘-ICCKI/I, yKaSaHHLIﬁ KpI/ICTaJ'IJ'II/I"IeCKI/Iﬁ KOMIIJICKC XapaKTEPHU3YyCTCA HOpOHIKOBOﬁ

PEHTTEHOBCKOH AudpaKkTorpaMMol, oaydeHHOH mpu ucnosib3oBannn CuKaol m3mydeHus, KoTopas BKIIOYAET
MIUKA TIpH Tpagycax 20 (£0,1° 20, kak mokazano Ha ¢ur. 11).

Kpome Toro, ykazaHHBIH KpHCTaJLIMUECKUI KOMIUIEKC coeIuHeHus A c¢ L-mponmHOM Xapaxrepusyercs
TOYKON IutaByieHHst Bbimie 89°C, B YaCTHOCTHM B JWana3oHe OT npubiam3utenbHo 89°C 10 mpuOIM3HUTEIHHO
115°C, Gosee mpeANOYTUTENHHO B TUaria3oHe oT npuoausuresibHo 89°C no npubnmsurensHo 110°C (onpenerns-
ercs ¢ momourpio DSC; olieHnBaeTcsl Kak TeMIlepaTypa Hadana pas3jioKeHHs; CKopocTs HarpeBanus 10 K/mun).
MokHO HaOIONATh, YTO 3TOT KPUCTALIUYECCKUA KOMIUICKC TUTaBUTCA Tpu neruapatanuu. [lomydennas DSC-
KpHWBas MpeJicTaBiIeHa Ha ¢ur. 12.

VYka3zaHHBIA KPUCTAIITUYECKUM KOMIUIEKC coeuMHeHuss A ¢ L-mpoiMHOM mMoKa3bIBaeT MOTEPI0 Beca MpHU
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TepMorpasumerpudeckoM onpeneneunu (TG). Habmronaemas notepst Beca ykas3bIBaeT Ha TO, 4TO KpUCTaJUIN4e-
ckast popma coepKUT BOAY, KOTOpasi MOXKET OBITh CBsI3aHa C MOMOIIBIO aJCOPOLIMH U/UITH MOKET OBITh YacThIO
KPHUCTAJUTMYECKON PEIIETKH, TO €CTh KpUCTaIUIMYecKast (popMa MOKET IIPUCYTCTBOBATh B BHJIE KPHCTAIIIMYECKO-
ro runpara. ConmepxaHue BOABI B KPUCTAIUTHIECKOH Gopme HaxoanuTcs B nHTepBane ot 0 1o mpumepno 10% mo
BeCy, B yacTHOCTH, OT 0 10 mpuMepHO 5% 10 Becy, emie 6ojee MPenoYTUTENFHO OT IpuMepHo 1,5 no mpumep-
HO 5% mo Becy. [lynkTupHas nuHUSA Ha Qur. 2 m300paxaer morepro Beca ot 2,8 mo 3,8% Boxsl. 13 Habmogae-
MO TIOTEpHU Beca MOXKET OBITh OI[CHEHAa CTEXHOMETpPHs, OIHM3Kasi K MOHOTHIPATY.

VYka3zaHHBI KPUCTAIMYECKHH KOMIUIEKC UMEET CIEIyIOIINe MPEHMYIIECTBCHHBIE (DU3UKO-XUMIYCCKUE
CBOMCTBA, KOTOPHIE SIBJISIOTCS MOJE3HBIMH B NPUTOTOBJICHUH (apMalleBTUYECKONW KOMITO3HMIMH. B wacTHOCTH,
KPHUCTAJUTMYECKUH KOMIUIEKC UMEET BBICOKYIO (PM3MYECKYI0 M XMMHUYECKYIO CTaOMIIBHOCTH NMPH Pa3IMyHbIX YyC-
JIOBUSIX OKpYXKalOIIeH Cpesbl M B NpOIecce MPOU3BOACTBA JIEKApCTBEHHOTO cpencTBa. Hampumep, KpucTaibl
MOXHO IIOJIy4YHUTh B TaKOH ()OPME U C TAKMM Pa3MEPOM YacTHII, KOTOPBIE SIBISIOTCS OCOOCHHO IPUEMIIEMBIMH B
crioco0e TMOJy4eHHsI TBEPABIX (hapMaleBTHYECKUX IpernapaToB. KpoMme Toro, Kpucrauibsl 00J1alaloT BBICOKOH
MEXaHUYECKOH MPOYHOCTBIO, YTO IO3BOJISIET OCYIIECTBIATH M3MeNbueHHE KpucTamioB. Kpome Toro, kpucrai-
JIMYECKUH KOMITIEKC HE TPOSIBIISICT BRICOKOW CKIIOHHOCTH K TIOTJIOMICHUIO BJIATH W SIBIIICTCS XUMUYECKH YCTOM-
YUBBIM, TO €CTh KPUCTAJUIMICCKHH KOMIDIEKC MO3BOJISIET IOIYyYaTh TBEPAYIO (apMaIleBTHYECKYI0 KOMITO3UIIHIO
C JJIMTENBHBIM CPOKOM XpaHeHus. C Ipyroil CTOPOHBI, KPUCTAIITMYECKIH KOMIUIEKC MMEeT ONaronpusTHO BBI-
COKYIO pPaCTBOPHMOCTH B IIMPOKOM JAxamna3oHe pH, 4To sABiseTcs MpeArnouTHTEIbHBIM IS OTYYCHUS TBEPIBIX
(hapMareBTHYECKIX IpenapaToB s IIEPOPATHHOTO BBEICHUS.

[ToporkoBbIe pPEHTTeHOBCKHE AM(PpPaKTOrpaMMbl MOTYT OBITH MONy4deHBI Mpu ucnonb3oBanun STOE -
STADI P-gudpakromerpa B TPaHCMHCCHOHHOM PEXHME, OCHAILICHHOI'O TaTYMKOM, YYBCTBHUTEILHBIM K Iepe-
memieanto (OED) u Cu-aHoI0M B KadecTBe UCTOYHMKA peHTreHoBckux yyuer (CuKol msmyuenue, A=1,54056
A, 40 xB, 40 MA). B Ta671. 1 3Hauenus "20 [°]" o3HauaroT yron mudpakIEy B Tpaxycax, a 3Hadenus "d [A]" 060-
3HAYAIOT YKA3aHHBIE PACCTOSHHS B A MeXIy IUIOCKOCTAMH pelleTKH. VIHTeHCHBHOCTH, TOKa3aHHas Ha ¢ur. 11,
NPUBEJICHA B UMITYJILCAX 33 CEKYHIY.

JI71st TOTO YTOOBI YUECTh OMMUOKY dKCTIEpUMEHTA, ONTUCAHHBIE BhINIE 3HAYCHUS 2 ® BEITUYHHBI CIICIYeT CUH-
TaTh TOYHBIMU J0 = 0,1° 2 ©, B gactHOCTH £ 0,05° 2 ®. IHBIMU CIIOBaMH, TIPH OIICHKE, SIBISCTCS JTM TAHHBIH
obpasel KpUCTAIOB COSAMHEHNUS A B KPUCTAJUTMYECKOH (hOpMe B COOTBETCTBHH C ONIMCAHHBIMU BhIIIe 2 O 3Ha-
YeHUsAMH, 2 O 3HaueHHe, KOTOPOe SKCIIEPUMEHTAIHHO HaONfomany s o0pasna, TOJDKHO CUHUTATHCS MICHTHY-
HBIM C XapaKTEPHBIM 3HAUYEHUEM, OTIMCAHHBIM BBIIIE, €CJIM OHO HaXOMUTCs B mpezaenax +0,1° 2 ® xapakTepHOTO
3HAYEHUs, B YaCTHOCTH €CJIM OHO HaxoauTcs B mpenenax = 0,05° 2 ® xapakTepHOTro 3HAYCHUS.

Touka tutaBnenust onpenemnsiercs ¢ nmomompio JICK (muddepennnanbHas CKaHUPYIOIMAs KaJOpUMETPHs)
npu ucnonszoBanuu DSC 821 (Mettler Toledo). ITorepst Beca omnpenenseTcs ¢ IMOMOIIBIO TEPMaIbHOH TpaBuU-
metpuu (TG) npu ucnonszoBannu TGA 851 (Mettler Toledo).

Taxoke B JaHHOM ONMCAHUM PACKPBIBACTCS CIIOCOO MOYYEeHHUS] KPHCTAUIMYECKOT0 KOMILIEKca, Kak orpe-
JIETICHO B TAHHOM OITMCAHHHM BHILIE U B JaHHOM OIHCAaHWHU HWXKE, TI€ yKa3aHHBII CIIOcO0 BKIIIOYACT CIIEAYIOIINe
JTAIlbL:

(a) momyuenue pactBopa naruduropa SGLT2, kak onuchIBaeTCs B JAaHHOM H300peTeHNH (Hampumep, co-
eanHeHNs A) 1 0THOHN WiTH OoJiee MPUPOTHBIX aMIHHOKHUCIIOT B PACTBOPHUTENIE WIIA CMECH PaCTBOPHUTEICH;

(6) BBIIEpKUBAHKE PACTBOPA JUTS OCAKIECHUS U3 HETO KPUCTAIUTMIECKOTO KOMILIEKCA;

(B) ymaneHue ocajika U3 pacTBopa; u

(T) BRICYIIMBaHHUE OCaJKa HEOOS3aTENbHO O yIAJICHHS JII0OOOTO M30BITKA YKa3aHHOTO PACTBOPHUTEIS WU
CMECH pacTBOPHUTEECH.

B coorBercTBHM ¢ 3TanoM (a) nomyyarot pactBop nHruoutopa SGLT2 (Hanpumep, coequneHust A) u ol
HOHM min OoJiee MPUPOIHBIX AMUHOKHUCIIOT B PAaCTBOPHTEIIE WIIM cMecu pacTBopurened. [IpenmouturensHo pac-
TBOP SIBJIICTCSI HACHIIICHHBIM HJIH, IO KpalfHEH Mepe, MOYTH HACHIIICHHBIM WM JaKe IMEPCHACHIIICHHBIM B OT-
HOIICHUU KPUCTAJTUIecKoro komiwiekca. Ha stame (a) uarudutop SGLT2 MoxkeT pacTBOPSTHCS B pacTBOpE,
KOTOPBII BKIIFOYACT OJIHY WM OOJiee MIPUPOTHBIX aMUHOKHCIIOT, WM OJTHA WK 00Jiee IPUPOIHBIX aMHHOKHUCIIOT
MOT'YT OBITH PaCTBOPEHBI B PacTBOpE, KOTOPHIi BKmovaeT nHrnoutop SGLT2. B cooTBeTCTBUM C ajbTepHATHB-
HOW Tporieaypoii mHruouTop SGLT2 pacTBOPSIOT B pacTBOPUTENEC WM CMECH PACTBOPUTENCH C TMOTydCHHUEM
TIEPBOTO PACTBOPA, a OAHY WU Oojiee MPUPOIHBIX aMHHOKHCIOT PACTBOPSIOT B PACTBOPE MIIM CMECH PacCTBOPH-
TeNel ¢ MolydeHHeM BTOporo pacTtBopa. Ilocne 3Toro ykazaHHBIN NEPBBIN pacTBOpP U yKa3aHHBIM BTOpOW pac-
TBOP COEAMHSIOT C TMOJTYYCHHEM PAacTBOPa B COOTBETCTBHH C 3TAIOM (a).

[IpeamodTuTenpbHO, KOT/Ia MOJISIPHOE COOTHOINCHWE MPUPOAHONW aMHHOKHCIOTHI W mHTHOMTOpa SGLT2
(mammpumep, coeanHEeHUS A) B paCTBOPE COOTBETCTBYET MOJISIPHOMY COOTHOIICHHIO MPHPOTHONH aMUHOKHCIOTHI
u uaruouropa SGLT2 B KkpuCTAIIMIECKOM KOMIUIEKCE, KOTOPBIN MONMydaroT. TakuM oOpa3oM, IpearnodTHTEINb-
HOE MOJISIPHOE COOTHOUIEHHE HaXOIWTCS B Juana3zoHe oT npubmmsutensHo 1:2 no 3:1; Hanboiee mpeanodru-
TENBHO MPHOIU3UTENEHO 1:1.

[TpuemnemMsle pacTBOPUTENN NPEANIOYTUTEIBHO BEIOMPAIOT U3 TPYIIEL, cocTosimeit u3 C_4-anKaHoJIoOB, BO-
JIbl, STHJIAIIETATOB, alleTOHUTPWIIOB, alleTOHOB, TMATHIIOBOTO 3(hupa, TeTparnapodypaHa ¥ CMECH JABYX WiIH 0O-
Jiee ATUX pacTBOpUTENEH.
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Bonee mpenmouTuTeNbHbIE PACTBOPHUTEINH SIBISIOTCS BBIOPAaHHBIMHU M3 TPYIIIBI, COCTOSIIEH W3 METaHOIIa,
9TaHOJIa, N30IPOIIAHOA, BOJIBI M CMECH JIBYX HJIM 00Jiee STUX PacTBOPUTEICH, B YACTHOCTH CMECH OJTHOTO WIIU
HECKOJBKIX U3 YKa3aHHBIX OPTaHUIECKUX PACTBOPUTEIIEH C BOJIOM.

OCoOeHHO TPeANOYTHTEIbHBIC PACTBOPUTENH BRIOMPAIOT W3 TPYIIBI, COCTOSINEH M3 3TaHOJIA, U30IpPOoIIa-
HOJIa, BOJIBI M CMECH 3TaHOJA W/HIN H30MPOIHMIOBOTO CITUPTA C BOJIOM.

B cnygae cmecu Boabl 1 ogHOTO MitH Oonee C)4-aKaHOJIOB, B YACTHOCTH METaHOJA, 3TaHOIA W/HIN H30-
MpOTIaHoJa, HanOoJIee MPEAIOYTHTEIFHO 3TaHOMa, IPEINOYTHTEIFHOE COOTHOIIICHHE 00hEMOB BOJBI M aJIKaHO-
Jla HaXxOJIUTCS B QUamna3oHe oT mpuOiam3uTesbHo 99:1 mo 1:99; Gojee mpenmodTUTENBHO OT MPUOIU3UTEIHHO
50:1 go 1:80; eme Oonee mpeaIOYTUTENHHO MpUOTU3UTENHHO 0T 10:1 10 1:60.

[peamnoyrnTensHO 3Tam (a) OCYIMIECTBISIOT PHOJM3UTENBHO NIPH KOMHATHOH Temneparype (okono 20°C)
WJIY TIPY TIOBBIIIEHHOH TeMIiepaType NpHOIIM3UTENBEHO 10 TEMIIEPATyphl KHIICHUS HCIIOIb3YEMOTO PACTBOPUTEIIS
WJIM CMECH PaCTBOPHTEIICH.

B coOoTBEeTCTBHM C IPEANOYTHTENBHBIM BAPHAHTOM OCYLIECTBICHHS HCXOJHBIM MaTepuajl WHIHOMTOpa
SGLT2 (manpumep, coeauHeHnsT A) W/UIN OJTHOHM MM HECKOJIBKUX MPUPOJHBIX aMHHOKHCIIOT W/UIIA PACTBOPH-
TeJIsl U CMECH pacTBOpUTENEH comepkuT kommdecTBo H,O, KoTOpoe, 1Mo kpaitHeit Mepe, SBIsSeTCS He0OX0TUMBIM
JuIst oOpaszoBanus Tuapara uHrHONTOpa SGLT2; B wacTHOCTH, IO KpaitHei Mepe 1 MOJb, MPEAOYTUTENHHO TIO
KpaiHeit mepe, 1,5 Mosb Boasl Ha Moah nHTHONTOpa SGLT2. Eme 6osiee mpearnouTUTENEHO, KOTIa KOJTHIECTBO
BOJIBI COCTaBIISIET MO KpaiiHel Mepe 2 MoJb BOJIBI Ha MOJIh mHruONTOpa SGLT2. OTO 03Ha4aeT, 4To JIMOO HCXOI-
HBIA Matepuan uaruoutopa SGLT2 (mampumep, coenuaenne A), muO0 oJHA WK OoJiee TPUPOTHBIX AMHHOKHC-
70T, TMOO YKa3aHHBIH PacTBOPHUTENH, THO0 CMECH PACTBOPHUTENEH, JTMOO yKa3aHHBbIC COSAMHEHHS M/WIIA PACTBO-
pureneii B komOnHanmu conepxat koinudectBo H,O, Takoe Kak ykazaHo Bbinie. Harpumep, ecin HCXOAHBIN Ma-
tepuai naruduropa SGLT2 (Hanpumep, coequHeHHe A) WM MPUPOAHAS aMHHOKHCIIOTA HA cTaauu (a) conep-
JKHT IOCTATOYHOE KOJIMYECTBO BOJIBI, KaK YKa3aHO BBIIIE, TO COJIEPKaHUE BOIBI B PACTBOPUTENE(SIX) HE SIBISICTCS
0053aTCITEHBIM.

Jlyist TOro 4TOOBI YMEHBIINTH PACTBOPHMOCTh KPUCTAIIIMYECKOTO KOMIUIEKCA B COOTBETCTBHH C JaHHBIM
M300peTEeHNEM B pacTBOpe, Ha 3Tare (a) u/wim Ha 3Tare (0) MOKeT ObITh JOOABJICH OJUH WIH HECKOJBKO aHTH-
pacTBOpHUTEINIeH, TIPEANOYTHTEIHHO B IIpoliecce dTana (a) win B Hadaye dtana (0). Boma smisercs npuMepoM
MPUEMIIEMOTO aHTHpacTBopuTeNsd. Koln4ecTBO aHTHPACTBOPHUTENS TNPEANOYTHTEIBHO BBIOMPAIOT TaK, YTOOBI
MOJIYYHTh TEPECHIIEHHBIN MM HACBHIIIIEHHBIH PacTBOP IO OTHOIIEHHIO K KPUCTAJUIMISCKOMY KOMIDIECKCY.

Ha »Tame (6) pacTBOp BBLAEP)KUBACTCA B TCUCHHE IIEPHOAA BPEMEHH, JOCTATOYHOTO JIJIsl OTYIECHUS OCa-
Ka, TO €CTh KPHUCTAJUIMIECKOTO KoMIUIeKkca. TeMieparypa pacTBopa Ha 3tamne (0) mpuUMEpHO SBISIETCS TaKOH ke
WY HUKE, yeM Ha orare (a). [Ipn BeLAepKMBaHUM TeMIlepaTypa pacTBopa MPEAIIOYTHTENILHO CHU)KEHA, Tpei-
MOYTHUTENBHO 10 TemrepaTypsl B aunanazone oT 20 xo 0°C wim paxe Hike. Otan (0) MOXKHO OCYIIECTBIISTH C
nepeMeIInBaHneM Wi 0e3 rnepemennBanysi. Kak M3BECTHO CIEUAINCTY B IAHHOW 00JAaCTH TEXHUKH, C TIOMO-
IIBIO TIEPHO/Ia BpEMEHH M OTIIMYHMS TeMIeparyp Ha stane (0) MOKHO KOHTPOJIMPOBATh pa3Mep, GopMy U KadecT-
BO IOJy4aeMbIX KpucTamioB. Kpome Toro, kpucraminsaust MOKeT ObITh HHAYLIMPOBaHA C IIOMOIIBIO CIIOCO0OB,
KOTOpBIC SIBJSIFOTCSI M3BECTHBIMU B JTAHHOW 00JIACTH TEXHHKH, HAlpUMEP C MOMOIIBI0 MEXaHHYECKHX CPEJICTB,
TaKWX KakK IaparnaHbe WIM TPEHHE KOHTAKTHON MOBEPXHOCTH PEAKIMOHHOM €MKOCTH, HApHMEp C ITOMOIIBIO
CTEKISTHHON Tayouku. HeoOs3arenbHO (TOYTH) HACHIIICHHBIH WM MEPEHACHIIICHHBI PacTBOP MOXKET OBITh
WHOKYJINPOBAH 3aTPaBOYHBIMH KPHCTAJIAMH.

Ha srame (B) pactBoputens(1) MOkeT(MOTYT) OBITh yaaneH(bl) U3 OCaJKka U3BECTHBIMH CIIOCOOaMU, TaKH-
MU KaK, HanpuMmep, QuiIbTpoBaHne, (UIHTPOBAHUE C OTCACHIBAHUEM, IEKAHTANMS M IEHTPU(PYTHPOBAHUE.

Ha srare (r) n30bIToK pacTBopHTeIsi(el) yAanseTcs U3 0caika ¢ IMOMOIIBIO CIIOCO00B, M3BECTHBIX CIICIHA-
JIMCTY B ITaHHOW 00JIaCTH TEXHUKH, TAKUX KaK, HAIPUMeEp, ITyTeM CHIDKCHUS MapLUUaIbHOTO AaBICHUS PacTBOPHU-
Tensi(ei), MPEeaNOYTHTENFHO B BaKyyMe W/WJIM NPW HarpeBaHWW BBIIIE TeMIlepaTypsl npubmmsntensHo 20°C,
NPEeANOYTUTEIRHO B HHTepBasie Temiieparyp ke 100°C, eme Oonee npennoururensHo Hke 85°C.

CoenuHeHne A MOXeT OBITh CHHTE3UPOBAHO CIIOCO0aMH, Kak Crenu(pHIECKN H/WIN B OOLIEM OMHCAHO HIIH
NPUBEJICHO B MeXyHapoaHoit 3asBke WO 2007/128749, koTopast siBisieTcst BKIIOYSHHOW B JAHHOE ONHCAHKE B
KadyecTBE CCBUIKH, BO BCEH CBOEH IOIHOTE /WK MIPUMEPAx, PACKPHITHIX B HACTOSIIEM ONMCAaHNH HUXKe. broio-
THYECKHE CBOMCTBAa COCOMHEHHS A TakKe MOTYT OBITh MCCIENOBAaHBI TaK, KaK OMMCAHO B myoOnukarmu WO
2007/128749.

Kpucrammmuecknii KOMIUIEKC, KaK ONMCAHO B JaHHOW 3asABKE, MPEINOYTHTEIHFHO UCIIONB3YIOT B KA4ECTBE
AKTUBHOTO JICKAPCTBEHHOTO BEIECTBA B CYIIECTBEHHO YHUCTOM BHJIE, TO €CTh CYIIECTBCHHO CBOOOIHBIM OT APY-
rux Kpuctammmueckux Gopm maruduropa SGLT2 (Hanpumep, coenuaenns A). Tem He MeHee, HACTOSIIEe M30-
OpeTeHHe TaKKe OXBATHIBACT KPHCTAUIMUECKHH KOMIUIEKC B CMECH C APYroil Kpucrammdyeckod (Gopmoil uinm
¢opmamu. Ecni akTHBHOE JIEKapCTBEHHOE BEILECTBO INPEICTABISIET cOOOH CMech KpUCTALTHMYeCKuX (opm, To
SIBIISICTCSL TIPEAMOYTUTEIBHEIM, YTOOBI BEIIECTBO COAEPIKAo 1Mo kpaitHelr mepe 50% mo Becy, eine Ooiee mpe-
MOYTHUTENBHO 10 KpaliHel Mepe 90% 1o Becy, Hanbouee MPEenoYTHTENBHO 110 KpaitHeit mepe 95% 1o Becy Kpu-
CTANTMYECKOTO KOMIUIEKCa, KaK OIMCAHO B HACTOSIIEH 3asBKe.

BBuny cBoeit cnoco6HoCcTH MHTrHOMpOBaTh akTHBHOCTh SGLT, KpHCTaIIMUECKNi KOMIIIEKC B COOTBETCT-
BUU C N300peTeHUEM SIBISIETCS MPUEMIIEMBIM JUTS WCTIONB30BaHUS B JICUCHUH W/MIIH MPOPHUIAKTHIECKOM JIede-
HUU COCTOSIHUH WJIM 3a00JieBaHUH, KOTOPhIE MOTYT ITOJBEpPraThCsl BIUSHUIO MyTeM wHruouposanust SGLT, B
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yacTHOCTH akTUBHOCTH SGLT2, B yacTHOCTH HapyIIeHM OOMEHA BEIIECTB, KaK ONMKMCAHO B HACTOSIICH 3asBKeE.
Kpucranmudeckuii KOMILICKC B COOTBETCTBHH C U300pPETEHHEM TAKXKE SBISICTCS MPUEMIICMBIM JUIS MTOTYYCHHS
(hapmareBTHUECKUX KOMIO3UIMHA TS JICUCHUS W/WIH MPOQIIAKTHIECKOTO JISYCHHUS COCTOSIHUAN WM 3a00JieBa-
HHUH, KOTOPbIE MOTYT IIOABEPTaTHCS BIHMSIHHUIO CO CTOpOHBI MHTHOMpoBaus SGLT, B yaCcTHOCTHM aKTHBHOCTH
SGLT2, B 4aCTHOCTH HapylIeHH OOMEHa BEIIeCTB, KaK OMHCAHO B JaHHOW 3asBKe. KpHUCTAITMYEeCKHid KOM-
TUIEKC, KaK OMMCAaHO B JAHHOH 3asBKe (B YaCTHOCTH, COSAUHEHHS A C MPUPOIHONH aMHUHOKHCIIOTOH, HAIIpUMep,
MPOJINHOM, B YaCTHOCTH L-TIPONIMHOM) TaKXKe SIBIISETCS MPUEMIIEMBIM ISl MICTIONIF30BaHMS B JICUCHUH )KHUBOTHBIX
13 CEMENCTBA KOIIAaYbUX.
dapmaneBTHYECKHE KOMIIO3MIUM U PelenTypbl

Wuruburopsr SGLT2 anst mpuMeHEHHs B COOTBETCTBUH C M300pETEHHEM MOTYT OBITH MOJYYCHBI B BHIC
(hapmaneBTHYCCKIX KOMIO3UIMH. OHU MOTYT OBITh MMOJyYCHBI B BHAC TBEPIBIX WM KHUIKAX KOMIO3HWIHUH. B
JFOOOM CITydae OHU MPEIIMOYTHTEIBHO SBISIFOTCS MPUTOTOBICHHBIMHE JIJIS IEPOPATEHOTO BBEICHUS, TPEATOYTH-
TENBHO B XHUIKOH (opMe st nepopaibHoro BBeaeHus. Hruoutopsl SGLT2 MoryT TeM He MeHee TakKe OBITh
MOJIyYEHBI, HAIPUMED, JIJIs1 MAPEHTEPaJIHLHOTO BBEICHUS.

TBepasre nexkapcTBeHHBIE (POPMBI BKIIIOUAIOT TaOJICTKH, TPaHyIHMPOBaHHBIE (POPMBI, a TaKXKe APyTHE TBEpP-
neie GopMBI, Takue Kak cymnmo3utopud. Cpean TBepAbIx GOpM TaOJIETKH W TPaHyIMpOBaHHBIC (HOPMBI SIBISIOTCS
MPEIIIOYTUTEITEHBIMH.

dapmarneBTHIECKHE KOMITO3UIMU B paMKaX MOHUMAaHHS HACTOSIIETO M300PETeHUSI MOTYT COEpKaTh WH-
ruoutop SGLT2 B cOOTBETCTBMM C HACTOSIIMM H300peTCHHEM W OAWH Wi Oosee HamomHUTened. JIroOoi
WHEPTHBII HAMIOJHUTEIb, KOTOPHII IO3BOJISIET OCYIIECTBIATE WIH MMOAICPKUBACT IPEAIIONaraeMblil JIedeOHBIN
3¢ dekT, MOKET OBITh UCIOJIB30BaH. TaKue HAOIHUTEIH JOCTYITHBI CIICIUATUCTY B JAHHOW OOJIACTH TCXHHKH.
[Tone3Hble HATIOTHHUTENH MPEICTABIAIOT COOOW, HANpPUMEpP AaHTHAITIC3WBHBIC AarcHTHl (HMCIOJB3YHOTCSA VIS
YMCHBIICHUS are3ud MKy MOPOIIKOM (TpaHyJamH) M TPaHSAMH ITyaHCOHA M TEM CaMbIM MPEIOTBPAIIAIOT
NPWINIAHUE K TaOJCTHPYIONIMM ITyaHCOHAM), CBA3YIOIIHME arcHTHI (PAcTBOP CBS3YIONIMX BEIICCTB WM CYXHE
CBSI3YIOIIIUE arcHTHI, KOTOPBIC YICPKUBAIOT HHIPEAUCHTH BMECTE), IIOKPHITHS (IJIs 3alIUTHI HHTPSIUCHTOB Ta0-
JIETKH OT MTOBPEXKICHHS BIATrOH BO3/AyXa U JENA0OT OOJIBIINE WM HETIPHATHBIE Ha BKYC TaOJIeTKH Ooee JIerKuMH
JUTS TIPOTJIATHIBAHUS), IE3UHTETPUPYIOIINE areHTHI (U1 TOTO, YTOOBI II03BOJIUTH TaOIeTKaM JIOMaThCS TIPH pas-
BEICHNH), HATIOJIHUTEIH, Pa30aBUTEIH, apOMaTH3aTOPHI, KPACUTENH, TIUIAHTHI (PETYIIATOPHI MTOTOKA [UIS TOTO,
YTOOBI COCHCTBOBATH TEUEHUIO MOPOIIIKA 32 CUET CHIKCHUS TPEHUS MEXIY YaCTUIIAMH M CLETUICHHS), CMa304-
HBIE MaTepHaibl (U1 TMPEAOTBPAIICHUS CIUIAHUS HHIPEINCHTOB BMECTE W NPIIMNAHMSA K TaOIEeTHUPYIOIINM
MTyaHCOHAM WJIH allapaTy IJIsl HallOJHEHHUS Karcylr), KOHCEpBAaHThI, COPOEHTHI, ITOICTACTUTEIH U T.1I.

JlexapcTBeHHBIE ()OPMBI B COOTBETCTBHH C M300pETCHHEM, HANPUMED TBEPHAbIC KOMIIO3UIIMH, MOTYT CO-
JIepKaTh HOCUTEIH W/WIN JC3MHTCTPUPYIONINE arcHTHI, BRIOPAHHBIC U3 TPYIIIBI CaXapOB U CaXapHBIX CIHUPTOB,
HanpuMep MaHHUTA, JAKTO3bl, Kpaxmala, IeJUII0N03bl, MUKPOKPUCTAINIMYECKON LEUII0NI03bI U MPOU3BOIHBIX
LEIUTEOJIO3BI, HATTPUMEDP METHIIIICIUTIONO3BI M TOJOOHBIX UM.

[Ipou3BOACTBEHHBIC TPOLCAYPHI IS MPEMapaToB, MPUTOMHBIX IS XKUBOTHBIX U3 CEMEICTBA KOIIAYBHX,
W3BECTHHI CIICIUATUCTaM B JaHHOW OOJNIACTH, TaK M JUIS TBEPIBIX KOMIO3WIMI BKIIOYAIOT, HAIIPUMED, MPSIMOE
MPeccoBaHue, CyX0oe rpaHyINpPOBAHNE M BIAXHOE I'paHyIHMpOBaHHE. B mpomecce mpsMoTo mpeccoBaHUs aKTHB-
HBI WHTPEIWEHT U BCe IPyTHe HANIOJHWUTENH ITOMEIIAI0T BMECTE B YCTPOHCTBO I PECCOBAHMS, KOTOPOE He-
MOCPENICTBEHHO TIPHMEHSETCS [UIS MIPEecCOBaHUS TaONIEeTOK M3 3TOro Marepuana. IlomydeHHble TaOlIeTKH MOTYT
OBITH TIOKPHITHI OOOJIOYKOW IMOCTIE 3TOTO YIS TOTO, YTOOBI 3AIMUTHTh UX OT (PU3HUECKOTO W/MIIM XMMUYIECKOTO
BO3ACUCTBHSL, HAIIPUMEP C MMOMOIIBI0 MaTepHajia, M3BECTHOTO U3 YPOBHS TEXHUKH.

Enunudnas dopma s BBEICHUS, HAIPUMED CAMHWYHAS XKHUJKas JO3MPOBaHHAs (OpMa WIH CIUHUIHAS
TBepasi KOMITO3UIIHS, HAIpUMep TableTka, MoxkeT coaepkath ot 0,1 go 10 mr, win, Hanpumep, ot 0,3 1o 1 mr,
oT 1 10 3 mr, ot 3 10 10 mr; wiu ot 5 g0 2500 mr, win, Hampumep, ot 5 10 2000 mr, ot 5 Mr g0 1500 mr, ot 10
mr 10 1500 mr, ot 10 go 1000 mr, wiu 10-500 mr uarudutopa SGLT2 mis ucmons30BaHus B COOTBETCTBUH C
HacTOSIUM n300peTeHueM. Kak OyleT MOHATHO CHENUANUCTY B JAHHOW 00JIACTH TEXHUKH, COJCPKAHUC HHTH-
6utopa SGLT2 B TBepa0il KOMIO3UIIMY MM JIIOOOH penentype, Kak ONHCaHo B JaHHOM M300pEeTeHUH, JUIs BBE-
JICHUS )KHBOTHOMY M3 CEMEHCTBA KOIIAYbUX MOKET OBITH YBEIHMUYCHO MM YMEHBIIEHO, KaK SBISICTCS MpHEeMIIe-
MBIM, B 3aBICHMOCTH OT Beca TeJla )KMBOTHOTO M3 CEMEIHCTBA KOMAYbHX, KOTOPOTO ITOABEPTAIOT JICUCHHIO.

B oxgnOM BapuaHTe OCyIIECTBIICHHS (papMarieBTHIecKass KOMIO3HIIUS JJIST UCTIOIB30BAHIS B COOTBETCTBHH
C HACTOSAIINM H300peTeHHEM IpeaHa3HaueHa I IepOPAIEHOTO WM MMapeHTePaTbHOTO BBEACHHUS, IIPEATOYTH-
TENBHO IS IEPOPaTIHLHOTO BBEIEHH. B yacTHOCTH, IepopatbHOE BBEACHHE 00JIETYaeTCsl ¢ TOMOIIBIO BCIIOMO-
TaTe’IbHBIX BEIIECTB, KOTOPHIC M3MEHSIOT 3alaX /WM TaKTHIBHBIC CBOWCTBA (papManeBTHUECKOW KOMITO3UIIIH
JUTSL TIPEAI0JIaraeMoro MalleHTa, HalpuMep, Kak OMICaHO B JAHHOM H300PETCHUH.

Korga naru6urop SGLT2 ms uCmonap30BaHUS B COOTBETCTBUU C HACTOSIINM U300pETCHHEM PEICTITUPO-
BaH JIUIS IEPOPATEHOTO BBEIICHHUSI, TO SIBIISCTCS MPEAIOYTHTEIBHBIM, YTOOBI HATIOJIHUTEIN PUIaBaIl CBOMCTBA,
HaIpUMEp BKYCOBBIC W/WIU CIIOCOOHOCTh K Pa3:KEBBIBAHUIO, KOTOPBIC ACTAIOT KOMIIO3UIUIO TPUTOIHOW IS
BBEJICHUS )KUBOTHOMY U3 CEMENCTBA KOIAYbHX.

Kpome Toro, mpeamnodyTutrenbHbIMU SBISIOTCA >KUIKHE KOMIO3ULMU. JKuakue mpemapaTbl MOTYT Mpel-
CTaBIATH COOOH, HAIPUMEP, PACTBOPHI, CHPOIIBI WK cycreH3uu. OHU MOTYT OBITh BBEIEHBI HETIOCPEICTBEHHO
KOIIIKE WJIM MOTYT OBITh CMEIIAHbI C TMHUIIEH W/UIH MUTheM (HallpuMep, MTUTHEBOW BOJOW | T.I1.) s Komku. On-
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HUM M3 NPEUMYIIECTB XHIKOW JIEKAPCTBEHHOW (OPMBI (110 aHAIOTHH C PELEeNTypoil B rpaHyInpoBaHHOH (op-

Me) SIBJIIETCS TO, YTO Takasl JiekapcTBeHHasi (hopma obecrieunBaeT TOUHOE Ao3upoBaHue. Harmpumep, mHruouTop

SGLT2 MOXHO D03HpPOBATh TOYHO B COOTBETCTBHH C BECOM Tella )KHBOTHOTO M3 CEMEMCTBA KOMIaYybuX. THImHd-

HBIE COCTABHI KUAKUX KOMITO3UINHN SBIAIOTCS H3BECTHBIMH CIEIUAINCTAM B JAHHOW OOJIACTH TEXHUKH.
Jlo3upoBaHue U BBEJCHUE

[IpakTuKyIOmuii CIICIUAINCT B JAHHOW 00JIaCTH MOXKET ONPEACTHUTH IMOIXOISIINE O3Bl IS IPUMEHCHHS
B COOTBETCTBHH C HACTOSIIIUM m300peTeHneM. [IpeamournTensaple JO3UPYIOMIUE €IUHUIBI BKIIOYAIOT MI/KT,
To ecTh Mr uHTHONTOpa SGLT2 Ha emuHMIy Beca Tella XKUBOTHOTO U3 ceMeicTBa Komawybux. MHTHOUTOp
SGLT2 B COOTBETCTBHH C U300pETEHUEM MOXKET, Hampumep, ObITh BBeneH B go3e 0,01-5 Mr/kr B cyTKH, Ha-
npumep 0,01-4 mr/kr, manpumep 0,01-3 mr/kr, nanpumep 0,01-2 mr/kr, Hanpumep 0,01-1,5 Mr/kr, Hanpumep
0,01-1 mr/kr, Hanpumep 0,01-0,75 mr/kr, mHanpumep 0,01-0,5 mr/kr, Hanpumep 0,01-0,4 mr/kr, Hanpumep 0,01-
0,4 mr/xr B cytky; wiu ot 0,1 1o 3,0 Mr/kr B cyTku, npeanodrutrenasHo ot 0,2 mo 2,0 MI/Kr B cyTKH, Oojee mpea-
noututensHo oT 0,1 10 1 MI/kr B cyTku. B apyrom npearnodrure-HOM BapuaHTe OCYIIECTBIICHUS 1033 COCTaBIISIET
0,02-0,5 mr/kr B cyTKH, Oonee npennouturenbHo 0,03-0,4 mr/kr B cytku, Hanpumep 0,03-0,3 MI/Kr B CyTKH.

[TpakTUKYIONTNI CHEIUAIMCT B JAHHOW O0JIACTH TEXHHWKH CIIOCOOEH MOATOTOBUTH MHruomTop SGLT2 B
COOTBETCTBHUH C HACTOSIINM N300pETEHUEM IS BBEACHHUS B JKEIaeMOH J03e.

[IpenmodTuTenpHO, KOT/Ia B COOTBETCTBUU ¢ m300peTeHrneM uHruoutop SGLT2 BBogsT He Oojiee Tpex pa3
B CYTKH, OoJlee MPenNoYTHTENFHO He Ooliee ueM JIBa pa3a B CyTKH, HanOoJee MPEeaNOYTHTENFHO TOJIBKO OJWH
pa3 B cyTku. YacToTa BBEJCHHS MOXKET OBITh aJaNTHPOBaHa K THITMYHOH 9aCTOTE KOPMJIICHHS KOIIIKH.

B cootBercTBuu ¢ m3obpererreM MHruOuTOp SGLT2 MOXHO BBOJUTH TaKMUM OOpa3oM, YTOOBI JOCTHYHL
COOTBETCTBYIOIIEH KOHIEHTpauuu nHruouropoB SGLT2 B mia3Me KpoBH (HampuMep, MaKCUMaJIbHOW KOHIICH-
Tpanys B IUTa3Me KPOBH WIIM KOHIIEHTPAIMA B IUIa3Me KPOBH Yepe3 ONpeIeICHHBIH epHO BpEMEHH, HallpuMep
yepe3 4, 8, 12 wnu 24 4 nocie nepopanbHOro BBEACHUS, IIPEINOYTHTENEHO Yepe3 NpUOIM3UTENbHO 8 4 mocie
nepopajbHOrO BBeleHus). Hampumep, i coequHeHnss A KOHIEHTpanus B IIa3Me KPOBH (HAapUMep, MaKCH-
MaJlbHasi KOHIIEHTpauus B IIa3M€ KPOBM MJIM KOHIIGHTpPAlMH B IIa3M€ KPOBH 4epe3 ONpEJeNICHHBIH MepHOa
BpPEMEHH TIOCTIE TIEPOPATHHOTO BBEICHHUS) MOXKET ObITh B mpeaenax ot 2 1o 4000 HM, Hanpumep ot 20 mo 3000
nnm, HanpuMep, oT 40 1o 2000 HM.

[IpenmoyTuTeNnbHO TIOCE BBEACHUS W BpEeMEeHH, HeoOXoauMoro st naruouropa SGLT2, yTo0B JO0CTHYB
KPOBSTHOTO PYCJIa, TAKUE YPOBHHU COXPAHSIIOTCS B KPOBH B TEUCHNE BPEMEHHOTO WHTEpBaa Mo KpalHel mepe 12 |,
Oonee MpeANOYTHTEIHHO 0 KpaifHel Mepe 18 4, Hanbosee MpeANmoYTHTEIHHO 10 KpaliHel Mepe 24 4.

B cootBercTBUM ¢ m300peTeHremM WHTHONTOP SGLT2 mpearmodTUTeIhHO BBOMAT MEPOPATBHO B JKHUIKOH
w TBeproi popme. Muruburop SGLT2 MOXKHO BBOJHUTH HETOCPEICTBEHHO B POTOBYIO IMOJOCTH KMBOTHBIX
(HanpuMep, ¢ ITOMOILBIO IITPHUIA, TPEAIOYTHTENHHO IIPUIIA, TPaJyUPOBAHHOTO B COOTBETCTBUH C BECOM TeJa)
WIIM BMECTE C IHIIEH WM MUTHEM ISl )KUBOTHOTO (HalpHMep, ¢ MUTHEBOM BOJIOW WIJIM TOMY IOJIOOHOE) B KaXK-
JIOM cilydae, IPEeIIouTHTENRHO B kuakoil popme. Tem He menee, narnoutop SGLT2 Moxer Takxke OBITH BBe-
JIeH, HallpHMeD, TTapeHTepaIbHO WK JIOOBIM JIPYTUM CIIOCOOOM BBE/ICHHSI, HAIIPUMEP PEKTAIBHO.

Wurunburop SGLT2 MOKeT HCIONIB30BaThCA OTHACIBHO WM B KOMOHMHAIMM C APYTMM JIEKapCTBEHHBIM
CpencTBOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS OJUH WK OoJiee MHrnONTOpoB SGLT2, mpenmnodruTebHO
COeIMHEHNE A, MCTIONB3YIOT B KOMOHHAITUH C OJHUM WM HECKOJIBKUMH APYTUMH THIOTIHKEMHIYECKUMHE TIepO-
panbpHBIMU TipenapataMu. Korma warnourop SGLT2 mcmonb3yercss B COUYSTaHUM € JOMOJTHUTEIBHBIM Tperapa-
TOM, TO HHruOuTOp SGLT2 M Mr00BIe MOTIOJHUTENLHBIEC JIEKAPCTBEHHBIE CPEJACTBA MOTYT OBITh BBEACHBI OJTHO-
BPEMEHHO, TIOCTIEIOBATENBHO (B JIIOOOM TIOPSIKE) W/HIU B COOTBETCTBHM C OTPEICIICHHBIMU BPEMEHHBIMH HH-
TepBaJlaMM peXXrMa IpHeMa JEKapCTBEHHOTO CpPelCTBa. B Takmx BapHaHTax OCYILIECTBJIECHHS, KOT/A JOTOJIHH-
TEJILHOE JIEKapCTBEHHOE CPEJICTBO IJIsi KOMOMHUPOBAHHOTO BBeJeHUs ¢ nHruouropom SGLT2 He BBomuTCS 011
HOBpeMeHHO ¢ uHruouropoM SGLT2, uarnoutop SGLT2 n kakoe-miub0 JONOIHUTEIBHOE JIEKapCTBEHHOE Cpel-
CTBO MPEANOYTUTEIHHO BBOAAT B TEUEHHUE MEPHUOJIA MO KpaiHel mepe 2 Hexenu, 1 mecs, 2, 4, 6 MecsUeB WK
JIoJIbIIIe, HAallpUMep B TeueHue 12 MecsineB win Oolee.

B HeKkoTOpBIX BapHaHTaxX OCYIIECTBICHHS HacTosmero uodperenns uarunoutop SGLT2 (BHe 3aBHCHMO-
CTH OT TOTO, HCIIONB3YIOT JI €T0 OTACIHHO WM B KOMOMHALIMHU C APYTUM JICKApCTBEHHBIM CPEICTBOM) HE HC-
mose3yeTcss B KoMmOwHamuu ¢ 1-[(3-mimaHonmupuInH-2-mn)MeTI|-3-MeTmi-7-(2-0ytun- 1 -um)-8-[3-(R)-
AMHUHOTIUIICPUINH- | -HII|[KCAHTHHOM WM €T0 (papMareBTHIECKN IMPUEMIIEMOI CONbIO, TO €CTh )KHBOTHOE U3 Ce-
MEHCTBa KOIIAYbHUX HE MOIBEPracTCs JICYCHHUIO C IMOMOIIBI0 YKAa3aHHOTO COCOMHEHMSA. B HEKOTOPHIX BapHaHTax
OCYIIIECTBIJICHHUS] HACTOAIIETO M300peTeHuss nHrnouTop SGLT2 He mcmonb3yercss B KOMOWHAIIMA ¢ UHTHOUTOPOM
DPP-IV, T0 ecThb )KHBOTHOE U3 CEMENUCTBA KOIIAYbMX HE MOBEPTacTCs JISYSHHUIO C TOMOIIBI0 HHrnouTopa DPP-IV.

B HekoTOpBIX BapMaHTax OCYIIECTBIECHHS HacTosero u3odperenus uHruoutop SGLT2 ncmonssyror B
Ka4yecTBE MOHOTEpAINH, TO €CTh B KaUeCTBE OTAEIBHON Tepanuy, TO eCTb HU OJMH APYroil mpenapaT He BBOIAT
KOIIKE JUIS JICYCHUS! MM NPOQUIAKTHKH OJHOTO M TOTO K€ METabOJIMYECKOT0 pacCTpONCTBa, TO €cTh MeTabo-
JIMYECKOTO PacCTPOWCTBA, ISl KOTOporo BBoasAT mHruouTop SGLT2. Hanpumep, HU ouH Opyroi mpenapar He
BBOJISIT KOIIIKE JUIS JICYSHUS WM NIPOQHIAKTUKH OJJHOTO M TOTO K€ MeTabOJIMYECKOTO PacCTPOMCTBA B TCUCHHUE
Hepro/ia BpeMeHH 1o KpaiiHel Mepe 2, 3 win 4 Heleu 10 U 1ocie BBeaeHus uaruouropa SGLT2.

Kparkoe onucanue ¢puryp
@wr. 1 moka3pIBaeT KOPPEIHILIUIO MEXKIY YPOBHEM COCIHHEHUS A B IJIa3Me KPOBH M SKCKpEIMeH TIIFOKO3BI
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W3 MOYH, [IPUBEJICHHON K KpeaTHHUHY (TIIIOK/KpeaT). TakoBasi mpeacTaBiseT co00i OJHO3HAYHYIO JOTapu(Mu-
YeCKO-TMHEHHYIO B3aMOCBSI3b.

@ur. 2 mokaspBaeT NPOQIIN YPOBHS TIIOKO3B B KPOBU M CEKpEIMH WHCYJIHHA BO BHYTPHBEHHOM TECTE
ToJIepaHTHOCTH K riroko3e (ivGTT) xomek ¢ HopMallbHBIM BecoM B cooTBeTcTBUU ¢ Hoenig (Mol Cell Endocri-
nol 2002, 197(1-2): 221-229) (iv GTT [lg/kg]) u y Kolliek ¢ pe3uCTEHTHOCTHIO K MHCYJINHY ¥ OKUPESHUEM TTepe]T
(MyHKTHpHAs TUHUS - TIepe] uccaeaoBanueM, "J1o") u mo npomecTBuu 4 Helelb JEUSHUS PH UCTIONb30BaHUU
coenuHeHUS A (crutomrHast muHUs). [I0BBIIICHHAS W IPOJIOHTHPOBAaHHAs BTOpas (paza CeKpenny y KOIIEK ¢ Pe3u-
CTCHTHOCTBIO K MHCYJIMHY M OXHPEHHEM, UCIOJIb3yeMasl B TaHHOM HCCIICAOBaHHWH, ObUIa 3HAYUTEIHHO YIIyd-
IICHHOH C MTOMOIIBIO JICYEHHS IPU UCTIOJIb30BAHUH COSTMHEHUS A.

@ur. 3 3HayeHUs MMoKasbIBaOT IUIomwaan noja kpusoi (AUC) aist nHCyTMHA B KPOBH M MHJEKC YYBCTBHU-
TENBHOCTHU JIJIsl CYPPOraTHOTO WHCYJIHMHA (B3aMMOCBSI3b WHCYIIMHA W TIIFOKO3BI B KPOBH, KaK BBIPaXaeTCs C IO-
MOIIBI0 MOAM(HUIIMPOBAHHOTO MHAEKca benbduope) y Komiek ¢ pe3suCTEeHTHOCTHIO K MHCYJIMHY BO BpEeMs BHYT-
PHUBEHHOTO TecTa Ha ToJiepaHTHOCTH K Tiroko3e (ivGTT) mo ("Hdo") m mocie u yepes 4 nenesm nedenns ("Ilo-
cie") npu ucnonab3oBaHuu coequHenuss A unu ero Hocutens ("Konrpons"). JleueHne npu UCHOIB30BAaHUU CO-
eIMHEHHUS A TPUBOJIUT K 3HaUNTENbHOMY cHIKeHHI0O AUC mHCynMHA (TTaHens A), a Takke 3HAYUTEIBHO YITyd-
IIEHHOW YyBCTBHUTEIBHOCTH K MHCYNUHY (manens B). dur. 4 moxa3siBaeT BpEMEHHBIEC MTOKA3aTeIN KOHIICHTpPA-
ITUH TJIIOKO3BI B KPOBH [MMOJIB/JT| TIOCIIE BeICHUS HHCYJIMHA KOIIKAM C PE3UCTEHTHOCTHIO K MHCYJIHHY B IIPOIIEC-
Ce BHYTPHBEHHOTO TECTa Ha TOJIEPAHTHOCTH K MHCYNMHHY (ivITT) n0 (MyHKTHUpHAS JTWHUS - TIEpe]T UCCIe0BaHt-
eM, "Jlo") u 1o mporrecTBUU 4 HENENb JICUSHHUS MTPH UCTIONB30BaHUN COSAMHCHUS A (CTUIOIIHAS JIMHUS TIPH HC-
MoJIb30BaHnU coequHenuss A wim ero Hocutens ("KoHTpomas"). YV KHUBOTHBIX, KOTOPBIE HE TOJIBEPTAIUCH JieUe-
HUIO (KOHTPOJIh), YYBCTBUTEIBHOCTh K MHCYNHHY (IS) CHIKaach HA MPOTSHIKCHUH BCETO MEPHO/IA UCCICIOBAHUS
(mamenp A). [y cpaBHEHHS, JICUCHHE TPU HCIOJB30BAaHUH COCIMHEHUS A COMPOBOXKIAIACH 3HAYUTEIHHBIM
yinyqmenueM IS (manens B).

@ur. 5 mokasbIBacT BpeMEHHBIE MTOKa3aTeNN YPOBHEH HeacTeprupuunpoBanHoi xupHoit kuciotsl (NEFA)
B KPOBH [M9KB./JI| TIOCJIe BBEAECHUS MHCYJIMHA KOLIKaM C PE3UCTEHTHOCTHIO K MHCYNHHY B mpouecce ivITT mo
(yHKTHpHAs TUHUS - TIepe] uccaeaoBanueM, "J1o") u mo npomecTBuu 4 Helelb JEUSHUS PH UCTIOIb30BaHUU
coequHeHUsT A (CIUTONIHAS JTMHUS) MPH WCIONIB30BaHUK coenuHenuss A umu ero Hocutens ("Konrpoms"). ¥V
JKUBOTHBIX, KOTOpBIe He moaBepranuch jedeHuio ("Konrposp"), ycrpanenne NEFA 3HaunmTensHO yxyamia-
J0ck (mMaHenb A), B TO BpeMs Kak OHO 3HAYUTENBHO yIydIIaloCch IPH JICYCHUN MPH UCTIOIH30BAHUH COCTUHE-
HUs A (anens B).

@ur. 6 moka3pIBaeT KOHICHTPAIWHU JIENTHHA B KPOBH, KOTOPHIE 3HAYUTEIHHO CHIDKAIHNCH B IIPOIIECCE HC-
CJIC/IOBAHUSl Yy KOILIEK, KOTOPBIX NOABEPTaN JICYCHUIO.

@ur. 7 nokaspIBaeT CHIKeHHE Koaddunmenrta apixarensHoro razoooMena (RER) (uto cBuaerenscTByeT o
MOBBIIICHHOM HCIIOJIb30BaHHUH JIMIUIOB) Y KHBOTHBIX, KOTOPHIX MOIBEPTaiH JICUCHUIO, KAK U3MEPSCTCS C IMO-
MOIIBIO HEMIPSIMO KaJIOPHUMETPHH.

@ur. 8 mokasbIBaeT, 4T0 ypoBHHU P-ruapokcOyrupara B kposu (3-HB/BHB) nmosreimanucs depes 4 Henenn
JICUCHUS MIPH UCTIONE30BAHIH COCTMHCHUS A.

®ur. 9 noka3pIBacT MO3UTUBHYIO KOPPEISIHAI0 MEKAY M3MCHCHHEM KOHICHTPAIMK JICNTHHA B KPOBU H
n3MenenreM 3uadeHus RER mepen nedenneM u yepes 4 HeAenu MOCIe JICUYSHHUS C TIOMOIIBIO COSTUHEHMS A WITH
Hocurens ("Kontposp").

@ur. 10 moka3pIBaCT HETATUBHYIO KOPPEIAIMIO MEXKIY YPOBHSIMH [B-TUAPOKCHOyTHpaTa B KpoBH (f3-
HB/BHB) u 3nauenriem RER depe3 4 Heneny nocie Je4eHnst ¢ TOMOIIBI0 COSTUHEHHS A.

®wur. 11 mokas3pIBaeT MOPOIIKOBYIO PEHTTEHOBCKYIO AUPPAKTOTpaMMy XapaKTEPHON MapTHH KPUCTAIITHYE-
CKOTJIO KoMITIeKca coequHeHus A ¢ L-npommaom (1:1).

®ur. 12 nokazeiBaet auarpaMmmy DSC/TG xapakTepHOH MapTHH KPHUCTAUIMIECKOTIIO KOMITIEKCA COCIH-
HeHus A ¢ L-niposunaom (1:1).

®ur. 13 noka3bpiBaeT cpeHee 3HAUCHHE MOKa3aTels [IIOKO3bl B KPOBH U3 9-4acoBOM KPUBOM MOKazaTess
TJIFOKO3EI B JICHb BU3UTA.

®ur. 14 moka3pIBacT YPOBEHb CHIBOPOTOYHOTO (PPYKTO3aMHHA B JICHh BU3HTA.

®ur. 15 - nmpenBapuTeNbHBIC JaHHBIC, MOMYYCHHBIC U YETHIPEX KOIICK, TEMOHCTPUPYIOT, YTO KOHIICH-
TpalU WHCYJIMHA HATOIIAK TOBBIIIATUCH TI0 CPABHECHUIO C OJHOBPEMCHHBIM CHUKCHUEM CPETHETO 3HAYCHHS
TTOKa3aTeJIsl TIFOKO36I (M3 9-4acoBOi KpUBOM MOKA3aTesl TIIIOKO36I) B IeHb 7 10 CpaBHEHHIO ¢ mHeM 1. Briocnen-
CTBHH KOHIICHTPAIIMU MHCYIIMHA JOCTUTAIHN YPOBHS IUIATO, YTO MOXKET OOBSICHITHCS YK€ MOYTH HOPMAIN30BaH-
HOW KOHIICHTpalHeH TIIOKO3BL. DTO JEMOHCTPHUPYET HOPMAJIbHYIO (PH3MOIOTHUECKYIO CHTYAIHIO Y TOJOMHBIX
JKUBOTHBIX: KOTJIa YPOBEHB TIIOKO3Bl HAXOIUTCS B IMpEeiaXx HOPMAIBHOTO JHana3oHa (TOJOJHOE COCTOSIHHUE),
OopIie HEe OKUAASTCS MPHUCYTCTBUSA HUKAKOTO ITOBBIIICHUS KOHIEHTPAIMK WHCYIHHA. DTH MpeaBapuUTeIbHBIE
JaHHBIC, TOJYYCHHBIC M3 MOKa3aTeleldl MHCYJIWHA HATONIAK OT YETHIPEX KOIICK, MMOIJCPKHUBAIOT 3asBICHHBIC
nokaszaHus "moteps (QYHKIUHM OeTa-KIETOK ITOJKETyJO0YHOH Xeie3bl" M "peMuccus MeTaboJIMYecKoro pac-
CTPOMCTBA, MPEIIOYTUTEIHLHO peMuccus AnadeTa”, MOCKOJIBKY 3TO JEMOHCTPUPYET ITOBBIIICHHE KOHLICHTPAIHH
WHCYJIMHA W CHIDKCHHE KOHIICHTPAIIMHA TIIOKO3BI O HOPMAIBHBIX 3HAYCHHUH U, TAKUM 00pa3oM, OTpa)kaeT BO3-
BpallleHHEe K HOpMaJIbHOMY (PU3HOJIOTHUECKOMY OTBETY.
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Ipumepsr

[IpuBencHHBIC manece MPUMEpPHI MOKA3BIBAIOT IOJIE3HOE TEPANICBTUYECCKOE BIHMSHHC HA TIHMKECMHYCCKHMA
KOHTPOJIb W/HITH PE3UCTEHTHOCTh K MHCYJIMHY U T.XI. ITyTeM NpuMeHeHus naruoutopa SGLT2 y npeacraBureneit
KOIIAYbHUX B COOTBETCTBUH C HACTOAIINM H300pETeHHEM. DTH MPUMEPHI SBILIOTCS MpeIHAa3HAYeHHBIMU IS WII-
JIOCTpAIMK W300peTeHus Ooee moapoOHO 6e3 KaKoro-mrbo orpaHuIeHHsS 00beMa ITyHKTOB (DOPMYJIHI.

ITpumep 1. @apmakokunernka (PK)/bapmakonnnamuka (PD) omHOKpaTHOH mepopaibHON 03Bl COSAMHE-
HUS A y KOIIEK.

CoenuHenre A BBOIMIN KOIIKaM TOCJIe HOYHOTO Tieproaa rooaanus. ['pynmsl (n=3 Ha Tpymimy) moryda-
JM OJJHOKPATHO IEpOpaibHO JHO0 OJWH HOCUTENb (BOAa), MO0 HOCUTENb, coaepxammidi narnoutop SGLT2 B
tdopme coemunenust A npu nose 0,01, 0,1 u 1 mr/kr. U3mepennss PK/PD ocymiecTBisiin 10 IHS 4 mocie oJIHO-
KPaTHOTO BBEJICHHS COCIMHCHUS A WIIA €r0 HOCHUTEIIS.

Tabnuna 2. ®apMakoKHHETHICCKHE JaHHBIE, OMHOKpaTHas no3a (0,01/0,1/1,0 mr/kr)

TTapametp 0,01 mr/kr |0,1 mMr/kr 1,0 mr/xr

tmax [FaC.] cpenHee 1 1,3 1
3Ha4YEHUE

Cuax [HMONB/ 1] cpenHee 9 77 1173
3HAYCHHE

AUC) 0w cpenHee 30 358 5379

[EMonb-yac./n] 3HaUYeHUe

Ty [qac.] cpenHee
3HaYEHHE 1,2 2.9 5,4

dapmakoJHAMHUYECKUE TaHHBIE.

3HAUNTENBHOE TIOBBINICHHE KOHIICHTPAIIMU TIIOKO3bI B MOYe OBIJIO OYEBHIHBIM TpH jo3ax >0,01 mr/kr
yke depe3 8 4 mociie BBeeHUS (CpeHre 3HAYCHUS MTOKa3aTese rpyIbl: KOHTpoH - 1,4 mmons/i; 0,01 mr/kr -
1,4 mmons/it; 0,1 mr/kr -46,1 Mmmounb/m; 1 Mr/kr - 239,3 MMOIB/TT) U OBLTO TOCTOSIHHBIM B TeUCHHE 24 9.

Hwu onHa u3 Tpex o3 coemuHEeHUs A HE M3MEHsSUIa YPOBEHB IIIFOKO3EI B KPOBH Y KOIICK IO CPABHCHUIO C
HOPMAaITLHBIMHU PeCPECHTHHIMHA 3HAYCHUSIMH.

Hu oxna u3 Tpex 103 coeAnHEHN A HEe U3MEHsUIA (PYHKIUIO TIOYCK Y KOIICK.

[NoBbIIeHNE YPOBHS KCKPEIMHU TITFOKO3BI C MOYOW SBJISICTCS OYCBHIHBIM 00pa30M 3aBUCHMBIM OT JIO3BI U
KOHLICHTPAI[MH COCTUHCHUS B TIa3Me KPOBH (JIorapuhMUYCCKU-TMHEHHAS KOPPEIAIHS), KaK MOKa3aHo Ha ¢wur. 1.

[Ipumep 2. Biausnue coenuHeHUs A Ha KOHIIGHTPAITUIO TIIFOKO3BI B MOYE M KPOBHU IOCJE MOBTOPSIEMOTO
BBEJICHHS 103 y KOIIIEK.

CoenuHenre A BBOAMIN KOIIKaM TOCIe HOYHOTO Tieproaa roysoganus. ['pynmsl (n=3 Ha Tpymimy) moryda-
JIM OJIMH pa3 B CYTKHU TepopanbHo 1160 oqu Hocutelnb (PillPocket®), mubo HOCUTENB, COnepKAIIUN HHTHOUTOP
SGLT?2 (cyxoe coenuHeHne), TIpy J03€ | U 3 MI/KT B TeUEHHUE TPEX MOCIECAYIONMX THEeH. M3Mepsiin KOHIIeHTpa-
ITUIO TJTFOKO3HI B MOYE U B KPOBH.

3HaYNTENPHOE TMOBBIIIEHNE KOHIICHTPAIINH TIIOKO3B B MOYe OBUIO OYEBHIHBIM IPU 00EUX J03aX yKe
yepe3 8§ 9 mociie BBeAcHUs. MakcuMaibHas KOHICHTPAIUs B MOYE B JaJbHEHIIIEM HE MOBBIIIATACEH MOCIHE
MOBTOPHOT'O BBEJICHHUS 703 U ObLIa MOJOOHONW TaKOBOUW MPHU 103aX, KOTOPBIE cocTaBsuik 1 U 3 Mr/kr (cpen-
Hue 3HavYeHHs - 281 MMoab/1 1 209 MMOIIB/JT COOTBETCTBEHHO).

Hwu onHa u3 103 coemuHEeHUsT A HE M3MEHsUIa YPOBEHb TIIFOKO3BI B KPOBH Y KOIIEK IO CPABHEHHUIO C HOP-
MaJIbHBIMU pe()epEHTHBIMY 3HAYCHUSIMU.

B oTHOIICHUH 3KCKPEIUU TIIFOKO3BI ¢ MOYOH, €¢ OICHUBAJIM C MOMOIIBI0 moka3aTens EDs), KoTopslil co-
CTaBysUT <1 MT/KT.

[Ipumep 3. Biausnue coennHeHUss A Ha KOHIIEHTPAITUIO TIFOKO3BI B MOYE M KPOBHU IOCJE MOBTOPSIEMOTO
BBEJICHHUS 103 y KOIIIEK.

CoennHeHre A BBOIMIN HOPMOTJIMKEMUYECKHM KOIITKAM C OKHPEHHEM, KOTOpbIE MMeENN OecrpensTcT-
BEHHBIN TOCTYII K enie. [ pymimbl (n=6 Ha TPyMITy) MOTydald OJUH pa3 B CYTKH MEepOpaIbHO JTUOO0 OJWH HOCUTEIh
(>keTmaTMHOBBIE KaICyJIbl), TU00 HOCHTENb, coneprkammii naruoutop SGLT2 (cyxoe coemuHeHue), mpu ao3e 1
MI/KT B TeUcHHE 4 Henenb. M3Mepsiii KOHIIEHTPAIIHIO TIFOKO3EI B MOYE U B KPOBH.

KoHIIeHTpaluu TIT0K036I B MOYE CYIIECTBEHHO TIOBBIIIATIMCH B KOHIIE UCCIICIOBAHMUS: KOHTPOIH - 0,6 MMOJIB/IT;
1 Mr/kr - 489 MMOIB/IL.

He HaOroamy HUKaKMX H3MEHEHUH YPOBHSI TITFOKO3bI B KPOBH.

[pumep 4. Jleuenne npenauabeTa: MpeIOTBPALICHAE MPOSBICHUS JHa0eTa THIIA 2 Y KOIIICK.

OddextuBHocTs MHTHONMpOBaHUA SGLT2 B COOTBETCTBHM C HACTOSIIMM H300pETEHHUEM TIPU JICUCHUH
npennradera, XapakTepU3YIOMIErocs MaTOJIOTHUECKUM YPOBHEM TITFOKO3BI HATOIIAK, V/MIIM HAapYIICHHOW TOJe-
PAHTHOCTBIO K TIIIOKO3€, W/MJIN PE3UCTEHTHOCTHIO K MHCYJIHHY, MOXET OBITh IPOBEpEHA C MOMOIIBIO KIMHUYC-
CKHX HMCCiIeIoBaHuil. B mccnenoBannsax B TedeHne 6osiee KOPOTKOTO WK 0oJiee IITUTENEHOTO IIEPHoAa BPEMEHH
(manpumep, 2-4 Hemenu Wik 1-2 roga) ycrex JeUYeHUs MPOBEPsUICS MTyTeM OTpeEesICHNsT 3HAUSHU KOHIIEHTpa-
IIUH TITIOKO3BI HATOIIAK, W/WIN 3HAYCHNH KOHIIEHTPAIIMH TIIOKO3HI MOCye MpHeMa MUIIH, WIX MocTIe TecTa C Ha-
Tpy3KO# (TIepOpabHEIN TECT HAa TOJICPAHTHOCTH K TIFOKO3€ WIJIM TECT HA TOJCPAHTHOCTH K IHIIE TOCIE MpUeMa
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OTIpeZIeTIeHHOI e/Ipl), MOC/Ie OKOHYAaHUS TepHoJia Tepaluy I CCIEAOBaHUS M CPABHEHUS UX C BEIMYHMHAMH
nepeJl HayajoM HCCIEAOBaHUS W/WIM C TaKMMU JJIsL Tpymisl mwiane6o. Kpome Toro, 3HaueHHe KOHLEHTPALUH
(hpykTO3aMHHA MOXET OBITH ONIPEIEIICHO IO U MOCHe TEPaNuy | IMOABEPraThCcs CPABHEHUIO ¢ HAYAIBHBIM 3HAYE-
HHEM W/WJIM CO 3HA4YCHHWEM Ui TPYMIEl Tuiane0o. 3HAUYNTENhHOE CHIDKCHHE YPOBHEH TIIOKO3BI HATOIIAK FUTH
TOCIIe €11 W/WITH YpOBHEH (hpyKTO3aMHHA IEMOHCTPUPYET 3P PEKTUBHOCTD JieueHus npeanauadera. Kpome toro,
3HAYUTEIbHOE YMEHBIICHNE YHCIIa TAIINEHTOB, Y KOTOPHIX Pa3BUBAETCS MPOSBICHUE CaxapHOTo quadera 2 Thma,
TIPY JICYCHHUH C HCTIOJIF30BaHMEM (hapMalleBTHUCCKOW KOMIIO3UIIMH B COOTBETCTBHHU C JaHHBIM H300peTEHHEM,
IO CPaBHEHUIO C IpyToil popMoii IedeHus] IEMOHCTPUPYET CBOIO 3PPEKTUBHOCTD B MIPEJOTBPALICHUN IIepexo/1a
oT npeinadeTa 10 MposiBICHUS TuadeTa.

[Mpumep 5. Jleuenne npenanadera: yinydieHHe pe3UCTEHTHOCTH K HHCYJIMHY Y KOIIIEK.

[TpuBeneHHBIH HIDKE TPUMEp TOKa3bIBAET MOJOKUTEIBHBINH 3PQEKT cCoeAnHEHNSI A B OTHOIICHHU PE3H-
CTEHTHOCTH K MHCYJIMHY y KomeK ¢ oxupeHueM. CoequHEHHE A BBOJAMIN HOPMOITIMKEMHYECKAM KOIIKaM C
PE3UCTEHTHOCTHIO K MHCYJIMHY W OKUPEHHEM, KOTOphIE MMeENN OeCHpeIsiTCTBEHHBIH TOCTyn K ee. I 'pyms
(N=6 Ha rpymniy) nojxydaiu OJWH pa3 B J€Hb NEPOPaJbHO JIMOO TOJBKO HOCHUTENb (PKENAaTHHOBBIC KaICYJIBI),
60 HOCHTENb, cofepxamuii naruoutrop SGLT2 (cyxoe coemuHeHue) B 10o3e 1 MI/KT B TeueHHE 4-X HENENb.
Crnenyromue SKCIIEPUMEHTHl OBUTA TPOBEICHBI IO Hadalla JICYCHUS W B KOHIE 4-HEIETHHOTO MEePHOAa JICICHUS
MPUMEPHO Yepe3 24 9 Tocie MOCIeTHETO BBEICHUS COSAMHEHHS/HOCUTEISA.

BHyTpUBEHHBIH TECT Ha TOJIEPpAaHTHOCTH K Titoko3e (ivITT, 0,8 r/Kr mekcTpo3bl) MPOBOIMIIM HA KOIIKAX
TocJie HOYHOTO Tiepuona ronofanus. Kpob Opanu karerepom depes sipeMHylo BeHy. OOpasibl KpoBU Opaiu
gepes -5, 0, 5, 10, 15, 30, 45, 60, 90, 120, 180 MuH nocie mMpUMEHEHHS TIFOKO3HI.

KonebGanusi KOHIEHTpaLUi TIIOKO3bI M MHCYJHMHA IIOJBEPTaln KOJIMYECTBEHHOH OLICHKE IyTEeM pacdera
6a3zoBoil muHMKH AUC, CKOPpEKTMPOBAaHHOM ISl TIIOKO3bl. BHYTPHBEHHBIH TECT TOJICPAHTHOCTH K WHCYJIMHY
@ivITT, 0,05 exn./kxr 0OBIMHOTO MHCYNIMHA) IIPOBOJVIIN HA KOIIKAX MOCIE HOYHOTO Ieproa rojonanus. Kposs Opa-
JIM KaTeTepoM 4epe3 sspeMHYI0 BeHy. O0pasibl kpoBu Opanu yepes -5, 0, 5, 10, 15, 30, 45, 60, 90, 120, 180 mun
TIOCJIC TPUMEHEHHS TIIFOKO3bI.

KonebaHus ypoBHS TIIOKO3bI I HEATEPUPHUITUPOBAHHBIX KUPHBIX KUCIOT (NEFA) KOTMYeCTBEHHO OIICHU-
BaJy myTeM pacdeta 6a3zoBoit muHIM AUC, CKOPpEeKTHpOBaHHOU 1y1s TIItoko3bI 1 NEFA.

3HAYNMOCTP Pa3INUNil CPETHUX 3HAUCHUN MEXIy TPYIMIIaMH OICHUBAIN ITyTEM ITOBTOPHBIX ABYX(aKTop-
HBIX m3MepeHuii (Bpems u nederne) ANOVA u pu UCTIOIB30BaHUH allOCTEPUOPHBIX MHOKECTBEHHBIX CpaBHE-
HHUH ¢ KOHTPOJIEM HJIH COOTBETCTBYIOIINMH HCXOIHBIMH MTOKA3aTEIISIMH.

Konebanus ypoBHe# riaroko3bl Bo Bpems ivGTT He m3MEHSUTHCh Ha TPOTSDKEHUH TIEPHOJA UCCIICTOBAHUS
WM 10 npu4uHe jedeHus. KoneGaHus WHCYIMHA HE M3MEHSJIOCh Ha NPOTSHKEHHH TEPUOJA HCCICAOBAHUS Y
KOHTPOJIbHBIX KOIIEK, HO 3HAYUTENILHO CHIDKAJIOCh y KOILIEK, KOTOPHIX MOJIBEPray JICUCHHIO, [0 CPAaBHEHHIO C
nokazareisiMu 06a30Boit uHuH (p<0,05).

Kak mokazano Ha ¢ur. 2, 1o cpaBHEHHUIO C KOIIKaMH, Y KOTOPBIX HET OKHUPEHUs, Y TYYHBIX KOILIEK, KOTO-
PBIX UCIIOJIB30BAJIM B HACTOSIIEM HCCIIEIOBAaHUHU, MPO(UIb CEKPELMH MHCYJIHHA JIEMOHCTPUPOBAJT CHIKEHHYIO
nepByto (azy, a TakKe IMOBBIIICHHYIO U OoJiee AIUTENbHYIO BTOpyIo (a3y. Kak nmokasano Ha manenu B ¢ur. 2,
JIeYeHHE MPH UCTIOIH30BAHNN COSAMHEHIS A MPUBOAMIO K 3HAYUTEIHHOMY YIIydIIEHUIO BTOPOH (ha3bl mpoduiis
CEKpeLrH HHCYIIIHA.

UyBCTBUTEIHHOCTD K HHCYIMHY OBbIJIa 3HAYNUTENFHO MOBBIIICHA Y KOIIEK, KOTOPBIX ITOJABEPTAIN JICUCHHIO,
10 CPaBHEHMIO CO 3HAYeHUSAMHU 0a30Boil juHHH (p <0,05). DT0 OBLIO MPOAEMOHCTPUPOBAHO TYTEM IOACUYETA
OTHOIICHHUA MEXIY TIIIOKO30H M MHCYJIWHOM IIPH WCIOJIh30BaHUM MOTU(HUIMPOBaHHOTO MHIACKCa benpduope
(1/1og(AAUCTrmok*AAUCumnc).

3Ha4yeHns IIIOMAIH O KPUBOI 3HAUCHHS HHCYJIMHA B KPOBU U COOTHOIIICHHE HHCYJINHA KPOBH K TIIIOKO-
3¢ B KPOBH, KaK MPEJCTaBICHO ¢ MOMOLIBI0 MOANGHINPOBAHHOTO HHIeKca benbduope At 4yBCTBHTEILHOCTH K
MHCYJIMHY Y KOILIEK C PE3UCTEHTHOCTHIO K MHCYJIMHY BO BpeMsl BHYTPUBEHHOT'O TeCTa Ha TOJIEPAHTHOCTH K TIIIO-
ko3e (ivGTT) mo ("pre") u mocie ("post") 4 Henesb JIeUeHHs TPH UCTIONB30BAHUN COSANHEHUS A WIH €ro HOCH-
tenst ("KoHTpous") moKa3aHsl Ha ¢wur. 3

Konebanus koHIIEHTpanuy rimoko3s! Bo BpeMs ivITT 3HaunTeNbHO yXYAIMIIOCH B TEYEHNE BCETO MEpUOa
MCCIIC/IOBAHNS Y KOHTPOJIBHBIX JKMBOTHBIX (p <0,05) (cM. ¢ur. 4, manens A). 1o OBUIO CXOJHO C YCTpaHEHHEM
NEFA (cM. ¢wur. 5, marens A). B MpOTHBOIIONOKHOCTE 3TOMY, ¥ KOIIEK, KOTOPBIX MOIBEPTAIN JICUSHUIO C IIOMO-
IIBI0 COSNMHEHUS A, KpUBAas TIFOKO3BI HE MEHsIach Ha MPOTSHKEHHH BCETO IepHona uccienoBanus (cM. ¢ur. 4,
naHenb B), a ycrpanenne NEFA ObI10 3HAYUTENHHO YIIYYIIEHO MTyTEM JICUEHUS TIPU UCTIOIh30BAaHUU COCIMHE-
aus A (p <0,01; cM. ¢wur. 5, manens B).

OTH naHHBIE YKAa3BIBAIOT HA TO, YTO y TYYHBIX KOIIEK PE3UCTEHTHOCTh K HHCYJIUHY 3HAUUTEIBHO YITyqIIH-
Jach TOCJIC TIPOBEACHUS 4-HEICNBHOTO JICYEHHS C TOMOIIbI0 coequHeHNsT A. [T0CKOJIBKY pe3UCTEHTHOCTD K MH-
CYJIMHY SIBIISIETCSI XapaKTepPHBIM TPH3HAKOM IpenanadeTa, 3TH JaHHbIC YOSAUTEIbHO CBUICTEIBCTBYIOT O TOM,
YTO COEJMHEHUE A SIBIISIETCS CIIOCOOHBIM K JICUCHHIO TIpeiinadeTa y )KUBOTHBIX CEMeicTBa KOIIAYbHX.

B KkiIMHHYECKUX HCCIEeNOBaHMAX Yy NMa0eTHYECKUX KOIIEK, KOTOPHIX ITO/IBEPTrajy JICYCHUIO B TCUYCHUE pa3-
JIMYHBIX TIPOMEKYTKOB BpeMEHHU (HapUMep, OT 2 Helenb 10 12 MecsIeB), ycreX yaydlIeHUs] pe3UCTCHTHOCTH K
MHCYJIMHY MOXKET OBITH IPOBEPEH C MOMOIIBI0 M3MEpeHHsT 0a30BO JIMHUM YPOBHS TIIIOKO3BI B KPOBH, (hPYKTO-
3aMHHA B KPOBU M MHCYJIHHA B KPOBH, C MOCIEAYIONIM MOHUTOPHHTOM Pa3BUTHS 3TH YPOBHEH y OTAEIHHBIX
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KOIIIEK Ha MPOTSHKEHWH BCETO NepHoza HccienoBanus. Kpome Toro, mokasarenyu TIFOKO3bI M MHCYJIHMHA TOCIE
npueMa MWK WK TI0CIIe MCCIIe0BaHMsI ¢ Harpy3Kod (TECT Ha TOJEPAaHTHOCTH K IUIIOKO3€ WM TECT Ha TOJIe-
PAHTHOCTH K MHCYJINHY) MOCJIEe OKOHYAHHS TepHOa TePauy I HCCISIOBaHUS MOKHO CPAaBHHUTH C BEJTHYMHA-
MU TIepe]l HadyaJIoM HCCIIEJOBAaHUS W/ C ITOKAa3aTeIAMH THa0ETHIECKUX KOIIEK, KOTOPhIE ITOIBEPTaINCh JIede-
HUIO C TIOMOIIBIO IPYTHX JICKAaPCTBEHHBIX CPEACTB.

[Ipumep 6. Jleuenne nuabeTa THTIA 2 Y KOIIEK.

Jleuenne komiek ¢ caxapHbIM AMA0ETOM 2 THIIA C MMOMOIIBIO (hapMaIeBTHIECKOH KOMIIO3HIIUN B COOTBET-
CTBHH C W300peTeHHEM, B JOIMOJHEHHE K MOyYCHHUIO PE3KOTO YIYYIICHHS METab0IM3Ma TIFOKO3HI, IPEI0TBpa-
MAeT yXyAlIeHne oOMeHa BELIECTB B JIONTOCPOYHOI IEPCIIEKTHBE. ITO MOXKHO HAOJIO/aTh, €CIIM KOIIKU MO/BEp-
raloTcsl JICUEHHIO B TedeHue 0ojiee KOPOTKOro MM OoJiee IIIMTEIBHOTO eprojia BpeMeHH, Harnpumep 2-4 Hexenn
WM oT 3 MecsueB a0 | rona, Npu UCHOIB30BaHUH (hapMaleBTHIECKOW KOMIIO3UIIMU B COOTBETCTBUH C HACTOSI-
UM M300pEeTEeHNEM, U CPaBHUBATh C META0OJIM3MOM JI0 JICUCHUS WM C KOIIKaMM, KOTOPBIX HOABEPralH Jieue-
HUIO C ITOMOIIBI0 HHCYJIMHA WM APYTUX CHIDKAIOIINX YPOBEHB caxapa JICKApCTBEHHBIX cpeAcTB. Meercs mo-
TBEPIKJCHUE TEPANICBTHIECKOTO YCIIeXa, €CIIM CPETHECYTOYHBIH YPOBEHB IUIIOKO3BI M YPOBEHb (PPYKTO3aMUHA B
KPOBH CHIDKAIOTCS TI0 CPABHEHHUIO C YPOBHEM JI0 Hadaia JiedeHus. Jl0MOIHUTEIbHOE IOATBEPIKICHIE TepaIreB-
THYECKOTO yCIIeXa MOITYy4aloT, €CIM 3HAUYNTEIFHO MCHBIINHA MPOIEHT KOIIEK, MOABEPTHYTHIX JICYCHHIO C TIOMO-
B0 (hapMareBTHYECKOH KOMITO3HIIMK B COOTBETCTBHH C HACTOSIINM H300pPETEHHEM, IO CPAaBHEHHIO C KOIIKa-
MH, KOTOpBIE OBLIM MOABEPTHYTHI JICYCHHIO C MOMOINBIO APYTHX JICKAPCTBEHHBIX NPENapaToB, MPETEPIEBaET
KpPaTKOBPEMEHHOE yXYIIICHHE B METa00IM3Me TIIIOKO3BI (HATIPHMEp, THIIEP- FITH THIOTITUKEMIS).

[Ipumep 7. Yaydmenne GyHKIUH OETa-KIETOK MO DKEITYA0THON KeJe3bl.

B KIMHIYECKUX UCCICIOBAHUAX Y JHA0CTUICCKUX KOIICK, TOIBEPTIINXCS JCUCHHUIO B TCUCHUC PA3THYHBIX
MPOMEXYTKOB BpeMEHH (Harpumep, oT 4 Henenb 70 12 MecsueB), yCrneX JIeUeHHs IPOBEPSIICS C TIOMOIIBIO H3-
MepeHus: 6a30BOT0 YPOBHS IUIIOKO3BI B KPOBH, (PPYKTO3aMUHA KPOBH M YPOBHSI HHCYJIMHA B KPOBH U COOTBETCT-
BYIOIIIETO COOTHOIIICHHS MEXIy apaMeTpaMH JUTS WHANBHIYaTbHOH Komku. Kpome Toro, HampuMmep, CTUMYJIs-
U apTHHUHOM MOJKET OBITh MCIOJIb30BaHa ISl IPOBEPKH CIIOCOOHOCTH O€Ta-KIICTOK MOJPKEITyJOYHON KeJe3bl
K CEeKPeLNN WHCYIIIHA.

3HauNTENBHOE TIOBBIIIICHUE YPOBHS WHCYJIWHA B KpoBH (OO 0 Hadana JeUdeHHUs, JTHOO0 TOCIe CTUMYIIS-
TN apPTUHIHOM) B TIPOLIECCE WM B KOHIIE MCCIIEIOBAHUS IO CPABHEHHUIO C HCXOIHBIM 3HAUYEHHEM, MM TI0 CPaB-
HEHUIO ¢ TPYIIIOH Turane6o, WM TPYIIION, MOyYaBIIel IPYTyI0 TEPaINnio J0Ka3biBaeT 3(pPeKTUBHOCTD (apma-
[EBTHYECKOH KOMITO3UIIMH B COOTBETCTBHH C HACTOSIIIUM H300PETEHHEM B YIIYUIICHUH (YHKIIUH OeTa-KIETOK
MTOJKEITYA0YHON Kelle3bl y AuabeTnaeckux Komiek (¢ur. 15).

[Mpumep 8. Pemuccus nnabera.

B kaMHMUYECKHUX HCCleIOBaHMSIX Y INa0EeTHYEeCKMX KOLIEK, MOABEPTIINXCS JICUCHUIO B TeUEHHE OoJee -
TENIBHOTO TIepHo/ia BpEMEHH (HampuMep, oT 3 MecsIEeB 10 1 rosa), ycnex JIeYeHHsl IIPOBEPSUICS C IOMOIIBIO U3-
MepeHUsl 6a30BOr0 YPOBHS TIFOKO3EI B KPOBH, (PPYKTO3aMUHA B KPOBU M YPOBHS MHCYJIMHA B KPOBH U COOTBET-
CTBYIOIIECTO COOTHOIIICHUS MEXKITy MapaMeTpaMHu JUIsi MHIUBUAYATbHON KOIITKH.

Hmeercs monTBepkAeHNE TEPaleBTHUECKOTO YCIIeXa, €CiM JIabopaTopHbIE IOKa3aTesd CHIKAIOTCS 110
CpPaBHEHHMIO C YPOBHEM JI0 JIeueHUs 63 HeOOXO0AMMOCTH HHbEKINK HHCYauHa (dur. 15).

B ciydae ecnim coeanHeHE A HCIONB3YIOT B KOMOMHAIIMH, HAIPUMED, C HHCYJIMHOM TN APYTHMH IIperna-
paraMu, 3((QEKTUBHO yMEHBINAIONIMMHI THIIEPTINKEMHIO, )KHBOTHOMY U3 CEMEHCTBA KOIIAYbMX MOYKHO OTME-
HUTH BBE/ICHUE MHCYJIMHA WM JPYTOTO JIEKAPCTBEHHOTO CPENICTBA, HO MIPH STOM BCE €Ile 00eCTIednBaTh IIIHKe-
MHYECKHI KOHTPOJIF B HOPMAJIBHBIX IIpeIeiax.

Haubonee npennoyTuTebHO, KOTa XKMBOTHOMY M3 CEMEHCTBa KOIIAYbMX OTMEHSIOT BBEJECHHUE COENIU-
HeHus A.

ITpumep 9. CHMXKEHUE TUIIEPTITUKEMUH.

B ximHHYeCKMX HCCNENOBaHMAX y THUA0CTUYECKHX KOLIEK, KOTOPHIE IOABEPrajINCh JICUEHHIO B TCUCHHUE
Pa3IMYHBIX MPOMEKYTKOB BpeMeHH (HampumMep, oT 1 aHs 10 12 MecsIeB), ycreX JeUeHHs Y KOIICK ¢ THIICPTIH-
KEeMHUEH TpOBEPsUICS MYTEM OIPEICICHUS YPOBHS TIIFOKO3bI B KPOBU WM YPOBHS (PPYKTO3aMUHA B KPOBU. 3HA-
YUTEIHHOE CHIDKCHHE THX 3HAYCHHIH BO BpeMs HCCICIOBAHMSA WJIM B €r0 KOHIE MO CPAaBHEHUIO C MCXOJHBIM
3HAaYCHHEM, WJIH 110 CPAaBHEHHIO C TPYIIOH mane6o, WK TPYIION, TOTy4aBIIed IpyTyio Tepamnio, J0Ka3hIBaeT
3 dexTruBHOCTH (hapMareBTHIECKOW KOMIIO3UIINN B COOTBETCTBUM C M300PETEHHUEM B YMCHBIIEHUH THUIIEPTIIH-
KEMHUH Y KOIICK.

ITpumep 10. CocTaB Tena u CHUKCHHE KUPA B OpraHU3MeE.

Crnenyromuii TpuMep MOKa3hIBACT MOJOKUTEIHHOE BIMSHUE COSNMHEHHA A y TydHBIX Komiek. CoexuHe-
HHE A BBOAWJIN KOIIKaM, KOTOPBIE CTPAAAIOT 0)KUPEHHEM, HMEIOLINM OeCTIpensITCTBEHHBIN AocTyI K ene. ['pyn-
bl (N=6 Ha rpymiy) mepopaibHO MOIYYadd OMH pa3 B JCHB JTUOO TOJIBKO HOCHUTEIN (KETaTUHOBBIC KATCYIIb),
160 HocuTenb, coaepkamuil naruoutop SGLT2 (cyxoe coenuneHue) B 103e 1 MI/KT B TedeHHe 4-X HEAEINb.
Crenyromue dKCIIEpUMEHTHI ObUIM MTPOBEICHBI /10 Havyalla JEeUeHHUsI U B KOHIIE 4-HEJEIbHOTO Mepruoa JIeUeHHs
INpUMEpHO 4epe3 24 4 mocie MOCIEAHEr0 BBeACHUs coeanHeHus/Hocutens. Kak nokaszano Ha ¢ur. 6, KOHIIEH-
TpalUy JCNTHHA B KPOBH 3HAYUTEIHFHO YMCHBIIAIUCH B TCUCHHE MEPHOAA MCCICIOBAHUS Y KOIIEK, KOTOPBIX
MOJIBEPTaJIN JICUCHHIO (CpeaHHe 3HaYeHUS: 10 - 2482 nMoub/11, moce - 2213 mmons/m, p <0,05).

Henpsimas kanopuMmeTpus MOKa3bIBaeT BIMSHUE JICUSHUS Ha SHepreTudeckuii MerabonmsM. Koaddumnent
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nerxatenbHoro razoooMmeHa (RER; cootHomenne mexny xommuectBoM Bbiabixaemoro CO, u Bapixaemoro O,
cM. ¢ur. 7) moka3pIBacT 3HAYUMO TOBBINICHHBIH METa0OIU3M JKUPHBIX KUCIOT (UCIOJB30BaHUE JHIUAIOB) Y
MOJIBEPTHYTHIX JICUEHWIO JXKMBOTHBIX (cpemnue 3Hadenwss RER: 0,749 no medenms, 0,728 mocie JedeHwUs;
p<0,01).

[oBbITIEHHOE KCIOIB30BAHUE JHIHOB TAKKE HMEIO OTPAKCHHUEC B YBEIMYCHHBIX KOHICHTpANUAX [3-
runpokcuoyTupata B KpoBu (B-HB/BHB), kax moka3ano Ha ¢ur. 8. I[loBbimicHHe KOHIICHTpanuii [3-
THIPOKCHOYTHpaTa He MPEBHIIIAI0 HOPMAaJIbHBIX KOHTPOIBHBIX 3HAUCHHH.

OTH U3MEHEHUsI B COOTBETCTBYIOIINX AaHHBIX Ha MPOTSHKEHUH BCETO MCCICAOBAHUS TOKA3BIBAIOT 3HAYUMYIO
KOPPEJAINIO U CBUACTEIBCTBYIOT O TOM, YTO JICUCHUE JIEMOHCTPHPYET OJIarOTBOPHOE BIIMSHIE Ha COCTAB TEla.

Takum 00pa3om, JaHHBIE TTOKA3BIBAIOT TOJIOKHUTEINBHYIO KOPPEILIIHAI0 MY U3MECHEHHEM KOHIIEHTPAIHH
JenTrHA B KpoBU ¥ m3MeHeHne RER 1o u mocie 4 Henenb JedeHus ¢ IOMOIIbIo coeAnHeHus A (¢ur. 9), a Takxke
OTPHILATENFHYIO KOPPEIIINIO MEeXAY YpoBH:IMHE B-okcnOyTHpaTa B kKpoBH (3-HB/BHB) u RER (¢wur. 10).

[TapameTps! TeueHH OBLIM HEM3MEHHBIMH, U HUKaKHWe KETOHOB HE OBUIM OOHapyXeHBI B Mode. Takmm
00pa3oM, CABUT METa0OJIU3Ma JTUIUIOB U YIJIEBOJOB HAXOAHUTCS B MpeaeiaaX HOPMAaTbHBIX (DH3HOJOTHICCKIX
JIara3oHOB.

Kaxk crenctBue aToro, 4-HeAeIbHOE JIEYEHUE Y KOIIEK C 0)KUPEHHUEM SICHO 10Ka3aj0, YTO JANUCIHUIINIOKUHE-
Mus ObLTa yaydllieHa W, KPOME TOTO, CABHT HCIOJIH30BAHUS META00IMIECKOTO CyOCTpaTa OT TIIFOKO3BI K JIUIIH-
JlaM TIpeJICTaBIsIeT COO00H SIBHOE IPEUMYIIECTBO B JICYEHHH TYYHBIX KOLIEK. DTH JAaHHBIE YOEIUTEILHO CBUC-
TEJNBCTBYIOT O TOM, YTO COCHMHEHNE A MOXET JICYUTh IpeAIualdeT y )KUBOTHBIX U3 CEMEHCTBA KOMIaubHUX.

ITpumep 11. ITwoTHOE KIMHUYECKOE WCCIEAOBaHUE COSAMHEHHUS A Ha KOIIKax ¢ AuabeToM, TpHUHaIIe-
JKaIIUX KIMCHTaM.

Crienyromue naHHble OBUTH TIOMyYeHBI Ha 4 MUabeTHYeCKUX KOIIKaX, KOTOPhIE MPEAToIaraeMo MmoaBepra-
JIUCH JICUESHUIO TP MEPOPAITLHOM BBEJIEHWU | MTI/KT OJWH pa3 B JIeHb coeuHeHns A B TeueHue 28 aHeit. Jnar-
HO3 caxapHOTo nuabdera ObUT clelaH Ha OCHOBAHUHW COZACPIKAHUS TIIFOKO3BI B KpoBU >250 mr/mi (13,9 Mmmoms/im)
MIPU CKPUHUHTE, JINOO TIIOKO3YPHH, JTHOO CHIBOPOTOYHOTO (pykro3amuHa >400 MKMOJB/I U COXpaHEHUH IO
KpaifHe#t Mepe OHOTO KIMHUYECKOTO COCTOSHU/CUMIITOMA, COOTBETCTBYIOIIETO CaXapHOMY AUabeTy: BSIIOCTb,
MOJNYPUSL, TOTUIUICHS, TIoudarus, IOTeps Beca W/HIIH CTOTOXOAAIICE MOJIOKCHUH 3aJHUX HOT (AuabeThde-
cKasl MOoJIMHeHponaTus).

PesynbraTel nokasanu, 4ro cpenHee 3HadeHue (Qur. 13) rioko3sl B KpOBH, Kak IOKa3aHO Ha KPHBOH CO-
JIep>KaHMs TIIFOKO3EI B KPOBHU B T€UEHHE 9 4, 3HAUNTEIBHO CHIKAJIOCh Y BceX 4 KOIIEK MO CpaBHEHHIO ¢ 6a30BOM
JMHUCH K KOHITy HccienoBanus. CHIKCHUE TIPUCYTCTBOBAJIO yXKe Ha 7-H IEHb M HCOXKHUIAHHO OBLIO BBISBICHO B
TaKOH CTENeHH, KOTOpasi ObLTa CPaBHUMOM C JOJITOCPOYHON Tepanueld HHCYIUHOM. JIs cpaBHEHWMsI, COMTOCTABH-
MOT'O CHIDKEHHS CPETHETO YPOBHS TJIFOKO3BI B KPOBH He HaOIr01anoch y 14 xomiek, noiry4yaBmux Bercynna® mo
14-oro mas (NADA 141-236, Freedom of Information Summary, Vetsulin). YpoBeHb ¢ppykTo3aMuHa B CHIBO-
POTKE KPOBH MOATBEPAWT ATOT XOPOUIUH TNIMKEMUYCCKHA KOHTPOJb U TAaKKe CHIDKAJICS IO YPOBHS HIKE
350 MKMOJIB/T (OTIMYHBIN KOHTPOJb B COOTBETCTBUHU C JTAOOPATOPHBIMHU IMPABHIIAMUA MHTEPIIPETAITUH) Y BCEX
Komek Ha 28-i1 nens (pur. 14). B MpoTHBOIIOIOKHOCTH 3TOMY, CPEAHUA YPOBEHb PPYKTO3aMUHA B CHIBOPOTKE
KpPOBH IS KOIIEK, KOTOPBIX IMOABEPTaNN JiedeHHIo BeTcynmuaoM, cocTaBisin 546 Ha 30-i JeHh U ocTaBajICs TO-
BEINICHHBIM 10 3HaueHus 462 ra 60-it nenb (NADA 141-236, Freedom of Information Summary, Vetsulin).

Bce xomku nokasanu yiydiieHHe 1Mo KpalHel Mepe OHOTO KIMHHYECKOTO COCTOSHUS/cuMIToMa 1 3 u3 4
KOIIIEK MOKa3aJIu YJIy4IlIeHHe 10 KpailHeH Mepe 3 KIMHUYECKHX COCTOSHHI/CHMIITOMOB I10 OLICHKE BIaJeNibla.
[To omenke mccienoBartelsi, BCe KOIWIKU YIYYLIIMIA OOMMI KOHTPOJIb Iuadera. DKCKPEHs TIFOKO3bI ¢ MOYOH
Obla CHIKEHa y BCEX KOILIEK K KOHITY HMccienoBaHus. He ObUIO 3aperncTpupoBaHO TMIIOTIIMKEMUH (Ompeness-
eTcsl KaK YpOBEHb IIIOKO3BI B KPOBU MeHee 70 Mr/m).

B 3axmroueHue, 3TH JTaHHBIC MOKA3BIBAIOT, YTO COCIMHEHHE A MOXKET OBITH HCIIONB30BAHO IS JICUCHHS
KOIIIEK C IrabeToM MpH MCIOIB30BaHUH MEPOPATBHON Tepanuy OTUH pa3 B ICHb, CPABHUMOM C TOJITOCPOYHON
WHCYJIMHOTEPAINeH Ba pa3a B JICHb.

Mpumep 12. Tlomyuenne  1-maHo-2-(4-muknonponuinoensmn)-4-(B-D-rinokonupanos- 1-na)6eH3omna
(coemunenue A).

Crnenyromuii TpuMep CHHTE3a CIY)KHT JJIs  WUIIOCTpaldu  crocoba moiydeHus 1-mmano-2-(4-
uKIIonpormioen3nn)-4-(B-D-riokommpanos- 1-mn)6en3ona (coenunenue A). Takxe omuchiBaeTcs criocod mo-
JYYCHHUS €r0 KPUCTAITMYECKOTO KOMIUIeKca ¢ L-iponnHOM. DTO ciieyeT paccMaTpuBaTh JIHIIh B Ka9eCTBE BO3-
MOXKHOTO CIT0cO0a, OIMMCAaHHOTO B KadecTBe MpuMmepa, 0e3 orpaHmdeHus oO0beMa HACTOSIIETO H300pETEHHSI.
Tepmuns!l "KoMHaTHas TeMmmeparypa" U "TeMmepaTypa OKpyKarolled cpelbl" HCIONB3YIOTCS KakK B3auMo3aMe-
HsleMBbIe M 0003HAYal0T TeMneparypy npuonusurenasao 20°C. Mcnons3yoTest Ceayomue COKpaeHus:

JAM® - mumerundopmamu;

NMP - N-MeTun-2-nupposiuioH;

TI'® - TerparunpodypaH.
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[Monyuenue 4-6pom-3-runpoxcumMeTni-1-noadoeH3ona
Br

OH

I

Oxcanun xmopun (13,0 mir) npuOaBIsUI K OXJTaXICHHOMY Ha JIbAY pacTBOpY 2-0pomo-5-nonbeH3oitHoi
kucaotsl (49,5 r) 8 CH,Cl, (200 mi). [Tpubasmsutn AM® (0,2 mit) ¥ pacTBOp NepeMenInBali Py KOMHATHOM TeM-
nepatype B TeueHue 6 4. [loroM pacTBOp KOHIIEHTPUPOBAIIM TIPH CHIDKEHHOM JIaBJIEHHH U OCTAaTOK PAacTBOPSUIM B
TI'® (100 mu). TTomydeHHBIN pacTBOP OXJIAXKIAIH Ha JensHol 6ane u npubasisutk yacTsimu LiBH, (3,4 1). Oxia-
JKIAIOMTYI0 OaHIO YIalsuId U CMECh TIePEMEIINBAlIl IPH KOMHATHOH TeMIiepaType B TeueHue | 4. PeakiimonHyio
cMech pa3Boauiu ¢ momoibio TT'® u obpadareiBamm 0,1 M XJIOpHCTOBOIOPOIHON KHCIOTHI. [ToTOM opranude-
CKHI CTIOW OTAETISUTH M BOJHBIA CIIOW SKCTPArupoBalIv ¢ MMOMOIILI0 dTHianeraTa. OObeIMHEHHBIE OPTaHNIECKUE
ciou BeicymuBamu (Na,SO,), 1 BeITapUBaIA PACTBOPUTEN NMPU CHIDKEHHOM JIaBIICHUH C TIOTYISHHUEM CBHIPHEBO-
TO IPOAYKTA.

Bexon: 47,0 T (99% 0T TeopeTHIecKoro).

[Momydenue 4-6pomo-3-xmopmeTni-1-noxdenzona
Br

Cl

I
Tuonmnxnopuy (13 mi) npubasnsun kK cycrneHsuu 4-6pomo-3-ruapokcuMeTii-1-nondensomna (47,0 1) B
muxyopmerane (100 mi), cogeprkamem JJM® (0,1 mur). CMmech nepeMeIMBagy IpU KOMHATHOW TeMIIepaType B
Teuerne 3 4. [loTom pacTBOpuTETh M U30BITOK peareHTa yAaIsiu IPH CHWKEHHOM AaBieHuH. OCTaTOK pacTu-
paiy ¢ METaHOJIOM U BBICYIIUBAIIH.
Brexon: 41,0 T (82% 0T TeopeTHIecKoro).
TTonyuenne 4-6pomo-1-moa-3-heHokcumeTHI-0eH3071a

Br

I
®enon (13 1), pactBopennsiii B 4 M pactBope KOH (60 mui), mpubaBnsuim k 4-0pomMo-3-XJI0pMeTHII-1 -

nonoenszoiny (41,0 T), pactBoperromy B areroHe (50 mm). [Ipubasmsum Nal (0,5 r) 1 mony4eHHyI0 cMech Tiepe-
memmBaiy nipu 50°C B TedeHne Houu. [ToTOM MpUOABISIN BOMY M MOJYYEHHYIO CMECh SKCTPAarMpoBalld C TI0-
MoIpl0 JTHnanerara. O0beNUHEHHBIC dKCTPaKThl BhicymmBad (Na,SO,) W BBIApUBAIN PACTBOPUTENH TPH
CHIDKEHHOM JaBiicHHH. OCTAaTOK OYHMINAIA C TOMOINBI0 Xpomarorpaduu Ha cuiukareie (IUKIOTeK-
can/>Tunanetat 19:1).
Bexon: 38,0 T (79% oT TeopeTudeckoro)
[Momyuenue 1-6pomo-4-(1-meTokcu-D-rimokonupanos-1-mi)-2-(peHokcnmernin)oeH3oa

Br

2 M pactBop iPrMgCl B TI'® (11 mur) npubasisiu k cyxomy LiCl (0,47 r), cycnenaupoBanaomy B TI'®
(11 mur). Cmechp mepeMemInBajId MpH KOMHATHOM TeMmeparype A0 TeX Mop, Moka He pactBopsuics Bech LiCl.
3TOT pacTBOp MPHOABIUIH 110 KAILISIM K pacTBopy 4-6pomo-1-non-3-peHokcumernnbensona (8,0 ) B TeTparu-
podypane (40 mi), oxnaxaennoM 1o -60°C B atmocdepe aprona. PactBop Harpesanu g0 -40°C, a moTom npu-
6asisun 2,3,4,6-rerpakuc-O-(tpumermicunmn)-D-rimokanupanoH (10,7 v, 90% uuctoTsl) B TeTparunpodypaHe
(5 mu). TTomydennsrit pacTBOp HarpeBanu 1o -5°C Ha oxJakmaronieil 0aHe W TepeMeNINBAIA B TEUSCHUE JOTIOJ-
HUTENBHBIX 30 MUH TIpH dTol Temnepatype. [Ipudasismn Bogubiid pactBop NH4Cl u mosrydeHHYI0 cCMeCh DKCT-
parupoBayi C TOMOIIBIO dTHnarerara. OObEeJMHEHHBIE OPTaHUIECKUE 3KCTPAKTHI BRICYIIMBAIN HaJl Cylb(haToM
HATpUS U YAASIH PacTBOPHUTEIh NIPU CHIDKEHHOM JaBieHur. OcTaToOK pacTBOpsud B MeTaHoue (80 M) u oOpa-
OatpIBaM MeTaHCYJIb()oHOBOM KUCIOTOH (0,6 MIT) C TIOydeHHEM HCKITIOUUTEIHHO OoJiee CTaOMIHLHOTO aHOMeEpa.
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ITocne nepememnBanus peakIOHHOTO pacTBopa mpu 35-40°C B TeueHHe HOUM PacTBOP HEHTPAINU30BaNIU C II0-
mombto TBeproro NaHCO; u MeTaHoN y#aysuid IpU CHIDKEHHOM jaBieHHH. OCTaTOK Pa3BOAMIM C ITOMOLIBIO
BoaHoro pactBopa NaHCO; 1 momydeHHyI0 CMeCh IKCTPAarupoBa ¢ IOMONIbI0 dTunanerara. O0beuHEHHbBIE
SKCTPAKTHI BRICYIIUBAIN HAJ CyTb(haTOM HATPUS M BHIIAPUBAIH PACTBOPHUTENH C MOJyYCHHEM CHIPHEBOTO IIPO-
IyKTa, KOTOPBIH TOABEPTaIl BOCCTAHOBIICHHIO 0€3 JOTIOTHUTEIHFHON OUHCTKH.
Bexon: 7,8 T (93% oT TeopeTHIeCcKoro).
ITonyuenue
1-6pomo-4-(2,3,4,6-TeTpa-O-aneTri-D-rarokonupanos- 1 -ni)-2-((heHoKCuMETHIT ) OeH3071a

Tpudtopun mwdTHIITEpaT Oopa (4,9 ™Mi) mnpubaBmsim K pacTBopy 1-O6pomo-4-(1-metokcu-D-
TIIIOKOTIHpaHo3- 1 -m)-2-(denokcumetwn)oensona (8,7 r) u tpudTricwiana (9,1 mn) B quxmopmerane (35 mu) u
aneroHutpmwie (50 mi), oxnaxxaeHHbIX 10 -20°C mpu TakoW CKOPOCTH, YTOOBI TEMIIepaTypa IOIepKUBAIACH
Hiwke -10°C. TTomy4ennsiit pactBop HarpeBanu 1o 0°C B TeyeHue neprosa BpeMeHH 1,5 4 u motom oOpadatsl-
BaJIM C IIOMOILBIO BOJHOTO PacTBOp THApokapOoHaTa HaTpus. IlonmyueHHYI0 cMech NepeMelnBalId B TEUCHUE
0,5 4, ymansim opraHM4ecKuil pacTBOPHUTENb, M OCTATOK HKCTPArMPOBAJIM C IOMOIIbIO THianeTara. Oobean-
HEHHBIC OPTaHWYECKUE CJIOW BHICYLIMBAIN HaJ CyJIb()AaTOM HATPUS M YAAJSUIH pacTBOpUTenb. OCTaTOK MepeHo-
cuiM B auxyiopMeraH (50 MI1) M HOClieIoBaTeNIbHO MPHOABISUIM K pacTBOpY NHUpHAMH (9,4 M), YKCYCHBII aH-
ruapuz (9,3 m) u 4-mumernnamudonupunud (0,5 T). PactBop nepeMemmBanu B Teuenne 1,5 9 mpu KOMHATHOM
TeMIIepaType U IOTOM Pa3BOJWIN JUXJIOPMETAaHOM. DTOT PacTBOP IBaKIbl MPOMBIBAIHM ¢ ToMoibio 1| M xmopu-
CTOBOJIOPOJTHOM KHCJIOTHI M BBICYIINBAIK Haj cyiab(aTom Hatpus. Ilocne 3Toro yaaisian pacTBOPHUTEINb, OCTATOK
MEPEKPUCTAIUTN30BBIBAIIN U3 ATAHOJA AT TOIY4EHHS IIPOIYKTa B BUIE OECIIBETHOTO TBEPOTO BEIIECTBA.

Bexon: 6,78 T (60% 0T TeopeTHIecKoro).

Maccossiit ciextp (ESI'): m/z = 610/612 (Br) [M+NH,]"

[Monyuenne 2-(penoxcumernin)-4-(2,3,4,6-rerpa-O-anetmin-D-rioxonupanos- 1 -nir)0eH30HUTPHIIA

Yepes kondy ¢ 3arpykeHHbMH nuanuaoM nuHka (1,0 1), muakom (30 mr), Pd,(nndensmmnenaneron); *CHCI;
(141 mr) u terpadropboparom TpH-TpeT.-OyTHIPOChOoHMEM (111 Mr) mpomyckanu apros. Ilotom npubaBisnm
pactBop 1-6pomo-4-(2,3,4,6-terpa-O-anerun-D-rimoxkonnpanos-1-umm)-2-(henokcumernn)oenzona (5,4 r) B
NMP (12 mi1) 1 Oy4eHHYI0 cMech MepeMeNInBaIi IIpU KOMHATHOW TemriepaTtype B TeueHue 18 u. [Tocie pas-
BE/ICHHS C TIOMOINBIO ATUJIAIIETaTa CMECh (PUIBTPOBAIHN U (DMIIBTPAT MIPOMBIBATIH BOJHBIM PACTBOPOM THAPOKap-
O6onata HaTpusa. OpraHudeckyto a3y BBICYIIUBAIH (CyIb(aT HATPHUS) U yIAISUIA pacTBOpUTENb. OCTaTOK TIepe-
KPHUCTAJTU30BBIBAIIN U3 9TaHOJA.

Brexon: 4,10 T (84% 0T TeopeTHueckoro).

Maccossiit ciiektp (ESI): m/z = 557 [M+NH,]"

AJBTEpHATHBHO COEIMHEHHE, ONMHCAHHOE BBIIIE, CHHTE3UPOBAIH, HCIONb3YsI B Ka4ECTBE HCXOJHOTO CO-
enuHenust 1-6pomo-4-(2,3,4,6-terpa-O-anetni-D-rinokonupanos- 1 -mi)-2-((heHoOKCHMEeTHIT)0eH301 IPU UCTIO0Jb-
3oBanuu iuanuga meau (1) (2 sxkeuBanenra) B NMP mpu 210°C.
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[omydaenue 2-6pomomerii-4-(2,3,4,6-rerpa-O-anermi-D-riarokonupanos- 1 -min)0eH30HUTpHIA

O

33% pacTBOp OPOMHCTOBOJOPOIHON KHCIOTHI B yKCycHOH Kuciore (15 mur) mpuOaBisuin K pacTBopy 2-
(denmmokcumeti-4-(2,3,4,6-terpa-O-aneTmwi-D-rimokonupanos- 1 -mn)oenzonutpuwna (0,71 T) U yKCycHOTO aH-
rugpuaa (0,12 mi) B ykeycHoit kuciore (10 mun). [TomydeHnsli pacTBop nepememiBaiy npu 55°C B Teuenue 6 4
Y TIOTOM OXJIXJIAJIM Ha JeJIHOH OaHe. PeakIMOHHYIO cMech HEHTPaIM30BaIi C TOMOIIBIO OXJIAXKICHHOTO BOJI-
HOTO pacTBopa KapOOHaTa Kaius M MOJYyYEHHYI0 CMECh SKCTParupoBay ¢ IIOMOIIbI0 aTrinanerara. O0be1nHEH-
HBIE OPTaHUYECKHEe YKCTPAKTHI BRICYIIIMBAIHN HAJ CYyIh(PaTOM HATPHUA U YIOAJSUIA PAaCTBOPUTEIh IPU CHIDKEHHOM
naBieHnn. OCTaTOK MEPEeHOCHIIM B CMECh dTHJIANeTAT/IIMKIIOTekcaH (1:5) i mpenunuTaT OTACISITN ITyTeM (HITb-
TpOBaHMA U BeICyIIHBaIH pH S0°C ¢ IOTydeHUEM YUCTOTO MPOIYKTA.

Bexon: 0,52 1 (75% 0T TeopeTHdeckoro).

Maccossiit ciiexktp (ESI'): m/z = 543/545 (Br) [M+NH,]"

TTonyuenne 4-nuxronponwiheHUITOOPOHOBOM KUCIOTHI

HO\I?
OH

2,5 M pactBop H-Oyrmuutuss B rekcane (14,5 wu) mpubaBmsmu mo KamwmsiM K 1-Opomo-4-
nukIonponmitoen3ony (5,92 r), pactBopeHaomy B TT'® (14 mi) u tomyose (50 MiT), H OXJTaXAATH 10 TEMIIEpa-
Typsl -70°C. Tlomy4yennslii pactBop nepemerusany npu -70°C B teuenune 30 MuH nepen npudaBiIeHUEM TPHH-
3onponubopara (8,5 mi). PactBop Harpesanu 1o -20°C u moToM 00padaThIBaiIy NpH Kcnoiab3oBanuu 4 M Boj-
HOHM XJIOPUCTOBOAOPOJHOM KHCIOTHI (15,5 mir). PeaknnoHHyI0 cMech 3aTeM HarpeBajii 10 KOMHATHOH TemIiepa-
TYpBI ¥ OT/EISUIA OpraHrdeckyro gazy. BoaHyro ¢asy skcTparupoBasii ¢ IOMOIIBIO ATUIIAIIETaTa U BBICYIINBA-
M o0beAMHEeHHBIE opraHndyeckue (assl (cynbdar HaTpust). BelmapuBany pacTBOPUTENh U OCTATOK IPOMBIBAIIN
IIPU MCTIOJIB30BAaHUM CMECH 3Tepa M IMKJIOTeKCaHa ¢ I0JlydeHneM MPOAYKTa B BUAE OSCLIBETHOTO TBEPIOTO Be-
IIECTBA.

Bexon: 2,92 1 (60% 0T TeopeTHIecKoro)

Maccogsiii cniektp (ESI'): m/z=207 (Cl) [M+HCOO]

[onydenue 1-unano-2-(4-unkiaonponmndensun)-4-(-D-riaroxonupanos- 1 -mr)deH3ona

B HamosiHeHHYIO aproHOM KOJIOY BHOCHIH 2-OpoMomeTmin-4-(2,3,4,6-tetpa-O-anetuin-D-rimrokonupanos- 1 -
win)6erzonutpu (1,60 r), 4-muxiionponmi-peHnnooporosyto kucnoty (1,0 r), kapobonar kanus (1,85 r) u mera-
3UpOBaHHYIO cMech 3:1 anerona u Boasl (22 mir). CMech NepeMennBalii IpU KOMHATHOW TEMIIEpaType B Tede-
HHE 5 MUH, TIpeIBapUTEIbHO OXJIAXKICHHYIO Ha JefsHoi 6ane. [Torom npubasisum nuxiaopua nayuaaus (30 mr)
Y PEaKkIHOHHYIO CMECh IIEpEMEIINBAIIM B TeueHrne 16 4 mpu KoMHaTHOH Temneparype. [lorom cMmech pa3Boauin
C TIOMOIIIBIO HACKHIIICHHOTO COJIEBOI'O PAacTBOPa M AKCTpPArHpoBaiy dTHianeraroM. OObeIMHEHHBIE SKCTPAKTHI
BBICYIIMBAJIM HaJ| CyIb(}aToOM HATPHSI U yIAIISUIA PACTBOPUTENb TP CHIDKCHHOM JAaBieHHH. OcTaToK pacTBOpsi-
i B Metanoie (20 mur) m oOpabateiBainy 4 M BOJHBIM pacTBOPOM THApoKcHaa Kamus (4 mi). [TomydeHHbIH pac-
TBOP MEPEMEIINBAM MPH KOMHATHON TeMIiepaType B TedeHue | 9 ¥ MOTOM HEHTpaau30Bad ¢ TIOMOIbI0 1 M
XJIOPUCTOBOJOPOIHOM KHCIOTH. MeTaHOI BBIIAPHBAIN, OCTATOK Pa3BOJMIN C MOMOIIBIO HACBHIIIEHHOTO COJe-
BOTO pacTBOpa M 3KCTparupoBany 3tunanetaroM. CoOpaHHbIE OpPraHWYECKHUE SKCTPAKTHI BBICYIIMBAIN HAJ
cynmb(}haToM HATpUs U YAATSUTH pacTBOpUTENb. OCTATOK MOJABEPTaly XpoMmarorpaduu Ha CHIIMKaresne (IuXIIop-
Metan/metanon 1:0 ->8:1).

Bexon: 0,91 1 (76% 0T TeopeTHIecKoro).

Maccossiit cniextp (ESI): m/z = 413 [M+NH,]"
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[Monmyuyenne kpucrammyeckoro komriekca (1:1) coequaenus A ¢ L-npomurom

L-nposna (0,34 1), pacTBopeHHBIH B 2,1 Ml cMecH 3TaHONa U BoJbl (00beMHOE cooTHomenue 10:1), mpu-
0aBisI K pacTBOpy 1-nmano-2-(4-nuxronponuibensuin)-4-(3-D-rmokonupanos-1-mwn)oenzona (1,17 r, momy-
YEHHOT'O TaK, KaK OIMCAHO BBIIIE), PACTBOPEHHOTO B 2 MJ 3TaHoa. [lodydeHHbIH pacTBOp OCTABISIM AT OT-
CTaWBaHUS NPH KOMHATHOU TemmepaType. [Ipubmmsurensao gepes 16 4 KpUCTANTHUECKUIT KOMIUIEKC H30JIHPO-
BaJIM B BU/Ie OCIBIX KPUCTAIUIOB ITyTeM (MIBTpOBaHMA. B cirydae HEOOXOIMMOCTH KPHCTALTU3AIHS MOXKET OBITh
WHULNAUPOBaHA, HAPUMeEp, ITyTeM IapanaHus CTCKITHHON MaJOYKOW WIIM METAJUTMYECKUM IImaTeieM WIH Iy-
TEM BHECCHHS 3aTPaBOUYHBIX KpUCTaUTOB. OCTaBIIMICA PAaCTBOPHUTENb YJAILIIM IMyTEM XPaHEHHUS KPHUCTAIIIOB
TIpH cJieTKa MoBbImeHHON Temmeparype (oT 30 mo 50°C) B ycinoBuax BakyyMa B TeueHHE MPUOIU3UTEIBHO 4 4
1o nonmydeHust 1,27 v xpucrammdeckoro 1:1 xommiekca L-nponwna u 1-1uaHo-2-(4-0UKIOTPOTHIOSH3MIT )-4-
(B-D-raroxonmpanos- 1 -uim)6eH3oma.

INomyyanu HECKOABKO MapTU KPUCTAIIHNUECKOTO KOMIUIEKCAa B COOTBETCTBUU C ONKCAHHBIM BBIIIE CIIOCO-
6om nosrydenusi. [Ipomiin peHTTeHOBCKO# OPOMIKOBOH TU(paKy coBrafaid. TOUKN TUIABICHHUS OIpeess-
1 ¢ nomotkio DSC 1 oneHnBany kak TeMneparypy Hadaina pasnokeHus. [IpuMeps! Todek ruiaBieHus NpuoiIn-
3uTenbHO cocTaBsuin 89, 90, 92, 101 u 110°C. ITopomkoBasi peHTTeHOBCKasl TU(PpaKTOrpaMMa, Kak HpeCTaB-
neHo B Tabu1. 1 u kak nokaszaHo Ha ¢ur. 11, DSC u TG guarpammsl Ha ¢ur. 12 cOOTBETCTBYIOT HAPTUH C TOYKOH
IaByieHust npubnmsutensHo 90°C.

[TopomrkoBast peHTreHOBCKas AM(PAKTOrpaMMa KpPUCTAJUIMIECKOTO KOMIUIEKca coenwHeHns A u L-
nposinHa (TUKY BILIOTH 10 30° B 2 ®) obecrieunBaeTCs BhINIE B Ta0M. 1.

[Ipumep 13. Penentypsr.

OrnrcaHbl HECKOJIBKO TIPUMEPOB PEIENTYP, B KOTOPBIX TEPMUH "aKTHBHOE BEIIeCTBO" 0003HAYaeT WHTHOM-
top SGLT2 mnm ero dapmareBTHUECKH pueMIIeMy0 GopMy, HapuMep MpoJieKapCTBEHHYI0 (GopMy WIH KpH-
CTAJUIMYIECKYIO (OopMYy, AJIs IPUMEHEHHUS B COOTBETCTBHH ¢ M300peTeHneM. B ciydae koMOMHAINHY C OAHUM WIIN
HECKOJBKIUMH TOTIOJIHUTESIFHBIMU aKTHBHBIMH BEIIECTBAMU TEPMHUH "aKTHBHOE BEIIECTBO" MOXKET TaKKe BKIIO-
4yaTh JONOTHUTENBHOE AKTUBHOE BEILECTBO.

Tabnerku, conepxkariue 100 M akKTHBHOTO BEIICCTBA
Cocras:

1 TabneTka cCoOmepKuUT:

aKTUBHOE BEIECTBO 100,0 mr
JIaKTO03a 80,0 mr
KYKYPY3HBIH Kpaxmai 34,0 mr
MOJIUBUHUJIIUPPOIUIOH 4,0 mr
cTeapaT MarHus 2,0 mr
220,0 mr

Crioco6 mosrydeHusl.

AKTHBHOE BEILIECTBO, JIAKTO3Y M KpaxMall CMELIMBAJIH BMECTE M PABHOMEPHO CMAuUBaIH IIPH HCIIOJIB30Ba-
HHU BOJIHOTO PacTBOpPA MOJMBHHWINHPPONIHIOHA. [Toce 3Toro yBnakHEHHYI0 KOMITO3HLHIO IIOIBEPraay Hpo-
cenBaHMIO (pazmep cura 2,0 MM) M BBICYIIHBAJIA BO MHOTOSIPYCHOM YCTPOWCTBE JUIsl BEICYIIMBAHUS ITPH TEMITE-
parype 50°C, mociie 4ero BHOBb IOJBEPTaIN MPOCeHBaHMIO (pa3Mep curta 1,5 MM) ¥ MpuOaBisIIM JTyOpHKaHT.
3aKITFOYUTENBHYIO0 CMECh OABEPTANIH ITPECCOBAHMUIO C OIyYEHHEM TaOJIeTOK.

Bec tabnerku: 220 mr.

Juamerp: 10 MM, TBYXIUIOCKOCTHasI, OTpaHEHHasl C 00EHX CTOPOH U C BHIEMKOI Ha OJTHOI CTOpOHE.

Tabnerku, conepxariue 150 M akKTHBHOTO BEIICCTBA
Cocras:

1 TabneTka COmEPKUT:

AKTHBHOE BEIECTBO 150,0 mr
JIAKTO3a B BUJI€ ITOPOLIKA 89,0 mr
KYKYPY3HBIH Kpaxmai 40,0 mr
KOJUUIOUJIHAsl ABYOKHCh KPEMHHUS 10,0 mr
MOJIMBUHUIMUPPOIUIAOH 10,0 mr
cTeapaT MarHus 1,0 mr
300,0 mr

ITonyuenue.

AKTHBHOE BEIIECTBO, CMEIIAHHOE C JAKTO30H, KYKypy3HBIM KPaXxMajoM U IBYOKHCHIO KPEMHHS, YBIAKHS-
7w ¢ iomontsio 20% BOAHOTO pacTBOpa MOJIMBHHUIIINPPOINIOHA U MPOITYCKAJK Yepe3 CUTO C pa3MEePOM SUEHKH
1,5 mm. ['panybl, BeicymeHHbIe TP 45°C, TIPOITyCKaIH Yepe3 TaKoe )K€ CUTO CHOBA U CMEIIMBAJIM C YKa3aHHBIM
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KOJIMYECTBOM cTeapara MarHus. TabJIeTku mpeccoBain U3 CMECH.
Bec Tabnerku: 300 mr.
Matpuna: 10 MM, TUTOCKASI.
TBepaple )KeTaTHHOBBIE KaTCyJbl, cofepkamue 150 Mr akTHBHOTO BEIIeCTBa
Cocras:

1 kamcyna COmEepKHUT:

aKTHUBHOE BEIIECTBO 150,0 mr

KYKYPY3HBIH Kpaxma npubausurensao 180,0 mr
(BBICYIICHHBIH)

JlakT03a (MOPOIIKOBasi) npubau3utenbHo 87,0 mMr
cTeapaT MarHus 3,0 mr

npubausutenbuo 420,0 mMr
IMomyuenue.
AKTHBHOE BEIIECTBO CMEUIMBAIN C HAMOJHUTEISIMH, MPOIYCKAIH Yepe3 CHTO C PasMepoOM OTBEPCTHA
0,75 MM ¥ TOMOTE€HHO CMEIIHBAJIHN IIPH HCIIOIB30BAHUHN TIpuemiieMoro obopynosanus. [lonydeHHyio cmech yra-
KOBBIBAJIM B TBEPBIC JKEIATHHOBBIE KAIICYJIEI ¢ pa3MepoM 1.
3anonHeHHAs Karcyia: npuoan3uTenbHo 320 mr.
O060I109Ka Karcyisl: TBepAas KeJaTHHOBAs KaIlCyiia ¢ pa3MepoM 1.

Cynmnosutopu, coaepxaiaue 150 Mr akTHBHOTO BEILIECTBA
Cocras:

1 cynno3utopuii cogepxur:

AKTUBHOE BEIECTBO 150,0 mr
MOJUA TUJIEHTIUKOIb 1500 550,0 mMr
MOJUATUIIEHTTHKOJb 6000 460,0 mr
MOJIMOKCHATHIIEH COPOUT 840,0 mMr
MOHOCTEapaT

2000,0 mr

INomyuenue.
IMocne Toro Kak Macca CyIO3UTOPHUS ObLIa pacIUIaBICHA, aKTUBHOE BEUICCTBO TOMOTCHHO PaCIIpeIeIIsIn
B JIJAHHOW CMECHU ¥ PaCIUIABICHHYIO CMECh 3JIMBAJIH B OXJIAXKICHHBIC (DOPMEI.
Awmnyinebl, cogepxaiune 10 Mr akTUBHOTO BeIlecTBa

Cocras:
aKTHBHOE BEIECTBO 10,0 mr
0,01 N xymopucTOBOAOPOAHAS B HEOOXOAMMOM KOJITYECTBE
kucnora/NaCl
OUAMCTUITHPOBAHHAS BOAA 10 2,0 M
INomyuenue.

AKTHBHOE BELIECTBO pacTBOpsuiM B HeoOxonuMoM kommdectBe 0,01 N HCI, npunaBann M30TOHHYHOCTD
pacTBOpY IPH UCIIOIb30BaHUU M3BECTHOW COJIM, CTEPHIIBHO (DMIIBTPOBAIN M IEPSHOCWIIN B aMITyJIBl Ha 2 MJI.
Awmrryibl, copepxaimue 50 M aKTHBHOTO BEIIECTBA

Cocras:
aKTUBHOE BEILIECTBO 50,0 mr
0,01 N x10puUcTOBOAOPOAHAS B HEOOXOJAMMOM KOJIHYIECTBE
kucynora/NaCl
OUANCTHILIHPOBAHHAS BOIA 1o 2,0 ma
ITonyuenue.

AKTHBHOE BeIlecTBO pacTBopsuti B HeoOxomuMoM konmdectse 0,01 N HCI, mpumaBanm M30TOHUIHOCTH
PACTBOPY NPH UCIOIB30BAHUU H3BECTHOW COJH, CTEPIIBLHO (DHUIIFTPOBAIU M MEPEHOCKIH B aMITyJibl Ha 10 ML
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DOOPMYVYIJIA N30BPETEHUA

1. Ilpumenenune uaruouropa SGLT2 mim ero apmarneBTHYECKH MpUEMIIEMBIX (GOPM IS JICHESHUs W/HITH
NpEeOTBPAIIEHUS METab0IMIECKOTO PacCTPONCTBA y JKUBOTHOTO CEMEHCTBA KOIIAaubuX, riae nHruourop SGLT2
TpeACTaBIsieT coOoit 1-mmaHo-2-(4-mmkmonpomuioen3ni)-4-(B-D-rrokonnpanos- 1-un)6eH30, mpeacTaBiIeH-
HBII hopmyIoi (2):

(2),

rie MeTaboJIMIeCcKOe PacCTPOMCTBO MPEACTABIAET cOO0H OHO MM OoJiee, BRIOPAHHBIX M3 TPYIIIBI, KOTO-
past COCTOUT M3 KeToaIua03a, mpenauadera, caxapHoro nuadera Tuna | win Tumna 2, pe3UCTeHTHOCTH K WHCYIIH-
HY, OKUPEHUS, TUIIEPTINKEMUH, HAPYIIIEHHOW TOJICPAHTHOCTH K TIIIOK03€, THUIIEPUHCYTHHEMHUH, TUCIUITHICMHA,
JIUCAaTUIIOKHHEMHH, CYOKITHHAYECKOTO BOCTIAJICHHSI, CHCTEMHOTO BOCIAJICHHS, C1a00 BBIPA)KEHHOTO CHCTEMHOTO
BOCHAJICHUS], TIE€YEHOYHOTO JIMIN/I03a, aTepPOCKIEP03a, BOCHAICHHS IO/DKEITYIOYHOH JKele3bl, HeHponaTHy,
w/unu cuHapoMa X (METa0oNINYecKoro CHHAPOMA), W/HIIHM MOTepH (PYHKIMHU OeTa-KIETOK IMOJDKEITyJOYHON Ke-
JI€3b1, W/WJIH TJe JOCTUTACTCS M/IIH TIOIIEP>KUBAETCS PEMHICCHS METab0INIECKOT0 pacCTPONCTBa.

2. IlpuMeHeHnE B COOTBETCTBHH C 1.1, TJIe JOCTUTAETCs M/MIIN TOAEPIKUBAETCS peMUCCHS JradeTa.

3. [IlpumeHeHne B COOTBETCTBHH C II.1, TJie METa0OINYECKOE PACCTPOMCTBO MpeACTaBIseT co00H npeaina-
0eT, caxapHblil uadet Tuma | uiu caxapHbIi AMAa0eT TUIMA 2 W/WIN KIMHUYIECKUE COCTOSTHHS, aCCOIIMMPOBAHHbBIE
¢ peaauadbeToM, caxapHbpIM TuabeToM Tuma | Win caxapHbIM AMA0ETOM THIIA 2, IPEANOYTUTEILHO Tipenarnade-
TOM WJIM CaxapHBIM JHAa0ETOM THIIA 2, W/WIN KIMHUYECKHE COCTOSHHSA, aCCOIMIPOBAaHHBIE C MpeaInadbeToM Win
caxapHbIM quabeToM Thma 2.

4. TIpuMeHeHne B COOTBETCTBHH C 11.3, TJe YKa3aHHOE KIIMHIMYECKOE COCTOSTHHE MPEICTaBISIET CO00H 0THO
i OoJiee U3 COCTOSHUM, BRIOPAHHBIX M3 KETOANNI03a, PE3UCTEHTHOCTH K HHCYJINHY, OKUPEHUS, THIICPTIINKE-
MUH, HAPYIICHHON TOJCPAHTHOCTU K TIIFOKO3€, THIICPHHCYITHHEMUH, TUCITUTUICMUY, TUCATUTIOKHHEMHH, CYO-
KIIMHUYECKOTO BOCHAJIEHHs, CHCTEMHOTO BOCTIAJICHUS], CJIa00 BBIPa)KEHHOTO CHCTEMHOT'O BOCTIAJICHUSI, IEYEHOYHO-
TO JIMIUJI032, aTEPOCKIEP03a, BOCTIAJICHHUS MOKETYIOYHOH JKelle3bl, HeHponaTiu, n/uin cuaapoma X (MeTaboiu-
YECKOT'0 CHH/IPOMA), W/UIH TIOTepH (PYHKINH OETa-KJIETOK TODKEITYI0UHOI JKeJIe3bl, /MM PEMHICCHU HadeTa.

5. [IpumeHeHne B COOTBETCTBUH C 1.4, T/Ie YKa3aHHbBIE KETOANUI03, PE3UCTEHTHOCTh K HHCYJIHMHY, 0XKUpe-
HUE, THUIIEPTIIMKEMUs, HApYIICHHAS TOJICPAHTHOCTD K TJIFOKO03€, TUIICPUHCYIUHEMUS, TUCIUITAACMUS, JUCATHIIO-
KAHEMHS, CyOKIMHUYECKOe BOCHANICHHUE, CHCTEMHOE BOCIANIEHHE, C1a00 BRIpa)KEHHOE CHCTEMHOE BOCHAJICHHE,
MIEYCHOYHBIN JTUINI03, aTePOCKIePO3, BOCTIAICHUE TOKETYJOUHOM JKeNe3bl, HeHponaTus, W/ CUHAPOM X
(MeTabonMIecKuii CHHAPOM), W/WIH MOTeps PYHKIMH OeTa-KJIETOK IOKETYI0OYHOM JKEIe3bl, W/UITH PEMHUCCHUS
nnadeTa SBIISTIOTCS aCCOIMUPOBAHHBIMHU C TUA0ETOM, PEINOYTHTEIHLHO C TIPETHA0ETOM WITH caXapHbIM rade-
TOM THIA 2.

6. [IpuMeHeHne B COOTBETCTBHU C JTIOOBIM M3 TIL -5, 1€ )KUBOTHOE U3 CeMeiCTBa KOMIAYbMX CTPAAaeT OT
OKHPEHUSL.

7. I[lpuMeHeHne B COOTBETCTBHU C JIIOOBIM M3 M. 1-6, I/ie ’KHBOTHOE M3 CEMEHCTBA KOIIaYbuX CTPAlaeT OT
nmrabeTa, IPeANOYTHTEIBHO MPeAadeTa WM CaxapHOro Anadera Tuma 2.

8. IIlpuMeHeHne B COOTBETCTBUH C JIFOOBIM M3 M. 1-7, I'le )KUBOTHOE U3 CeMEHCTBA KOLIAYbHX MPEICTaBIIs-
eT co00il KOLIKY.

9. IlpumeHeHNe B COOTBETCTBUHU C JMIOOBIM W3 TI.1-8, rae dapmameBTudecku mnpuemiieMas Gopma mpen-
CTaBJSIET COOON KPUCTAIUTHISCKUI KOMIUTEKC Mex 1y HHTHOuTOpoM SGLT2 1 oxHOM mitn 6ojiee aMUHOKHCIIOTA-
MH, TIPEIIOYTUTEIHFHO MPOJIMHOM, OoJiee MPEeAIOUYTUTENHHO L-TponrHOM.

10. IlpuMeHeHHEe B COOTBETCTBHH ¢ JIOOBIM W3 mm.1-9, rae 1-mmano-2-(4-muknonponunoensun)-4-(B-D-
TJTFOKOTIMPaH03- 1 -MT)0eH30T WK ero (apMareBTHIECKH TprueMieMble GOpPMBI BBOAATCS MEPOPATLHO WIH Tia-
PeHTapaIbHO, MPEINOYTHTENHHO MIEPOPATBHO.

11. IlpumeHeHNEe B COOTBETCTBHH ¢ JIFOOBIM 13 TimI. 1-10, rie marnouTop SGLT2 unu ero ¢papmareBTude-
CKH TpriemiieMble GopMbl BBOAATCS mpu 1no3¢ oT 0,01 mo 5 Mr/kr Beca Tena B CyTKH, MPEANOYTHTEILHO OT
0,01 no 4 mr/kr Beca Tena B cyTkH, npennoururensHo ot 0,01 1o 3 Mr/kr Beca Tena B CyTKH, NPEANOYTUTEIHHO
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ot 0,01 1o 2 Mr/kr Beca Tena B CyTKH, npenmnouTutenbHo oT 0,01 1o 1 Mr/kr Beca Tena B CyTKH, Ooyiee peArnoy-
tutensHO ot 0,1 1o 3,0 MI/KT Beca Tena B CYTKH, Aaxe Ooiee npennoytutesbHo oT 0,2 mo 2,0 MI/Kr Beca Tena B
CYTKH, HanOonee npeanodturensHo ot 0,3 mo 1,0 MI/Kr Beca Tena B CyTKH.

12. IIpuMeHeHre B COOTBETCTBUH ¢ JMOOBIM U3 M. 1-11, e uarunourop SGLT2 wmu ero GpapManeBTHIECKH
npremiieMbIe (OPMBI BBOIATCS TOIBKO OJIUH pa3 B CYTKH.

13. I[IpuMeHeHre B COOTBETCTBUH € JOOBIM U3 M1l.1-12, Tie uarunourop SGLT2 wmu ero GpapManeBTHIECKH
npremMiIeMbIe (POPMBI BBOIATCS B KOMOWHAIINY C HHCYITHHOM.

14. Tlpumenenne GapMareBTHISCKON KOMITO3UIIUN JUTSI JICUSHUS W/WIIHA MPEAOTBPAIICHUS METa00TNIeCKO-
IO paccTpOMCTBa y KHMBOTHOTO CEMEHMCTBA KOIIaybMX, KOTOpas BkitodaeT MHruOuTop SGLT2 nmmm ero dapma-
LEBTHYCCKH MTpHEMIIEMbIe (JOPMBI B COOTBETCTBHH C JTFOOBIM 13 mmit. 1-13.
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