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ITPUMEHEHUWE UHI'MBUTOPOB SGLT-2 B 3AITYCKE OTJIMYHBLIX OT
YEJIOBEKA MJIEKOIIMTAIOIINX

OBJIACTDb U3OBPETEHMUSA

HN3o00peTeHne OTHOCUTCS K o0OJacTH MEOWMIMHBI, B YaCTHOCTH, K 0O0JacTu
BeTEpUHAPHON MenuuuHbl. M300peTeHne KacaeTcsi MNPUMEHEHUs] OIHOTO HJIH
HecKOIbKUX MHruOuTOpoB SGLT-2 unu ux gapmamneBruyecku npuemiaeMoil GopmMsl B
3aMyCcKe OTIUYHOI'O OT YEJIOBEKAa MJEKONHUTAIOLIEro, NPEANOYTUTEIbHO U3 JKBAYHBIX,
OoJiee MPEAMOYTUTEIBHO — JKBAYHOTO.

YPOBEHDb TEXHUKH

Y MOJNOYHBIX KOPOB  JJHUTEJNBHOCTH  JIAKTallMU  OOBIYHO  COCTaBIISET
npubnusurensHo 10 mecsues. [locne 3Toro mepuona JakTalWH JOEHHE SKHBOTHOTO
4aCTO PE3KO MPEKPAIMAOT, MpUYeM OOpaTHOE AAaBJIEHHWE MOJOKA, HAKOMHBIIErOCS B
BBIMEHHU, SIBJISETCA BAXXHBIM CTHUMYJOM JUIsl MHBOJIOLUM KJIETOK MOJIOUYHOHN >Kele3bl
ISl IpeKpameHus BeIpaOOTKH MoJsioka. Haudano cyxoro mepuoma co3maeT pUCK IS
370pOBbs KBAYHBIX JKUBOTHBIX.

HarpyGanne BbIMeHM u Oonp 1oOcCie 3amycka W/HUIM YTEYKH MOJIOKA,
NOTEHI[MAJIBbHO BeAyllee K HMHTPAMaMMapHBIM MHUKPOOHBIM HHQEKLHSIM U MaCTHTY,
ABJISIETCSI OCOOEHHO YTPOXKAKOLIUM JUIsi MOJIOYHOT'O CKOTa C BBICOKMM yapoeMm. Ha
Kaxaple S5 Kr Hagoss MoOJoka cBepx 12,5 xr npu 3amycke BEpPOSTHOCTH
WHTPaMaMMapHOH MH(pEKLHH BO3pacTaeT Kak MUHUMYM Ha 77 %.

Kak u y npyrux BUAOB, HaTPUH-TIIOKO3HBIH KoTpaHcmoptep 2 tuma (SGLT-2)
NPEeUMYLIECTBEHHO 3KCIPECCUPYETCs B MOYKAX KPYMHOro poratoro ckora. OqHako oH
SKCIpeccUupyeTrcs Ha HU3IIEM YypOBHE B MOJOYHOM JKeje3e, IEe4YeHH, JEerKux,
celle3eHKe, KMIIEUHNKE U CKEJETHBIX MbIIIAaX KPYMHOTO POraToro CKoTa. JDKCIpeccHs
SGLT-2 B MONOYHOM 3Kejie3e KPYMHOrO pOraToro CKoTa Bo3pacrtaeT B Oosee dyem 10
pa3 oT mo3aHero cpoka 6epemMeHHOCTH N0 paHHed maktauuu (Zhao FQ et al., J. Dairy
Sci., 2005, 88: 2738 - 2748). Opnako ¢uszuonornueckue poau SGLT B MomouHOH
xKeJese emme KAyT ceoero ucciaenosanus (Zhao FQ, J Mammary Gland Biol Neoplasia
2014,19:3 - 7).

CylecTByOIIUNA YpOBEHb TEXHHUKHM COCTOUT B “pa3yMHOM YIpaBJI€HUU — TO

€CTb, HCYKJIIOHHOM / TOCTENeHHOM NpeKpamecHun OOCHUA u/uau COKpameHnun
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KOPMJIEHUSI. DTU Tpouenypsl TpeOyIOT HECKOJbKO AHEW mis moaydeHus: 3¢dexra, u,
TakuM o0Opa3oM, dalle BCEro 3TH CPEACTBA YIPABJEHUS HE OCYLIECTBIAIOTCS U3
cooOpaxkeHUH yno0CTBa, a MOJIOUHBIE KOPOBBI NOJBEPralTCs BHE3AITHOMY, PE3KOMY
3aIyCKYy.

Kpome Toro, atu npoueaypsl pa3yMHOTO YIPaBJIeHUs UMEIOT sIBHbIE HEOCTATKU.
ITocTrenenHoe npekpaleHue JOCHUs YBEJIMYMBAET YMCJIO COMATUYECKUX KIJIETOK, TO
€CThb, B UTOTE 3TO 000pauYUBAETCS KOMMEPUYECKUMH MOTEPSMH B MOJYYEHHOH IL[eHEe Ha
mosioko. IlpepBanHOe HarpyOaHuWe BBIMEHH TaK)Ke SIBHO BBI3bIBAET AUCKOM(OPT H
ctpecc. CymecTBYIOT NMPOTHBOPEYUBBIE MHEHHSI OTHOCHTEJIbHO BIIUSHHUS Ha YTEUYKY
MOJIOKa W/WiHM  cily4aun HWHTpamMaMMmapHbix uH(pekumii. I[lomoOHbiM  0Opaszom
OTpaHWUYEHHE KOPMJIEHHS BbI3bIBAET cTpecc u nuckomdopt. Kpome TOro, CymecTByIOT
NPOTHBOPEUHNBBIE COOOLICHHSI O BIUSHUU HA yTEYKY MOJIOKA U, CIEJOBATEIbHO, PHCK
UHTpaMaMMapHbIXx wuHpeknuid. UYUrto Oosee BakHO, OrpaHUYEHHE KOPMJICHUS,
HEoOXOoMMOe B TEYEHHE HECKOJNbKMX AHeH 1 3¢Q(PeKkTUBHOrO COKpaIleHUs
BBIPAOOTKH MOJIOKA, SIBHO BBI3BIBAET OTPULIATENIbHBIN 3HepreTudeckuii O6amanc. Ecnm
3TO  JJIHNTCS B  TEYEHHE  HECKOJbKMX  JHEH, yBeJIW4YeHHe B  KPOBHU
HedCTepuPUIUPOBaHHBIX KUPHBIX KUCIOT (NEFA) M KETOHOBBIX Tel Aa)Xe MOXKET
BBI3BATh ‘CHUHAPOM >KMPHOH medeHn W/UJIHM HapylleHue o0Inero MMMYHHOI'O CTaTyca.
IToMHUMO BBIIIEONMMCAHHOTO, PE3KHI 3amyck u O0O0Je3HEeHHOe HarpyOaHHe BBIMEHHU
TaK)€ BBI3BIBAIOT CTPECC, a CTPECC, KaK HM3BECTHO, MOBBIMIAET BOCHPUUMYHMBOCTH
KUBOTHBIX K MH(peKuusM u, TakuM o0pasoM, yBEeJIHMYHBAET PHCK HHTPAMaMMapHBIX
uH(pekIuii B Hayaje CyXxoro nepuoga. Takum oOpa3oM, KOPOBBI MPH 3aMyCKe CKIOHHBI
Kk Mmactutry / merputy. Hampumep, CyOKJIMHUYECKHI MAacTUT HMJIH CYOKJIMHUYECKUI
KETO3 TaKXe 4YacTO OBbIBAIOT HEPACIO3HAHHBIMH, HO MOTYT HMETb OTPHULATEIbHOE
BJIUSTHUE JJa’)K€ B T€YEHHE JUIUTEJIbHOTO BPEMEHH — TO €CTh, BJHSET HA MOCIEAYIO LU
pPenpoOAYKTUBHBIN HUKJ / PEePTUIBHOCTh U HAJOH MOJIOKA W/MJIU Ka4eCTBO MOJIOKA.

CymecTByeT BO3MOXHOCTh MPHUMEHEHHUS MEIHKAMEHTOB C HMHTHOUPYIOIHUM
spdexkrom  mpomakTMHA, TakuX Kak kabeprommH. KabepronuH — siBisiercs
CUHTETUYECKUM TPOU3BOAHBIM aJIKAJOUAA CIOPBIHbH, SBJSIOMUMCS MOIIHBIM
aroHucToM nodaMuHOBBIX penentopoB Ha D2-peunentopax. OH pgelcTByeT Ha
nopaMHHOBBIE pELENTOPbl BBIPAOATHIBAOINNX IMPOJAKTHH KIJIETOK B Trunoduse,
nojaBJsIOIEM BbIpabOTKy mnposiakTuHa. CienoBaTenbHO, BBeAeHHE KabepronmHa
BbI3BIBA€T YMEHbIIEHHE BBIPAOOTKH MOJIOKA, BEAyILIee K YMEHbIIEHHIO HarpyOaHus

BBIMEHHU U MHTPAMaMMapHOIO JAaBJieHHs mpu 3amycke. Kabeproiun 3apeructpupoBaH
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B HEKOTOPBIX CTpPaHax AJi NMPUMEHEHHUs s MOJIOYHBIX KOPOB B KaueCTBE CpPEACTBa
NOMOIIM TPH pPe3KOM 3amycke, NOEHCTBYIOLIEro NyTeM YMEHbIIEHUS BBIPAOOTKH
MOJIOKA [AJIsl YMEHBIIEHHUs yTEUKH MOJIOKAa MpPH 3alyCKe, CHUXKEHHUS PUCKA HOBBIX
uHTpamamMMmapHbeix uHpexkuuit (IMI) Bo BpeMs cyxoro mnepuona CHHXXEHUS
nuckompopra. OpHako  AelcTBHE  PErUCTPALlMOHHOIO  CBHJAETENbCTBA  JUIA
kabepromuaa B EC Oputo mnpuoctaHoBieHo B 2016 1. u3-3a  Cepbe3HBIX
HeOJaronpuUsiITHIX BO3AEHCTBHI, BKJIIOYAsi CMEPTh HECKOJBKHX KOPOB.

Jlpyrue UCTOUYHUKHU CYIIECTBYIOLIEr0 YPOBHS TEXHUKHU:

B nyGaukaumu Bertulat S et al., (J Dairy Sci 2017, 100(4): 3220 - 3232)
OMUCHIBAETCS] BIIMSHHE OJHOPA30BOM MHBEKIUU KabeproinHa mNpH 3amycKe Ha
XapaKTE€PUCTUKU BBIMEHH Y BHICOKOMPOAYKTHUBHBIX MOJIOUYHBIX KOPOB.

Hoxkyment EP 2 349 272 Bl kacaeTrcd BeTepUHAPHON KOMIIO3ULIUU,
BKJIIOYAIOLIEH KaOeproJwmH s TPUMEHEHHUS C LeJbl0 BbI3BIBAHUS HCTOIIEHUS
JaKTaUMM W CHOCOOCTBOBAHUS HWHBOJIOLHMH MOJIOYHOW JKeje3bl y OepeMeHHBIX
JKBAYHBIX KUBOTHBIX.

HoxkymeHnT EP 2 675 527 B1 kacaeTcs NpUMEHEHUs] BETEPUHAPHOW KOMIIO3ULIUH,
BKJIIOHAKOLIEH KaOeprosuH, IJIsi BBEAEHUS JKBAYHOMY >KHBOTHOMY B KOHKPETHOM
pexxuMe 103UPOBaHUS.

B nybOnukanuu Gross JJ et al. (J Anim Physiol Anim Nutr 2015, 99: 747 - 756)
pacKkpbiBaeTCs TPAHCHOPT TJOKO3bl U CEKPEeTUPOBAHUE MOJOKAa BO BpeMms
peryiupoBaHus KOHLEHTpPALUM WHCYJIMHA M TJIOKO3bl B IJIa3M€ M BO BpeMms
BbI3BaHHOTO LPS MacTuTa y MOJIOYHBIX KOPOB.

B nyOnukamuu Lanctot S et al. (J Dairy Sci 2017, 100(3): 2269 - 2281)
OMUCHIBAETCS] BIUSHUE WHTPAMAMMapHOW HHQY3UM XUTO3aHOBBIX THUIpPOTeNed mpH
3aMyCcKe Ha WHBOJIIOLMIO MOJIOYHOH JKeJle3bl KPYIHOIO pOraToro CKoTa.

B ny6nukamuu Maynou G et al. (J Dairy Sci 2018, 101(12): 1-12) onuceiBaercs
BIUSHUE TMEpPOPajJbHOTO BBEACHHS ALHMJAOTCHHBIX OOJIOCOB TpPHU 3alycke Ha
NPOAYKTUBHOCTD U MOBEJAEHHE MOJOYHOI'O CKOTA.

Joxyment US 2004/0258778 A1l kacaeTcsi KOMIIO3ULUHN AJsl IPUMEHEHUS TPHU
NpEeKpaIleHun JaKTalud W HArpyOaHWM MOJIOYHBIX JKejie3 Ha OCHOBE JKCTPAKTA
KamyCThbl U cIOCOOOB €€ MPUMEHEHHUS.

Joxyment US 2011/0245261 Al xacaeTcsi aHTUINPOJAKTHUHOBON BETEPUHAPHOHN

KOMITIO3UMIIHUH OJis1 BBEACHUA )KBAYHBIM KHUBOTHBIM.
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Hoxyment US 2014/0024670 Al xacaeTcsi BETEpUHAPHOW aHTUIPOJAKTHUHOBOH
KOMIIO3ULIMHU ISl BBE€J€HUS )KBAYHBIM KUBOTHBIM.

B nmokymente US 4,412,993 A onuceiBarOTCS CHOCOOBI JIEUEHHS JIOXKHOU
OepeMeHHOCTH, rajlakTOPEeH U MAaCTUTA Y MJIEKOMHUTALIUX, B YACTHOCTH, CODaK.

Hokyment US 6,391,849 B1 «xacaercs cnocoba u (¢apManeBTHUECKON
KOMITO3UIIUU JUJIsl MpPEepbIBAHUS JaKTAllUM B MOJIOYHOHN >Kejie3e W JJIsl JIeUeHUs U
npopUIAKTUKYA MACTHTA.

Jokyment US 8,133,916 B1 kacaercss KOHTpPOJsI BBIPaOOTKH MOJIOKA H
MHBOJIFOLIUA MOJIOYHOM >KEeJe3bl.

B noxymente US 9,487,557 B2 ONHUCHIBAIOTCS HOBBIE KOPOTKHUE TMENTHUIBI,
BBICOKO3(p(EeKTUBHBIE I  BBbI3BIBAHUS  WHBOJIOLNMM B  MOJIOYHOH  JKejese
JAKTUPYIOLIEro MIEKOMHUTAIINETO U NMPEeKPaLIeHHsI BBIPAOOTKH MOJIOKA KeJIe301.

B  nokymente US 9,744,158 B2 onuceiBaercss aHTUIPOJAKTUHOBAas
BeTE€pUHApHas KOMIO3ULIUsS AJ BBEIEHUS KBAUYHBIM KMBOTHBIM.

Hoxkymenr WO 2004/113378 A2 kacaeTcss TpeX HOBBIX IMENTUIOB,
UAEHTU(PUIUPOBAHHBIX U3 KOPOBBErO MOJIOKA, IJ HPUMEHEHHUS B MOAYJSILUH
CKOpPOCTHU CEKPETUPOBAHUS MOJIOKA JIAKTUPYIOIIEH KJIETKOM.

B noxymente WO 2009/143020 Al packpbIBalOTCS CIOCOOBI JIEUECHHS
runepypukeMun ¢ npuMeHenneMm uaruouropa SGLT-2, ornenbHO mnu B KOMOUHAIUU
C UCTOYHUKOM YTJE€BOJAa W/MIM B KOMOMHAIMU ¢ MHTHOMTOPOM CHHTE3a MOYEBOMH
KHCJIOTBHI.

B noxymente WO 2015/173584 A1l packpblBalOTCs CHocoObl u30eKaHUus
yBeJUYEHUs] TJIIOKaroHa, CBsi3aHHbie C BBedeHuem wuHruOutopa SGLT-2 wuyepes
COBMeCTHOe BBeneHne nuaruburopa DPP-IV.

B noxymente WO 2016/104643 A1l packpbIBarOTCS TBEpIble KOMIIO3ULIUH AJIS
nedyeHus: nuabera.

B nmokymente WO 2017/156632 Al packpeiBaercst cnocod MpenoTBpalleHUs
UHTpAaMaMMapHO HWHPEKOHWH ©  YCKOPEHUS  HWHBOJIOLUHU TYTEM  BBEJEHUS
Moaupukaropa OMOJIOTHYECKOTO OTBETA, B YACTHOCTH, PACTBOP XUTO3aHA B COCOK
JAKTUPYIOLIErO MIEKOMUTAIOLIEro MPHU 3aMyCKe.

Takum o0Opa3oMm, CyIIECTBYeT MEAHIMHCKAas TNOTPeOHOCTH B 0Oe€30macHOM,
ynooHoM u 3(P(GEeKTHUBHOM CpEACTBE MOMOINM B CHIXEHHUU pPUCKA I 300POBbS
KUBOTHOTO / BBIMEHHU / MOJIOYHOH K€Je3bl U MOBBIMICHUS CAMOYYBCTBHUS JKUBOTHOIO

NyTEM yHnpaBJICHUA BHE3AIMHBIM 3alIyCKOM Y OTJIHYHBIX OT YCJIOBCKA MJIICKOIMUTAKOIINX,
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OPEANOYTUTENBPHO  JKBAYHBIX, KOTOpPOE€  IO3BOJIAET  MPEOAOJEeTh  HPOOJIEMBI
CYLIECTBYIOLIETO YPOBHS TEXHUKHU.

KPATKOE OIITMCAHUE U3OBPETEHHUA

Hacrosmee uszo0pereHne KacaeTcsi NMPUMEHEHUS IO MEHbIIEH Mepe OITHOTO
uHruouropa  SGLT-2  pansg  OTAMYHOTO  OT  4YeJOBeKa  MJIEKONHUTAIOINETO,
NPEANOYTUTENbHO TMPEACTABUTENS JKBAUHBIX, OOJiee NMPEANOYTUTENBHO — JKBAYHOTO,
eme OoJsiee MPEANOYTUTENBHO A 3aIyCKa OTINYHOTO OT YeJIOBEKa MIIEKOIMUTAIOIIETO,
eme  Ooyiee  HPEANOYTHTENIBPHO  —  MPENCTABUTENs  JKBAaYHBIX,  Hambojee
INPEANOUYTUTENBHO — )KBAYHOTO.

CootBercTByrOmuUil cnocod 3amycka OTJIUYHOTO OT 4YeJ0OBEKa MIIEKOMHTAIOIIEro,
NPEANOYTUTENBHO TMPEACTABUTENS JKBAYHBIX, OOJiee MPENNOUYTUTENbHO — J>XBAYHOTO,
BKJIIOYAIOLINNA BBEAEHHE N0 MeHblueil Mepe oxpHoro wuHrudburopa SGLT-2,
COOTBETCTBYIOIIUNA N0 MeHblIed Mepe oauH uHrHOUTOp SGLT-2 11 nmpumeHeHus
corjacHo cmoco0y  3amycka OTJUYHOrO OT  4eJlOBeKAa  MJIEKONMHUTAIOLIEro,
NPEANOYTUTENBHO MPEACTABUTEINS KBAYHBIX, O0Jiee MPEANOYTHTEIbHO — )KBAYHOTO, a
TaK)X€ COOTBETCTBYIOLIEE MPUMEHEHNE MO0 MEeHbIIeH Mepe ogqHoro nHruouropa SGLT-
2 Qs NOpUrOTOBJIEHUs MeAUKAMEHTa MUl 3alyCka OTJIMYHOIO OT 4YeJlOBeKa
MJIEKOIIUTAK IETO, NPEANOUYTUTENBHO NpeaCcTaBUTEIs JKBAYHBIX, Oonee
IPEANOYTUTENBHO — JKBAYHOI'0, TAKXKE OXBATHIBAIOTCS HACTOSIIUM U300pETEHUEM.

Hacrosmee wu3o0pereHne Takke KacaeTcsi crnocoba yiay4dlleHUs W/ Hiu
oOJeruyeHus 3amycka OTJIMYHOTO OT 4YeJOBeKa MIEKOMHUTAIOLIEro, NMPEeANOYTUTEIbHO
NpeACTaBUTENS KBAYHBIX, OOJiee MPEANOUYTUTEIbHO — JKBAYHOTO, KOTOPBIH BKJIIOYAET
BBEIEHHUE TAKOMY OTJMYHOMY OT YeJIOBEKA MIEKOMUTAIILEMY, MNPEANOYTUTEIBHO
NPEeACTaBUTENIO JKBAYHBIX, 10 MEHbIEH Mepe ogHOro uHruouropa SGLT-2.

CooTBeTcTByIOIIEE MPUMEHEHHE MO MEHbLIEH Mepe onHoro mHruouropa SGLT-
2, mpuyeM 1o MeHbmed wmepe onuH uHruOmTop SGLT-2 BBOAST OTIMYHOMY OT
YeJIOBEKa MIJICKOIMUTAKIEMY, MPEANOUYTHTEIbHO NPEACTABUTENI0 JKBAadHBIX, OoJee
NPEANOUYTUTENBHO — JKBA4YHOMY, COOTBETCTBYKINMI N0 MEHbLIEH Mepe OJUH
uHruourop SGLT-2 nns npuUMeHEHUs COTJIACHO Chocoly yIy4IIeHHs W/HiIH
oOnerdeHus 3amycka OTJIMYHOTO OT YeJOBEKAa MIIEKONMHUTAIOLIEro, MPEANOYTUTEIbHO
NpEeACTaBUTENS )KBAYHBIX, OOJiee MPEANOYTHTEIbHO — )KBAYHOr0, MPUYEM IO MEHbIIEH
mepe oauH uHruoutop SGLT-2 BBOAAT OTIMYHOMY OT HEJOBEKA MIEKONUTAIOLIEMY,
NPEANOYTUTENBbHO MPEACTABUTEINIO )KBAUHBIX, O0OJiee MPENNOUYTHTENIBHO — KBAYHOMY, a

TaK)X€ COOTBETCTBYIOIL€Ee NMPUMEHEHHE MO MeHbLIel Mepe ogqHoro nHruouropa SGLT-
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2 nnus TPUTOTOBJIEHUS MENUKAMEHTa IJis YJIy4dIleHUs W/uinu oOJerdeHus 3amycka
OTJIUYHOTO OT YeJOBEeKa MJIEKONUTAIOLIEro, MPEeANOYTUTENbHO NPEACTaBUTENs
JKBAUHBIX, OOJiee MPENNOUYTHTENbHO — >XBAYHOTO, NMPHUYEM IO MEHblLIEH Mepe OIUH
uHruoburop SGLT-2 BBOAST OTIMYHOMY OT 4YeJOBEKAa MIJEKOMHUTAILIEMY,
NPEANOYTUTENBHO MPEICTABUTEINIO JKBAYHBIX, 00Jiee MPEANOYTUTEIbHO — KBAYHOMY,
TaK)Xe OXBATBIBAIOTCS HACTOSLINUM H300peTeHNEM.

Hacrosimee uszoOpereHue Takxke KacaeTcs crnocoda yMeHbIIEHUs] BbBIPAOOTKH
MOJIOKA, TMPEANOYTHTEIbHO BBIPAOOTKM W/MIM  CEKPETUPOBAHUS  MOJIOKA, Y
OepeMeHHOro W/WIHM JAaKTUPYIOIETO OTJIMYHOrO OT 4YeJIOBEKA MJIEKOIMHTAIOIIETO,
NPEeANOYTUTENBHO MPEACTABUTENS )KBAUHBIX, 00Jiee MPEANOUYTHTEIbHO — OEPEMEHHOTO
W/WIIM JIAKTUPYIOLIErO JKBAYHOT'O, KOTOPBbIA BKJIOYAET BBEACHHE TAKOMY OTJIHYHOMY
OT 4YeJloBeKa MJEKONUTAIILeMy, MNPEeANOUYTUTENbHO MPEACTABUTENIO JKBAaUHBIX, IO
MeHbIel Mepe ogHoro uaruduropa SGLT-2.

CooTBeTcTByIOIIEE MPUMEHEHHE MO MEHbILIEH Mepe oxHoro mHruouropa SGLT-
2, mpuyeM 1o MeHbmel mepe onuH uHruoOutop SGLT-2 BBOAST OTIMYHOMY OT
YeJIOBEKa MIJICKOIMHUTAKMEMY, MPEANOUYTHTEIbHO NPEACTABUTENI0 JKBAadHBIX, OoJee
NPEANOYTUTEIbHO — JKBAYHOMY, COOTBETCTBYIOLIMII MO MEHbUIEH Mepe OAUH
uHruourop SGLT-2 nns nmpuMeHeHHS COTJIACHO CIOCcoOy yMEHBIIEHHS BBIPAOOTKH
MOJIOKA, TPEANOYTHTENbHO BBIPAaOOTKM W/UIM  CEKPETUPOBAHUS  MOJIOKA, Y
OepeMeHHbIX W/MJIM JIAKTUPYIOLIIUX OTJIWYHBIX OT 4YeJOBeKa MIEKOMHUTAKMUX,
NPEeANOYTUTENIBHO  INpPEeACTAaBUTENeH  JKBA4yHbIX, 0OoJiee  NPEANOYTHTENbHO  —
OepeMEeHHOro W/Wju JAaKTHUPYIOIIEro >KBAaYHOTO, MPUYEM IO MEHbIIEH Mepe OJUH
uHruourop SGLT-2 BBOOAT OTJAMYHOMY OT 4YeJOBEKa  MJIEKOMHUTANLIEMY,
NPEeANOYTUTEIHbHO MPEACTABUTEINIO JKBAYHBIX, 00Jiee TPEANOYTUTEIBHO — XKBAYHOMY, a
TaK)X€ COOTBETCTBYIOLIEEe MPUMEHEHHE IO MEeHbIIeH Mepe ogHoro nHruouropa SGLT-
2 nansl TPUTOTOBJICHUS MEIMKaMEHTa JJIsi YMEHbIIGHHUs BbIpaOOTKH MOJIOKA,
NPEeANOYTUTENBHO BBIPAOOTKH H/UIHU CEKPETUPOBAHUS MOJIOKA, Y OEpEeMEHHOTr0 W/HIIH
JAKTUPYIOLIErO0 OTJIWYHOTO OT YeJOBEeKAa MIEKOMUTAIIEero, MPeANOYTUTENbHO
NpEeACTaBUTENS JKBAYHBIX, OOJiee MPEANOYTUTENBPHO — OepeMEeHHOro W/HiH
JAKTUPYIOLIEro >KBAYHOTO, NMPHYEM IO MeHblned mepe oxauH uHruoburop SGLT-2
BBOASAT  OTJMYHOMY  OT  UeJOBeKa  MJEKONUTAKLIEeMy,  IPEeANOYTUTENbHO
NPEACTaBUTENI0  JKBAYHBIX, OoOJiee MPEANOYTUTENbHO — JKBAYHOMY, TaKXke

OXBAaTbhIBAKTCA HACTOAILIHUM I/1306peTeHI/IeM.
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Hacrosmee mn3o0peTeHHe Takke KacaeTcs Crnocoda yMEHBLIEHUS HAKOIUIEHUs
MOJIOKa W/unu HarpyOaHHWs BBIMEHHU, MPEANOUYTHUTENbHO BBHIMEHH W/MJIM MOJIOYHOMH
JKEJIE3bl,  OTJIMYHOrO  OT  YeJOBeKa  MIJIEKONMUTANWIEro,  MNPEANOYTUTENbHO
NpeJCTaBUTEINS JKBAUHBIX, 0OJiee MPEANOYTHTEIbHO — )KBAYHOTO, KOTOPBIH BKIIOYAET
BBEIEHHE TAKOMY OTJMYHOMY OT YeJOBEKA MIECKOIUTAKIIEMY, MPEANOYTUTEIbHO
NpEeACTaBUTENIO JKBAYHBIX, 10 MEHbINEH Mepe ogHOro uurudburopa SGLT-2.

CooTBeTcTByIOLIEE MPUMEHEHHE MO MEHbLIeH Mepe oxHoro mHrudburopa SGLT-
2, mpuyeM 1o MeHbweid mepe onuH uHruOutop SGLT-2 BBOAST OTIMYHOMY OT
YeJIOBeKa MIICKOIMUTAKMEMY, MPEANOYTUTE]BHO NPEACTABUTENI0 KBAaYHBIX, OoJiee
NPEANOUYTUTENBHO — JKBA4YHOMY, COOTBETCTBYKINMM 1O MEHbLIEH Mepe OIUH
uHruourop SGLT-2 nis mpuUMEHEHHs COTJIACHO CHOCO0Yy yYMEHbBIIEHHS HAKOTUJIEHUS
MOJIOKa W/unu HarpyOaHWs BBIMEHHU, MPEANOUYTHTEIbHO BBIMEHU H/MJIM MOJIOYHOMH
XKEJIE3bl,  OTJIMYHOTO  OT  4YEJO0BEKa  MIJIEKONUTAKOWIEro,  MNPEANOYTHTENbHO
NPEeACTAaBUTENS )KBAYHBIX, O0OJiee MPEAMOUYTHTEIbHO — JKBAYHOr'0, MPUYEM IO MEHbIIEH
mepe oauH uHruoutop SGLT-2 BBOAAT OTIMYHOMY OT HEJOBEKA MJIEKONUTAIOLIEMY,
NPEANOYTUTENBHO MPEACTABUTENIO )KBAUHBIX, 00Jiee MPENNOUYTHUTEIBHO — JKBAYHOMY, a
TaK)X€ COOTBETCTBYIOIEE MPUMEHEHHE MO MeHbIIel Mepe ogqHoro nHruouropa SGLT-
2 pns NPUTOTOBIIEHUS MEJUKAMEHTAa ISl YMEHbIIEHUs HAKOIJIEHHS MOJIOKa W/HIH
HarpyOaHUsT BBIMEHH, MPENNOYTHTEIbHO BBIMEHH U/MJIM MOJIOYHOH  KeJe3bl,
OTJIUYHOIO OT YEeJOBEKa MIEKONUTAIWEro, MNPEeANOYTUTEIbHO MPEACTABUTENS
KBA4YHBIX, OOJiee NMPENNOYTUTENbHO — JKBAYHOTO, MPUYEM IO MeHbLIeH Mepe OIUH
unruburop SGLT-2 BBOOAT OTJAMYHOMY OT 4YeJOBEKa MJIEKOMHUTAILIEMY,
NPEeANOYTUTEIPHO MPEICTABUTENIO JKBAYHBIX, 00Jiee MPEANOYTHTEIBHO — KBAUYHOMY,
TaK)K€ OXBATBIBAIOTCS HACTOSAIIUM U300pETCHUEM.

Hactosimee wu3o0OpereHue Takxke KacaeTcss crmocoda  YMEHBIIEHUS  C
auckomdopTa, CBSI3aHHOTO C HAarpyOaHMEM BBIMEHH, TAaKOr0 KAaK YBEJIUYEHHE
OHEBHOT'O BPEMEHHM JIeXKaHUsS W/ UIU CHUXKEHHE CTpPecca, OTJIHYHOTO OT 4YeJIOBEKa
MJIEKONIUTAIO IETO, NPEeANOYTUTENIBHO NpeaCcTaBUTEINs JKBAYHBIX, Oonee
NPEANOUYTUTENBHO — JKBAYHOIO, KOTOPBIN BKJIOYAET BBEACHUE TAKOMY OTJIHYHOMY OT
4YeJIOBeKa MIIEKONMUTAKLIEMY, MNPEANOUYTUTEbHO NPEACTABUTENI0 JKBAa4HBIX, IO
MeHbIel Mepe ogHoro uaruduropa SGLT-2.

CooTBeTcTByIOIIEE MPUMEHEHHE MO MEHbLIEH Mepe oxHoro mHrudburopa SGLT-
2, mpuyeM 1o MeHbumed mepe onuH uHruoOutop SGLT-2 BBOASAT OTIMYHOMY OT

YCJIOBCKA MIICKONMUTAOIICEMY, MNPECANOYUYTUTCIIBHO MNPEACTABUTECIIO XBAaYHBIX, Oolee



10

15

20

25

30

NPEANOYTUTEIbHO — JKBAYHOMY, COOTBETCTBYIOUIMII MO MeHbUIEH Mepe OAUH
uHruburop SGLT-2 1ns npuMeHeHUus COIJIacHO  Crmoco0y  yMEHbIIEHHUs C
auckomMdopTa, CBSI3aHHOrO ¢ HarpybOaHHe BBIMEHH, TAKOT'O KaK YBEJIUYEHHE THEBHOIO
BpEMEHH JIeXKaHUs W/WJIM  CHH)KEHHE  CTpecca, OTJUYHOrO OT  4eJIOBeKa
MJIEKOIIUTAKIETO, NPEANOUYTUTENbHO NpeaCcTaBUTEIs JKBaYHBIX, Oonee
NPEeANOYTUTEIBHO — KBAYHOTO, MPUYEM MO MeHbluell Mepe onuH unrudburop SGLT-2
BBOJAAT  OTJMYHOMY  OT  4eJOB€Ka  MJEKOMUTAKIEMy,  NPEANOYTUTEIbHO
NPEeACTABUTENI0 KBAUHBIX, OoOJiee TNPEANOYTUTEN]IBPHO — JKBAYHOMY, a TaKkKe
COOTBETCTBYIOIIEE MPUMEHEHHE MO MeHbIIeH Mepe omHoro murudburopa SGLT-2 nmus
NPUTOTOBJICHUSI MEIHMKaMEHTa [UJIsl YMEHbLICHHs AUCKOMQopTa, CBA3aHHOTO C
HarpyO0aHHeM BBIMEHH, TAKOTO KaK YBEJIWYCHUE NHEBHOTO BPEMEHHU JIE)KaHUS W/HIH
CHUJKEHHE CTpecCa, OTJIUYHOrO OT 4YEeJOBEKAa MIIEKONUTAKINEro, MNPEeANOYTUTEIBHO
NpEeACTaBUTENS )KBAYHBIX, 00JIee MPEAMOUYTHTEIbHO — JKBAYHOTO, MPUYEM IO MEHbIIEH
mepe oauH uHruoutop SGLT-2 BBOAAT OTIMYHOMY OT HEJOBEKA MJIEKOTHUTAILIEMY,
NPEANOYTUTENBHO MPENCTABUTENIO JKBAYHBIX, 00Jiee MPEANOYTUTEIbHO — )KBAYHOMY,
TaK)K€ OXBATHIBAIOTCS HACTOSAIIUM H300pETEHUEM.

Hacrosimee n3zobperenne Takxke Kacaercs cnocoba YMEHbIIEHUsS] YTEYKH MOJIOKA
[ocjie  3amycka OTJMYHOIO OT 4YeJOBEKAa MIJIEKONUTAKINEro, MNPEeANOYTUTEIbHO
NpeACTaBUTENS JKBAYHBIX, OOJiee MPEANOUYTUTEIbHO — JKBAYHOI'0, KOTOPBIH BKJIIOYAET
BBEIEHHE TAKOMY OTJMYHOMY OT YeEJIOBEKAa MIIECKOMUTAILEMY, MNPEANOYTUTEIBHO
NpeACTAaBUTEIIO XKBAYHBIX, IO MEHbIIEHl Mepe ogHoro uarudburopa SGLT-2.

CooTBeTcTByIOLIEE MPUMEHEHHE MO MEHbLIeH Mepe oxHoro uHruodburopa SGLT-
2, mpuyeM 1o MeHbme#d mepe onuH uHruOutop SGLT-2 BBOAST OTIMYHOMY OT
YeJIOBeKa MIJICKOIMUTAKMEMY, MPEANOYTHTEIbHO MPEACTABUTENI0 KBAadHBIX, OoJee
NPEANOYTUTEIbHO — JKBAYHOMY, COOTBETCTBYIOUIMII MO MeHblIEH Mepe OAUH
unruoutop SGLT-2 nis npuMeHeHHs: COrJacHO Croco0y yMeHbIIeHUs] yTe4Ka MOJIOKa
ocje 3amycka OTJUYHOIO OT 4YeJOBEKAa MIIEKONUTAKINEro, MNPEeANOYTUTENbHO
NpEeACTaBUTENS )KBAYHBIX, 00JIee MPEANOUYTHTEIbHO — JKBAYHOTO, MPUYEM IO MEHbIIEH
mepe oauH MHruOuTop SGLT-2 BBOAAT OTIMYHOMY OT HUEJOBEKA MJIEKOMUTAIOLIEMY,
NPEANOYTUTENBHO MPEACTABUTENIO KBAYHBIX, O0Jiee MPEeNNOUYTHTEIbHO — JKBAYHOMY, a
TaK)X€ COOTBETCTBYIOLIEE MPUMEHEHNE MO MEeHbIIeH Mepe ogqHoro nHruouropa SGLT-
2 And OpUTrOTOBJIEHUS] MEJUKAMEHTA [JIsI YMEHbIIEHUsS] YT€YKH MOJIOKA MOCJE 3aIMyCcKa
OTJIMYHOIO OT 4YEeJOBEKAa MIIEKONUTAKUIEro, MNPEANOYTUTENbHO MPEeACTABUTENS

JKBAa4YHBbIX, oosee ONpeaAnOYTUTECIIPHO — KBAa4YHOI'0, MpUYEM I10 MEHbIIeH MEpE OAUH
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uHruburop SGLT-2 BBOZAT OTAMYHOMY OT 4YeJOBEKAa  MJEKONMHUTANIIEMY,
NPEANOYTUTENBHO MPENCTABUTENIO JKBAYHBIX, 00Jiee MPEANOYTUTENBHO — KBAYHOMY,
TaK>K€ OXBATHIBAIOTCS HACTOSAIIUM H300pETEHUEM.

Hacrosmee wusoOpeTeHne Takke Kacaercs cnoco0a YMEHBLIEHHUS YacCTOTHI
ciy4yaeB uHTpamaMMapHbix wuHpexuui (IMI), npenmouytuTenbHO MacTuTa H/UIU
METPUTA, Y OTJUYHOIO OT YeJOBeKa MJIEKOMHUTAIIIEero, MNPeaNnoYTUTEIbHO
NpeACTaBUTENS KBAUYHBIX, OOJiee MPEANOYTHTEIbHO — JKBAYHOI'O, KOTOPBIH BKJIIOYAET
BBEJIEHHE TAaKOMY OTJHYHOMY OT 4YeJOBEKa MJEKONUTAIIEMY, MPEANOYTUTEIbHO
NPEeACTaBUTENIO JKBAYHBIX, 10 MEHbIEeH Mepe ogHOTro nHruouropa SGLT-2.

CooTBeTcTByIOIIEE PUMEHEHHE MO MEHbLIEH Mepe onHoro mHruouropa SGLT-
2, mpuyeM 1o MeHbmed mepe onuH uHruOutop SGLT-2 BBOAST OTIMYHOMY OT
YeJIOBEKa MIICKOIMUTAKMEMY, MPEANOUYTHTEIbHO NPEACTABUTENI0 KBAadHBIX, OoJee
NPEeANOYTUTENPHO — JKBAYHOMY, COOTBETCTBYIOIIMI IO MeHbIIeH Mepe OIUH
uHruourop SGLT-2 nns npuMeHEHUs COTJIacHO Ccrnoco0y YMEHbIIGHHS YacCTOTBI
ciaydaeB wuHTpamMamMMapHbeix wuHpexkuuit (IMI), mpeamoyTuTenbHO MacTUTa W/UIH
METPUTA, y OTJUYHOTO OT YeJOBEKa MIIEKOMHUTAIIIEro, MPeaNOYTHTEIbHO
NpEeACTaBUTENS )KBAYHBIX, OOJiee MPEANOUTHTEIbHO — )KBAYHOr0, MPUYEM IO MEHbIIEH
mepe oauH uHruoutop SGLT-2 BBOAAT OTIMYHOMY OT HEJOBEKA MJIEKOMUTAIOLIEMY,
NPEANOYTUTENBHO MPEACTABUTENIO )KBAUHBIX, 00Jiee MPENNOUYTHTENbHO — KBAYHOMY, a
TaK)Xe COOTBETCTBYIOIEe MPUMEHEHNE O MeHblIel Mepe ogqHoro nuruouropa SGLT-
2 pans  OpPUrOTOBIEHUS MEJUKAMEHTa JUJIsl YMEHbBIIEHUs YacTOThl CJy4aes
uHTpamMaMMapHbix uHpeknuii (IMI), mpenmoyTUTeIbHO MaCTHTAa W/UJIU METPUTA, Y
OTJIMYHOTO OT YeJOBEeKa MJEKONMUTAIMEro, MPEeANOYTUTEIBHO TMPeICTaBUTENsI
JKBAYHBIX, 0OJie€ MPENNOUYTHTENbHO — JXBAYHOIO, MPHYEM MO MEHbLIEH Mepe OIUH
uHruourop SGLT-2 BBOOAT OTJAMYHOMY OT 4YeJOBEKAa MJEKONMUTAILIEMY,
NPEANOYTUTEbHO MPEICTABUTENIO JKBAYHBIX, 00Jiee MPEANOUYTHTEIbHO — )KBAYHOMY,
TaK)K€ OXBATBIBAKOTCS HACTOSAIIUM U300pETCHUEM.

B onHoM acmekTe HacTosmee H300pETEHHE TaKXKE KAacaeTCs NMPUMEHEHUs WU
croco0O0B, PacKpPbIBAEMBIX H/HIIM 3asBJSEMbIX aBTOPAMH, IMPUYEM IO MEHBbIIEH Mepe
onuH uHrudurop SGLT-2 BBOAAT B TepanmeBTHYECKU 3(PPEKTHBHOM KonuuecTBe 0Oe3
BBI3BIBAHUS I'YOUTENBHOTO W/UiIK aDOPTUBHOrO BIHUSHUS Ha O€pEMEHHOE OTJIHYHOE OT
YeJJOBEKa MIIEKONHUTAIOIIee, MPEANOYTUTENBHO MPEACTABUTENS XBAYHBIX, W/MJIH IO
MeHblnell Mepe onuH uHruoutop SGLT-2 BBOAAT B TepameBTHUEeCKH 3()PEKTHUBHOM

KojudyecTBe 0Oe3 BBbI3bIBAHH A He6J'IaFOHpI/I$ITHOFO BIINAHUA Ha MIOCHCAYIHOIHE
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PeNpPOAYKTUBHBINA HUKJ / GEepTUIBHOCTh U HAJOU MOJIOKA U/UJIM Ka4e€CTBO MOJIOKA MPHU
CIEAYIOLIEN JIAKTALUH.

B onHoM acmekte Hacrosllee HM300peTeHHE TakXKe KacaeTcs NMPUMEHEHUs WU
croco0O0B, pacKpbIBAEMbIX W/UJIHM 3asBJISIEMbIX aBTOPAMH, IMPHYEM IO MEHbIIEH Mepe
onuH uHruOurop SGLT-2 BBOmsT B TepameBTHUYECKH 3(PPEKTUBHOM KOJIHUYECTBE,
KOTOPO€ B AOIMOJHUTEIbHOM UJIM aJbTEPHATUBHOM BAPUAHTE BJIMAECT HA YMEHbLICHHUE
YaCTOTHI CJIy4aeB HOBBIX MHTpaMaMMapHbIX wHpekunii (IMI) unu mactuta B mepBbIil
MecCsL IOCNie Hadasa CIeAYIOL e JaKkTaluu.

B onHoM acmekTe HacTosmee HM300pETEHHE TAKXKE KAacaeTcs NMPUMEHEHUs WU
croco0O0B, PacCKpPbIBAEMBIX H/HIIM 3asBJSEMbIX aBTOPAMH, MPUYEM IO MEHBIIEH Mepe
onuH nHrHOUTOpP SGLT-2 BHIOUPAIOT U3 TPYMIIBI, K KOTOPOH OTHOCSTCS:

(D) TJIFOKOMMUPAHO3UII-3aMeIIEHHOE MPOU3BOaHOE OeH3omna ¢popmysr (1)

2

1
rae R o3navaer nuano, Cl unn metun (Hanbojee NpeanodYTUTEIbHO LIUAHO);

2
R” oznavaer H, meTun, meTokcu unu rugpokcu (Haubosee npeanoytutensHo H),

R’ osmauaer nukgompommu, Bogopox, GTop, Xmop, GpoM, HOA, METHI, T,
NpONUJ, U30NponuiI, OyTHi, 6mop-0yTui, uzodyTua, mpem-0ytun, 3-metun-0yr-1-u,
UUKJIOOYTHII, LHMKJIOMEHTUJ, LUKJIOTeKCUJ, |-THAPOKCH-LUKIONPONU, |-THAPOKCH-
HUKJI00YyTHII, |-THAPOKCHU-LHUKIOMEHTUN, |-THIAPOKCU-IIUKIOTeKCHI, STHHHWI, 3TOKCH,
audTopoMeTuI, TPUPTOPOMETHII, NeHTa(TOPOITHII, 2-TUAPOKCHUII-3THUII,
TUPOKCUMETHUI, 3-TUAPOKCU-TIPONUI, 2-TUAPOKCHU-2-METHI-NPON-1-ui, 3-rugpoKkcu-
3-metun-0yt-1-un, 1-rugpokcu-1l-metun-stun, 2,2,2-rpudropo-1-rugpokcu-1-meru-
stun, 2,2,2-tpudropo-l-runpokcu-1-tpudTOpoMeTHIN-3TUN, 2-METOKCH-3THI, 2-
3TOKCU-3THJI, THAPOKCH, IHPTOPOMETHIIOKCH, TPHUPTOPOMETHIOKCH, 2-METHUIOKCH-
STUJIOKCH, METHUICYIb(paHWI, METUICYIbPUHII, METUICYIbPOHUI, FTUICYIbPUHMII,
stuiacyabGoHma, Tpumetwicuwimwi, (R)-trerparuapodypaH-3-mwiaokcu  unm - (S)-

TeTparuapodypaH-3-uIOKCH HIU LHAHO;
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npudeM R’ MpeamouTHTENHHO BBHIOMPAIOT M3 PYMIbL, K KOTOPOH OTHOCATCS
LUKJIOMPONMUI, O3TWJI, 3TUHUI, 3TOKCH, (R)-rerparunpodypan-3-umokcu uim (S)-
TeTparuapodypaH-3-ujioKCH; Hanboee NPEeANOUYTUTENIBHO R’ SIBJISIETCS
LUKJIOTPOTIUIIOM,

WIN €r0 MPOU3BOJHOE, B KOTOPOHM OJHA MM HECKOJbKO THMIPOKCHUJIBHBIX I'PYIII
B-D-rinrokonupaHO3UIbHON TPYIMIbI AlUIUPOBAHBI rpynnamu, BeiOpaHHbiMu U3 (C.1s-
ankun)kapobonuna, (Ci.jg-ankun)okcukapbonuna, ¢penunkapobonuna u enun-(Ci.3-

aJIKuJj)-KapOoHUIA,

(2) Benarnudnosun, npeacrasieHubiit popmynoii (2):
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(6) Jlyceornu¢no3un, npeacraBieHHbIl Gopmyoi (6):

0" cH;

CH,

HO O

s OCH;

OH
HO
OH

(7) Todornudno3un, npeacrasineHasiii popmynoit (7):
HO.

o
OH

HO { O
L

(8) HUnparnudnosuy, npencraBieHHbd Gopmynoii (8):

9) Opryraudio3uH, npeacrasieHHbiii Gopmynoii (9):

(10) AturnudnosuH, npencraieHHbId opmynoit (10):

OCHs
HO S
[ Y
00
OH
HO
OH
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(11) Pemornudnoszun, npeacrasiernsii popmymnoi (11):

0
OH
HO 0
HO, 0
. N
N—N

(1TA) Pemornudnozun 3TaboHat, npencraBieHHbil Gopmyoi (11A):

he

(12) npou3BoaHoe THOGeHa Gopmynsl (12)
R

rne R o3HadaeT MeTOKCH UIH TPUPTOPOMETOKCH,

(13) 1-(B-D-rnrokonupano3uin)-4-metun-3-[5-(4-propodennn)-2-

THEHUJIMETHUJ |OeH30J1, peacTaBieHHbid popmynoii (13);

(14) NpPOU3BOAHOE crimpokeTalsist Gopmyssl (14):




14

rie R o3Hagaer MeTOKCH, TPUPTOPOMETOKCH, STOKCH, 3TUJ, H3OMPOINHI HIU
mpem-0yTuim,

(15) npousBoaHOe nupazon-O-riuoko3uga Gopmysl (15)

’< R

N L?
I\
Na L
. o_ O
R°0
HO" “OH
OH
5 raoe

R! o3nauaer C1.3-aJIKOKCH,

L' L* nesaBucumo apyr ot apyra o3naudaroT H unu F,

R® o3Hayaetr  H, (Ci-3-ankmin)kapOOHUI, (C1.6-ankuin)okcukapOOHUI,
denmnokcukapOOHUI, OEH3UIOKCUKAPOOHU N OeH3UIKapOOHUT,

10 (16) Corarnudno3uH, npencraBieHHbld Gopmynoi (16):

(17) Cepraudno3un, npencrasieHHbiin Gopmynoit (17):

SUSH

0O O

0y

OH

(18) coequHeHue, mpencrasjaeHHoe opmynoi (18):

15
rae
3 .
R’ o3Hawaer uwmkiomponui, Bomopon, ¢rTop, Xjgop, Opom, HOI, METHJ, ITHI,

NpOMNuUI, U30Nponu, OyTui, émop-0yTui, u3odyTun, mpem-0ytui, 3-metun-0yr-1-u,



10

15

20

15

HUKJIOOYTHII, LHUKJOMEHTUJ, LUKJIOTeKCUJ, 1|-TUApOKCH-IUKIONPONU, |-THAPOKCH-
HUKJIOOYTHII, |-THAPOKCH-LHUKIONEHTUN, |-rUIpOKCU-IUKIOTeKCHI, 3TUHHWI, 3TOKCH,
audTopoMeTu, TpUPTOPOMETHII, NeHTapTOPOITHIL, 2-TUAPOKCHUII-3THUII,
TUAPOKCUMETHI, 3-TUAPOKCHU-NIPONUI, 2-TUAPOKCU-2-METUNI-NpOon-1-ui, 3-rTuApOKCHU-
3-metun-0yr-1-un, 1-rugpokcu-1-merun-stun, 2,2,2-tpudropo-1-rugpokcu-1-merun-
stun, 2,2,2-tpudtopo-1-runpokcu-1-rpuGTopoMeTHI-3TUN, 2-METOKCHU-ITHI, 2-
STOKCU-3THJI, THAPOKCH, IHPTOPOMETHIOKCH, TPUPTOPOMETHIOKCH, 2-METHUIOKCH-
STHJIOKCH, METUICYJIb(aHuI, METUICYIb(PUHUI, METUICYIb()OHUI, STUICYIbOUHUI,
stuiacyabponua, Tpumertwicunwi, (R)-terparuapodypaH-3-uwiokcu  unm - (S)-
TerparuapodypaH-3-MI0OKCH MM LHAHO, MPHUeM R’ MpeamodTHTENbHO BHIOUPAIOT U3
IPYNNBL, K KOTOPOH OTHOCATCS UHKJIOMNPOINMJI, 3THJI, OTHHWJI, 3TOKCH, (R)-
terparuapodypan-3-uiaokcu unu (S)-terparunpobypan-3-unokcu; u R’ HambBoree
NPEANOYTUTENBHO SIBISETCS LUKIONPOIHUIIOM,

WIN €r0 MPOU3BOAHOE, B KOTOPOHW OAHA MM HECKOJbKO THIPOKCHUIBHBIX T'PYIII
B-D-rnrokonupaHO3UIbHON IPYIIbI allUINPOBAaHbI rpynnamu, BeiOpaHHbIMA U3 (C.1s-
ankun)kapOorun, (Ci.jg-ankmn)okcukapOonun, ¢enmnkapbonun u ¢penmi-(Ci.3-
aJIKUJ1)-KapOOHUIT;

(19) bekcarmugno3un, npeacrapiaeHabiid popmyoit (19):

P
~

w! oy

0] 0
4]

(20) Jixxanarnudo3uH, peacTaBieHHblid Gopmyoi (20):

(21) Pournudnosus,

(22) Baunarnugnosus.
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B onHoM acmekTe HacTrosiee M300peTEeHHE TaKKe KacaeTcsl MPUMEHEHUs WU
croco0OB, pacKpbhIBAEMBIX W/WMJIM 3asBJSIEMbIX aBTOPAMH, MPUYEM OTJIHYHOE OT
YyeJioBeKa MJICKOMHUTAKIIee, MPEeANOUYTHTEIbHO MPEACTABUTENS XKBAUYHBIX, BBIOMPAIOT
U3 TPyNIbl, K KOTOPOW OTHOCSATCS: JKBauHble, COOaubd, KO3JUHBIE, JOLIAJUHBIE,
KOLIAYbH, 3aiieo0pa3Hble, OBEYbH, CBUHbBIEC, TPbI3YHbBI; MPEAMOYTHTEIbHO BHIOHPAIOT
U3 TPYMIbI, K KOTOPOH OTHOCSTCS: KPYIHBIH POTAaThIii CKOT, KOpOBa, cobaka, Ko3a,
Jolanab, TOHH, OCeJ, KOT, OBIA, CBUHbS, KPOJHK, Kpbica, MbIlIb, OoJjee
MPEANOYTUTEILHO BEIOUPAIOT U3 TPYIIIbI, K KOTOPOU OTHOCSITCS: KBa4YHbIE, KO3JIMHBIE,
OBeubH, elle Oojiee MPEANOYTUTEIBHO BBHIOUPAIOT U3 TPYMIBI, K KOTOPOU OTHOCSTCS:
KPYIHBIA poratelii CKOT, KopoBa(el), kKo3a(bl), oBHA; eile Ooyiee MPENNMOYTHTEIbHO
BBIOMPAIOT W3 TPYNIbI, K KOTOPOH OTHOCATCS: MOJIOUHBIH CKOT, O€peMEeHHBIH W/HIIH
JAKTHPYIOIHUH MOJOYHBIA CKOT; HaNOOJIee MPEeANOYTHTEIbHO BBIONPAIOT U3 TPYIIIBI, K
KOTOpO#l  OTHOCATCS: KopoBa(bl), OepemeHHasi(ble) W/UIH JaKTHpyrOMmasi(ue)
KopoBa(sl).

B onHoM acmekTe HacTtosimee M300peTEeHHE TaKKe KacaeTcsl MPUMEHEHUs WJIU
croco0oB, pacKpbhIBAEMbBIX W/WJIM 3asIBJISIEMbIX aBTOPaMH, MPUYEM IO MEHbLIEH Mepe
onuH wuHruburop SGLT-2 BBOAAT mnepopanbHO, MaPEHTEPANbHO, PEKTAIbHO,
WHTPaBaruHaJbHO, BHYTPUBEHHO, MOJAKOXHO WJIN BHYTPUMBIIIEYHO, MPEANOYTUTEIbHO
MOAKOXHO, BHYTPUMBIIIEYHO WU BHYTPUBEHHO.

B onHoM acmekTe HacTosiee M300peTeHUe TaKKe KacaeTCs MPUMEHEHUs WU
croco0O0B, PacKpbIBAEMbIX H/HMJIM 3asBJSEMbIX aBTOPAMH, MPUYEM MO MEHBbILIEH Mepe
onauH uHruoutop SGLT-2 BBoasT B no3e ot 0,01 Mr/kr maccel Tena g0 10 Mr/kr Maccsl
Tena, MPeAnoYTUuTeNbHO B A03e OT 0,01 MI/Kr Macchl Tejia A0 5 MI/KT Maccel Tena,
Oonee mpenanoyTUTENbHO B n03e OT 0,01 MI/Kr Macchl Teja 10 3 MI/KT MaccChl Teja,
eme OoJiee MpeAnoOYTHUTENHHO B n03e OoT 0,03 Mr/kr maccel Tesla A0 3 MI/KI MaccChl
Tena, Haubolee nmpeAnouTUTENbHO B 103¢e 0,03 Mr/kr maccel Tena uin 0,3 MI/KT MacChl
Tejla WM 3 MI/KT MacChl TeJa.

B onHOoM acmekTe HacTosimee M300peTEeHHE TaKKe KacaeTcsl MPUMEHEHUsS WJU
crocoboOB, pacKphIBAEMbBIX W/UJIM 3asIBIISIEMbIX aBTOpPaMH, MPUYEM MO MEHbIIEH Mepe
onuH uarnoutop SGLT-2 BBOOST OAWH pa3, ABAXKIbI, TPUKIBI, YETHIPEXKIbI, MATh pPas,
IECTh Pa3 WU €XKEJHEBHO B TCUEHUE HEIEJIH, MPEANOUTUTENbHO TOJBKO OJUH pa3 B
Hayaje 3amyCcka WM JBaXKIbl, B IBA C€aHCa JiedeHUs udepe3 24 yaca uiaud 48 4acos

MOCJIC MOCICAHCTO JOCHUA.
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B onHoM acmekte HacTosmee H300peTEHHE TaKXKe KacaeTcs NMPUMEHEHUs WU
croco0O0B, pacKpbIBAEMbIX H/HMIJIM 3asBJSEMbIX aBTOPAMH, MPUYEM MO MEHbIIEH Mepe
onHuM uHrubutopom SGLT-2 siBnseTcst Benarnugo3uH, U Beaaraudao3uH BBOISIT B
KadyecTBe enuHCTBeHHOro wuHruburopa SGLT-2, mnpeamoyTUTENbHO MEpPOPalbHO,
NOAKOKHO MJIM BHYTPUMBILIEYHO, TOJbKO OJAWH pa3 B Hayaljie 3aMyCcKa MJIH IBa*Ibl (C
uHTepBajioM 24 4 unu 48 4) B no3e or 0,01 Mr/Kr Macchl Teja 10 5 MI/KT MaccChl Tena,
Oonee mpeamoutuTesbHO OT 0,03 MI/Kr mMacchl Tejia A0 3 MI/KI MacChl Tea, emie
Oonee mpennoutuTesbHo B go3e 0,03 mr/kr maccel Tena wiu 0,3 Mr/Kr Maccel Teja
WU 3 MI/KT MaccChl Tena.

B onHoM acmekte HacTosmee HM300pETEHHE TaKXKE KAacaeTcs NMPUMEHEHUs WU
Croco0O0B, pacKpPbIBAEMbIX H/HMIJIM 3asBISEMbIX aBTOPAMH, NMPHYEM MO MEHbIIEH Mepe
onuH wHruburop SGLT-2 BBOmAT 10, MOCHE WM OAHOBPEMEHHO C BBEICHHUEM IIO
MeHbIIeH Mepe ONHOI KOopMoBO#l mobaBku, Takoi kak Bovikalc® Dry, ornuuromy ot
YeJ0BEKa MJIEKOMUTAIEMY, TPEAMNOYTUTEIbHO MPEACTABUTENIO KBAYHbIX, W/ WU 10,
1oCJe WJIM OJHOBPEMEHHO C COKpAalleHHEM KOPMIIEHHS OTJHUYHOTO OT 4YeJOBEKa
MJIEKOTIUTAI LIEr0, MPEAMOUYTHTENbHO MPEACTABUTEN S KBAUHBIX.

B onHoM acmekte Hacrosimee H300peTeHUE TAaK)Ke KAcaeTcs NMPUMEHEHUs WU
croco0O0B, pacKpbhIBAEMbIX W/UIHU 3asIBJISIEMbIX aBTOPAaMH, MpUYEM KOpMoBas noOaBka
BKJIFOYAET OJWH HJIH HECKOJIbKO MOAKHUCIUTENEH, BBIOPAHHBIX M3 TPYIIbL, K KOTOPOW
OTHOCSITCSI: XJOPUJ AaMMOHHS, XJIOPUI KaiubLus W/uIu cyiabdar kanbuus, Ooisee
NPEANOYTUTEIbHO BKJIOYAET XJIOPHUI aMMOHHMSI, XJIOPUJ KaJbLHs U CYJNb(PaT KaNbIUs,
eme OoJiee MPEANOYTUTENBHO BKiIOUaeT ot S5 % (oO0bem/o0bem) nmo 15 %
(oO0bem/00bem) xnopuna ammonus u ot 40 % (o6bem/00beM) 1o 60 % (0ObemM/00BEM)
xjopuna kanbius U oT 15 % (oObem/0O0bem) nmo 25 % (obbem/oO0beMm) cynbdara
Kajgplusi, Haubojee mpeamoututenbHo BKIO4UaeT 10,4 % (oObem/0O0beM) xyopuaa
ammoHust u 51,9 % (obbem/00bem) xyopuma kanpiust u 20,1 % (ob6bem/00bem)
cyibdara KaubIus.

[MpeumyinecTBaMu B COOTBETCTBUHU C HACTOSIIUM H300pETEHHEM SIBISIOTCSI OJHO
WJTH HECKOJIBKO M3 CJIEAYIOIIUX:

- obneryaer Ha4ajgo0 CyXOro mepuoia B KOHIE JAKTAUUH Yy OTJIUYHOIO OT
YeJOBEKa MIIEKONMHTAIOIIEro, MPEeANOYTUTEIbHO XBA4YHOrO, Onaromapst 0€30macHOM,
s¢ppexTuBHON M ynoOHOW mapeHTepaJbHONH HHBEKLUHH IO MEHbLIEH Mepe OJHOTrO

unruduropa SGLTZ;
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- npeoposieBaeT MpoOseMbl HaJIU4YMS HENOCTAaTKOB, MPHCYIIHX Jaxe
pPasyMHOMY VIIPaBJIEHUIO, TaKW€ KaK yBEJMYEHHE 4YHUCJIa COMATHYECKUX KIETOK C
npojoJKaoecss BbIpaOOTKOM MOJOKAa IpPU IMOCTENEHHOM MpPEKPAIleHUHU JOECHUs
nepes 3amyCcKkoM;

- yMeHbIIAaeT TUCKOM(OPT U CTpecC, CBSI3aHHbIE C PA3YMHBIM YIPaBIICHHEM,
a Tak)Xke PEe3KUM 3alyCKOM, KOTOpPBIH, KaK M3BECTHO, OTPULIATENBbHO CKAa3blBA€TCs Ha
HMMYHHOM CTaTycCe;

- yBEeJIMYMUBAaeT  JHEBHOE BpeMs  JIeXXKaHus U CHHXKaeT  CTpecc,
NPEANOYTUTENBbHO 32 THHU NOCJe 3aMyCKa;

- yIy4dIlaeT MMMYHHBIH CTaTyC W/WiAU (YHKLUHUI TEYEeHH OTJIUYHOrO OT
YeJIOBEKa MJIEKOMUTAIOLIEr0, MPEeANOYTUTENbHO )KBAYHOr0, O0Jjiee MPEeaNOUYTHTEIbHO —
MOJIOYHOM(BIX ) KOPOBBI (KOPOB), MOCJIE 3aIyCKa,

- no3BoyisieT u30eraTb TAKOTO Pa3BUTHA COOBITUH, Kak BBI3BAHHBIN
COKpaIleHNEeM KOPMJIEHUS OTPHULATENbHBIN SHEPreTHUEeCKHi OanaHC ¢ BO3HHKAKO UM
B PE3yJIbTAaTE€ YPE3MEPHBIM IMOBBIIIEHUEM B KPOBU HEICTEPUPHUIIMPOBAHHBIX >KHUPHBIX
kuciaoT (NEFA) u KeTOHOBBIX TeJ, KOTOpbIE€ Ja)ke MOTYT BBI3BATb ‘CHHIPOM KHPHOM
NeYeHn W/ WU HapylleHue o0ero MMMYyHHOTO CTaTyca,

6J'IaFOl'IpI/I$[THO BJIMACT Ha AOJITOCPOYHYIO NMPOAYKTHBHOCTHL OTIIUYHOI'O OT

YeJOBEKa MIIEKONMHUTAIOIIEro, MPEeANOYTUTEIbHO KBAYHOTO, MyTeM wu30eraHus
OTPULIATENIPHOTO BO3AEHCTBUS HA TMOCHEAYIOUUHA  PENpPOAYKTUBHBIA  HUKJI /
(bepTUIBHOCTD U YAOH H/UJIM KaU4eCTBO MOJIOKA MPH CIENYIOIei JaKTaluu.

HOJAPOBHOE OINTNCAHUE U3OBPETEHUA

[Ipexxne YeM BapHaHTBI OCYINECTBJIEHUS HACTOAIETO H300peTeHus: OyayT
omucaHbl MmojapoOHee, ClIeayeT OTMETHTb, YTO B KOHTEKCTE JAHHOTO OMUCAHUS U
npunaraemMoii Gpopmysisl n3o0pereHust GOPMbI €TUHCTBEHHOT'O YHCJIa OAPA3YMEBAIOT
1 MHOXECTBEHHOE YHCJIO, €CJTH IPsIMO He YKa3aHO HHOE.

Ecnmu Her mHOro ompeneneHus, BCE MPUMEHsSEMble aBTOPAMH TEXHHYECKHE H
Hay4YHble TEPMHHBI HMEIOT 3HAYEHHUs, SBJSIOMHECS OOIMENPUHATBIMU Cpeau
CHeMUaJNCTOB B 00JacTH, K KOTOPOH oOTHOcuTCcs 3TO usobperenue. Bce
NpeACTaBJICHHBbIE AUaa3oHbl MOTYT Kosebdarbest HA 1 - 5 %, ecnu He yKa3aHO MHOE,
WIN JAPYTHe IMOKa3aTeld He H3BECTHBI CIEIHAJUCTaM B NaHHOW 00JacTH, MO3TOMY
TepMHUH “TpUOIU3UTENBPHO B ONUCAHUU U ¢dopMyie HU300peTeHHss OOBIYHO He
ynoTpednsercsa. XOTd B MPAKTUYECKOM OCYLIECTBIEHUHN WM MCHBITAHUH HACTOSIIErO

U300peTeHUusT MOTYT NPUMEHSIThCA JIOObIE CIOCOOBI M MaTepuaybl, MONOOHBIE WU
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pPaBHOLIEHHBIE T€M, KOTOpblE€ OMUCAHBbl aBTOPaMH, B JaHHOM Clydae OMNHUCBIBAIOTCS
NPEeANOYTUTENbHbBIE CIIOCOOBI, YCTPOMCTBA U MaTepualbl. Bce ynmoMsHyThIe aBTOpaMu
nyONMKauyU BKJIOYEHBl B 3TO OINHUCAHHUE IYTEM CCBUIKH C ILEJbI ONUCAHUS H
packpbITus BeLEeCTB, (POpMOOOPA3YIOIINX, HOCUTENEH M METOAOJIOTHH, O KOTOPBIX
coobmaercss B NyOJMKaLMsIX, KOTOpPble MOTYT OBITh HMCHOJB30BAHbI B CBSI3H C
nzobpereHneM. Hu4TO B NaHHOM ONHCAaHUM HE MOXET OBITh HCTOJKOBAHO Kak
IOMyIIeHWe TOro, YTO H300peTeHHe He HMMeeT MpPaBO Ha MPEIBOCXUILIEHHE TaKOro
PacKpBITHS B CHIJIY paHee CAEJAaHHOTO H300peTeHus .

B kxoHTekcTe HacTosimero w3o0peTeHUs “3amyck’ OMpeneNsieTcs CIeAyHIUM
oOpa3oM: TmTpeKpalieHue JOCHHS, MPENNOUYTHTEIbHO CEKPETHUPOBAHUS MOJOKA,
JAKTUPYIOLIErO0 OTJIWYHOTO OT YeJOBEKa MIEKOMUTAIIEro, MNpPeANOUYTUTENbHO
JKBA4YHOTO.

B koHTekcTe HacTosAmero u3o0peTeHUs yiaydlleHue u/Miaum  olJerdyeHue
3amycka’ OmNpenessieTcsl CAENYIoUUM o0pa3oM: YCKOPEHHOE CHUIKEHUE BBbIPaOOTKHU
MOJIOKA, MPEANOUYTUTENBbHO CEKPETUPOBAHM S MOJIOKA.

B xoHTekcTe HacTosAmEero n300peTeHuss TEPMHUH ‘MAaCTUT KacaeTcs BOCHAJCHUS
MOJIOYHOM JKelle3bl, BBI3BAHHOro HHTpamMaMmapHod wuHpexknuu (IMI) mnartoreHos,
IJIaBHBIM 00Opa3oM OakTepuil, a Takxke ApOXoKeld, rpUOKOB HMIJIM Ja)ke BOJOPOCIEH.
Tepmun “mactur” ynorpebieH aBTOpaMu [Jsi ONUCAHUA BCeX (OPM TakKoro
BOCHAJIEHMsI, BKJIOYass CYOKJIMHUYECKHMI M KJIWHUYECKUH MACTHT, IpUYEM
KJIMHUYECKUIM MACTUT BKJIKOYAET JIETKUH, TSKEJIbI U XPOHUYECKUI MACTHT.

B koHTeKkcTe HacTOsEro u300peTeHusl TEpMUH “HarpyOaHue BbIMEHU KacaeTcs
YpPEe3MEPHOr0 HAKOIJIEHHUS MOJIOKA B MOJIOUHOH »KeJjie3e, KOTOpOe MPUBOAUT K OOJIH H
AuCKOMMOPTY W/MIIM yTEUKE MOJIOKA U3 COCKOB; TaKXKe€ B3aUMO3aMEHSEMO MPUMEHSIOT
TEpPMUH “TIOBBILIEHHOE AaBJI€HHE B BHIMEHU .

B koHTekcTe HacTosmero usodpereHus TepMuH “3ddekT nedeHus KacaeTcs
yIAYUYIICHUs W/UJIM CHUKEHHS COCTOSIHHMS WJIM YaCTOTBI, W/UJIM YIYyULISHUs, CHUKEHHS
WM MOBBIMEHUs J0Ooro 3¢ dekra, mokaszarens, MaApKEPHOTO YPOBHS WM JAPYTOTO
napameTpa, CBSI3aHHOTO C COCTOSIHUEM.

Warunbutoper SGLT-2 pns nmpuMeHEHHsT B COOTBETCTBHU € HU300peTEeHHEM
BKJIIOYAIOT, TOMHMO MPOYUX, IIFOKONMHUPAHO3MUI-3aMelIEeHHbIE NTPOU3BOIHbIE O€H307a,
HarpuMmep, Kak omuceiBaeTcss B HokyMeHTax WO 01/27128, WO 03/099836, WO
2005/092877, WO 2006/034489, WO 2006/064033, WO 2006/117359, WO
2006/117360, WO 2007/025943, WO 2007/028814, WO 2007/031548, WO
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2007/093610, WO 2007/128749, WO 2008/049923, WO 2008/055870, WO
2008/055940, WO 2009/022020 uim WO 2009/022008.

Kpome Ttoro, onuH mnm Heckonbko MHruoOutopoB SGLT-2 nnga nmpumeHeHHs B
COOTBETCTBHUU C HU300peTeHHeM BBIOMPAIOT W3 TPYHIbl, K KOTOPOH OTHOCSITCA
CenyIOIIHNe COeNHEHUs WU UX (papMaleBTUYECKH puemyiemMble GopMbl:

(D) IO KO PAHO3UJI-3aMeIIeHHOe Tpou3BoAHOe OeH3ona popmysl (1)

2

1
rae R o3navaer nuuano, Cl unu metun (Hauboyee mpeANnOUYTUTEIBHO IUAHO);

2
R” o3nauaer H, meTun, MeTokcu wiu rupokcu (Haubosee nmpeanoytutensHo H),

R’ osmauaer nmkmompomui, Bomopox, (GTOp, XIop, Gpom, HO, METHN, STHI,
IpOMNuUi, U3onponui, OyTui, émop-0yTuin, uzodyTun, mpem-0ytui, 3-metun-0yr-1-u,
HUKJIOOYTHII, LMKJIOMEHTUJ, LUKIOTEKCHI, 1-THAPOKCH-IUKIONPONUN, |-THAPOKCH-
HUKJIOOYyTHII, |-THAPOKCH-LUKIONEHTHUN, |-rUIPOKCU-IUKIOTeKCHI, 3TUHWI, 3TOKCH,
aupTOpOMETHI, TpuPTOPOMETH, NeHTaTOPOITUI, 2-TUAPOKCUI-3THI,
TUAPOKCUMETHI, 3-TUAPOKCU-NIPOINUI, 2-THAPOKCHU-2-METUI-NpOon-1-un, 3-THApOKCH-
3-metun-0yr-1-un, 1-rugpokcu-1-merun-stun, 2,2,2-tpudropo-1-rugpokcu-1-merun-
stun, 2,2,2-tpudtopo-1-runpokcu-1-rpudTopoMeTHI-3TUN, 2-METOKCHU-ITHI, 2-
STOKCU-3THJI, THAPOKCH, IHPTOPOMETHIIOKCH, TPUPTOPOMETHIOKCH, 2-METHUIOKCH-
STHJIOKCH, METUICYJIb(aHuN, METUICYTbOUHUI, METUICYIb(GOHUI, STUICYIbOUHNUI,
sTuiCyAbpoHua, Tpumertwicunwi, (R)-trerparuapodypan-3-uwiokcu unm - (S)-
TeTparuapodypaH-3-HIOKCH HIIU LHAHO;

npudeM R’ mpeamouTHTENHHO BBHIGMPAIOT M3 TPYMIbL, K KOTOPOH OTHOCATCS
LHUKJIOMPONWI, 3THWJI, S3TUHHJ, 3TOKCH, (R)-teTparunpodypas-3-uiokcu wuiu (S)-
TerparuapodypaH-3-HIOKCH, Haubonee NpPEeANOYTUTENBHO R’ SIBJISIETCS
LUKJIOTPOTIUIIOM,

WIN €T0 MPOM3BOAHOE, B KOTOPOM OJIHA WUJIM HECKOJbKO THIAPOKCUIBHBIX T'PYIII
B-D-rnrokonupaHO3UIbHON I'PYNIbI allUINPOBAaHbI rpynnamu, BeiOpaHHbIMU U3 (C.is-
ankun)kapObonuna, (Ci.is-ankun)okcukapbonuna, ¢enunkapOonuna u derun-(Ci.3-

aJIKUJI)-KapOOoHUIA,
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(2)

(4)

(6)

HO.

HO

21

Benarnudnosun, npeacrasieHusit popmynoii (2):

Kanarnmudao3uH, mpencraBiaeHHbli Gopmynoi (4):
F

Jlyceornudno3uH, npeacraBieHHblil popmyoli (6):

CH
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(7) Todornudnosun, npeacrasineHasiii popmynoit (7):

HO.

O o
OH

HO { qi.v
L

() Unparnudnosul, npeactaBieHHbld Gopmyoi (8):

CHs

%) Oprtyraudio3uH, npeacraBieHHb Gopmynoit (9):

(10) Arturnudnosun, npencrapieHabiii popmynoit (10):

OCHj
HO S
’/
00
OH
HO
OH

(11) Pemornudnoszun, npeacrasiernsiii Gopmymnoi (11):
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(1TA) Pemornudnozun 3TtaboHar, npencrasieHHbil Gopmyioi (11A):

i
o
ﬁo’j\o”\* . . \‘\
qu N_NT/

L
W
0

u]

(12) npousBoaHoe THOGeHa Gopmyinsl (12)

R
/ s
Vs
o_ O
HO
HO" “OH
OH

rae R o3HadaeT MeTOKCH UK TPUPTOPOMETOKCH,

(13) 1-(B-D-rnroxkonupano3un)-4-metun-3-[5-(4-propodennn)-2-

THEHUJIMETHUJ |OeH30J, peacTaBieHHbd popmynoii (13);

OH

(14) MpOU3BOAHOE criupokeTasist GopmyJabl (14):

rie R o3Hayaer MeTOKCH, TPUPTOPOMETOKCH, 3TOKCH, STHJI, HU30TPOMHUI

mpem-0yTu,

nIn
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(15) npousBoaHOe nupazon-O-rioko3uga Gopmyiisl (15)

OH
rue
R! o3nauaer C1.3-alIKOKCH,
5 L' L* nesaBucumo apyr ot apyra osnaudaroT H unu F,
R® o3Havaetr  H, (Ci-3-ankmn)kapOOHUI, (C1.6-ankmin)okcukapOOHUI,
dermnokcrukapOOHUI, OEH3UIOKCUKAPOOHU N OeH3UIKapOOHUT,

(16) Corarnudno3uH, npencraBieHHbld Gopmynoi (16):

10 (17) Cepriudno3un, npeacrapieHHbiid Gopmynoit (17):

SUSH

OH

(18) coequHeHUe, mpencrasjaeHHoe Gopmynoi (18):

N

HO

OH

rac
3 o
15 R’ o3Hawaer uwmkyomponuis, Bomopon, ¢Top, xjop, Opom, HOm, METHJ, STUI,

IpOMNUI, U30Nponu, OyTuia, émop-0yTui, uzodyTun, mpem-0ytuin, 3-metun-0yr-1-u,
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HUKJIOOYTHII, LMKJIOMEHTUJ, LUKIOTEKCHI, 1-THAPOKCH-IUKIONPONUI, |-THAPOKCH-
HUKJIOOYTHII, |-THAPOKCH-LHUKIONEHTUN, |-rUIpOKCU-IUKIOTeKCHI, 3TUHHWI, 3TOKCH,
audropomeTud, TpupTOpOMETHII, NeHTapTOPOITHIL, 2-TUAPOKCUII-3THUII,
TUAPOKCUMETHI, 3-TUAPOKCHU-NIPONUI, 2-TUAPOKCU-2-METUNI-NpOon-1-ui, 3-rTuApOKCHU-
3-metun-0yr-1-un, 1-rugpokcu-1-merun-stun, 2,2,2-tpudropo-1-rugpokcu-1-merun-
stun, 2,2,2-tpudtopo-1-runpokcu-1-rpuGTopoMeTHI-3TUN, 2-METOKCHU-ITHI, 2-
STOKCU-3THJI, THAPOKCH, IHPTOPOMETHIOKCH, TPUPTOPOMETHIOKCH, 2-METHUIOKCH-
STHJIOKCH, METUICYJIb(aHmI, METUICYIbGUHUI, METUICYIb()OHUI, STUICYIbOUHUI,
stuiacyabponua, Tpumertwicunwi, (R)-terparuapodypaH-3-uwiokcu  unm - (S)-
TerparuapodypaH-3-MIOKCH WIM HHAHO, ¥ R’ MPEANOYTHTENHHO BHIGHPAOT U3
IPYNNBL, K KOTOPOH OTHOCATCS UHKJIOMNPOINMJI, 3THJI, OTHHHWJI, 3TOKCH, (R)-
terparuapodypan-3-uiaokcu unu (S)-terparunpobypan-3-unokcu; u R’ HambBoree
NPEANOYTUTENBHO SIBISETCS LUKIONIPOIHUIIOM,

WIN €T0 MPOM3BOAHOE, B KOTOPOM OJIHA WUJIM HECKOJBKO THIAPOKCUIBHBIX T'PYIII
B-D-rnrokonupaHO3UIbHON IPYIIbI allUINPOBAaHbI rpynnamu, BeiOpaHHbIMA U3 (C.1s-
ankun)kapbonuna, (C,.jg-ankun)okcukapbonuna, ¢enunkapbonuna u denun-(Ci.3-
aJIKuJ)-KapOOHUIIA;

(19) bekcarmugno3un, npeacrapiaeHabiid popmyoit (19):

(20) Jixxanarnudo3uH, peacTaBieHHbld Gopmyoi (20):

(21) Porrnudnosus,

(22) Baunarnugnosus.
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YnorpeOnsemblii aBTOpamMu TEPMUH "penaraugao3un" KacaeTcs
BeNarnau(Io3uHa BBIIIEYIOMSHYTOH CTPYKTYphbl, a Takxke ero ¢apManeBTUYECKU
npueMyieMbIXx (OpM, BKJIOUas €ro TUApaThl U COJNbBATHI, U €ro KPUCTAIINYECKHUX
dopm. Coenunenune, cmocoObl €ro CHHTE3a U €r0 COKPUCTAJIIBI ONMCAHbI, HATIPUMED, B
nokymentax WO 2007/128749, WO 2014/016381 u WO 2019/121509.

Ynorpebnsemblii aBTOpaMu TEPMUH "namariaugao3un" Kacaercs
nanarau@ao3nuHa BBIIIEYNOMSHYTOH CTPYKTYpBl, a Takke ero (¢apMalueBTHUYECKH
npuemyieMbIx (OpPM, BKJKOUAs €ro TUApaThl M COJBbBATHI, U €ro KPUCTAIMYECKUX
dopm. CoennHeHne u cocoOBI €ro CMHTE3a OMHCAHBI, HAIpUMep, B JoKymMeHTe WO
03/099836. IlpenmouTHTeNbHBIE THAPATBHI, COJBBATHI M KPUCTAJUITHYECKHE (HOPMHBI
OTHUCAaHbI, HAPUMEP, B MATEHTHBIX 3agBkax WO 2008/116179 u WO 2008/002824.

Ynorpebnsemblii aBTOpaMu TEPMUH "kaHarnudiao3un" KacaeTcs
KaHarau(JO3WHA BBILIEYNIOMSIHYTOW CTPYKTYpPBI, a Takxe ero (¢apManeBTHYECKH
npuemyieMbIXx (OpM, BKJIOUAs €ro TUApaThl M COJNBBATHI, U €ro KPUCTANIHYECKUX
¢opm. CoenuneHue u cnocoObl €ro CUHTE3a OMHMCAHbI, HAIPpUMeEP, B MOKyMeHTax WO
2005/012326 u WO 2009/035969. IlpenmouTtuTedbHble THAPATHI, COJNBBATHI U
KpucTajiaudeckue (OpMBI ONHCAaHbI, HampuMep, B TMaTeHTHOH 3aaBke WO
2008/069327.

YnorpeOnsemblit aBTOpaMu TEPMUH "smnarnugao3un" KacaeTcs
sMrarau@o3uHa BBILIEYIOMSIHYTOH CTPYKTYpBl, a Takxke ero (apmManeBTHYECKH
npuemieMbix (GOpM, BKJIKOYAsl €ro T'HAPATHl U COJNbBATHI, U €ro KPUCTAJUIHYECKHX
¢opm. CoenuHeHue u cnocoObl €ro CUHTE3a OMHCAHBI, HAIPUMEp, B TOKyMeHTax WO
2005/092877, WO 2006/120208 u WO 2011/039108. IIpeanodtruTtenbHas
KpucTajuinyeckass (opma oOmnmcaHa, HampuMmep, B MAaTEHTHBIX 3asiBkax WO
2006/117359 u WO 2011/039107.

YnorpebnseMpiii aBTOpamMu TepMHUH "aTUrIu(IO3UH" KacaeTcs aTUrIU(IO3WHA
BBILIEYIOMSIHYTOH CTPYKTYpPBI, a TakXe ero (apMameBTUYECKH MpUEMIIEMbIX (opm,
BKJIFOYAsi €r0 THAPATHl U COJIBBATHL, U ero Kpucrtajinuueckux ¢opm. CoenmHeHHe H
croco0bI ero CHHTE3a ONMUCaHbI, HanpuMep, B fokyMernTe WO 2004/007517.

YnorpeOnsemblii aBTOpamu TEPMUH "unparnugpaozun" KacaeTcs
unpariu@Io3uHA BBILIEYNIOMSIHYTOW CTPYKTYpPbl, a Takxke ero (¢apManeBTUYECKH
npuemyieMbIXx (OpM, BKJOUAs €ro TUApPaThl U COJNBBATHI, U €ro KPUCTAIIINYECKHUX

¢opm. CoenuHeHue u cnocoObl €ro CUHTE3a ONMHMCAHBI, HAIPUMeEp, B JOKyMeHTax WO

2004/080990, WO 2005/012326 u WO 2007/114475.
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YnorpeOnsemblii aBTOpamMu TEPMUH "rodornudpaozun" KacaeTcs
todornudo3uHa BBILIEYNIOMSIHYTOW CTPYKTYPbI, a Takxe ero (apmMauLeBTHUUYECKH
npueMyieMbIXx (OpM, BKJIOUAs €ro TUApaThl U COJBbBATHI, U €ro KPUCTAIINYECKHUX
dopm. CoenuHenne u crocoObl €ro CHHTE3a OMHCAHbI, HAIpUMeEp, B JOoKyMeHTax WO
2007/140191 u WO 2008/013280.

Ynorpebnsemblii aBTOpaMu TEPMHUH "nyceoriaudio3un" KacaeTcs
Jayceornu(O3uHa BBIMIEYNOMSIHYTOW CTPYKTYpPBI, a Takxke ero (apMaleBTHUYECKH
npuemyieMbIx (OpPM, BKJKOUAs €ro TUApaThl M COJBbBATHI, U €ro KPUCTAIMYECKUX
dbopm.

YnorpebnsembIid aBTOpamu TEPMUH "spryraudio3zun" KacaeTcs
SpTyrnu(IO3UHA BBIMIEYIIOMSIHYTOW CTPYKTYpBl, a TakXe ero (apMaueBTHUYECKH
npuemyieMbIx (OpM, BKJIOUAs €ro TUApaThl M COJNBBATHI, U €ro KPUCTAINYECKHUX
¢opm. CoenuneHne onuceiBaeTcss HanpuMep, B fokyMmenTe WO 2010/023594.

YnorpeOnsemblii aBTOpamu TEPMUH "pemornudaozun" KacaeTrcs
peMornudo3nHa BBIIIEYNOMSAHYTOH CTPYKTYpPhl, a Takxe ero (apmMaueBTHUYECKH
npuemsieMblIx (Gopm, BKIOUas MpojekapcTBa peMornugo3WHa, B YaCTHOCTH,
pemornudyo3udn 3TaboHAT, BKJKOYAs ero THApPAaTbl ©  COJbBATBI, U  €r0
kpuctajnnudeckux ¢opm. CrocoObl ero CMHTE3a ONMUCAaHBbl, HAIPUMEp, B MATEHTHBIX
3asBkax EP 1213 296 u EP 1 354 888.

Vnorpebnsemblii aBTopamMu TepMuH "cepriuduo3nH" kacaercs cepriaudio3umHa
BBIIIEYITOMSIHYTOH CTPYKTYpPBI, a Takxke ero (gapmaneBTUYECKH NMpUeMIeMbIX (opm,
BKJIIOYasi TpoJjiekapcTBa cepriudio3uHa, B YaCTHOCTH, Cepriu(IO3UH 3>TaboHaT,
BKJIFOYAsi €ro THApPATbl U COJbBATHI, U ero Kpucramaudeckux ¢opm. Crocobbl ero
NPOU3BOJCTBA ONMMCAHBI, HaNIpUMep, B nNaTeHTHbIX 3asaBkax EP 1 344 780 u EP 1 489
089.

[IpencraBnenHoe Beilie coenuHenue Gopmynsl (16), To ecTh, coTarnudIO3uH, U
€ro MPOU3BOJCTBO OIMHCHIBAIOTCS, HANMpumep, B nokymentax WO 2008/042688 wunu
WO 2009/014970.

[IpenmouturenbpiMu  uHruOUTOpamMu SGLT-2  SBISAIOTCA TIIOKONMHUPAHO3UII-
3aMelleHHble NpOu3BOAHBIE OeH3ona. HeobOs3aTenpHO OmHA WIM  HECKOJBKO
TUAPOKCHJIBHBIX TPYNI [IIOKONHUPAHO3UJIBHOW TPynmsel B TAaKOM OJHOM HJIH
HecKoNbkux uHruouropax SGLT-2 wmoryr ObITh anUIUPOBAHBI TPYIIIAMH,
BBIOpaHHBIMHU u3 (Ci-1s-ankmn)kapOoHmia, (C1-13-ankmn)okcukapOoHmIa,

benunkapoonuna u pennn-(C;.3-ankmn)-kapOoHuIa.
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bounee npeanoOYTUTCIIbHBIMU SABIAKOTCA FTHOKOMMUPAHO3UII-3aMCIICHHDBIC
npousBoaHble OeH3oHuTpuna ¢opmynsl (1), kaxk onucano Bbime. Eme Oonee
nNpeaAnOYTUTECIIbHBIMUA SABJIIAOTCA FITHOKOMMUPAHO3UII-3aMECIIICHHBIC MNpOU3BOAHBIC

6ensonutpuna popmyns (18):

rae

R’ osmauaer nmkmompomui, Bomopox, GTOp, Xmop, Gpom, HOm, METHN, ST,
NpONUI, U30NponuI, OyTHia, émop-0yTuia, u3odyTun, mpem-0ytui, 3-metun-0yr-1-u,
OUKJIOOYTHII, LHMKJIOMEHTUJ, LUKIOTEKCHI, |-THAPOKCH-IUKIONPONUI, |-THAPOKCH-
HUKJIO00YyTHII, |-THAPOKCH-LHUKIONEHTUN, |-THIAPOKCU-IUKIOTeKCHI, STHUHWI, 3TOKCH,
nudTopoMeTu, TPUPTOPOMETHII, NeHTaTOPOITHIL, 2-TUAPOKCUII-3THUII,
TUAPOKCUMETHUI, 3-TUAPOKCU-TIPONUI, 2-TUAPOKCHU-2-METHI-NIPON-1-ui, 3-rugpoKcu-
3-metun-0yt-1-un, 1-rugpokcu-l-metun-stun, 2,2,2-rpudropo-1-rugpokcu-1-merun-
stun, 2,2,2-tpudpropo-l-runpoxkcu-1-rpupTOopoMeTHIN-3TUN, 2-METOKCHU-3THI, 2-
STOKCU-3THJ, THAPOKCHU, IHUPTOPOMETHIOKCH, TPUPTOPOMETHUIIOKCH, 2-METUIOKCH-
STUJIOKCH, METWICYJb(aHUI, METUICYJbPUHUI, METUICYIb(OHUI, STUICYIbPUHUI,
STUACYNBGOHMUI, TPUMETHICWIWI, (R)-terparuapodypan-3-umokcu wuiaun  (S)-
TerparuapodypaH-3-MIOKCH WM [HAHO, ¥ R’ MPEANOYTHTENbHO BHIGHPAOT W3
IPYNNBL, K KOTOPOH OTHOCATCS UHMKJOMNPOINMI, OSTHJI, OTHHWJI, 3TOKCH, (R)-
terparuapodypan-3-miokcu unu (S)-terparunpodypan-3-unokcu; u R’ HambGoiee
NPEANOYTUTENBHO SIBJISETCS LUKIOTPOIHUIIOM,

WIN UX MPOU3BOJHBIC, B KOTOPBIX OJHA HJIM HECKOJBKO THIPOKCHUIBHBIX T'PYIII
B-D-rnroxonupaHO3MIBHON T'PYMIBI allUINPOBAaHbI rpynnamu, BeiOpaHHbMA U3 (C.is-
ankun)kapbonuna, (Ci.jg-ankun)okcukapbonuna, ¢enunkapobonuna u denun-(Ci.3-
anKkuj)-kapOoHUa.

[IpennoururenbHo TakuM HHruoutopom SGLT-2 sBnsiercs Benarnudo3uH, Kak
nokazaHo B ¢opmyse (2). HeoOsi3aTenbHO OJHAa WM HECKOJbKO THAPOKCHUJIBHBIX

rpynn  B-D-rarokonupaHo3uNbHOW — Tpynmbl  BeJdarau@O3MHa  MOXKET  OBbITh
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aumnupoBaHa rpynnamu, BeiOpaHHbIMH U3 (Cj.g-ajkwmwin)kapOonmna, (Ci.ig-
ankun)okcukapbonuna, Gpenunkapbonuna u peraun-(C.3-ankun)-kapboHuna.

Takum oOpa3om, B NMPEANOUYTUTEIHHOM BapHAHTE OCYINECTBJIEHUS IO MEHbIIEH
mepe oxHuUM uHruobutopom SGLT-2 B COOTBETCTBHUM C HACTOSIIMM H300peTeHHEM
sBiasercs  uHrubutop SGLT-2 B ¢dopMe  TIIIOKONHUPAHO3UI-3aMELIEHHOTO
npou3BOAHOro OeH3osa, mpeanoututreabHo uHruOuTop SGLT-2 dopmynasr (1), Oonee
npeanoyTutenbHo Gopmyinsl (18), unu eumre Gonee MpeANOYTUTENBHO — GOpMYJIbI (2),
TO €CTh, BeNariu(iIo3uH, B KAXKAOM U3 CIy4aeB — KaK OMPEaesIeHO BhILIE.

B nanHoMm omucanuu ccbutku Ha UHruOUTOpHl SGLT-2 M/Man UX mpuUMeHEHue B
COOTBETCTBUHU C M300pETEHHEM OXBATHIBAIOT (papMameBTUUECKU NpUeMieMble (OpMBI
unruouropos SGLT-2, ecniu HE yKa3aHO HHOTO.

B coorBercTBHM ¢ H300peTEHHEM, CYLIECTBYET BO3MOMKHOCTb IPUMEHEHUS
mobol ¢apmaneBTuueckun mnpuemsneMoit ¢opmel mHruouropa SGLT-2, Hampumep,
dopmynsrl (1), npeanoururensHo Gopmyns (18), bonee mpeanOYTUTENBHO — POPMYJIBI
(2). Hampumep, CyImecTBYeT BO3MOJKHOCTb NPHUMEHEHHUS KPHUCTAJIIUYECKOH (POpMBL
@DopMBI TPOJIEKAPCTB TAKKE OXBATHIBAIOTCS HACTOSIIIUM U300pEeTEHUEM.

@opMBI NPOJEKAPCTB MOTYT BKJIOYaTh, HampuUMep, CIOXHbE 3PUPBI W/HIH
ruapatel. TepMuH “nposiekapcTBO” TakKe BKJIOYAET JIOOON KOBAJEHTHO CBS3AaHHBIN
HOCHUTEJIb, KOTOPBIH BBICBOOOKIAET aKTUBHOE COEJUHEHUE COTJIACHO U300pEeTEeHHIO in
Vivo TIpU BBEIEHMHU IpojiekapcTBa Miekonurtamoumemy. IIponexkapcTBa coenuHeHus
COTJIACHO M300pETeHUI0 MPUTOTABJIMUBAIT NyTeM MOAU(PUKALUHM (YHKIHOHAIBHBIX
IPYIN, MPUCYTCTBYIOIIMUX B COEJUHEHUM COTJIACHO HM300pPETeHHI0, TaKuM 00pasom,
4T0OBl MOAMGHKAIMK PACIIEIISINCh, JHOO MyTeM TPaJULHOHHOW MaHHMYJISILUH,
au00 in vivo, 10 UCXOIHOTO COeAUHEHHUS COTJIACHO U300PETEHHIO.

Kpucrannuueckne ¢GopMbl AJs NMPUMEHEHHUS B COOTBETCTBHUH C H300pEeTEHHEM
BKJIOYAIOT Kommjekc wuHruburtopa SGLT-2 ¢  ogHOW WM HECKOJIbKUMHU
aMHUHOKHCIIOTaMHU (CM., HampuMmep, nokyMeHT WO 2014/016381) — Tak Ha3bIBaeMbIMHU
COKpHUCTAJIaMH. AMHHOKHCIOTON IJI TaKOr0 MPUMEHEHHS MOXKET OBITh NMPUPOAHAs
AMUHOKHCJIOTAa. AMHHOKHCIOTAa MOXET OBITh MPOTEOreHHONH aMHUHOKHCIOTOM
(BKIIOUAs L-rugpokcumnpomny) 170101 HEMPOTEOTEeHHO U AMHHOKHCJIOTOM.
AMuHOKHCIOTA MOXeT ObiTb D- wunm  L-amuHOKHCHOTOH. B HekoTOpBIX
OPEANOYTUTENbHBIX BAPHAHTAX OCYIIECTBIEHHUS] aMUHOKHUCIOTOHN siByisieTcst npouH (L-

nposuH w/unu D-nponun, npeanouyrurensHo L-nponun). Hanpumep, Ilpennourenue
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OTHAIOT KPUCTAIIUIECKOMY KOMIUIEKCY / COKPUCTAJUTY Benariaugao3uHa C MPOJUHOM
(manpumep, L-nponnHOM) U KpUCTAJUIMYECKOH BOAE.

Takum oOpa3omM, B [JaHHOM OIHMCAaHUHM PACKPBIBAETCA KPHUCTAJIUYECKUI
KOMILJIEKC / COKPHUCTAN MEXAY OJHOM WIM HECKOJbKUMH HPUPOJHBIMHU
aMUHOKHCIOTaMu B uHruoutopom SGLT-2, Hanpumep, KPUCTANINYECKUH KOMIUIEKC /
COKPUCTAJJ MEXJAY OJHOW MJIM HECKOJbKUMH IPUPOAHBIMU aMHHOKHUCIOTAMH U
unruouropom SGLT-2 B Qopme TIIOKONUPAHO3UI-3aMEIIEHHOTO MPOU3BOAHOIO
OeHzona, mnpeanoututesbHo umHrudburopom SGLT-2  ¢dopmynsr (1), Oonee
npeano4YTuTenbHo — Gpopmynsl (18), unu eme Gonee mpeaANOYTUTENBHO — GOpMYIIHI (2)
(Benariaudiao3uHOM).

Kpome TOro, Hamu4yme HYETKO ONpPEAENEeHHOH KPUCTAIUYECKOH (HOpMBI
MO3BOJISIET  OCYILIECTBISATH OYHCTKY JE€KapCTBEHHOTO BEIIECTBA  INYTEM
pPEeKPUCTAIIIN3 AL Y.

[ToMuMoO BbIIIEYKa3aHHBIX TPeOOBAHMI, TAK)KE CIEAYET B L[€JIOM YUHTHIBATH, UYTO
mo0oe W3MEHEeHHe B TBEPAOM COCTOSHHHM (apMaLeBTHUYECKOH KOMIO3HIUH,
croco0Hoe yny4ymarh (QU3NYECKYI0 W XHMHYECKYI0 YCTOWYMBOCTh, OOecrmeduBaeT
3HAYUTEJNbHOE NPEUMYINECTBO IIepea MeHee YCTOWYMBBIMU (POpPMaMU TOTO XKe
MEUKAMEHTA.

Kpucrannuueckuit KOMIjaekc / COKPUCTAIII MEXAY MPUPOAHOW aMHUHOKHCIOTOU
u uaruduropom SGLT-2 (Hanmpumep, rIFOKOMUPAHO3UI-3aMEIIEHHOTO MPOU3BOJHOIO
6ensona mnm umHruouropom SGLT-2 dopmyast (1) wimm dopmynsr (18), unm, B
qacTHOCTH, opmyibl (2), TO ecTh, Beaariu(a03UMHOM) OTBEYAET BBIIICYITOMSHYTHIM
Ba)KHBIM TPEOOBAHUSM.

Wuaruburoper SGLT-2 nans npuMeHeHHsT B COOTBETCTBHU C HU300peTEeHHEM
NPUTOTABJIMBAIOT KaK apMaleBTUYECKUEe KOMIO3UIUK. FIX mpUrorasiuBarT B popme
KUIOKUX VUM TBEPABIX KoMmo3unuid. B mobom ciaydae HX NOpeanouYTUTENbHO
NPUTOTABJIMBAOT JUISI TMAPEHTEPANbHOrO BBENCHUS, NPENNOYTHTEIBHO B JKHAKOH
dopme s mapeHTepalbHOTO BBeAeHHs (CM., Hampumep, AOoKymMeHT WO
2017/032799). Opnako wuHruobutopsl SGLT-2 Takke MOTyT OBITH NPUTOTOBJEHBI,
HaIrpuMep, Uil IepOPaANbHOTO BBEACHUA. TBEpable KOMIIO3ULINHU BKIFOYAIOT Ta0NIETKH,
rpa”yibl U Jpyrue TBepable (GOpMbl, Takue Kak cynmosutopuu. Cpenu TBepAbIX
KOMIIO3UIINH MPEANOYTEHHE OTAAI0T TabJeTKaM U IpaHyJIaM.

dapmaLeBTHYECKHE KOMIIO3UIIUN B KOHTEKCTE HACTOSIIEr0 U300peTeHUsT MOTYT

BKJIrOYaTh MHruOutop SGLT-2 B COOTBETCTBUM C HACTOSIIUM HU300pETEHHEM U OJHO
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WIN HeCKoNbko QopmoodOpasyromux. Ilpuemnemo nnsi wucnonap3oBaHUsS Jr000e
dbopmoobpasyromee, obecrnednBarIee BO3MOXKHOCTh WJIH MOANEPKKY METULUHCKOTO
spdexra. Takume QopmooOpasyomue HOCTYNHBI A CHEHUAIUCTOB B JaHHOU
obnmactu. K mnoaxomsmuMm 1is UCHOJb30BaHUsS (HOpMOOOPa3yIOIIMM OTHOCSTCSH,
HarpuMmep, AaHTHAAre3UBBI (KOTOpblE NPUMEHSIOT JJisi yMEHBLIEHHS C TMOPOLIKA
(rpaHyJ) ¢ MOBEPXHOCTHIO LITAMIIA U, TAKUM O0Opa30M, MPENOTBPALLEHHS MPUIUTTAHUS
K TaOJeTHPOBOYHBIM INTAMIIAM), CBS3VIOIIHE (CBI3YIOIINE pPACTBOPOB MM CYXHE
CBSI3VIOIIHE, KOTOPbIE CKPEIISIOT WHTPEOUEHTHI), MOKPBITUS (IJIsT MPEeqOTBpAIleHHUsI
NOpYM HHTPEJUEHTOB TabJETOK H3-3a BJAKHOCTH WJIM BO3AEHCTBUS BO3AyXa H
obyierueHuss TJIOTaHUS OONBIIUX WMJIM HUMEIOLUX HENPUITHBIA BKYC TabJIeToK),
paspexyiutenu  (mo3Bossitomue  TablieTke  pacmanaTbCs MMOCHe  PAacTBOPEHWS),
HAMOJIHUTEHU, pa30aBUTENH, apOMAaTHU3aTOPbI, KPACUTENH, TJIMAAHTHI (PeryJsiTOpbI
CKOJIb)KEHUsSI — JJIsl CONEMCTBUS MOTOKY MOPOIIKA NMyTeM YMEHbBIIEHHUS TPEHUS MEXKIY
JacTHIlAMH W CHEIJIeHus), JyOpukaHThl (s OPenoTBpAIleHUs] KOMKOBAaHUS
WHTPEIUEHTOB M MPUJIHUMAHUS K TaONEeTHPOBOUYHBIM IITAMIIAM HJIH MAIIUHE IS
3aMOJIHEHUS KAICyJ), KOHCEPBAHTHI, COPOSHTHI, MOACIACTUTENIN U T. 1.

KoMmno3uuuu B COOTBETCTBHM C H300peTeHHEM, Hampumep, TBepIble
KOMITO3MI[MH, MOTYT BKJIIOYaTh HOCHUTEIN W/HJIM Pa3pbIXJIUTENU, BbIOpAHHBIE H3
IPYINBL, K KOTOPOH OTHOCATCS caxapa M caxXapHble CIUPTHI, HaMpuMep, MaHHWUT,
JAKTO3y, KpaxMall, LeJII003y, MUKPOKPUCTAIIINYECKYIO LEJII0JI03y U NMPOU3BOJHBIE
L[EJUTI0JIO3bI, HAIPUMEP, METUJILEITIION03Y U T. II.

ITpou3BOACTBEHHBIE TMPOUEAYPHI JJIsI KOMIIO3UIMI, MOAXOMSIUX JUISL *KBAaYHbBIX,
U3BECTHBI CMELHATNCTAM B JaHHON 00MacTH M IJIs TBEPABIX KOMIIO3ULIHMI BKIIFOYAIOT,
HampuMep, MPsIMOe MPECCOBaHHE, CYXYI0 TPAHYJSILUI0O M BIAXKHYK TpaHyIsnui. B
npouecce MPsSMOrO MPECCOBaHUsS  aKTHBHBIH HMHTPEJUEHT W BCEe  JApyrue
dbopmoobpasyromue MOMEIalT BMECTe B KOMIIPECCHOHHBIA ammapar, KOTOPBIU
NPUMEHSIOT HEMOCPEACTBEHHO IJis LITAMIIOBKM TabJeTOK W3 3TOro marepuana. Ha
MOJIy4eHHbIE B pe3yJibTare TalJeTKH HeoOsS3aTeNbHO HAHOCSAT MOKPBITHE C LENIbI HX
(PU3NYECKO W/MIM XUMHUYECKOW 3allUThl, HAMpUMeEp, MaTEepPUaiOM, H3BECTHBIM H3
CYLIECTBYIOLIEr0 YPOBHS TEXHHUKH.

Enununa BBeneHwWs, Hampumep, OJHOpPA3OBas KUAKAs J03a WM EIHHULA
TBEPIOW KOMIO3UIUH, Hampumep, Ttadnetka, Moxer Bkiaw4daTh oT 0,1 mr go 10 wmr,
unu Hanpumep, ot 0,3 mr go 1 mr, ot 1 Mr go 3 mr, ot 3 mr no 10 mMr; unu ot 5 go

2500 mr, unu Hanpumep, oT S o 2000 mr, ot 5 mMr xo 1500 mr, ot 10 mr no 1500 mr,
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or 10 mr go 1000 mr, unu 10 - 500 mr maruburopa SGLT-2 nns npumeHeHus B
COOTBETCTBUU ¢ wu3zoOpereHueM. Kak cTaHeT MNOHATHO CHenWAIUCTaM B JAHHOM
obnactu, coxepxkanue uHrudburopa SGLT-2 B TBepAodH KOMMIO3ULHUU HJIU JTOOOU
KOMIIO3UIIMH, pAacKpblBAa€MOM aBTOpaMU KaK IpeJHa3HaueHHas [Js BBEAEHUs
KBAYHOMY >XHBOTHOMY, MOXET OBITh COOTBETCTBEHHO YBEJIHMYEHO HJIU YMEHbIIEHO
IPOMOPLUOHAIBHO Macce Teja MOJAJEeXalero JEeUeHUI0 OTJIMYHOTO OT 4YeJOBeKa
MJIEKOTIUTAIO LIET0, MPEAMOUYTHTEBHO KBAYHOTO.

B onHOM BapuwaHTe oOcCymIeCTBICHHs (apMaleBTUUECKass KOMIO3HUIUS JJIs
NPUMEHEHUS] B COOTBETCTBHH C U300pEeTEHHEM MpeJHa3Ha4YeHa JJIsl IePOPATbHOrO HIIH
NAapeHTEPATbHOTO BBEAEHHUS, MPEANOYTUTEN]BHO IS MapeHTEepPaJbHOTO BBEICHUS.
OcobeHHO OnarompusATCTBYIOT MEPOPAIbHOMY BBeNeHHIO (dopMoobdpasyromue,
MOAMGUIUPYIOIHE 3amaxX W/MIM  TaKTHJIbHBIE CBOICTBAa (apMaLeBTUUECKOM
KOMIIO3MIINHU TSI [[EJIEBOT0 MalMeHTa, HaIpuMep, Kak ONMUCaHO.

IIpu peuentupoBannu uarudburopa SGLT-2 nns npuMeHeHUsS B COOTBETCTBHH C
n3o0peTeHueM JUisl MepOPabHOTO BBEASHUS KeJlaTeJbHO, 4TOOBI opMoobdpasyromue
NpUAaBajld  CBOWCTBA,  HAmpUMep, BKYCOBYK  INPHUBIEKATENbHOCTH  W/HIH
pa3KeBBIBAEMOCTD, AENAIINe KOMIO3HUIUI0 MOAXOASLIENH I BBEAEHUS OTJIUYHOMY
OT YeJIOBEKa MJIEKOMHUTAIIIEMY, IPEATOUYTUTENbHO JKBAYHOMY.

Takxe nNpeAnOYTUTENbHBI KUAKUE KOMHO3ULUH. JKHAKMMH KOMIIO3ULIUSIMHU
MOTYT OBbITh, HAIPUMEP, PACTBOPBI, CHPOIMBI WIH CycHneH3uu. X BBOISAT JKBAYHOMY
KUBOTHOMY HEIMOCPEACTBEHHO HAM CMEIIMBAIOT C MNHINEBBIMH NPOAYKTaAMHU H/UIU
nuTheM (HampuMmep, MUTbEBOW BOJOW MJIM MOJOOHOHW JKMAKOCTBIO) IS JKBAYHOTO
KUBOTHOTO. OHO M3 MPEUMYLIECTB KUAKON KOMIO3ULHUH (MOAOOHONW KOMIO3ULINHU B
I'PaHyJIHUPOBAHHOHN (OpME) COCTOUT B TOM, UTO TaKas AO3UPOBaHHAs POpMa MO3BOJISET
OCYIIECTBJISITh TOYHOE JO3UpoBaHue. Hampumep, cymecTByeT BO3MOXKHOCTb TOYHOTO
nosupoBanusi wHruOuropa SGLT-2 mnpomopuuoHa bHO Macce Teja OTJIHYHOrO OT
YeJIOBEKa MJICKOMHUTAKINEro, MPEeANOYTUTENbHO JKBAYHOrO. TUMHYHBIE COCTAaBBI
KUIKUX KOMIO3UIUHA U3BECTHBI CIEIUAINCTAM B TaHHOW oONacTu.

[MpakTuUKyOMUA CHeqUalucT B JaHHOW OOJacTH CMOMKET OMNpeAesIuTh
NOAXOSIIINE O3Bl [JII NPUMEHEHHS B COOTBETCTBHUH C HACTOSIIIUM H300pETECHHEM.
[IpenmouTuTEeNbHO EAUHULAMH JO3UPOBAHUS SBJISIOTCA MI/KI MacChl Te€Jla, TO €CTh, MT
uHruouropa SGLT-2 Ha eguHUIy Macchl Teja OTJIMYHOIO OT 4YeJOBEKa
MJIEKOTUTAIOLIEro, MPEeANOYTUTENbHO JkBauHoro. Muruburop SGLT-2 cormacHo

HacTosmeMy H300peTeHHI0 BBOAAT, Hanmpumep, B no3ax 0,01 - 10 mr/kr maccsl Tena B
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nenb, Hanpumep, 0,01 - 5 mMr/kr maccel Tena B neHb, Hanpumep, 0,01 - 4 Mr/kr maccel
Tena B AeHb, Hanpumep, 0,01 - 3 Mr/kr maccel Tena B neHb, HanmpuMmep, 0,01 - 2 mr/kr
Macchl Tejia B feHb, Hanpumep, 0,01 - 1,5 mr/kr maccel Tena B geHb, Hanpumep, 0,01 -
1 mr/kr maccel Tena B naeHb, Hampumep, 0,01 - 0,75 Mr/kr maccel Tejia B J€Hb,
Hanpumep, 0,01 - 0,5 mr/kr maccel Tena B aeHb, Hanpumep, 0,01 - 0,4 Mr/kr Maccel
Tena B neHb; uiu oT 0,03 1o 3,0 Mr/kr mMacchel Tesla B J€Hb, IPEeAnoYTUTENbHO OT 0,02
10 2,0 MI/Kr Macchl Tena B eHb, Oojee npennodytuteibHo — oT 0,01 mo 1 Mr/kr maccsl
TeJa B JA€Hb. B JIpyroM mnpeAnoYTUTENbHOM BapUaHTE OCYLIECTBJICHUS J03a
cocraBisger 0,03 mr/kr macchl Tena uau 0,3 MI/Kr MacChl Tejla MJIM 3 MI/KI' MacChl
tena. lIpakTHKYROIHUH CHENUATUCT B JaHHOW O0O0JacTH CMOXKET TMPUTOTOBHUTH
uHruourop SGLT-2 cornacHO M300pETEHUIO IJIsI BBEICHUS B COOTBETCTBUH C HYKHOMH
J03011.

KPATKOE OITUCAHUE ®UTL'YP

OUT'YPA 1:

Qdurypa 1 mnoKa3pIBaeT KOPPEISILHI0 MEXIY IOKA3aTeNsIMU KOHLEHTPaLuH
BenarnuQgao3uHa B IUIA3ME€ M BBIJCJICHHEM TJIOKO3bl ¢ MOYOH, HOPMHUPOBAHHBIM Ha
KPEaTHHUH MOYH (TII0K03a / KPEATUHHUH ) Y TOJIITHHO-PPU3CKUX KOPOB.

PUT'YPA 2:

durypa 2 nokas3bIBaeT AeNbTa-3HAUEHUs (KI') MEXIY CPEIHHUM MOCIe00eIeHHbIM
(mocne monynus - PM) noeHuem 3a aBa AHSA OO BBEACHHS Benariu(o3nHa U HaJoeM
MoJioKa (OTHenbHBIE 3HA4YEHWs) MNPUOIU3UTENBPHO dYepe3 8 YacoB  mocie
BHyTpuBeHHOTO BBeneHus (PM noenme) Tpex pasHbix no3 Benaraudiosuna (0,03
Mr/kr maccel Teja; 0,3 MI/Kr Macchl Tejla U 3 MI/KI MacChl T€Jid) Y MOJIOYHBIX KOPOB.
Takke MoKasaHa KOPPENSALUs MEXAY CHIKEHHEM HaJosl MOJIOKAa W IOKa3aTeJsIMU
KOHIIEHTpauu Benaraudio3uHa B miazMe 4epes 8 4acoB MOCJe JEeYEHHUs Y TOJLIITUHO-
(bpHU3CKUX KOPOB.

INPUMEPBI

Crnenyromue mpuMepsl CIyXKaT MoApoOHee MOSICHSIT HacToslee H300peTeHue;
ONHAKO WX HE CJeAyeT HCTOJKOBBIBATh KaK OrPAHUYHMBAIOLINE PACKPBIBAEMBI

aBTOpamMu 00beM U300peTeHHus.
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IHPUMEP 1 ®dapmakokudHeruka (PK) / dapmakoaunamuka (PD) wu

CHHUKCHHUE BleZIﬁOTKI/I MOJIOKA NnyTeEM BBCACHH A eINHUYHOM 103bl

Be.]'lal".]'ll/l(l).]'l03]/lﬂa JAKTHDYHOIIIUM KOpOBamMm

Jleuenue Benarau(IO3MHOM HCHBITBIBAIOT HAa N = 4 JIAKTUPYIOLIUX TOJIITHHO-
¢pusckux kopoBax. C HemeapbHbBIMH HHTEpPBAajJaMU  BeJarJuJO3WH  BBOJIAT
BHyTpuBeHHO (i.v.) BO3pactarommumu no3amu (0,03 mr/kr maccel tena — 0,3 mr/kr
Macchl TeJla — 3 MI/KI MaccChl Teja) yTpoM mocie AM (1o monynHs) JOSHUs B MPABYIO
SPEMHYIO0 BEeHY B oObeMe 2,5 MJ pacTBOpa Ha OCHOBE NMpomnujeHriukons Ha 100 kr
maccel Tena. OOpas3ubl KPOBH JUJIsl ONpENeNIeHUs YPOBHA Benaraudiao3nHa B Mja3Me U
o0pa3ubl MOYH AJISI ONPENENIeHUs] YPOBHS TIFOKO3bl M KpeaTHUHHHA COOMpPAIOT 32 JACHb
N0 JiedyeHus U 4depe3 ~8 4vacoB, ~24 yaca u ~48 4acoB MOCJE JE€UYEHUs U XPAHSAT
3aMOpPOKEHHBIMH O UX aHaiu3a. KOHIEHTpanuoo riIoKo3bl U KETOHOBBIX Tend (Oera-
rUApOKCcHOyTHpPaTa) B KPOBU ONMPEAEISAIOT cpa3y mocye 3abopa KpOBU B OAMHAKOBBIC
MOMEHTBI BPEMEHHU.

OOmuii KpeaTMHHWH MOYH, 3KCKPETHPYEMBbIH B [€Hb, y MIJIEKOIHUTAIINX
IOBOJbHO MOCTOSHEH, M, TAKUM 00pa3oM, MOCKOJBbKY O00bEM MOYH HE ONpEeNessiiv,
COOTHOUIEHHE TJIFOKO3bl C KPEATHHMHOM pPACCUUTHIBAJIM B KaueCTBE 3aMEHHUTEIS
o01mero BbIBEAEHUs TJIOKO3bl. BceX >XMBOTHBIX NOWJM ABAXABl B I€Hb, YTPOM (10
nonyaHss - AM) u B koHue nHs (mocne mnoayaHs - PM). B Tteuenue Bcero

HCCIeOOBAHUS HAaAON MOJIOKA 3aNHCHIBAIOT B KHUjIorpaMMax Ha KMBOTHO€ Ha KaXIo0€

JOEHHUE.
PesynbTaTh:
. VposeHp Benarnugao3uHA B IJa3Me JEMOHCTPHUPYET JIMHEHHYIO

3aBUCUMOCTB 3¢ dexra oT n103bl (cM. Pur. 1).

. Brinenenue TOKO3Bl ¢ MOYOH, HOPMUPOBAHHOE HAa KPEATUHUH MOYH,
BO3pacTaeT B 3aBUCUMOCTH OT 1036l / 3pdexra (Pur. 1).

. ITocne nedeHuss HagoW MOJOKa Tmpu mocienywimeM poeHun (PM)
CHUJKAETCs B 3aBUCHUMOCTH OT 1036l / 3¢ Pekra (Pur. 2).

. C Touku 3peHHs1 0€30MaCHOCTH YPOBEHb I'IIFOKO3bl MM KETOHOBBIX TEJ B
KPOBH COOTBETCTBOBAJ HOPMAJbHOMY [HANA30HY IMOCJE JICYEHUS C NMPHUMEHEHUEM
BCEX 1103 BeJariugJo3uHa.

OueBunHO, 4TO 3TH 3(PEKTH 3aBUCIT OT YPOBHSI Bejariudo3MHa B TJIa3Me,
yKa3biBas, 4TO 3(PPEeKTUBHBI U APYrue MyTH NAPEHTEPAIbHOTO BBEAECHUS — HAIpHUMeED,

BHYTPUMBIIICYHOC HUJIM MMOAKOKHOC BBCACHUC. 9TO MO3BOJISET HprITH K BbIBOAY, 4YTO
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onHOpa3oBas (HampHUMep, IapeHTepajbHasi) JA03a MO MEHbIIEH Mepe OJHOro
uHruouropa SGLT-2, Takoro kak BenaraudiIoO3WH, MOXET OBITH 0Oe30macHo
NpUMEHEHA ISl JIAKTUPYIOLTUX KOPOB C IEJIbI0 CHUXKEHUS HaJd0sl MOJIOKA.

IIPUMEP 2 VYMeHbUIeHHE BLIPAOOTKH MOJOKA M HATPYOAHUS BLIMEHH

B uccnemoBaHusX, NPOBOAUMBIX Ha JIAKTHUPYIOLUIUX KOpPOBaX, JI€YEHHUE
unruouropom SGLT-2, Takum kak BenarJu(JO3WH, BBINOJHIT B (opme
OJHOKPATHOTO TMAapPEHTEPAJbHOTO BBEACHHUS, NPEANOYTHTEIbHO TOAKOXKHO HIIH
BHYTPHUMBIIIEYHO, UJU B 1BA CE€aHCA JICUEHUS HANIPUMEDP, C UHTEPBAJIOM ~ 24 4 unu 48
9,

JledeHHe Takke BBIMOJHIIOT B KOMOMHALIUY MJIM MOCJIE JIEYEHHUSI C TPUMEHEHHEM
KOPMOBBIX n00aBOK, Hampumep, Bovikalc® Dry, w/unu cokpameHueM KOPMIICHHUS
KOPOBBI C II€JIbI0 YMEHBIIEHHS BBIPAOOTKH MOJIOKA TePe]] 3aMyCKOM.

VMeHbIIeHHe HaJ0sl MOJIOKAa OLEHHBAIOT MyTEM B3BELUIMBAHHUS HAJOsI MOJOKA Ha
KaXJ0e JKUBOTHOE W Ha KaxxJoe noenue (cM., Hampumep, [Ipumep 1).

HarpyOanme BbIMEHH OLEHUBAIOT MYTEM H3MEPEHUS PACCTOSHHS MEXKIY
COCKaMH, MyTeM IPSIMOTO U3MEPEHHs NaBJIEHUS U/UJIA U3MEPEHUS TBEPAOCTH BHIMEHH
KaK IoKas3aTeyss HarpyOaHWs, HalmpuMep, C IPpUMEHEHHEM AMHAMoOMeTpa (Hampumep,
Penefel DFT 14; Agro Technologies, Forges-les-Eaux, ®@panius). DTu mokasareiu
CPaBHUBAIOT MEXIY H3MEPEHUSAMH [0 IOCIEIHEro MAOEHUs C II0Ka3aTelsIMU B
nocjeaywuue AHU mnocie 3amycka. OgHAako MpeaycMOTpeHa TakKe BO3MOXKHOCTh
CPaBHEHMS BIIMSHHS JICYEHUs Ha CHM)KCHHE HAaos MOJOKa M HarpyOaHHs BbIMEHH
MEXIy KOPOBaMH, KOTOPBIX JIEUUJIM C NPUMEHEHHEM IO MEHbLIEH Mepe OIHOrO
unruouropa SGLT-2, u kopoBaMu, KOTOpbIE HE TMOJYHYAJIH JEYEHHs, UIH KOPOBAMHU,
KOTOPBIM JIUIIb OTPAHUYUBAIN PALIMOH KOPMA.

IIPUMEP 3 Buusinue Ha COCTAB MOJOKA M MapKepP HHBOJIOIHH

B uccnenosanusx, onucaHHbix B [IpuMepe 2, napannenbHO CO CHUKEHUEM HA0s
MOJIOKa HCCIEAYIOT H3MEHEHHUS B COCTaBE€ MOJIOKA / CEKPETHPYEMOW JKHUIKOCTH,
SABJISIOMINECS] TIOKAa3aTeNsIMU HHBOJIOLHMH CEKPETOPHBIX KJIETOK HW/WIN pa3pbIBAHHS
MJIOTHBIX KJIETOYHBIX KOHTaKTOB. Hanpumep, U3MepsOT YUCIO COMAaTUUYECKUX KIETOK,
anTbOyMUH CHIBOPOTKH KPYITHOTO POraToro CKOTA, JIAKTO3Y, KaJUi M HATPHH, a TaKKe
obmuii OejyoK, CBIBOPOTOYHBIA O€JOK, Ka3eWHOBBIH O€JIOK, MPOTEea3HbI TENTOH,

ypOBeHb JakToQepprHa U/HIH aKTHBHOCTD JKEJATHHA3HI.
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JIns TOCTHXKEHHSI 3TOr0 HEOOJbIIOE KOJUYECTBO BBIACICHUN MOJIOYHOW JKeJIe3bl
(or 5 mo 50 mia) moodepenHO COOMPAIOT C 4YETBEPTEH 3a HECKOJbKO AHEH mocie
MOCJEAHEr0 JOEHUs, TO €CTh, 3aIyCKa.

OTU TMOKa3aTeau CPaBHUBAIOT C HU3MEPEHUSMU [0 TMOCJIEIHEro JOE€HHs IO
CPaBHEHHUIO C HU3MEPEHUsIMU B IMOCJIEAYKOLIME OHU MOCJe 3alyCKa, OJHAKO TaKXe
npeaycMOTpeHa BO3MOJKHOCTb CpaBHeHHs d(dexra JedeHHs MexAy KOPOBaMH,
NMOJy4aBIIMMHU JIeYEeHHE C TNPUMEHEHHEM I10 MeHbIlell Mepe OIHOro HMHrubdurTopa
SGLT-2, nanpumep, Benariudio3uHa, ¢ KOPOBAMH, HE MOJYyYaBIUIUMU JICUESHUS, WU
KOPOBAaMH, MOJy4YaBIIUMHU JINIIb OTPAHUYEHHBIN PALIMOH KOPMOB.

IHPUMEP 4 CHukeHue YTeYKH MOJOKA M HHTPAMAMMAPHBLIX HHGpeKuui

(IMI) BO BpeM$sI CYXOro nmepuoaa

B uccneposanumsax, onucanHelx B IIpumepe 2, Takke B mepBble OHU MOCIE
3alyCKa OLEHUBAKT YTEYKY MOJOKAa W3 MOJOYHOH Kejle3bl, TO €CTb, MOJIOKO,
Kamarwlnee MJIM cTekalmee ¢ Jobdoro cocka. Kpome TOro, 4erBepTh BBIMEHH
BHUMATEJIbHO HAOJIOMAOT ISl BBISBJIEHUS CHMIITOMOB MHTPAaMaMMapHBIX WH(EKIH
UM MAacCTUTA, TO €CTh, TEMJbIX WM TOPSYUX, YYBCTBUTEJIBHBIX WJIN ONyXIIUX
yeTBepTe BbIMEHHU. IIpM 3TOM BO3MOXKHO HAJUYUE CHMITOMOB CHCTEMHOI OOje3HH,
Harpumep, MPU3HAKHU JIUXOPAJKH, YCKOPEHHBIN MyJbC, Aenpeccus, ciabocTh U moTeps
anneturta. Takxe HeOOJbIIOE KOJTUYECTBO BBIAEJICHUN MOJOYHOM »kene3bl (0T 5 mo 50
MIJI) TOOYepenHO COOHMpaT C YeTBepTell 3a HECKOJbKO JIHEH Mocie MOCIeIHEero
JAOEHHUS, TO €CTb, 3alycka, s MCCIEAOBAHUS BO3MOXHBIX CYOKIHMHUYECKHX
UHTpPaMaMMapHbIX UHEKIUH / HAJTUYHsT MUKPOOPTaHU3MOB.

OTH TMoOKa3aTelu CPaBHUBAIOT MEXIY KOPOBAMHU, NOJY4YaBIIMMH JI€HYEHHUE C
NpUMEHEHHeM 10 MeHblneli ™epe onHoro wuHruburtopa SGLT-2, Ttakoro kak
BeNarnuQao3uH, ¢ KOPOBAMH, HE TOJYYaBUIUMH JICYEHHs, WIH KOPOBaAMH,
MOJIy4aBIIMMU JIMIIb OTPAHUYEHHBIN PALlMOH KOPMOB.

HPUMEP S VYmenbmenue auckompopra M cTpecca, BBI3BAHHOIO

3aNyCKOM

B uccrenoBaHusx OepeMEHHBIX JAKTHPYIOLIUX KOPOB JIEYEHHE HHTHOUTOPOM
SGLT-2, Hanpumep, ¢ MpUMEHEHHEM BeNarin(ro3nna, Kak MpaBUIIO, YCTAHABINUBAIOT
HarpuMep, Ha BOCBMOM Mecsle OepeMeHHOCTH IMpu 3amycke. JledeHue Takke
BBIMTOJIHAIOT B KOMOMHAIIMU WUJIU IOCJE JIEYEHUSI C MPUMEHEHHEM KOPMOBBIX 00aBOK,
Hanpumep, Bovikalc® Dry, w/unm cokpalieHHeM KOPMJIEHUS KOPOBBI C LEJNbIO

YMEHBUIEHHUS BBIPaOOTKH MOJIOKA MEpe]] 3a1y CKOM.
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Wsmepenus crpecca u/uinm Apyroro auckoMmdopra mocie 3amycka OLEHHUBAIOT
NyTeM 3amiChIBAaHUSI BPEMEHHU, MOTPAYEHHOIrO Ha JexaHue u/unu xeBaHue. Kpowme
TOr0, U3MEPSIOT YBEJIWYEHHE KOHLEHTPALMU KOPTHU30Ja B KPOBU HMIU (PEKaJTbHBIX
MeTa0ONUTOB IIFOKOKOPTHKOUIOB.

CymecTByeT BO3MOXKHOCTB OINpEeNeNeHHs Mmoka3aTeass O0Ju B BbIMEHH, TO €CTb,
MOBEJIeHHE KOPOB MOXKET ObITh KiaccupUUUpoBaHo 1o 4 kareropusm (0 = oTCyTCTBUE
Oonu B BeiMeHH, | = yerkasi 00Jbp B BbIMEHH, 2 = yMepeHHas 0OJb B BBIMEHH U 3 =
cuibHasi 00JIb B BBIMEHH) B 3aBUCUMOCTH OT MX PEAaKLMH MPHU NajblMalii BEIMEHHU (OT
OTCYTCTBUSI TOBEEHYECKON PeaKIUu O MOJHOTO HEMPUSITHS MaTbIaLUN).

OTH MoKa3aTeild CPAaBHUBAIOT MEKIAY KOPOBAMH, MOJYYaBUIMMH JIEYEHHUE IO
MeHbIeld Mepe onHuM wuHruoutopom SGLT-2, Takum kak BenaraudiIo3wH, C
KOpPOBaMH, He TMOJY4YaBIIMMHU JI€YEHHUs, WIM KOPOBAMH, MOJYyYaBIIUMH JIHIIb
OTpaHUYEHHBIH PALIMOH KOPMOB.

IIPUMEP 6 Jleuenue JKBAYHBLIX HOPH  3a0yCKe - 0€30HACHOCTL H

A0JATroBpeMeHHbIe 3P (DeKThI

B wuccnenoBaHusix O€peMEHHBIX JAKTHUPYIOLIUX KOPOB JI€YEHHE IO MEHbIIeH
mepe omHuMm wuHruouropom SGLT-2, Ttakum kak BenarnudIOo3WH, Kak IMPaBHIIO,
yCTaHABJIMBAIOT, HANpPUMeEpP, HAa BOCBMOM Mecsille OEpeMEeHHOCTH IpU 3aIyckKe.
JleueHue BBINOJIHAIOT B (OpME OJHOKPATHOTO BBENEHHUS MM B JIBA CEAHCA JIEUCHUS C
UHTEPBAJIOM ~ 24 4 unu 48 4 nocjue nocjieaHero noeHus. Jleuennue Takke BBITOJHSAIOT
B KOMOMHALMKM MU TOCJE JIeYeHUs ¢ MPUMEHEHHEM KOPMOBBIX A00aBOK, HampuUMep,
Bovikalc® Dry, u/unu cokpalieHHeM KOPMJIEHHSI KOPOBBI C L€ yMEHBLIECHHS
BBIPaOOTKH MOJIOKA Tepes] 3aMyCKOM.

besomacHOCTh JiedeHUs, HampuMep, BeJarJu(IO3MHOM OIEHHBAKT IMYyTEM
OLIEHKH MeTa0OJIMYeCKOW pPeakLUWH BBI3BAHHOI'O OTPULATEIBHOIO 3HEPTETHYECKOrO
OanaHca, TO €CTb, OLEHKH IMOKA3aTeJNsl TJIKO3bl U KETOHOBBIX TEJ B KPOBH, a TAKKE
KOHIEHTpauuu JnunuaoB B kposu (Hampumep, NEFA). Kpome toro, nHaOmonparor
BOJHO-COJIEBOH OallaHC KOpPOB, HampuMmep, € OCOOBIM BHHUMAaHHEM, YIEIIeMbIM
roMeocTas3y KalblUsl.

Beenenne mno wmenbmeldr mepe omHoro wuHruburopa SGLT-2, Takoro xkak
BeNarnuQIo3uH, Aake MO3BOJSET YJYUYIIUTh MMMYHHBIH CTaTyc W/WIH (YHKLIHIO
IeYeHU MOJIOUHBIX KOpoB. H3mepeHue npousBOAAT MO MapkepaM CHCTEMHOIO
NPOBOCMAJIUTENBHOTO CTaTyca, Hampumep, Oenkam ocTpoil (a3el, TakuM Kak

ChIBOPOTOUHBIN amunona A (SAA) uiau rantorioOyiIuH.
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Kpome Toro, HaOmoAal0T BIUSHNE Ha IJIOJ MJIH fAa)ke aDOPTUBHOE BO3/EHCTBHE.

TsoxecTp M 4YAaCTOTY CBSI3aHHBIX C O€30MaCHOCTBIO HAONIONEHUH CPaBHUBAIOT
MEXIY MOJABEPTHYTHIMU JICYEHHUIO UHTHOUTOPOM SGLT-2 (Hanpumep,
BeNartu(pIO3MHOM) KOPOBAaMHM M KOPOBAaMH, HE TMOJYYaBIIMMHU JIEYEHUs, WIH
KOpOBaMH, TOJy4aBIIMMH  COKpalleHHbI  pauuoH kopmoB. Kpome Toro,
KoMOMHUpOBaHHOE JieueHue nHrudburopom SGLT-2, Hanpumep, Benaraudio3uHOM, U
COKpaleHHue paluoHa KOPMOB IOKAa3blBAET OTCYTCTBHE OTPULIATEIBHOTO BIIHSHUS
nedenusi wHruouropom SGLT-2, Hampumep, BenaraudOo3WHOM, TPH 3aMyCKe Ha
Oe3omacHOCTb OepeMeHHON KOPOBHI U MIOA.

B uccrienoBaHusAX, MPH KOTOPBIX HAOMIOAAIOT MOCIEAYIOIYIO JIAKTALHIO, MOXKET
OBITh MPOJEMOHCTPUPOBAHO, YTO JICUCHHE IO MEHbIIEeH Mepe OJHUM HHTHOUTOPOM
SGLT-2, Takum kak BenarnudIOo3WH, HE HMEET OTPULATEIbHOrO BIUSHUSA HA
penpoAyKTUBHYI (PYHKIUIO / QepTUIBHOCTb W/WIM HAaAON MOJIOKAa W/HIH Ka4eCTBO
MOJIOKA npu ciaenyromeid nmakranuu. Haobopor, oH naxe crmocoOHO CHU3UTH YaCTOTY
HOBBIX HMHTPaMaMMapHBIX HH(GEKUHH WM MacTUTa B NEPBBIM MeCsI] MOCje Hadala
CIIeAYIOIIEN JIaKTaLuH.

OTH moKa3aTeau CPABHUBAIOT MEXIY KOPOBAMH, IOJYYaBIIMMHU JI€YEHHE IO
MeHbIIel Mepe onHuM uHruoutopom SGLT-2, Takum kak BenarnaudiIo3wH, C
KOpOBaMH, HE€ TOJYy4YaBUIMMM JI€YEHMs, HJIM KOPOBAMH, IIOJYyYaBIIHUMHU JIHIIb
OTPAaHUYEHHBIH PAlMOH KOPMOB IMEpeN 3alyCKOM.

IHPUMEP 7 [o3a / dapmakoaunamuka (PD) nanaraudio3uHa mnocje

OJHOKPATHOM NMAPEHTEPAJbHOH HHHEKIHH V JAKTHPYVIOUIHX KBAYHBIX

B wuccrnenoBaHHsX, TPOBOJMMBIX Ha OEpeMEHHBIX MJIH HeOepEeMEeHHBIX,
JAKTUPYIOIUX KOPOBAX, JICUEHHUE C MPUMEHEHHEM aanariu(io3uHa BBINOJHSIOT, KaK
onucano B IIpumepe 1. To ecTp, Npu NPUMEHEHUM CXEMBbl C YBEJIUYEHUEM O3bI
KOPOBBI MOJYy4YalOT OJHOKPATHYK NapeHTepajbHYK HHBEKIHI0, COAEpXKAIYIo
nanarnaudao3uH, ¢ HEAEIbHBIMH HHTEpPBaIaMu. M3MepsOT KOHIEHTPAIIUIO TJIFOKO3bI U
KpeaTMHHHA B MOue, TJIIOKO3bl M KETOHOBBIX TeJl B KpPOBH U HaJoll MoOJoOKa.
dapmMakOAMHAMUYECKHUE JaHHBIE OLEHUBAIOT, kak onucaHo B Ilpumepe 1. Takum
0o0pa3zoM, UCCIEAYIOT:

. Bospactaer nu BbIIeJIE€HHE TIJIOKO3bl C MOYONW, HOPMHUPOBAaHHOE Ha
KpPEaTHHUH MOYH, B 3aBUCHUMOCTH OT 036l / 3¢ dekra.

. Uro mocne leueHUs HaAOW MOJoOKa mpu mnocienymomem noennu (PM)

CHM)XAeTCs B 3aBHCUMOCTH OT 1035l / 3 dekTa.
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* A Taxxe COXPAHACTCA JIK YPOBCHDB T'JIFOKO3bl UJIN KETOHOBBIX TEJI B KPOBU
B npeacjiax HOPpMaJIbHbIX 3HAUYE€HU U MOCJE JIEUEHUS C NPpUMEHEHUEM BCEX NO3.

Takum oOpa3om, mOnoOHO TOMYy, UYTO OBIJIO ONHCAHO B OTHOIIEHUH
BenarnuQiao3uHa, Takke U I Aanariu@io3nHa OXHUAAETCS, YTO NapeHTepajbHOe
BBenenne B n03e oT 0,01 mo 10 MI/Kr Macchl Tejla Ha MHBEKIMIO HMEET IOTEHI[HAl
0e30macHOro MPUMEHEHHs sl JIAKTHPYIOIIUX KOPOB C IEJbI CHUIKEHHUs Hanosl
MOJIOKa u ofecnieueHus OnmaronpusTHOro >h¢exra, eciu JeYyeHHe YCTAHOBJIEHO MpPH
3amycke mo aHajgoruu ¢ [Ipumepamu ¢ 2 mo 6 COTJIACHO HACTOSIIEMY U300PETEHHUIO.

IHPUMEP 8 Jlo3za / dapvakoaunamuka (PD) kanaraudao3uHa mocJe

OJHOKPATHONM NMAPEHTEPAJbHONH HHbEKIHSA V JAKTHPVIOIIMX KBAYHDBIX

B wuccrnenoBaHHWSX, TPOBOAMMBIX Ha OEpEMEHHBIX WJIH HeOEepEeMEeHHBIX,
JAKTUPYIOIUX KOPOBAX, JIEYEHUE C MPUMEHEHUEM KaHariu(ao3uHa BBIMOJHSIOT, Kak
onucano B IIpumepe 1. To ecTp, mpu NPUMEHEHUM CXEMBlI C YBEJIHYEHUEM O3Bl
KOPOBbI MOJYy4YalOT OJHOKPATHYK NapeHTEePaJbHYI HHBEKIUIO, COAEpPXKAIIYIo
KaHArau(JIO3UH C HENEJNbHbIMU HHTEpBantaMu. M3MepstoT KOHIEHTPALUIO TITOKO3BI U
KpeaTUHHHAa B MOYe, T[JIIOKO3bl M KETOHOBBIX TeJl B KPOBH U HaAOll MOJOKa.
dapmMakOAMHAMUYECKHUE JaHHBIE OLEHUBAIOT, kak onucaHo B Ilpumepe 1. Takum
0oOpa3zoM, UCCIEeAYIOT:

. Bospactaer nu BBIIEJIE€HHE TJIHOKO3bl C MOYOHW, HOPMHUpPOBAaHHOE Ha
KpeaTUHUH MOYH, B 3aBUCHUMOCTH OT 1036l / 3 Pexra.

. Urto mocne nedeHUs HaAOH MOJoOKa mpu mnociexaywmeM poeHuu (PM)
CHMKAeTCsI B 3aBUCUMOCTH OT 0356l / 3 dekTa.

. A Tak’ke COXpaHseTCs JU YPOBEHb INIIOKO3bl UM KETOHOBBIX T€J B KPOBU
B Mpejesiax HOpMaJbHbIX 3HaU€HUH Moce JeueHUsl C IPUMEeHEeHHEM BCeX J103.

Takum oOpasom, mnomoOHO TOMYy, 4YTO OBIJIO ONHCAHO B OTHOIIEHHWHU
BeNarnu(I0O3uH, TaKXkKe sl KaHariu@Io3uHa OXUIAETCSA, YTO NapeHTepajbHOE
BBeneHue B no3e oT 0,01 mo 10 MI/kr Macchl Teja Ha MHBEKIMIO HMEET MOTEHI[HAl
0€e30macHOro MPUMEHEHHs] Ul JIAKTHPYIOIIUX KOPOB C I€JbK0 CHUKEHHUS Hanos
MOJIOKa M oOecnedeHus OnmaronpusTHOro >¢exra, eciu JeUyeHHe YCTAHOBJIEHO IMPH
3amycke mo aHainoruu ¢ I[Ipumepamu ¢ 2 mo 6 COTJIACHO HACTOSALIEMY U300PETEHHIO.

IHPUMEP 9 Jlo3za / dapmakoaunamuka (PD) smparaudao3uHa mocJie

OJHOKPATHOM NMAPEHTEPAJbHONH HHbEKIHMSA V JAKTHPVIOIHMX KBAYHbBIX

B HCCIICAOBAHUAX, NpOBOAUMBIX Ha 6epeMeHHI:>IX nin He6epemeHHbe,

JJAKTUPYIOIIHUX KOpOBax, JICUCHUC C IPUMCHCHUEM BMHaFJ'II/I(I)J'IOSI/IHa BBIINMOJIHAKT, KakK
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onucano B IIpumepe 1. To ecTp, mpu NPUMEHEHUH CXEMbl C YBEJIUYEHUEM O3Bl
KOPOBBbI MOJY4YalOT OJHOKPATHYK NAapeHTEPAJIbHYK HHBEKIHUIO, COAEPIKALIYIO
SMnariau(IOo3uH ¢ HeAeIbHBIMU UHTEepBajJaMu. M3MepsAI0T KOHIIEHTPALUIO TJIIOKO3bI U
KpeaTUHHHAa B MOYe, TJIOKO3bl M KETOHOBBIX Te€Jl B KpPOBH U HaJOl MOJOKa.
dapMakOAMHAMHMYECKHUE AaHHbIE OLEHUBAIOT, kak onucaHo B IIpumepe 1. Takum
o0pa3oM, UCCIEeNYIOT:

. Bospactaer nu BhIIEJIEHHE TJIIOKO3bl C MOYONW, HOPMHUPOBaAaHHOE Ha
KpeaTMHUH MOYH, B 3aBUCUMOCTH OT 1036l / 3¢ dekra.

. Urto mocje JedeHUs HAaAOW MOJOKa mpu mochenywmem moenuu (PM)
CHHKAeTCs B 3aBUCUMOCTH OT 110361 / 3 dekTa.

. A Tak’ke cCOXpaHseTCs JU YPOBEHb INIIOKO3bl UM KETOHOBBIX Te€J B KPOBU
B Mpejiesiax HOpMaJbHbIX 3HaU€HUH MocJe JIeueHUs C IPUMEHEeHHEM BCeX J103.

Takum oOpa3om, momoOHO TOMYy, dYTO OBIJIO ONHCAHO B OTHOIIEHHH
BenarnuQao3uH, TakXke I SMIartuo3uHa OXHAAETCs, YTO NapeHTepajbHOE
BBeneHue B no3e oT 0,01 mo 10 Mr/Kr Macchl Teja Ha MUHBEKIMIO HMEET IMOTEHI[Hal
0e30macHOro NPUMEHEHHs Uil JIAKTHPYIOIIUX KOPOB C I€JbI CHUKEHHUS Hanos
MOJIOKa M oOecneueHus OnaronpusaTHOro >¢exra, eciu JeUyeHHe YCTAHOBJIEHO IpPH
3amycke 1o aHanoruu ¢ Ilpumepamu ¢ 2 mo 6 cOrjlacHO HacTOSILIEMY H300pETEHHUIO.

IHPUMEP 10 /lo3za / dapmakoaunamuxka (PD) spryraundaosuna mnocae

OJHOKPATHOMH NMAPEHTEPAJbHON HHBEKIHS V JAKTHDPYIOIHX KBAYHBIX

B wuccnenoBaHusX, MNPOBOAMMBIX Ha OepeMEeHHbIX MM HeOepeMeHHBIX,
JAKTUPYIOIUX KOPOBAX, JIEYEHUE C MPUMEHEHUEeM SPTYriaudo3uHa BBHIMOJHSIOT, KakK
onucano B Ilpumepe 1. To ecTp, mpu NPUMEHEHUH CXEMBbl C YBEJIUYEHUEM O3bI
KOPOBBI MOJYYalOT OJHOKPATHYK NapeHTEePaJIbHYK HHBEKIHI0, COAEPXKAIIYIo
SpTYrIU(IIO3UH C HEeNEJbHBIMU HHTEpBaJaMu. M3MepsA0T KOHLIEHTPALUIO TIOKO3bl U
KpeaTUHHHAa B MOYe, [JIIOKO3bl M KETOHOBBIX TeJl B KPOBH U HaJoll MOJOKa.
dapmMakOAMHAMUYECKHUE JaHHBIE OLEHUBAIOT, kak onucaHo B Ilpumepe 1. Takum
o0pa3zom, UCCIEeNYIOT!

. Bospactaer nu BhIIeJE€HHE TJIOKO3bl C MOYONW, HOPMHUpPOBAHHOE Ha
KpEaTHHUH MOYH, B 3aBUCUMOCTH OT 036l / 3¢ dekra.

. Uro mocne JedeHUs HaAOHW MOJOKa mpu mochenywmeMm moeHuu (PM)
CHHXAeTCs B 3aBHCUMOCTH OT 11036l / 3 dekTa.

. A Taxke COXpaHsAeTCs JU YPOBEHb INIIOKO3bl UM KETOHOBBIX T€Jl B KPOBU

B npeacjiax HOPpMaJIbHbIX 3HAUYEHU U IIOCJe JIEYEHUS C NPpUMEHEHUEM BCEX NO3.
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Takum oOpasom, monmoOHO TOMYy, dYTO OBIJIO ONHCAHO B OTHOIIEHHH
BeNarau(Io3uH, Takxke UIsg JPTYraudJio3uHAa OXHIAAETCS, YTO MapeHTepalibHOe
BBeneHue B no3e oT 0,01 mo 10 Mr/Kr mMacchl Teja Ha MUHBEKIMIO HUMEeT MOTEHIIHAl
0e30macHOro MPUMEHEHHs ISl JIAKTHPYIOIIUX KOPOB C IEJbK CHUIKEHHUS Hanosl
MOJIOKa u obecnieueHus OnmaronpusiTHOro 3h¢exra, eciu JeYyeHHe YCTAHOBJIEHO MpPH
3amycke no aHaynoruu ¢ [Ipumepamu ¢ 2 mo 6 COTJIACHO HACTOSILIEMY H300PETEHUIO.

IIPUMEP 11 BiausiHue HA COCTAB MOJIOKA U MAPKEP HHBOJKWIHHU — €X Vivo /

in vitro oueHkKa

[Tpsimoe Bnusinne moxasienust SGLT2 Ha MOJOUHYIO Kejie3y KPYIMHOrO pOraToro
CKOTa HW3Y4YalT B H30JMPOBAHHOM Meppy3MpOBAHHOM BBIMEHHM KPYIHOIO POTaTOro
CKOTa, a Takke B (NMEPBUYHBIX) 3MUTEJHATBHBIX KJIeTKaX MoJo4HOH xene3bl (MEC)
KPYIHOT'O pOraToro CKoTa.

brnaronpusiTHOe BIMSHUE HAa MOJOYHYIO JKelie3y KPYMHOTO POTraToro CKOTa MpH
3amycKe MOKa3aHo, HalpUMep, B OJIM3KOH K MOJIOKY CEeKpeunHu U3 nepdy3upoBaHHOTO
BBIMEHH W/WJIH cynepHaTaHTe B KyjiabTypax MEC — H3MepsOT CHHJKEHHE JIaKTO3bI
w/unu tpurnaunepunos. Kpome TOoro, yMeHbLIeHHE MapKepOB BbIPAaOOTKH MOJOKA,
TaKUX Kak OeTa-Ka3euH KOJIUYECTBEHHO ONPEAENSIOT, HapuMep, NyTeM ONpeaeIeHUus
conepskaHus Oejka B BECTepH-0JIOTaX U JIM3aTaX KJIETOK.

Kpome TOro, OoueHMBAKOT 3KCIPECCUK) Mapkepa WHBOJMOLMHU. Bo3aelcTBue Ha
nepdy3upoBaHHOE BBIMSI KpymHOro poraroro ckora u/mnu MEC kpymHOro poraroro
CKOTa MO MeHbIlueil Mepe ogHoro mHruburopa SGLT2 B COOTBETCTBHHM C HACTOSLIUM
uzo0peTeHueM BJHSET Ha anonto3 w/uiau ayrodaruro. IOtu 3PPeKTbl U3MepsIoT,
HarpuMep, MyTeM KOJHMYECTBEHHOrO OMPEAesIeHUs] SKCIPECCUN MapKepOB, TAKHX Kak
tpaHchopmupyromuii  dakrop pocra — Oera-1 wu/unm cexBecTocoma-1 (Takke
U3BECTHAs KakK p62).

IHPUMEP 12 Jlo3a / dapmakoaunamuka (PD) Besaraudao3zuHa mnocae

OJHOKPATHOIoO BBCACHHUSA JAKTHDPVYIO UM J'laﬁODaTODHbIM AKHUBOTHbBIM

B wnccnenoBaHusAX, MPOBOAMMBIX HA JIAKTUPYIOIIHNX J1aOOPATOPHBIX JKHUBOTHBIX,
TaKUX Kak COOAaKH, KOIIKH, KPBICHI, MBIIIH W/UIN KPOJHUKH, JIEUCHHE C NPUMEHEHHEM
Benarnugao3uHa BBHIMOJHSIIOT MOA0OHO ToMy, kak onucaHo B Ilpumepe 1. To ects,
IpU NPUMEHEHUU CXE€Mbl C YBEJIWYEHHEM J03bl XHBOTHBIC IMOJYYaOT OAHOKPATHYIO
MapEHTEPATbHYI0 HHBEKLUIO WJIHU, B AJbTEPHATUBHOM BapUaHTE, NEPOPAJIbHBIE AO3BI,
copepkamue  Benarau@io3wH, ¢ HeAeNbHbBIMM  UHTepBasamMu.  H3mepsmoT

KOHLOECHTPAUNIO I'TFOKO3bl U KPCATUHHWHA B MOYEC, TJIFOKO3bl U KETOHOBBIX TEJI B KPOBU U
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Haznoi Mosoka. Y 5nabopaToOpHBIX >KMBOTHBIX HAaAON MOJOKA H3MEPSIOT, MPUMEHSs
crioco0 "B3BelIMBaHHE-KOpPMeEXKa-B3Bemupanue". B o0mux geprax, MaTh pa3iaydaroT
C ee JeTeHbIIIaMHU, HalpuMep, Ha 3 Jaca. 3aTeM JAeTeHbIleld B3BEUINBAIOT, MTO3BOJISIIOT
I0COCaTh BbIMS, HAaNmpuUMep, B Te4deHHe 1 Y, a 3aTeM CHOBA B3BEIIMBAIOT. ITY
npoueaypy MOBTOPSAIOT HECKOJbKO pa3 B JI€Hb, HaIpUMep, 3a J€Hb 1O JEYEHUS U B
IeHb JIEYEHUs C IPUMEHEHHEM BeJIaraugiIo3nHa.

UccnenyroTcs, HanpumMep, ciaeayrmue GpapMakoTUHAMUYECKUE TTOKA3aT eJIH:

. Bo3pacraer nm BbIIEJEHUE TIIIOKO3bI C MOYOH, HOPMHUPOBAHHOE Ha
KpEaTHHUH MOYH, B 3aBUCUMOCTH OT 1036l / 3¢ dekra.

. Uro mocie JeueHUs HAAOH MOJIOKa TPU TMOCIENVIOIEM JOSHHH
CHHXAeTCs B 3aBUCUMOCTH OT 110361 / 3 ekTa.

. A TakKe COXPaHsIeTCs JU YPOBEHb IIIOKO3bI UJIM KETOHOBBIX TENl B KPOBH
B IIpejeaX HOPMaJIbHbIX 3HAYEHUH MOCIe JICUSHUs C MPUMEHEHHUEM BCEX J03.

OTH CUUTBIBA€MbIE MTOKA3aTENN CPABHUBAIOT MEXKAY MOKA3ATEJSIMA A0 UIIH TIOCTE
JeYeHHs C MPUMEHEHUEeM Benarau(iuo3nHa, Uil MeXIY )KUBOTHBIMH, OABEPTHY THIMH
JEYEeHHUI0 C TMPUMEHEHHEeM BeJarnugio3nHa, B CPaBHEHUM C IPYTHUMHU, KOTOpPBIE HE
MOJIYYAIOT JICUEHUS UITU MOJIYHaoT Mmiamnedo.

3aBucsliee OT J03bl CHU)KEHHE CEKPETHPOBAHHS MOJIOKAa IpPU HNPUMEHEHHH
BenarnuduosuHa y kopos (cMm. Ilpumep 1) um mabopaTOpHBIX KHUBOTHBIX NMOKAa3bIBAET,
yro uHruOutopsl SGLT2, takme kak Benarau(JO3WH, a TaKXe ApPyrue, CHOCOOHBI
YCHELIHO JIEYUTh JH00O0E€ COCTOSIHHE Y JKUBOTHOrO (NMPEANOYTHTEIbHO Y JKBAaYHBIX,
cobak, KOIIeK, Jomaaei, CBUHEW), CBs3aHHOE ¢ HEKeJaTeNbHOW JaKTauuen —
HarpuMmep, 3amycKk Yy MOJIOYHBIX JKBa4yHbIX JKMUBOTHbIX (IIpumep 1), noxHas
O6epeMeHHOCTh / ramaktopes y xkuBoTHbIX (IIpumep 17). Ho mpu s>TOM, ecnu mo
ApyruM TpuYuHaM Tpedyercss pe3koe TMpeKpalmeHne KOPMIJICHUsSI JEeTEHBIIa,
OKHJAaeTCs, YTO JIeYeHHEe C NMPUMEHEHHWEeM IO MEHbLIEH Mepe OAHOr0 HHruduTopa
SGLT2 B COOTBETCTBHM C HACTOSILIUM H300peTEHHEM  JOJDKHO CHH3UTH
CEKpeTHpPOBaHHE MOJIOKa a TaKKe YCIeIHO YMEHbIIUTh CBA3aHHbIE C 3TUM
KJIMHUYECKUE MpPHU3HAKH W/unu wn3dexaTb UX — HampuMmep, HarpyOaHUe MOJIOYHOU
XKeJe3bl, 60JIb, yTEUKY MOJIOKA U/UIN MAaCTHUT.

IHPUMEP 13 /lo3za / dapmakoaunamuka (PD) panaraudao3uHa mocje

OJHOKPATHOIoO BBCACHUSA JAKTHDPYIO UM J'laﬁODaTODHbIM AKHUBOTHbBIM

B HUCCICAOBAHHUAX, MPOBOAUMBIX Ha JIAKTUPYHIIHUX J'Ia60paTOprIX JKHUBOTHBIX,

TaKHUX KakK co6a1<1/1, KOIIKH, KPbIChI, MBIIIH U/ Mnn KpOJIUKH, JICHCHHUE C IPUMECHCHUCM
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nanarnu@ao3uHa BBIIOJHAIT MonoOHO onucaHHoMmy B llpumepe 1. To ects, mpwu
IPUMEHEHUH CXEMbl C YBEIWYEHHEM J03bl JKMBOTHBIE I[OJY4YalOT OJHOKPATHYIO
NapeHTepaJbHY0 MHBEKLMIO UJIH, B aJbTEPHATHUBHOM BapHaHTE, NEepOpajbHbIE N03BbI,
comepxamue  ganaraupJO3WH, €  HeAeJIbHBIMH  HHTepBajamu.  H3mepsioT
KOHLEHTPALUIO TNIIOKO3bl U KPEATUHUHA B MOYE, TJIFOKO3bl U KETOHOBBIX T€J B KPOBU U
Hagol MoJsioka. Y nabopaToOpHBIX SKMBOTHBIX HAAON MOJIOKA HU3MEPSIIOT, MPUMEHSs
croco0 "B3BeUmIMBaHHE-KOpMeEXKKa-B3Bemupanue". B o0mux yeprax, Marh pa3aydaroT
C ee JeTeHbIIIaMu, HallpuMep, Ha 3 Jaca. 3aTeM JeTeHbIIell B3BEUIUBAIOT, MO3BOISIOT
nococaTh BbIMs, Halmpumep, B TedeHHe | 4, a 3aTeM CHOBAa B3BELIUBAIOT. OJTY
IpoLEenypY HNOBTOPSIOT HECKOJbKO pa3 B J€Hb, HalpUMep, 3a JEeHb O JICUEHUS U B
JeHb JEYEHHs C MPUMEHEHUEeM Janariugo3uHa.

UccnenyroTcs, HanpuMep, ciaeayromue GapMakoTHHAMUYECKHUE TTOKa3aTeNu:

. Bospactaer nu BhIIeJE€HUE TIJIOKO3bl C MOYONW, HOPMHUpPOBAaHHOE Ha
KpeaTHHUH MOYH, B 3aBUCUMOCTH OT 1036l / 3¢ dexra.

. Uro mocne nedeHuss HaJOM MOJOKa IpU TOCIAENYIOLIeM JOE€HUHU
CHHXAeTCs B 3aBHCUMOCTH OT 11036l / 3 dekTa.

. A Takke COXpaHseTCs JU YPOBEHb INIIOKO3bl UM KETOHOBBIX T€Jl B KPOBU
B MIpeJieslax HOPMaJbHbIX 3HaUE€HUH MMOCJe JIEUeHUsl C IPUMEHEHNEM BCeX J103.

OTHU CYUTBIBA€MbIE NTOKA3aTEIN CPABHUBAKOT MEXY MOKA3aTeIsIMHU A0 UIJIH NOCTe
Je4YeHUsl ¢ MPUMEHEeHHeM nanarauo3uH, U MEXIY JKUBOTHBIMH, MOABEPTHYTHIMH
JEYeHUIO0 C NMpPUMEHEHHeM HanariugJo3uH, B CPaBHEHUH C APYTHMH, KOTOpPBIE HE
MOJIYYAIOT JICUSHUSI UJTH MOJyYaroT miamnedo.

IHPUMEP 14 [lo3a / dapvakoaunamuka (PD) kanaraudao3uHa mocJie

OJHOKPATHOIoO BBCACHHUSA JJAKTHDPVIO UM J'laﬁODaTODHbIM JAKHUBOTHbBIM

B uccrnenoBaHusX, MPOBOAMMBIX HAa JIAKTUPYIOIIHNX JIaOOPATOPHBIX JKHUBOTHBIX,
TaKUX KakKk COOAaKW, KOIIKH, KPBICHI, MBIIIN WU/UJIN KPOJHUKH, JIEUCHHE C MPUMEHEHHEM
KaHarau(JIO3WHA BBIMOJHSIOT MOogoOHO omucanHoMy B Ilpumepe 1. To ects, mpwu
NPUMEHEHUN CXEMbl C YyBEJIWYEHHEM [03bl JKMBOTHBIE I[IOJYYalOT OJHOKPATHYIO
MapeHTepajJbHYI0 MUHBEKLMIO UJIH, B aJbTEPHATHUBHOM BapHaHTe, NepopajbHble 035,
copepxamue  KaHarau@JIO3WH, €  HEAENbHBIMH  HHTEpBajamMu.  M3mepsroT
KOHLEHTPALMIO TNII0OKO3bl U KpEaTUHHUHA B MOY€, TJIFOKO3bl U KETOHOBBIX T€J B KPOBU U
Hazgol Mousoka. Y 5nabopaToOpHBIX >KMBOTHBIX HAaAON MOJIOKA HU3MEPSIOT, NPUMEHSS
crioco0 "B3BeUmIMBaHHE-KOpPMeEXKa-B3Bemupanue". B o0mux geprax, MaTh pasiaydaroT

C €€ ACTCHbILIaAMH1, HAIIpUMEDP, Ha 3 yaca. 3aTeMm I[eTeHbILHefI B3BCIIHUBAKOT, ITIO3BOJIAOT
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nocoCaTtb BbIMsI, HANpUMEP, B TECUCHHC 1 9, a 3aT€éM CHOBa B3BCIIHWBAIOT. 9Ty
npoueaypy MOBTOPSIOT HECKOJBKO pa3 B JeHb, HANpPUMeEp, 3a IeHb 0 JEYEHUS U B
JeHb JIEYEHHs C MPUMEHEHUeM KaHarIu(Jao3uHa.

HccnenyroTces, HapuMep, ciaenyromue papmMakognHaMU4ecKue MOKa3aTeNn:

. Bo3pacTaer nu BblAEJIEHHE TJIOKO3bl C MOYOH, HOPMHUPOBAHHOE Ha
KPEaTUHUH MOYH, B 3aBUCHUMOCTHU OT 03bI / 3¢ Pekra.

. Yro mocie JedYeHUs HaIOW MOJIOKAa TMpPH MOCAEAYIIIeM JOeHHH
CHMKAeTCs B 3aBUCUMOCTH OT 10356l / 3 dekTa.

* A Taxxe COXPAHACTCA JIX YPOBCHDB I'NIFOKO3bI UJIKM KETOHOBBIX TEJ B KPOBU
B npeaejiax HOPpMaJIbHbIX 3HAUEHUU MOCJE JICUEHUS C NPUMEHEHUEM BCEX N0O3.

DTH cUUTHIBa€MbIE MMOKA3aTENM CPABHUBAIOT MEXAY MOKA3aTESIMH 10 UITH TTOCTIE
JE€YCHUA C IPUMCHCHHUEM KaHaFJ’II/I(bJ'IOSI/IH, HUJIN MCKAY KUBOTHBIMU, MOABCPIHYTBIMU
JEYEeHHUI0 C MPUMEHEHHEM KaHAariIu(JIO3UH, B CPABHEHUU C IPYTHMH, KOTOpBIE HE
MOJIYYAIOT JICUSHHS UJIU MOJYYaloT mianedo.

IHPUMEP 15 /lo3za / dapmakoaunamuka (PD) smparaudao3uHa mocJe

OJHOKPATHOI0O BBCACHUA JJAKTHDPYIO UM J'laﬁODaTODHbIM AKHUBOTHbBIM

B uccnenoBaHuAX, NPOBOAMMBIX Ha JIAKTUPYIOIIHMX J1aDOPATOPHBIX >KHUBOTHBIX,
TaKUX Kak cCOOAaKH, KOIIKH, KPBICHI, MBIIIH W/UIN KPOJHUKH, JIEUCHHE C NPUMEHEHHEM
sMnariau(Io3uHa BBINOIHAIT MoA0OHO omnucaHHoMmy B IIpumepe 1. To ectp, npu
IPUMEHEHUH CXEMbl C YBEJIWYEHHEM J03bl JKMBOTHBIE I[OJY4YalOT OJHOKPATHYIO
NapeHTEePAJIbHY0 MHBEKLMIO WJIH, B aJbTEPHATUBHOM BapHaHTE, NEPOpPAJbHBIE NO3BI,
coaepxamue  SMnarau@io3uH, €  HEAeJNbHbBIMH  HHTepBajaMu. M3MmepsoT
KOHL[EHTPALUIO TII0OKO3bl U KPEaTUHHHA B MOYE, TJIFOKO3bl U KETOHOBBIX T€J B KPOBH U
Hagol Mousioka. Y yabopaToOpHBIX >KMBOTHBIX HAAOH MOJIOKA HU3MEPSIOT, MPUMEHSs
croco0 "B3BemIMBaHHE-KOPMeEXKKa-B3Bemupanue". B o0mux yeprax, Marh pa3aydaroT
C ee JeTeHbIlIaMu, HanpuMep, Ha 3 4Jaca. 3aTeM JeTeHblllell B3BEUIUBAIOT, MO3BOISAIOT
nococaTh BbIMs, Halpumep, B TedeHHe | 4, a 3aTeM CHOBA B3BELIUBAIOT. OJTY
NpoLenypY HNOBTOPSIOT HECKOJbKO pa3 B J€Hb, HalpuUMep, 3a J€Hb O JIeUEeHUs U B
NeHb JIEYEHHUs C MPUMEHEHUEeM dMNariangI0o3uHa.

UccnenyroTcs, HanpuMep, ciaeayrmue GapMakoTHHAMUYECKHUe TTOKa3aTeNu:

. Bospacraer nu BpIIeJIE€HHE TIJIOKO3bl C MOYONW, HOPMHUPOBAaHHOE Ha
KpPEaTHHUH MOYH, B 3aBUCHUMOCTH OT 036l / 3¢ dekra.

. Uro mocne nedeHuss HAAOW MOJOKa IpHU TMOCIAENYIOLIeM JOE€HUHU

CHH)XAeTCs B 3aBHCUMOCTH OT 1036l / 3 dekTa.
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. A Takke COXpaHseTCs JU YPOBEHb INIIOKO3bl UM KETOHOBBIX T€Jl B KPOBU
B MIpeJieslaXx HOpMaJbHbIX 3HaUE€HUH MMOCJe JIEUeHHsl C IPUMEHEHHEM BCeX J103.

OTHU CYUTBIBA€MbIE NTOKA3aTeNN CPABHUBAIOT MEXY MOKA3aTeIsIMHU A0 UJIH MOCTe
J€YeHUs ¢ MPUMEHEHUEM >MMAariaugJI0o3uH, UJIH MEXAY KUBOTHBIMU, MOABEPTHYTHIMU
JEYeHUIO C NMPUMEHEHHEeM >SMNariu(o3uH, B CPAaBHEHUU C APYTUMH, KOTOpbIE HE
HOJIYYAIOT JICUEHHS UJIU MOJYy4aroT miianedo.

IHPUMEP 16 [lo3a / dapmakoaunamuka (PD) spryraudiosuHa mocJie

OJHOKPATHOIoO BBCACHHUSA JJAKTHDPVIO UM J'laﬁODaTODHbIM JAKHUBOTHbBIM

B uccrnenoBaHusX, MPOBOAMMBIX HAa JIAKTUPYIOIINX JIAOOPATOPHBIX JKHUBOTHBIX,
TaKUX Kak COOAaKH, KOIIKH, KPBICHI, MBIIIH W/UJIH KPOJHUKH, JIEUCHHE C MPUMEHEHHEM
3pTyrnu(IO3UHA BBIMOJHIIOT MogobHo onucanHomy B Ilpumepe 1. To ectp, mpu
NPUMEHEHUHN CXEMbl C YyBEJIWYEHHUEM [03bl >KHUBOTHBIE I[IOJy4alOT OJHOKPATHYIO
NapeHTepajJbHY0 UHBEKLMIO UJIH, B aJbTEPHATHBHOM BapHaHTe, NepopajbHble 035,
comepxamue  SpTYraudiao3uH, C  HEAEJIbHBIMH  HHTEpBajiaMu.  M3MepsioT
KOHLEHTPALMIO TNII0OKO3bl U KpEaTUHHUHA B MOYE, TJIFOKO3bl U KETOHOBBIX TE€J B KPOBU U
Hagol Mousoka. Y 1nabopaToOpHBIX >KMBOTHBIX HAAON MOJIOKA H3MEPSIOT, NMPUMEHSs
crioco0 "B3BeUmIMBaHHE-KOpPMeEXKa-B3Bemupanue". B o0mux geprax, MaTh pa3aydaroT
C ee AeTeHbIlIaMu, HallpuMep, Ha 3 4Jaca. 3aTeM JeTeHblIlell B3BEUIUBAIOT, MO3BOISAIOT
nococaTh BbIMs, Halpumep, B TedeHHe | 4, a 3aTeM CHOBA B3BELIUBAIOT. OJTY
NpOLENYpPY HNOBTOPSAIOT HECKOJBKO pa3 B JE€Hb, HAIpUMep, 3a JE€Hb O JICYEHUS U B
JEeHb JICYEHUs C IPUMEHEHUEM SPTYIH(IO3UHA.

UccnenyroTcs, HanpumMep, ciaeayrimue GpapMakoTUHAMUYECKHUE TTOKAa3aTeNu:

. Bospacrtaer nu BhIIEeIE€HHE TJIIOKO3bBl C MOYOW, HOPMHUPOBAHHOE Ha
KpeaTWHUH MOYH, B 3aBUCUMOCTH OT 1036l / 3¢ dekra.

. Uro mocne nedeHuss HaAOM MOJOKa IpU TMOCIENYIOLIeM TOE€HUU
CHHXAeTCs B 3aBUCUMOCTH OT 11036l / 3 dekTa.

. A Taxxe cCOXpaHseTCs JU YPOBEHb INIIOKO3bl UM KETOHOBBIX T€J B KPOBU
B Mpejiesiax HOpMaJbHbIX 3HaU€HUH MocJe JIeueHUs C IPUMEeHEeHHEM BCeX J103.

OTHU CYUTBIBa€Mbl€ NTOKA3aTeIN CPABHUBAIOT MEJKJy MOKA3aTeasIMHU 10 UJIH MOCie
JeYeHHs] C MPUMEHEHHEM 3PTYTIU(IO3UH, HIH MEXKIY XKUBOTHBIMH, MOABEPTHYTHIMH
JEYEHUI0 C NMPUMEHEHHEM 3pPTYrIu(IOo3WH, B CPAaBHEHUU C IPYTHMHU, KOTOpbIE HE

NOoJy4aroT JICUHCHUA UJIH TOJTYYAa0T rmaue6o.
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IIHPUMEP 17 Jleyenune ¢ npumenenuemM uHruouropos SGLT2 naas

CHHKEHHS] CEKPETHPOBAHHMS _MOJOKA B _CJAVYAAX HEKeJATEeJbHOH JAKTALMH,

BKJIOYAS, HAIPHUMED, FAJAKTOPEI0 U/ HJH JOKHVIO 0epeMEeHHOCTh

B mpenpiaymux npumepax ObUIO ONMHUCAHO, YTO BBEAEHHE IO MEHbLIEH Mepe
onHoro nHru6butopa SGLT2 B COOTBETCTBUHU C HACTOAIMM H300peTeHHEM CIOCOOHO
YCHEUIHO JEeYUTh JI000€ COCTOSIHHE Y JKHUBOTHOTO (IPEATOYTHUTENHHO >KBAYHOTIO,
co0aKku, KOIIKHU, JIOMAAH W/UIU CBUHBH), CBS3aHHOE C HEKeJaTeJbHOW JIaKTauueh —
HalpuMep, 3amyCK y MOJOYHBbIX >KBauHbIX KUBOTHBIX ([Ipumep 1). Kpome Toro, u
Apyrue KIWHUYECKUE COCTOSHHUS YacTO CBA3aHbI C HEXKEJIAaTeIbHOHN JIaKTaluew,
HarpyOaHHeM MOJIOYHOM JKeJie3bl U/Hiiu yTe4koil Mmojoka. Hanpumep, 3To BCTpeuaercs
y cobak ¢ JIOKHOH OepeMeHHOCThIO U/UJIU rajakTopeei.

Y  mnopaxkeHHbIX coOak JseueHue wuHruouropom SGLT-2, Takum  Kak
BeJNarnu(I03UH, BHIMOJHSAIOT MYTEM MapeHTEPAJbHOTO BBEAECHHUS, MPEANOUYTHTEIbHO
NOAKOXHO WM BHYTPUMBIIIEUHO, WU IYTEM IMEPOPaAIbHOTO BBeneHHSA. JleueHue
MOXET ObITh OJHOPA30BBIM HIJIM MOBTOPSIEMBIM, HAIPUMED, C UHTEPBAJIOM ~ 24 U HIH
48 4, 10 NCUYE3HOBEHHSI CHMIITOMOB.

OTBeT Ha Je4YeHHe OLEHUBAIOT MyTEM BHU3YaJbHOTO OCMOTpPa O0JACTH MOJOYHOHN
JKeJe3bl — TO €CTh, Ha HaJW4ue HarpyOaHus W/UIM yTEYKH MOJIOKA — W/MJIH NMyTeM
pYYHONl manbmanuu JAJas  OLEHKH OONM W/HUIAM PasBUTUS HHTPAMaAMMapHOIO
BocnasieHus. Takke Cyl[eCTBYeT BO3MOKHOCTb OLIEHKH YCTPAHEHMS AOMOJIHUTENbHBIX
NOBEEHYECKUX CUMIITOMOB (HampuMmep, nenpeccuu, Habopa Beca, pBOTHI MIIH IOTEPU
anmnetuta). [TokazaTenu MOTYT 3aUCBIBATLCS B OMPOCHUKAX BJIAJIENIbIIA.
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Hactosimee nzo0pereHne Takke OXBAThIBAET CIAEAYIOI[UE MyHKTHI:

1. [IpumeHenue 1o MeHbmedl mepe oxHoro uHrudOburopa SGLT-2 nusa
KBAYHBIX, IPEATOYTUTENBHO JIJIs 3aIyCKA XKBAYHBIX KUBOTHBIX.

2. Cnoco0 ynydineHuss u/unu oOJieTUYeHUs] 3alyCKa >XKBAYHBIX >KUBOTHBIX,
BKJIIOYAIOUINN BBEJEHHE TAKUM >KBAaUYHBIM [0 MEHblIEH Mepe OJHOTro HHruOuTopa
SGLT-2.

3. Cnoco® ymeHbIIeHHsT BbIPaOOTKM MOJIOKa y OepeMeHHBIX W/ UIu
JAKTUPYIOIIUX >KBAYHBIX JKHBOTHBIX, BKJIIOYAIOUINNA BBEJCHHE TAKHUM >KBAYHBIM IO
MeHbIed Mepe ogHoro uuruduropa SGLT-2.

4. Cnoco0® yMeHbIIEeHHUsI HAKOIUIEHHS MOJIOKA W/WiIM HarpyOaHUs BBIMEHH
JKBAYHBIX JKMBOTHBIX, BKJIOYAIOIINNA BBEICHUE TAKUM JKBAYHBIM IO MEHBbILIEH Mepe
onHoro uHruburopa SGLT-2.

5. Cnoco0® ymeHbIneHUss ¢ AUCKOMGOpTa, CBSI3AHHOTO C HarpyOaHue
BBIMEHHU, TAaKOrO Kak YBEJIMYEHHE IHEBHOTO BPEMEHU JIe)KaHUS W/WIM CHH)KEHUE
cTpecca, )KBaYHBIX JKUBOTHBIX, BKIIOYAKOIMMI BBEJEHHE TAKHUM XBAYHBIM IO MEHbIIEH
mepe ogHoro uaruouropa SGLT-2.

6. Cnoco0 yMeHbIIEHHsI yTeYka MOJIOKAa IIOCJIe 3amyCKa JKBAYHBIX
JKUBOTHBIX, BKJIIOYANOIINN BBEJEHHE TAaKHUM >KBAYHBIM IO MEHBbIIEH Mepe OIHOrO

unruoburopa SGLT-2.
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7. Cnoco® yMeHbIIEHHUS HYacTOThI Clly4aeB MHTpPaAaMaMMapHBIX HH}eKIui
(IMI), nDpenmouYTUTENbHO MACTUT W/UIM METPUT, Y SKBAYHBIX JKUBOTHBIX,
BKJIIOYAIOLINN BBEJEHHE TAKUM >KBAaUYHBIM [0 MEHblIEH Mepe OJHOTro HHruduTopa
SGLT-2.

8. [IpuMeHeHUe UK COCO0 MO OAHOMY M3 MYHKTOB ¢ 1 mo 7, mpuuem mo
MeHblned mepe onuH uHruOutop SGLT-2 BBOAST B TepameBTHUeCKH 3((dEeKTHBHOM
KOJIMYecTBe 0e3 BbI3bIBAHHS TyOUTENBHOTO W/ WUIM a0OPTUBHOIO BJUSHHUS HA
OepeMeHHBIX KBAaYHBIX JKHBOTHBIX, H/UJIU MO MeHbLIEH Mepe onqud uurudourop SGLT-2
BBOJSIT B  TepameBTUYeCKH OS(PPEeKTHBHOM  KoJuuecTBe  Oe3  BBI3BIBAHUS
HeOJAaronpusTHOrO  BJIHUSHUS HAa MOCJHEAVIOIIME  PENpPOAYKTUBHBIN  HUKI  /
(bepTHIBPHOCTh U HAAOW MOJIOKA U/MIJIM KA4YeCTBO MOJIOKA MPH CIAEAYIOIEH JaKTaluu.

9. [IpumeHeHnue mwin cnocod Mo NMyHKTY 8, MpU4YeM MO MEeHbIIEH Mepe OIUH
uHruourop SGLT-2 BBOASAT B TepameBTHYECKH 3P (PEKTUBHOM KOJUYECTBE, KOTOPOE B
JOTMOJHUTENbHOM WJIH aJlbT€PHATUBHOM BapHUaHTE BJIHUAET HAa YMEHbIIEHHUE 4YaCTOThI
CIydaeB HOBBIX MHTpaMaMMapHbIXx nH(pexuuii (IMI) unu macTuta B mepBbI Mecsl
1ocJje Hadana CleAyrllei JaKkTaluu.

10. IIpuMmeHeHHEe MM Crocod Mo OAHOMY W3 NMYHKTOB ¢ 1 mo 9, mpuuem mo
MeHbIIel Mepe oxauH uHruourop SGLT-2 BeIOMparoT U3 rpynmel, K KOTOPOM
OTHOCSTCS!

(D) IO KO PaHO3UI-3aMellleHHOe Tpou3BoAHoe OeH3ona popmysl (1)

2

1
rae R o3navaer umano, Cl unu metun (Haubojee NpeanoYTUTEIbHO IUAHO);

2
R” o3navaer H, meTus, MeTOKCH WiIH rupokcu (Haubosee mpeanoytutensHo H),

R’ osmauaer nukgonponma, Bogopox, dGTop, Xmop, GpoM, HOA, METHI, 3THN,
NpOoNuUi, u3onponui, OyTui, émop-0yTuin, uzodyTun, mpem-0ytui, 3-metun-0yr-1-u,
HUKJIOOYTHII, LMKJIOMEHTUJ, LUKIOTEKCHJI, 1-THAPOKCH-LUKIONPONUI, |-THAPOKCH-
HUKJIO00OYyTHII, |-THAPOKCH-LHUKIONEHTUN, |-THIPOKCU-IUKIOTeKCHI, 3TUHWI, 3TOKCH,

audTopoMeTu, TPpUPTOPOMETHII, NeHTapTOPOITHIL, 2-TUAPOKCHUII-3THUII,
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TUAPOKCUMETHUI, 3-TUAPOKCU-TIPONUI, 2-TUAPOKCHU-2-METHI-NIPON-1-ui, 3-rugpoKcu-
3-metun-0yt-1-un, 1-rugpokcu-1l-merun-stun, 2,2,2-rpudropo-1-rugpokcu-1-merun-
stun, 2,2,2-tpudpropo-l-runpokcu-1-rpupTOpoMeTHN-3TUN, 2-METOKCH-3THI, 2-
STOKCU-3THJI, THAPOKCHU, IUPTOPOMETHIIOKCH, TPUPTOPOMETHIOKCH, 2-METUIOKCH-
STUJIOKCH, METWICYJb(aHui, MEeTUICYIbPUHUI, METUICYIb(OHUI, STUICYIbPUHNUI,
STUICYNbPOHMI, Tpumetuiacunwia, (R)-terparugpodypan-3-ugokcu unm  (S)-
TeTparuapodypaH-3-HIOKCH HJIU LHAHO;

R’ npeamouruTensHO BBHIGMPAIOT W3 TPYNIE, K KOTOPOH OTHOCSTCH
LHUKJIOMPONWI, 3THUJ, STUHWJ, OTOKCH, (R)-teTrparunpodypan-3-umokcu wiu (S)-
TerparuapodypaH-3-HIOKCH, Haubonee NpPEeANOYTUTENBHO R’ SABISIETCS
LUKJIOTPOTIUIIOM,

WIN €r0 MPOM3BOAHOE, B KOTOPOM OJIHA WUJIM HECKOJBKO THIAPOKCHUIIBHBIX T'PYIII
B-D-rnrokonupaHO3UIbHON TPYIIBI allUINPOBAHbI rpynnamu, BeiOpaHHbMA U3 (C.is-
ankun)kapobonuna, (Ci.js-ankun)okcukapbonuna, ¢enunkapbonuna u derun-(Ci.3-
aJIKUJ)-KapOoHUIA,

(2) Benarnudnosun, npeacrasieHusit popmymnoii (2):

(3) Janarnugao3uH, npencTaBieHHbld Gopmyoii (3):

4) Kanarnudao3uH, mpencraBieHHbli Gopmynoi (4):
F
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(5 OwmnarnudIo3uH, mpeAcTaBiIeHHbId popmyoit (5):
cl

HO

OH
(6) Jlyceornugno3un, npeacraBieHHbIil Gopmynoi (0):
Q7 CH,
] CHy
T
S OCHJ
oH
HO
OH
(7) Todornudno3un, npeacrasineHasiii Gopmynoit (7):
HO
0 o

OH

HO { O
C

(8) Unparnudno3uH, npeacTaBieHHbli Gopmyoii (8):

%) Opryraudo3uH, npeacrasieHHbd Gopmynoii (9):
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(10) AturnudnosuH, npencrasieHabd popmynoit (10):
OCH;,

HO S
l Y/
0.0
OH
HO

OH

(11) Pemornudnoszun, npencraBierHusbiii Gopmymnoii (11):

O
OH
HO 0
HO 0O
. N
N—N

(1TA) Pemornudnozun 3TtaboHar, npencrasieHHbil Gopmyioi (11A):

el
koo K
hegte

L
W,
‘i

0

(12) npousBoaHoe THodeHa Gopmyinsl (12)
R

OH

rae R o3HadaeT METOKCH Ui TPUPTOPOMETOKCH;
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(13) 1-(B-D-rnroxonupanosun)-4-metun-3-[5-(4-propodennn)-2-

THUEHUJIMETHU |0eH305, npeacraBieHHbid popmynoii (13);

(14) NpPOU3BOAHOE criupokeTalist Gopmysbl (14):

5
raie R o3Hawaer meTokcH, TPpUPTOPOMETOKCHU, 3TOKCH, 3THJ, HU3OMPOMMUI WU
mpem-0yTuim,
(15) npousBoaHOe mupazon-O-rioko3uga Gopmyisl (15)
~ )
M o
Na L'
R°0 ©
HOY “OH
OH
10 rae

R! o3nauaer C,.3-aJIKOKCH,

L' L* nesaBucumo apyr ot apyra o3naudaroT H unu F,

R® o3Havaetr  H, (C1.3-ankmn)kapOOHUI, (C1.6-anKmn)oKCuKapOOHUI,
dermnokcrukapOOHUI, OEH3UIOKCUKAPOOHU N OEH3UIKapOOHUT,

15 (16) CorarnudnosuH, npencraBieHHbld Gopmynoi (16):
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(17) Ceprinudnosun, npencrabieHHbd popmynoit (17):

SUSH

O Q

OH

(18) coenvHeHue, pencrasiieHHoe ¢popmynoi (18):

rae

R’ osmauaer nmkmompomui, Bomopox, GTOp, Xmop, Gpom, HOm, METHN, ST,
NpOMUI, U30NpOnuI, OyTHI, 6mop-0yTiia, u3odyTun, mpem-0ytui, 3-metun-0yr-1-u,
OUKJIOOYTHII, LHMKJIOMEHTUJ, LUKIOTEKCHI, |-THAPOKCH-IUKIONPONUI, |-THAPOKCH-
HUKJI00YyTHII, |-THAPOKCH-LHUKIONEHTUN, |-THIPOKCU-IUKIOTeKCHI, 3TUHWI, 3TOKCH,
aupTOpOMETHI, TPpUPTOPOMETHII, NeHTapTOPOITHIL, 2-TUAPOKCUII-3THUII,
TUAPOKCUMETHUI, 3-TUAPOKCU-TIPONUI, 2-THAPOKCHU-2-METUI-NIPON-1-ui, 3-rugpoKcu-
3-metun-0yr-1-un, 1-rugpokcu-l-metun-stun, 2,2,2-rpudropo-1-rugpokcu-1-merun-
stua,  2,2,2-tpudTopo-1-ruapokcu-1-TpudTopoMeTUN-3TUN,  2-METOKCHU-3THUI,  2-
STOKCH-3THJI, TUAPOKCH, AUPTOPOMETHUIIOKCH, TPHUPTOPOMETHIOKCH, 2-METHIIOKCH-
STUJIOKCH, METUICYJIb(aHuI, MEeTUICYIbGUHUI, METUICYIb(GOHUI, STUICYIbOUHUIT,
sTuiaCyaAbGoHUa, Tpumertwicunui, (R)-trerparuapodypan-3-uwigokcu  unm - (S)-
TerparuapodypaH-3-MI0OKCH MM LHAHO, MPHUeM R’ MpeamodTHTeNbHO BHIOUPAIOT U3
IPYNNBL, K KOTOPOH OTHOCATCS UHKJOMPOIMJI, 3THJI, OTHHWJI, 3TOKCH, (R)-
terparuapodypan-3-unokcu umu (S)-rerparuapodypan-3-unokcu; u R’ Hanmbomee
NPEANOYTUTENBHO SIBISETCS LUKIONPOIHUIIOM,

WIN €ro MPOM3BOAHOE, B KOTOPOM OJIHA WUJIM HECKOJBKO THIPOKCHUIBHBIX T'PYIII
B-D-rnrokonupaHO3UIBHON T'PYIIbI allUINPOBAaHbI rpynnamu, BeiOpaHHbMA U3 (C.1s-
ankun)kapbonuna, (Ci.js-ankun)okcukapbonuna, ¢enunkapbonuna u derun-(Ci.3-

aJKuj)-kapOoHUIa;
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(19) bekcarmudno3un, npeacrapiaeHabiid popmynoit (19):

Gl U“‘-”ﬂa/&
e S

! e

8]
o}

(20) Jixxanarnudo3uH, npeacTaBieHHbli Gopmyoi (20):

I1. IIpumeHeHHe uiu crnocod mo oxHOMY M3 NyHKTOB ¢ 1 mo 10, mpuuem
JKBAYHBIX KUBOTHBIX BBIOUPAIOT U3 I'PYMIbI, K KOTOPOH OTHOCATCS: KPYIHBIA POTaThIii
CKOT, KO3JIMHbIE, OBEYbH, OOJiee MPEANOUYTUTENBHO BBIOMPAIOT M3 TPYMIBI, K KOTOPOM
OTHOCSITCSI: KPYIHBIH pOraTtelii  CKOT, KOPOBBbI, KO3bI, OBIbI, eme OoJee
NPEANOYTHTENBHO BbIOMPAIOT W3 TPYHIbI, K KOTOPOH OTHOCSTCS: MOJIOYHBIH CKOT,
OepeMeHHbIH W/MJIM JIAKTUPYIOLIUH MOJIOYHBIH CKOT, Haubojee Npeano4YTHTEIbHO
BBIOMPAIOT M3 TPYNNbl, K KOTOPOH OTHOCSTCS. KOPOBBL, OepeMeHHble W/UIH
JAKTUPYIOL[HE KOPOBHIL.

12. [IpumeHeHue Uau crocod mMo oAHOMY M3 NMyHKTOB ¢ 1 mo 11, mpuduem mo
MeHbeit mepe onuH wuHrudbutop SGLT-2 BBOASAT mepopanbHO, MapeHTEpPalbHO,
pPEKTaJbHO, HMHTPAaBAarMHaJIbHO, BHYTPUBEHHO, IMOJAKOXHO WJIH BHYTPUMBIIIEYHO,
NPEeANOYTUTENBHO MOJKOXKHO, BHYTPUMBIIIEYHO UM BHYTPUBEHHO.

13. [IpuMmeHeHNEe Uau cCrnocod Mo OAHOMY M3 MYHKTOB ¢ 1 mo 12, mpuyuem mo
MeHblnel Mmepe onuH uHruoutop SGLT-2 BBoasaT B nose ot 0,01 Mr/kr maccel Tena ao
10 Mr/xr maccel Tena, mpeanoYTUTeNbHO B 103e oT 0,01 Mr/kr maccsl Tena 10 5 Mr/kr
Macchl Tena, Ooyiee mpeanodYTUTEIbHO B n03e oT 0,01 Mr/kr maccel Tena no 3 MI/kr

MacChl Teja, eme Oosiee mpeamoutuTesbHO B nosze ot 0,03 Mr/kr maccel Tena oo 3
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MTI/KT MaccChl Teja, HauboJiee mpeanoutuTespbHo B go3e 0,03 mr/kr maccol Tena win 0,3
MI/KI' MacChl TeJla HUIM 3 MI/KI MaccChl TeJja.

14. IIpuMmeHeHue uau crnocod Mo oAHOMY M3 NMYHKTOB ¢ 1 mo 13, mpuuem no
MeHbuIed Mepe onauH uHruOurtop SGLT-2 BBOAST OOMH pa3, ABAXKABI, TPHKIBI,
YeTBIPEXKAbI, MATb pa3, IWMeCTb pa3 WIH €XKEAHEBHO B TEYEHUE HeAelHu,
NPEANOYTUTEIbHO TOJBKO OJMH pa3 B Hadajie 3alyCka WM ABaXAbl, B ABAa CeEaHcCa
nedyeHus yepes 24 yaca unau 48 4acoB MoOCj€ MOCIEAHETO TOEHUS.

15. [IpumeHeHne Uau crocod Mo OAHOMY M3 MYHKTOB ¢ 1 mo 14, mpudem mo
MeHbIleH Mepe onHuM wuHrubutopom SGLT-2 saBnsercs Benarnudiao3wH, W
BeqarnuQaOo3MH BBOOAT B KayecTBe eAUHCTBeHHOro wuHruoburopa SGLT-2,
NPEANOYTUTEIbHO MMOAKOXKHO WJIM BHYTPUMBIIIEYHO, TOJBKO OJWH pa3 B Hauaje
3amycka uiu nBaxkabl (¢ uHTepBasoM 24 4 unu 48 4) B nosze ot 0,03 Mr/Kr mMaccsl Tena
1o 3 Mr/kr maccel Tena, npeanodytutespbHO B no3e 0,03 mr/kr maccel tena wiu 0,3
MTI/KT MacChl Te€Jla UJIH 3 MI/KI Macchl Teja.

16. [IpuMeHeHNe Uau crnocod Mo OAHOMY M3 NMYyHKTOB ¢ 1 mo 15, mpuuem mo
MeHbInell Mepe oauH uHruburop SGLT-2 BBOAST m0, mMocie MM OJHOBPEMEHHO C
BBEJAEHHEM I10 MEeHbIIEH Mepe OOHOW KOpMOBO#l nobaBku, Takoi kak Bovikalc® Dry,
’KBAYHOMY >KHBOTHOMY [0, IOCJ€ UJIHU OJHOBPEMEHHO C COKpAallleHHEM KOpPMIJIEHUs
’KBAYHOTO >KMBOTHOTO.

17. [IpumeHenue wiu crnocod mo NMyHKTY 16, mpudyeM kopmoBas noOaBka
BKJIFOYAET OAWH WUJIM HECKOJbKO NMOAKHCIHUTENEH, BBIOPAaHHBIX U3 I'PYIIBI, K KOTOPOH
OTHOCSITCSI: XJIOPUZ AaMMOHHS, XJIOPHA KajdbLUHs W/UIU CcynbdaT Kaublus, Oojee
NPEANOYTUTEIbHO BKJIOYAET XJIOPHI aMMOHHMSI, XJIOPHUJ KaJbLHs U CYJNb(PaT KaJbIHUs,
eme OoJiee TPEANOYTHTENBHO BKiIOUaeT ot S5 % (oObem/o0vem) no 15 %
(obbem/00bem) xnopuna ammonus u ot 40 % (o6vem/00beM) 1o 60 % (0bbemM/00BEM)
xjopuna kanpius U oT 15 % (o0bem/0O6bem) nmo 25 % (obbem/oObeMm) cynbdara
Kajgplusi, Haubonee mpeamoututenbHo BkAO4UaeT 10,4 % (oObem/0O6beM) xyopuaa
ammoHust u 51,9 % (obbem/00bem) xyopuma kanpiust u 20,1 % (ob6bvem/o00bem)

cyiabdar KaabIus.
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DOOPMVYIJIA U30BPETEHH A

1. IIpumeHenue 1no MeHblIell Mmepe oxHoro uHruoOuropa SGLT-2 nnsa

3anyCka OTJIMYHOT'O OT YCJIOBCKA MJICKOMUTAOIIETO, NPECATTOUYTUTEIIbHO JKBAYHOTO.

2. Crnoco0 ynydmenus: u/uan o0ierdeHus 3anycka OTJIMYHOTO OT YejoBeKa
MIJICKOIMUTAKOIECTro, MNPEANOYTUTEIbHO XKBA4YHOTO, BK.]'II'OLIaI'OH_II/Iﬁ BBEACHHUE TAaKOMY
OTJINYHOMY OT 4YE€JIOBCKa MIICKONMUTAOIIECMY, IMNIPECANOYUYTUTCIIBHO XBAa4YHOMY, IIO

MeHbIed Mepe ogHoro nuruduropa SGLT-2.

3. Cnoco0  yMmeHbIIeHHs  BBIPAOOTKH  MOJIOKA,  MPEANOYTHTENIHHO
BBIPAOOTKU W/HMIJIM CEKPETUPOBAHUS MOJIOKA, Y OEpEeMEHHOTO H/WIU JAKTHUPYIOIIETO
OTJIMYHOTO  OT  YeJOBEKa  MJEKONMHUTAIOLIEro, IMPEANOYTHTEIbHO  JKBAYHOTO,
BKJIIOYAIOLINN BBEJEHHE TAKOMY OTJHYHOMY OT HYeJIOBEKa MIJEKONMUTAIIIEMY,

NPEeANOYTUTENBHO JKBAYHOMY, IO MEHbLIeH Mepe ogqHoro uaruoburopa SGLT-2.

4. Cnoco0 yMeHbIIEHHS] HAKOIUIEHHUS] MOJIOKA W/MJIM HarpyOaHHUs BBIMEHH,
NPEANOYTUTENBHO BBIMEHM W/UJIM MOJIOYHOM JKele3bl, OTJIUYHOTO OT 4YeJOBEeKa
MJIEKOTIUTAIOLIEr0, MPEANOYTUTENBHO »BA4YHOTO, BKJIOYAKIIUN BBEAEHHE TaKOMY
OTJIMYHOMY OT 4YeJIOBE€Ka MIJEKOMUTAIOUIEMY, MPEANOUYTUTENbHO XKBAa4HOMY, IIO

MeHbLIelH Mepe oxHoro uaruoutopa SGLT-2.

5. Cnoco® ymeHblneHUuss ¢ AUCKOMQOpPTa, CBA3AHHOTO C HarpybaHueM
BBIMEHH, TAaKOrO KakK YBEJIHMYEHUE IHEBHOTO BPEMEHU JIe)KaHUsS W/WIM CHH)KCHUE
CTpecca, OTIMYHOTO OT YeJIOBeKa MIIEKONHUTAIOINEro, MNPEANOYTUTENBbHO >KBAYHOTO,
BKJIIOYAIOLINN BBEJCHHE TAKOMY OTJHYHOMY OT HYeJIOBEKa MJEKONMUTAIIIEMY,

NPEeANOYTUTENBHO JKBAYHOMY, IO MeHbLIEH Mepe ogqHoro nuaruoburopa SGLT-2.

6. Cnoco0 yMeHbLIEHHS] YTEUKH MOJIOKA MOCJE 3amyCcka OTJIUYHOrO OT
YeJOBEKAa MJIEKOMHUTAIIETr0, MPEANOUYTUTEIbHO XBAYHOI'O, BKIIOYAOIIUNA BBEICHHUE
TAKOMY OTJIMYHOMY OT YEJIOBEKA MJICKOMUTAIOLIEMY, MPEANOYTUTEIBHO KBAYHOMY, IO

MeHbIel Mepe ogHoro uaruduropa SGLT-2.
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7. Hactosimee wu3o0pereHne TakXke Kacaercs crnoco0a yMeHbIIeHHUs
4acTOTBl cly4aeB HHTpamMamMMmapHbeix uHpexkuuit (IMI), mpeamoururenpHOo MacTuta
U/ MM METPHUTA, Y OTJMYHOIO OT YeJOBEKa MJIEKONHTAIINEro, MPEeANOYTUTEIbHO
KBAYHOTO,  BKJIOYAKOLIUN  BBEIEHHE  TAaKOMy  OTJMYHOMY OT  4YellOBeKa
MJIECKONUTAKOIEMY, MNPEANOYTUTENbHO XKBAYHOMY, IIO MEHbIIEH Mepe OIHOro

unruoburopa SGLT-2

8. [IpumeHeHUEe UM COCOO MO OAHOMY M3 MYHKTOB ¢ 1 mo 7, mpuyem 1o
MeHbled mepe onuH uHrHOuUTOp SGLT-2 BBOAAT B TepameBTHUEeCKH 3((HEKTHBHOM
KOJIMYeCcTBe 0€3 BbI3BIBAHUSA T'yOUTENBHOTO W/ WUIM a0OPTUBHOIO BIUSHUS Ha
OepeMeHHOEe OTJIMYHOE OT YeJIOBEKa MJEKONMUTAIILIee, MPEANOYTUTENIBHO JKBAYHOE,
u/Wu puyeM 1o MeHbineil Mmepe onud HHTHOUTOp SGLT-2 BBOAAT B TepanmeBTUUYECKH
s¢ppexTuBHOM KoJMuecTBE 0O€3 BBI3BIBAHHUS HEONArONpUATHOrO BJHUSHHS HA
NOCHENYIOIHe PENpPOAYKTHBHBIH HUKJI / (QEepTHIBHOCTH W HAJOW MOJIOKA W/WIIH

Ka4e€CTBO MOJIOKA MIpU C.]'IeI[y}OH.Ieﬁ JJaKTalluH.

9. [IpumeHenue unu cnocod mo m. 8, mpuyeM MO MeHbIIEH Mepe OIUH
unruourop SGLT-2 BBOAAT B TepaneBTHYECKU 3(PPEKTUBHOM KOJUUYECTBE, KOTOPOE B
JONOJHUTENBHOM WMJIHM aJlbT€PHATUBHOM BAapUaHTE BJIHMAET HA YMEHbIICHUE 4YaCTOThI
Clly4yaeB HOBBIX MHTpamamMMapHbiXx HHpekuuit (IMI) mnm mactura B mepBBId Mecsl

MnocCJic Hadalia cne):[yrol.ueﬁ JJaKTallHuu.

10. [IpuMmeHeHUEe UM COCOO MO OAHOMY M3 MYHKTOB ¢ 1 mo 9, mpuuem mo
MeHblIeH Mepe oxauH uHruOurop SGLT-2 BeIOMparOT U3 Trpynmel, K KOTOPOW
OTHOCSTCS:

(D) TIFOKOMMUPAHO3UII-3aMeIIEHHOE MPOou3BoiHOEe OeH3ona Gopmysr (1)

2

1
rae R o3navaer nuuano, Cl unu metun (Haudosiee mpeANnoOUYTUTEIBHO LIUAHO);
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2
R” oznauaer H, meTun, MmeTokcu uinu rugpokcu (Haubosee npenmnoututenbuo H),

R’ osmauaer numkmompomui, Bogopox, BTOp, Xmop, Gpom, HOm, METHN, T,
PO, H30NPONWI, OyTHi, 6mop-0yTun, u3odytun, mpem-0yTui, 3-metun-0yr-1-un,
UKJOOYTHII, LUKJIOMEHTUJ, LUKJIOTEKCUJ, |-THAPOKCH-LUKIONPONUI, |-rHApPOKCH-
UKJI00YTHA, |-THIPOKCH-IIUKIIONEHTII, |-THAPOKCH-LUKIONeKCUI, STUHMI, 3TOKCH,
audTopoMeTuI, TPpUPTOPOMETHII, NeHTaTOPOITHII, 2-TUAPOKCHUII-3THUII,
TUPOKCUMETHUI, 3-TUAPOKCU-TIPONUI, 2-TUAPOKCHU-2-METHI-NIPON-1-ui, 3-rugpokcu-
3-metun-0yT-1-mn, 1-runpokcu-1-metun->tun, 2,2,2-rpudtopo-1-rugpokcu-1-meru-
stun, 2,2,2-tpudtopo-l-runpokcu-1-rpudTopoMeTHIN-3TUI,  2-METOKCH-3THI, 2-
3TOKCU-3THJI, THAPOKCH, IHPTOPOMETHIIOKCH, TPHUPTOPOMETHIOKCH, 2-METHUIOKCH-
STHJIOKCH, METHUICYIb(aHWI, METHUICYIbGUHUI, METUICYIb()OHUI, 3TUICYIbOUHNUIT,
stwiacyabponua, Tpumerwicunwi, (R)-terparuapodypan-3-wiokcu  unm - (S)-
TeTparuapodypaH-3-HIOKCH HIU LHAHO;

npudeM R’ mpeamouTHTENHHO BBHIGMPAIOT M3 TPYMIbL, K KOTOPOH OTHOCATCS
LUKJIOMPONMI, 3TWJI, STHUHUI, 3TOKCH, (R)-teTparunpodypas-3-umokcu uiu (S)-
TeTparuapodypaH-3-UIOKCH; Hanbosee MPEANOUYTUTENBHO R’ SIBJISIETCS
LIUKJIOTIPOTIUIIOM,

WIN €r0 NMPOU3BOJHOE, B KOTOPOHM OAHA MM HECKOJbKO THMIPOKCHUIBHBIX I'PYIII
B-D-rarokonupaHO3UIBHON TPYHIbI AWIMPOBAHBI rpynnamu, BeiOpaHHbBIMU U3 (C.13-
ankun)kapoonuna, (Ci.;g-ankun)okcukapbonuna, ¢enHunkapbonuna u ¢perun-(C,.3-
aNKuj)-KapOoOHUIA,

(2) Benarnudnosun, npeacrasieHHblit Gopmyoii (2):

(3) Hamarnudiao3uH, npencraBieHHbId Gopmynoit (3):
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4) Kanarnudno3un, npencrapiaeHHbln Gopmynnoi (4):
F

OH

(6) Jlyceornudno3uH, npeacTaBieHHbIl Gopmynoi (6):

s 0CH3
OH
HO
oH
(7) Todornaudnosun, npeacrasinenusiii Gopmynoii (7):
HO.
o o

OH

HO { O
9

CHj

(8) Unparnudnosul, npencraBieHHbId Gopmyoii (8):
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)] Oprtyraudno3uH, npeacraBiaeHHb Gopmynoii (9):

(10) Aturnudno3uH, npeacraBiaeHHbd popmynoi (10):

OCHs
HO S
[ Y
00
OH
HO
OH

(11) Pemornudnosun, npeacrasienusiii popmymnoi (11):

0]
OH
HO 0
HO 0
. N
N—N

(11A) Pemornudnosun staboHar, npeacraBiaeHHbId popmynoi (11A):

U\(
o
H’%DJ\DAO}D ¢ o
D'Oﬂ" ""-3-:-'D N_NY

0
i
0

(12) npou3BogHoe THodeHa popmyisl (12)
R

o_ O
HO
Ho™ “OH

OH

rae R o3HadaeT MeTOKCH UK TPUPTOPOMETOKCH,
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(13) 1-(B-D-rnroxonupanosun)-4-metun-3-[5-(4-propodennn)-2-

THUEHUJIMETHUJ |0eH305, npeacraBaeHHbiii popmynoii (13);

(14) npou3BOHOE criupokeTalist Gopmysbl (14):

rie R o3HayaeT MeTOKCH, TPUPTOPOMETOKCH, STOKCH, 3TUJ, H3OMPOIMHIJI HIU
mpem-0yTuim,

(15) npou3BoaHOe nmupaszon-O-rimoko3uga Gopmyisl (15)

’< R

N L
I\
Na L
. o_ O
R0
HO™ “OH
OH
10 rne

R! osHauaer C,.3-aJIKOKCH,

L', L? nesaBucumo apyr ot apyra o3naudaroT H nnm F,

R® o3HavyaeT  H, (C1.3-ankmn)kapOOHMI, (C1.6-anKun)oKCUKapOOHU,
benmnokcukapOOHUI, OEH3UITOKCUKAPOOHU M OeH3UIKapOOHUT,

15 (16) Corarnudno3un, npencraBieHHbli popmynoi (16):
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(17) Ceprinudnosun, npencrabieHHbd popmynoit (17):

SUSH

O O

HO

HO™" “OH

OH

(18) coenuHeHUe, npencrasieHHoe ¢popmynoi (18):

rae

R’ osmauaer numkmompomui, Bomopox, GTOp, Xmop, Gpom, HOm, METHN, ST,
NpOMUI, U30TIpONuII, OyTHI, 6mop-0yTuia, u3odyTun, mpem-0yTui, 3-metun-0yr-1-u,
LUKJIOOYTHII, LMKJIOMEHTUJ, LUKIOTEKCHI, 1-THAPOKCH-LUKIONPONU, |-THAPOKCH-
HUKJIO0OYyTHII, |-THAPOKCH-LMKIONEHTHUN, |-THIPOKCU-IUKIOTeKCHI, 3TUHWI, 3TOKCH,
audropomeTu, TPUPTOPOMETHII, NeHTapTOPOITHI, 2-TUAPOKCHUII-3THII,
TUAPOKCUMETHIN, 3-TUAPOKCHU-NIPONUI, 2-TUAPOKCU-2-METUNI-Npon-1-una, 3-ruApOKCHU-
3-metun-0yr-1-un, 1-rugpokcu-1-merun-stun, 2,2,2-tpudropo-1-rugpokcu-1-merun-
stun, 2,2,2-tpudtopo-1l-runpokcu-1-rpudTopoMeTHI-3TUN, 2-METOKCHU-ITHI, 2-
STOKCU-3THJI, THAPOKCH, IHPTOPOMETHIIOKCH, TPUPTOPOMETHIOKCH, 2-METHUIOKCH-
STHJIOKCH, METHUICYIb(aHuI, METUICYIbOUHUI, METUICYIb()OHUI, STUICYIbOHUHUI,
stuiacyabponua, Tpumertwicunwi, (R)-terparuapodypaH-3-wiokcu  unm - (S)-
TerparuapodypaH-3-MI0KCH MM LHAHO, IpudeM R’ MpeamouTHTeNnbHO BHIOUPAOT U3
IPYNNBL, K KOTOPOH OTHOCATCS UHKJOMNPOINMJI, 3THJI, OTHHHWJI, 3TOKCH, (R)-
terparuapodypan-3-uiaokcu uiu (S)-terparmapobypan-3-unokcu; u R’ HambBoree
NPEANOYTUTENBHO SIBISETCS LUKIONPOIHUIIOM,

WIN €r0 MPOU3BOIAHOE, B KOTOPOH OIHA MM HECKOJbKO THIPOKCHUIBHBIX T'PYIII
B-D-rnrokonupaHO3UIbHON I'PYNIbI allUINPOBAaHbI rpynnamu, BeiOpaHHbIMA U3 (Ci.is-
ankun)kapOonun, (Ci.ig-ankmn)okcukapOonun, ¢enunkapbonun wu enmn-(Ci3-

aJIKUJ1)-KapOOHUIT,
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(19) bekcarmudno3un, npeacrapiaeHabiid popmynoit (19):

P
o~

' e

0 o]
4]

(20) Jixanarnudao3uH, peacTaBieHHbli Gopmyoi (20):

(21) Porrnudnosus,

(22) Baunarnugno3us.

I1. IIpumeHeHue unu crnocod mo oxHOMy H3 NyHKTOB ¢ 1 mo 10, mpuuem
OTJINYHOE OT YeJOBeKa MIJIEKONMHUTAoIIee, MPEeINOYTUTENbHO JKBAYHOE, BBIOUPAIOT U3
IPYNIIbI, K KOTOPOH OTHOCSTCS: KBayHble, COOAYbU, KO3JINHBIE, JOIAIUHbIE, KOLUIAYbH,
3aliiieoOpa3Hble, OBEYbH, CBUHBIE, IPBI3YHBI, MPEANOYTUTEIBHO BHIOMPAIOT U3 TPYIIIIEL,
K KOTOPOW OTHOCSATCS: KPYIHBIM POTaThiii CKOT, KOpOBa, cobaka, Ko3a, JIOMaab, MOHH,
oceJ, KOT, OBIIa, CBUHBS, KPOJIMK, KPbICA, MbILIb, OOJiee MPEANOYTHTEIBHO BBIOHPAIOT
U3 TPYNIbl, K KOTOPOHW OTHOCSATCS: >»KBadHble, KO3JUHBIE, OBEYbH, eme Oojee
NPEANOYTUTENbHO BBIOMPAIOT M3 TPYMIBI, K KOTOPOH OTHOCATCS: KPYIHBIH pOTaThIi
CKOT, KOpPOBa, KO03a, OBLA, emle 0ojiee MPENNOUYTHTEIbHO BBIOMPAIOT M3 TPYMIBI, K
KOTOPOH OTHOCSATCS: MOJIOYHBIH CKOT, O€peMEHHbIH H/HJIM JAKTUPYIOIIHNA MOJOYHBIH
cKoT, Haubojee MPEANMOUYTHTENbHO BBIOMPAIOT M3 TPYMIbIl, K KOTOPOH OTHOCATCH:

KOpoBa, OepeMeHHast W/UJIN JAaKTHPYIOIIasi KOPOBa.

12. IIpumeHeHNEe Uau crnocod Mo oAHOMY M3 NMyHKTOB ¢ 1 mo 11, mpuuem mo

MeHbleit Mepe onuH wuHrudburtop SGLT-2 BBOAST mNepopanbHO, MapeHTEpPaJbHO,
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PEKTAJIbHO, HWHTpPaBarvHaJlbHO, BHYTPHUBCHHO, IIOAKOXHO HWJIHW BHYTPUMBIIICYHO,

NpeANnOUYTUTEIIbHO MOAKOKHO, BHYTPUMBILIICYHO UJIH BHYTPHUBCHHO.

13. [IpumeHeHue win cnocod Mo OgAHOMY M3 HMyHKTOB ¢ 1 mo 12, mpuuem mo
MeHbLIeld mepe onuH uHruoburop SGLT-2 BBOAAT B no3e ot 0,01 Mr/kr macchl Tena a0
10 Mr/kr maccel Tena, Ipeano4YTUTeNbHO B A03e oT 0,01 Mr/kr Macchl Teja A0 5 MI/Kr
Macchl Tesia, Ooyiee mpeanodYTUTEIbHO B n03e oT 0,01 Mr/kr maccel Tena g0 3 MI/Kr
Macchl Teja, emie Oosiee mpeamodtuTesbHo B no3e ot 0,03 Mr/kr maccel Tena a0 3
MTI/KT MaccChl Teja, HauboJiee mpeanouTuTebHo B 1o3e 0,03 mr/kr maccol Tena win 0,3

MI/KI MacChl T€JIa WJIKA 3 MI/KI MacChl TeJa.

14. [IpuMeHeHNe Uau crnocod Mo OAHOMY M3 MYHKTOB ¢ 1 mo 13, mpuuem mo
MeHbeidt Mepe onuH uHrnOutop SGLT-2 BBOAST OOMH pa3, NBaKIbL, TPHUNKIBI,
YETBIPEKAbI, MATh pa3, LeCTb pa3 MWIM €XKEJHEBHO B TEUYEHHE HEAeNH,
NPEANOYTUTENBbHO TOJBKO OJWH pa3 B Havaje 3alyCKa MW BaXKIbl, B JBa CeaHca

nedeHus yepes 24 daca unu 48 4acoB MOCJE MOCIEAHETO JOCHHUS.

I5. IIpuMeHeHue uau crnocod Mo OAHOMY M3 NMYHKTOB ¢ 1 mo 14, mpuuem no
MeHbIel Mepe onHuM uHrubutopom SGLT-2 saBnserca Benarnudpiao3uH, W
BeJarnu(pIO3UH BBONAT B KayecTBe eIUHCTBEHHOro wuHrubutopa SGLT-2,
NPEANOYTUTEIBHO NMEPOPANTBHO, NOAKOXKHO UM BHYTPUMBILIEUHO, TOJbKO OAUH pa3 B
Havaje 3anycka uid aBaxkabl (¢ uHTepBajioMm 24 4 wiu 48 1) B no3e ot 0,01 mr/kr
Macchl Teja 10 5 MI/Kr Macchl Tena, Oojee mpeanodTutesnbHo oT 0,03 MI/Kr Macchl
Tena A0 3 MI/Kr Macchl Teja, emre Oojiee nmpeanouTuTebHO B n03e 0,03 MI/Kr mMacchl

teaa uiau 0,3 MI/Kr MaccChl Tejia UM 3 MI/KT MacChl TeJa.

16. [IpuMmeHeHNEe Uau Crocod Mo OAHOMY M3 MYHKTOB ¢ 1 mo 15, mpuuem mo
MeHblell Mepe oauH uHrudburop SGLT-2 BBOAST m0, MOCiEe MM OJHOBPEMEHHO C
BBEJIEHHEM IO MEHbIIEH Mepe OOHOW KOpMOBO# mobaBku, Takoi kak Bovikalc® Dry,
OTJIMYHOMY OT YeJOBEKa MJIEKOMHUTAKINEMY, NMPEAMNOUYTHTEIbHO KBAYHOMY, W/HIH 0,
nocjae HJIM OJHOBPEMEHHO C COKpalleHHMeM KOPMJIEHUs OTJIUYHOIO OT 4YeJOBeKa

MJICKONMUTAKIETO, MPEANOYTUTECIIBHO XKBAYHOTO.
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17. [Ipumenenue wiu cnocod mo n. 16, mpuyem kopmoBas aoOaBka
BKJIFOYAET OAWH MJIM HECKOJbKO MOAKHCIHUTENEH, BBIOPAHHBIX U3 TPYIIBI, K KOTOPOH
OTHOCSITCS: XJIOPUA AaMMOHHMs, XJIOPUA KajbLMs W/Uiau cynbdaTr Kanbous, Oomee
NPEeANOYTHTENBHO BKIIOYAET XJOPUA aMMOHUS, XJIOPUA KaJbLHs U CyJNb(aT Kanablus,
eme Oosiee MNPEANOYTUTENBHO BKIOUaeT oT S5 % (oObem/o0veM) nmo 15 %
(o6bem/00bem) xyopuna ammoHus u oT 40 % (o6bem/00bem) no 60 % (oObem/00BeM)
xjopuna kanbius U oT 15 % (oObem/00beM) nmo 25 % (oObem/00beMm) cynbdara
Kajgbluusi, Haubojee mpenmodyTutreabHO BKIO4UaeT 10,4 % (oObem/00beM) xyopuaa
ammoHust u 51,9 % (ob6bvem/00bem) xyopuma kanpiust u 20,1 % (ob6bem/00bem)

cyabdara KaibIusl.
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