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MHCTPYKUMS NO MEAULMHCKOMY NPUMEHEHUIO npenapara ks 1

Toprosoe HasBanue: CUHDKAPIU
MexayHapoaHoe HenaTteHToBaHHOe Ha3BaHue:! amnarnudno3nH/MeTHOopPMUH
lNekapcTBeHHan dopma: TabneTku, NoKpbIThle nneHouHoi o60no4Kon

CocraB

CUHIDKAPLM mabnemku, MoKpbimble nieHoyHol obonoykod, 5 me/850 m2

B 1 TabneTke, NOKPbLITONA NAEHOYHOK 06ONOUKON, COAEPXKUTCA S MI amnarnmdnosnHa v
850 mr meTchopMmuHa rugpoxnopuaa.

BcrnomozamenbHbie gewjecmsa; A0po mabnemku: kpaxman KyKypy3Hbli, KonoBUAOH,
KPEMHMWS AMOKCUZ, KONNouaHblil 6e38oaHbIN, MarHua creapar, fi/1IeHoYHas obornoyka
ma6nemku: Onappai® xenTbiii (02B220010) (runpomennosa 2910, makporor 400,
TanbK, TMTaHa avokeua (E171), okeup xenesa xentoid (E172)).

CUHDKAPLM mabnemku, nokpsimbie raeHoyHol obonoykod, 5 m2/1000 m2

B 1 TabneTke, NOKPbITOI NNEHOYHON 0BONOYKOIA, coaepXUTCA 5 Mr aMnarnudnosvHa n
1000 mr meTchopmMmuHa ruapoxnopuaa.

BcriomozamerbHble gewjecmsa: S0po mabnemku: KpaxMarn KyKypy3Hblid, KONOBWUAOH,
KPEMHWS AMOKCUA KONNouaHbin 6e3BoAHbIN, MarHus creapar, f/1eHoYHas obonouka
ma6nemku: Onappaii® xenTsiit (02B220012) (runpomennosa 2910, makporon 400,
TanbK, TuTaHa auokeua (E171), okeua xenesa xentblit (E172)).

CUHPKAPOUN mabnemku, nokpbimble nneHoyHol obonoykod, 12,5 me/850 me

B 1 TabneTke, NOKPLITON NNEHOYHON 06onoukoi, coaepxutcsa 12,5 mr
amnarnudnosunHa n 850 mr meTchopmnHa ruapoxnopuaa.

BcriomozamenbHbie gewjecmea: s0po mabnemku: Kpaxman KyKypy3Hbli, KONOBWAOH,
KPEMHUsS1 AMOKCH] KONNOUAHbIN 6€3BOAHbIN, MarHusa cTeapar, r/1eHoYHas 060/104Ka
ma6nemku: Onaapait® pososbiii (02B240006) (rnpomennosa 2910, makporon 400,
Tanbk, TuTaHa auokeua (E171), okena xenesa yepHbii (E172), okeua xenesa KpacHbli
(E172)).

CUHDKAPLON mabnemku, nokpsimble naeHoyHol obonoykod, 12,5 ma/1000 m2

B 1 TabneTke, NOKPLITON NNEHOYHOI 0Gono4koii, cogepxuTca 12,5 mMr
amnarnudnosuHa u 1000 mr meTpopmmnHa rugpoxnopuaa.

BcriomozamernbHble sewecmea; 10po mabnemku: Kpaxman KyKypy3Hbld, KONOBUAOH,
KPEMHWS AUOKCUA, KOSNOUAHbIN Ge3BOAHbIN, MarHna creapart, n1eHoyHas obonoyka
ma6nemku: Onappai® puonetossiti (02B200006) (rvnpomennosa 2910, makporon
400, Tanbk, TUTaHa auokeug (E171), okeua xenesa YepHbini (E172), okcunp xenesa
KpacHblin (E172)).

OnucaHue

CUHKAPOWN mabnemku, nokpbimsie nneHoyHol obosnoykol, 5 M2/850 me
YenTtoBaTto-6enble, oBarnbHble, ABOSKOBbINYKble TabneTku, NokpbiThie NneHOYHOM
060M0YKOIA, C rpaBUPOBKOI cMBONa kKoMnaHum «Bbepurrep UHrenbxaim» un «S5» Ha
OfHOI cTOpoHe u «850» Ha Apyrow CTOpoHe.

CUHIPKAPLOW mabnemku, nokpbimeie nneHoyHol obonoykod, 5 me/1000 me
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KopuuHeBaTo-XenTble, OBasbHbl€, ABOAKOBLINYKIIbIE TabneTkn, NOKpbITbie NNEHOYHOM
0BOOYKOM, C FPaBUPOBKON CUMBONA KoMNaHun «bepuHrep WHrenbxaiim» n «S5» Ha

ofHol ctopoHe u «1000» Ha ApYroi CTOpOHe.

CUHPKAPLON mabnemxu, nokpbimble nieHo4YHou obonoukol, 12,5 m2/850 m2
PososaTo-6enble, OBanbHbie, ABOAKOBLINYKIble TabreTkn, NoKpbIThie NNEeHOYHOM
0BO0fOYKOIA, C rPaBUPOBKON CUMBONA KoMNaHun «bepuHrep WHrenbxaiim» n «S12» Ha
ofHOW cTopoHe U «850» Ha Apyrow CTopoHe.

CUHIPKAPLOU mabnemku, noKpbimbie nneHo4YHol obosodkod, 12,5 mM2/1000 m2
TeMHo-KopuuHeBaTo-(hmoneToBble, OBasribHble, A BOAKOBbINYKIbIE TabneTku, NOKpbITbIE
NNeHouYHOM 0B60MNOYKON, C rPaBUPOBKO CMMBONA kKomnaHun «bepuHrep UHrenbxamm» v
«S12» Ha ogHon cTopoHe u «1000» Ha Apyron CTOpoHe.

dapmakoTepaneBTHYECKan rpynna
NekapcTBeHHbIe cpeacTBa Ans neyeHus caxapHoro avabera. KombuHauuu
nepopanbHbIX runornukemuueckux cpeacts. Kog ATX: A10BD20.

dapmakonorunyeckme CBOMCTBa

®PapmakoOuHaMuKka

MexaHu3m delicmeust

B coctas CUHIPKAPOW BxoauT ABa runornnkemMu4ecknx cpeacrea ¢
KOMMNEMEHTapHbLIMU MEXaHU3MaMU AEWCTBUA ANS YNy4LIEHNA MUKeMUYECKOro
KOHTPONA Y NALMEHTOB C CaxapHbiM AuabeTom 2 Tuna: amMnarnudnosuH, NHrMéuTOp
HaTpUII3aBUCUMOrO TpaHcnopTepa rniokosbl 2 Tuna (SGLT2), n MeTcdopmuHa
ruapoxsopua, NpeacTasuTens knacca buryaHmnos.

AImnaznugnosuH

AMnarnucnosvH aenseTcs o6paTMMbIM, CUNbHOAENCTBYIOLUM (MoNoBMHa
MaKCUMarnbHO MHMBuTopHoi koHUeHTpauuu (ICso) 1,3 HMOSb) U CENEKTUBHLIM
KOHKYPEHTHbIM UHIMOGMTOPOM HaTPUA3aBUCMMOrO TpaHCnopTepa rnoko3bl 2 Tuna
(SGLT2). OmMnarnucnosuH He UHrIMBUpyeT Apyrue BaxHbie NepeHOCHNKU MoKO3bI,
obecneunBaroLLme TPaHCNOpT FIOKO3bl B nepudepuueckue TkaHu, u sisnsetca B 5000
pa3 6ornee cenekTMBHLIM Mo oTHOLLEHMIO kK SGLT2 no cpasHeHuto ¢ SGLT1, 0OCHOBHbIM
nepeHocunkoM, obecneymnsaiowmm abcopOumio rnioko3bl U3 KULLIEYHMKA. SGLT2
aKCMpeccupyeTca NpeMMyLLECTBEHHO B NOYKaX, TOrAa Kak 9KCnpeccus B ApYrux TKaHAX
OTCYTCTBYET Uu ABNSAETCA HeaHaunTenbHON. OH ABNSAETCS OCHOBHLIM NEpeHOCUNKOM,
OTBETCTBEHHbIM 32 peabcopBLumio rFIOKO3bl M3 NOYEYHbIX Kny6oukoB obpaTHo B
KPOBOTOK. Y NaUUEHTOB C caxapHbiM AnabeTom 2 Tuna U runepriimkeMue
cunbTpyeTca n peabcopbupyetca 6onee BbLICOKOE KONUYECTBO MMIOKO3b.

AMnarnudnosuH yny4LiaeT rMUKEMUYECKUA KOHTPOIb Y NAaLUEHTOB C CaxapHbIM
AvabeToM 2 TUna 3a cYeT YMEHbLLEHUS NovedHoit peabcopbumm rniokosbl. Konuyectso
rNIOKO3bl, BblAENAEMOW NOYKaMu C NOMOLLIbIO 3TOr0 MEXaHU3Ma, 3aBUCUT OT
KOHLIEHTPaLMK FIOKO3bl B KPOBU 1 CKOPOCTH Kiy6oukosoi ounbTpaumu (CKO).
WUHrmbupoeanme SGLT2 y nauveHToB ¢ caxapHbiM AnabeTom 2 Tuna v runeprivkemmen
NPUBOAWUT K BbiBEAEHUIO U30bITKA FNIOKO3bI C MOYON. Kpome Toro, npuMeHermne
amnarnudnosnHa Bnepsblie NOBbLILLAET BbiBEAEHWE HAaTpus, YTO NPUBOAUT K
OCMOTUYECKOMY AUYPE3Y U CHWKEHUIO BHYTPUCOCYANUCTOrO obbema.

Y nauueHToB C caxapHbiM guabeTom 2 Tuna BolBE4EHNE rt0KO3bl NoYKamMu
yBenuuunach cpasy xe nocne npuMeHeH1s nepBoi A03bi amnarnudnosnHa v
NpoAcHKanach Ha NPOTSHKEHUN 24 4acoB. YBENUYEHNe BbIBEASHUSA MI0KO3bI NOYKaMU
COXPaHSNOCh 40 KOHLA 4 HeleSIbHOro NEpUoAa NeYeHNs, CocTaBnsaAs, B CpeaHEM,
npuMepHo 78 r/aeHb Npu Npueme amMnarnmcno3vHa 25 Mmr. Y naumeHToB C cCaxapHbIM
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,El.MaGeTOM 2 TMna YBeﬂquHMe SblBeﬁeHVlﬂ rMOKO3bl quajM;M anIBOJJMHO K
HemMmeaseHHoOMY CHWXXEHUIO KOHUEeHTpauuu [NIOKO3bl B Nf1a3Me KpoBU.

OMnarnMdnosuH yMeHbLUIAET Kak TOLLAKOBYIO, Tak U NoCTNpaHAananbHylo
rvneprnukemMuio. MexaHusm feiictena amnarnudriosmHa He 3aBuCcuT oT ¢yHkummn 6eTa-
KNETOK M MHCYNMHA, YTO CocobCTBYET HU3KOMY PUCKY BO3MOXHOMO pa3BuTUA
FMNOMMMKeMUN. BbiNo OTMEYEHO NONOXUTENbHOE BNUAHWE amMnarnudnosvHa Ha
cypporaTHble MapKepbl (pyHKUMM GeTa-KNeTok, BKNioYas MHAEKC MOAENb ANA OLIEHKN
romeocrtasa-f (HOMA-B). Kpome Toro, BbiBeA€HUE T1ioKo3bl NOYKamu Bbi3biBaeT
NOTEPIO Kanopuii, YTO CONPOBOXAAETCA YMEHbLUEHNEM obbema XWPOBOM TKaHU U
CHWKeHVEM Macchl Tena. Imioko3ypus, Habniogaemas npu npueme aMnarnucnosmnHa,
CONpOBOX/AAETCH HEBOMNbLUMM YBENUUEHUEM ANYPE3a, KOTOPbIA MOXET
cnocobcTBOBaTH YCTOMYMBOMY U YMEPEHHOMY CHUXKEHMIO apTepuanbHOro AaBNEHUs.

[ MIOKO3ypuA, HAaTPUilypes U OCMOTUYECKUA AUYpes Ha (hoHe npuema amnarnudgnosuHa
MOIYT yny4laTtb cepAeyHO-COCyANCTbIE UCXOAbI.

Memd¢opmuH

MeTdhopMUH — BUryaHWa C TUNOFIMKEMUYECKUM AEACTBMEM, CHWKAIOLLWIA KaK
GasanbHoe, TaK U NOCTNpaHAYanbHoe coaepXaHue rMioko3bl B nnasme kposu. He
CTUMYNUPYET CEKPELMIO MHCYNTMHA U B CBA3N C 3TUM He BbI3bIBAET MMNOrMukemMuio.

MeTcdopMuHa ruapoxnopug umeeT 3 mexaHusMa AenCTBUS:

- CHWXaeT BbIpabOoTKy rMIOKO3bl NeYEHbIo 3a CHET MHIMOUPOBAHUA TIIOKOHEeOoreHesa u
FMUKOreHONM3a,;

- B MbILLEYHON TKaHW, NOBbILLAA YyBCTBUTENbHOCTb K UHCYNUHY, ynydllaeT
nepudepuyeckoe yCBOEHME 1 YyTUNN3aLUMIo MMIoKo3b;

- 3aMenseT BcacbiBaHUE rMioKo3bl B KULLEYHUKE.

MeThOpPMUH CTUMYNUPYET BHYTPUKNETOUHbIN CUHTES FMUKOreHa, Bo3aeicTeya Ha
[MWKOreHCUHTa3y. YBenmuusaeT TpaHCMNOPTHYIO EMKOCTb BCEX TUMOB U3BECTHbLIX B
HacTosiLee BpeMsa MeMGpaHHbIX NEPEHOCHUKOB [MIOKO3bI.

B opraHu3Me 4YenoBeka He3aBUCHMO OT BO3AENCTBUA Ha FMKEMUIO MET(OPMUH
oKa3biBaeT 6naronpusTHbIN 3dEKT Ha MeTabonmam NUNUMAOB, YTO ObINO yCTaHOBNEHO
B KOHTPONMPYEMBIX KITMHUYECKUX UCCNEAOBaHUAX CPEAHEN NPOJOIMKUTENILHOCTU U
[AONTOBPEMEHHBIX C NPUMEHEHWEM NEKAPCTBEHHOrO CpeAcTBa B TEpaneBTUHECKUX
nosax: MeTOpMMH CHUXKAaeT ypoBeHb obLLero xonecrepuHa, xonectepuHa B cocrase
JINHM v TpurnuuepunaoB.

Knunuyeckas aghgpekmueHocme u 6e3onacHocms

HeoTbemnemoit 4yacTbio neyeHus guaberta 2 Tuna ABNAETCA Kak yny4leHue
FNYKEMUYECKOTO KOHTPOSS, TaK U CHUXKEHUEe cepAeYHO-cocyancTon 3abonesaemMocTu !
CMEPTHOCTH.

O PheKTUBHOCTL MMNONIUKEMUYECKOTO AEWCTBUA U CepAEeYHO-COCYANUCTbIE MCXOAbI
oLieHMBaNUCh B 06LLei CNOXHOCTU B 9 ABOMHbIX cnenbiX, nnauebo-KoHTPONMpyeMbixX
KIMHUYECKUX UCCIIeA0BAHUSAX NPOACIKUTENBHOCTLIO HE MeHee 24 Heaenb C y4acTuem
10366 nauMeHToB C caxapHbiM AnabeToM 2 Tuna, B KOTOPLIX B Ka4ecTee
NOMOMHUTENBHOM Tepanumn K MeTchopMuHy 2950 NaLMeHToB nonyyany amMnarnngnosuH
10 mr u 3701 — amnarnudnoauH 25 mr. U3 HUX cooTBeTCTBEHHO 266 nnu 264 nauneHTa
npuHumanu amnarnudgnosuH 10 mr unu 25 Mr B kauecTse [OMNOMHUTENBHON Tepanuu K
METhOPMUHY U NHCYNUHY.

Nevexne amMnarnncdnosuHoM B KoMBMHaLMM ¢ MeThopMnHOM c/6es3 apyrux
npoTusoanabeTu4eckux cpeacTs (MUOrNUTa3oH, NPoU3BOAHOE CYNbpOHUNMOYUEBUHBI,
3
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WHMMBKTOpPLI AvnentTuaunnentuaassi-4 (AMNMN-4) n WHCYNWUH) NPMBOAMIO K KITUHNYECKH
3HAYMMOMY CHIDKEHMIO IMNKO3MnMpoBaHHoro remornobuHa HbA1c u ymeHbLueHuto
KOHLIEHTPALIM [TII0KO3bI N1a3Mbl HATOLLAK, MAcChl Tena U CUCTONMUUYECKOTO 1
AMACTONMYECKOro apTepuansHoro Aasnexus. NpumexeHne amnarnudgnosuHa 25 mr
npusoauro k 6onee BLICOKOI AoNe NaLveHToB, AOCTUMLMX LIENEBOTo HbA1c (MeHee
7%), N YMEHbLUEHUIO KONUYECTBa NaUVEHTOB, HYXAAIOLUUXCA B 3KCTPEHHOW NoMoLLu, No
cpaBHeHMIo ¢ amnarnudnosuHom 10 mr u nnauebo. Y naumeHTos B Bo3pacTe 75 net u
cTaplue Tepanus amMnarnnno3uHOM NpMBoOAKNA K MEHbLLEMY CHKEHWIO HbA1 B
undpoBOM BbipaxeHuu. bonbLuee CHWkeHWe ypOBHS HbA1c Habnioganock npu 6onee
BbLICOKOM nepBoHayanbHom yposHe HbA1c. Kpome Toro, npuem amnarnudgnosnHa
[ONOMHNTENBHO K CTaHAAPTHOMY NEYEHUIO CHWKan ypoBeHb CMEPTHOCTU OT CepAe4HO-
coCyAMCThIX 3a60neBaHnii y NaLUMEHTOB C caxapHbiM AuabeTom 2 Tuna u
YCTaHOBMNEHHbIM CEpAEYHO-COCYAUCTLIM 3abonesaHneM.

3mMnaznughno3uH 8 kayecmee OOMONHEHUST K MeMOPMUHY, IPOU3BOOHOMY
CynbghOHUNMMOYEB8UHBI, NMUO2IIUMa3oHy

MpuMeHeHue aMnarnucno3nHa B KayecTse AONONHEHUA K METGOPMUHY, MeThOopMUHY
¥ NPOM3BOAHOMY CYTNb(OHUITMOYEBUHBI NN METCGOPMUHY M NNOTMTA30HY NPUBENO K
craTucTMyeckn 3Hauumomy (p <0,0001) cHwkenmio yposHa HbA1c u maccel Tena no
cpaBHeHuio ¢ nnauebo. Kpome Toro, Habnoaanocb KMMHUYECKN 3HAYUMOE CHUXEeHne
YPOBHS FMIOKO3bl HAaTOLLAK, CUCTONUYECKOrO U AUacTONMYECcKoro apTepnanbHoro
[AaBneHus No cpaBHeHMIO ¢ nnauebo.

B ABOWHOM CMenom nnaue6o-KOHTPONMPyeMOM paclUUPEHNUA AaHHbIX UCCRefoBaHNNA
cHwkeHue ypoBHa HbA1c, macchl Tena u aptepuanbHOro AaeneHus CoxpaHanoce Ao
76 Hepenb.

SMnaznugnosuH 8 coyemaHuu ¢ MemM@OpPMUHOM y nayueHmos, He npuHuMasLux
paHee nekapcmeeHHble cpedcmea

Bbino npoBeaeHo nccneagosaHue ¢ hakropuanbHbIM An3adHOM NPOAOCIKUTENBHOCTLIO
24 Hepenu Ans oueHkn acpdekTuBHOCTU M 6€30NacHOCTU NPUMEHEHUS
aMnarnudnosnHa y naumMeHToB, He NPUHMMaBLLKUX paHee fiekapCTBEHHbIE CpeacTsa.
NeyeHve aMnarnunosnHoM B coueTaHum ¢ metcpopmmHom (5 mr u 500 Mr, S Mr u 1000
mr, 12,5 mr 1 500 mr, 12,5 mr 1 1000 Mr aBa pasa B CyTKM) nokasano CTaTucTU4eCKu
3HauMMoe ynyuweHue yposHs HbA1c, a Tarke yMeHbLLIeH!e YPOBHSA MOKO3bl HATOLLAK
(NO CpaBHEHUIO C OTAENbHLIMUA KOMNOHEHTaMM) N Macchbl Tena (No CPaBHEHUIO C
METHOPMUHOM).

OMnaznughnosuH y nayueHmos ¢ HeadekeamHbIM KOHMPOJIeM 2luKeMuu Ha gpoHe
npuMeHeHuUs1 MemgopMuHa U nuHaznunmuHa

Y naumeHToB C HeaAeKBaTHbIM KOHTPONEM rUKEMUU HA POHE NPUMEHEHUA
MeThOPMUHA 1 NMHAIMUNTMHA B Ao3e 5 Mr neyenne amnarnudnosuHom 10 Mr unu 25
MI NPUBOAMIIO K cTaTUCTUYeCKu goctosepHoMy (p <0,0001) cHmxenuio HbA1c n maccbl
Tena no cpasHeHuto ¢ nnauebo. Kpome Toro, oTMevanocb KNMHUYECKU 3Ha4umoe
CHWXEHMUE YPOBHS FTHOKO3bl HATOLLaK, CUCTOMUYECKOro U AUacToNnM4ecKoro
apTepuanbHOro AaBeHUst No cpasBHeHuo ¢ nnavebo.

B npenonpeaeneHHol noarpynmne nauMeHToB ¢ UCXOAHbIM ypoBHeM HbA1c BonbLuvm
unu paeHbIM 8,5% cHuxeHue ucxopHoro yposHa HbA1c yepes 24 Hepenn cocTasuno -
1,3% npuv npumeHeHun amnarnucnosnHa 10 mr unum 25 Mr (p <0,0001) no cpaBHeHuto €
nnaue6o.

IMpuMeHeHue smnaznucniozuHa 8 meyeHue 24 Mecsuee 6 Ka4ecmee OOMONHEHUs K
MemOPMUHY 10 CPABHEHUIO C 2IUMenupuéoMm

B cpaBHUTENbHOM UccrieaoBaHun ahheKTUBHOCTN U Ge3onacHOCTy amnarnudgnosnHa
25 Mr v rnumenupuaa (4o 4 Mr/cyTku1) y nauMeHToB C HeaAeKBaTHbIM IMMKEMUYECKUM
KOHTpONeM Ha hoHe MOHoTepanun MeTOpMUHOM exeaHeBHOe NpuMeHeHne
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amnarnucno3vHa NPUBOANIO K BbIPXKEHHOMY CHUXEHMIO YDOBHA HbA1¢ v KnuHUYecKu
3HAYMMOMY CHVDKEHMIO YPOBHS IMTUKEMUN HATOLLAK MO CPABHEHWIO C IMUMENUPUAOM.
ExefHEBHOE NMPUMEHeHNe amnarnnciosnHa NpUBerno K CTaTUCTUHECKU 3HAUNMOMY
CHWKEHMWIO MacChl Tena, CUCTONMYECKOro U AUacToNn4Yeckoro apTepnanbHoro
[ABNEHNS U CTATUCTMHECKU 3HAYMMOMY CHWKEHWIO KONMYECTBA NaUNEeHToB C
MUNOrMUKEMUEN MO CPaBHEHUIO C rMuMenupuaoMm (2,5% ans amnarnudnosuHa, 24,2%
AN rmumenupuaa, p <0,0001).

[ononHeHue K uHcynuHomepanuu

OmnaznugnosuH e kadecmee AONOHEHUS] K MHO20KpamHOMy Cymo4HoMy geedeHuIo
UHCYNnuHa

AdpekTnBHOCTL U BesonacHoOCTb 3MnarnMdnosnHa B kayecTse DONONMHUTENBbHON
Tepanuu K MHOroKpaTHOMY CyTOYHOMY BBEAEHMIO MHCYNWUHA C conyTcTByoLEN
Tepanueii MeTOpPMMHOM OLIEHUBaNach B IBOMHOM CrENOM nauebo-KoHTPONMpyemMom
nccnenoBaHUK NPoAoNKUTENLHOCTLIO 52 Hepenun. B nepsbie 18 Heaenb U nocnegHue
12 Hepenb [03a MHCYNUHA OCTaBanach CTaburibHOW, B NpomesxyTke Mexay 19 1 40
HefensiMu [03a UHCYNMHA KOppeKTupoBanach A0 AOCTMXEHUA LieneBoro
npenpaHananbHOro ypoBHs rntokodbl <100 mr/an (5,5 mmonb/n) 1 nocTnpaHanasnbHoro
YPOBHSi rnioko3bl <140 mr/an (7,8 mmons/n).

Ha 18 Hepene uccrnenoBaHvus 3aperMcTpmpoBaHo CTaTUCTMYECKU AOCTOBEPHOE
ynyJleHue nokasatens HbA1c B rpynne, nony4asLuei 3MnarnmnosuH, no
cpaBHeHuIo ¢ rpynnow nnauebo.

Ha 52 Hepene Tepanum aMmnarnudno3vHOM 3aperucTpupoBaHoO CTaTUCTUHECKU
[OCTOBEPHOE CHWXeHue ypoBHS HbA1c U Tepanun MHCYNMHOM LUaaAWLMMIA 03aMK No
cpaBHeHuto ¢ nnaue6o, a Takke YMEeHbLUEHUe YPOBHSA MNTMKEMUU HaTOLaK U Macchbl
Tena.

SMnaznugnosuH e kayecmee GononHumMenbHol mepanuu k 6azoeoll mepanuu
UHCYNUHOM

OddexTuBHOCTL M BGesonacHoCcTb amnarnudosnHa B kavecTse [ONOJTHUTENBbHOMN
Tepanuu k 6a3oBoit Tepanum UHCYNUHOM C METCHOPMUHOM OLeHUBanack B 4BONHOM
cnenom nnaue6o-KOHTPONMPYEMOM MCCeA0BaHUM NPOAOIMKUTENBHOCTLIO 78 Hepens.
B nepsble 18 Heaenb A03a UHCYNWHA ocTaBanach HEU3MEHHOW, 3aTem
KOppeKTUpoBanach A0 AOCTUKEHUS YPOBHS rMukemumn Hatowak <110 mr/an B
nocneayowme 60 Hegenb.

Ha 18 Hepgene amnarnudnosnH nokasan ctaTUCTUHECKN 3Ha4yMmoe ynyyLueHune
nokasarens HbA1c. Bonbluas 4acTb NALUEHTOB, NPUHMMABLLMX AMNArNNGIO3NH, C
nepeoHayarnbHbiM yposHeM HbA1c 27,0% focturana uenesoro yposHsi HbA1c <7% no
CpaBHEHUIO C NauWeHTamu, NpuHuMasLLUMK nnauebo.

Ha 78 Hegene npuMeHeHve amnarnudnosnHa npueeso K CTaTucTU4Yeckn sHaummomy
CHWKEHUIO ypoBHA HbA1c 1 Tepanun MHCYNUHOM LWaAAaLMMKU 4O3aMU MO CPABHEHWIO C
nnaue6o. KpoMe Toro, npumeHeHue aMnarnugnosuHa NnpuBeno K CHWKEHUIO YPOBHA
FMMKEMUN HATOLLAK, MAcCbl Tena u aptTepuanbHoro AaBnexHuns.

OMnaznugbnio3uH u JIUHa2NUNMUuUH 8 Kad4ecmee OOMNoJNIHeHUs K meparnuu
MemgOpMUHOM
B pBoliHOM cnenom uccriegoBaHuu, NPOBEeAEHHOM C y4acTUeM nauueHTos ¢
HeaJeKBaTHbIM KOHTPONEM YPOBHS MIUKEMUMN, NPOJOCIKUTENBHOCTLIO NIEHEeHNA 24
HeAEenu C NPUMEHEHNEM PasfMYHbIX 403 IMNArnudnosuHa B KOMbuHauum ¢
NUHArMWNTMHOM B KauecTBe JONONHEHUs K Tepanuvu meTdopMuHom obecneymno
craTucTudeckmn aHaummoe (p <0,0001) cHwkenue yposHst HbA1c (oTknoHeHne ot
nepBOHaYanbHoro 3Havenus: -1,08% ans amnarnugnosuta 10 Mr nnoc NMHAMUNTUH 5
mr, -1,19% Ana smnarnudnoamHa 25 Mr Nioc NMHarnunT1H 5 Mr, -0,70% pns
nuHarnMnTMHa 5 mr). Mo cpaBHEHUIO C NMHArMUNTUHOM 5 MI NpUMEHeHne obeunx nos
aMnarnmcnoauHa B KOMGMHALMK C NIMHArAUNTUHOM S Mr obecnevynno cTaTuCTUYEeCKu
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3HAYMMOE CHIKEHME YPOBHS IMIUKEMUN HATOLLIAK U apTepnanbHOro AABNEHNUA. O6e
[03bl IPOAEMOHCTPMPOBANM CXOAHOE, CTaTUCTUYECKN AOCTOBEPHOE CHIKEHUE Macchbl
Terna, BbIpaXeHHOE B Kr ¥ B NPOLEHTHOM N3MEHEHUU. Mpu NnpUMeHeHUn KoMOMHaLUum
aMnarnucno3vHa u NUHarnUNTMHa, No CPaBHEHUIO C Tepanvei NMHarnMnTMHOM 5 Mr,
6onbLIEE KONMWYECTBO NALMEHTOB C NepBoHayanbHbIM yposHem HbA1c 27,0% pocTturnu
uenesoro yposHsi HbA1c <7%. KnmHuyeckn sHaummoe CHkeHUe ypOBHS HbA1c
COXpaHANOCb B TeyeHne 52 Hepenb.

OMnaanughno3uH npu 08yKpamHoMm npueme o cpasHeHulo ¢ OOHOKpamHbIM 8
Kayecmae 0ornosiHeHus1 K mepanuu MemagopMUHOM

3dbdekTnBHOCTb M GE30NaCHOCTL AMNarnugno3uHa Npu npueme Asa pasa B CyTku No
CpaBHEHMIO C NPUEMOM OfIMH pas3 B CyTKU (CyTOYHaRA [03a 10 Mr 1 25 Mr) B KayecTtse
[ONONHUTENBHON TEPaNUK y NAaLUEHTOB C HEAOCTaTOYHbIM KOHTPONEM YPOBHA
FIYKEMUW Ha choHe MOHOTEpanuu MeTchoPMMHOM OLIEHUBANK B IBONHOM CrenoMm
nnaueb0-KOHTPONMPYEeMOM UCCNEAOBaHUM NPOACIKUTENBHOCTbLIO 16 Hepenb. Bece
PEXWUMbI NTEYEHNUS C NPUMEHEHNEM amnarnucnosuHa npuseny K sHa4MTenbHoOMy
CHWXeHMIo ypoBHA HbA1c oT nepeoHavanbsHoro (obujee cpeaHee 3HayeHue — 7,8%)
nocne 16 Hegenb NeYeHns no cpaBHeHuio ¢ nnavuebo. Pexum npumeHeHus
aMnarnucnosvHa Asa pasa B CyTkU Ha hoHe Tepanun MeThoOpMUHOM NpUBEN K
COMNOCTaBUMOMY YMeHbLUeHUto ypoBHsi HbA1¢ no cpaBHeHMIO C PEXUMOM OAMH pas B
CYTKW C TepaneBTMYECKO pasHULEN B YMEHbLLEHNA YPOBHSA HbA1c ot
nepsoHavansHoro K 16 Hepene: -0,02% (95% U -0,16; 0,13) anA amnarnudnoanHa 5
Mr ABa pasa B CyTKM No cpaBHeHuio ¢ 10 Mr o4uH pas3 B CyTKW, U -0,11% (95% OW -0,26;
0,03) ana amnarnugnosvHa 12,5 Mr asa pasa B CyTKU N0 CPaBHEHUIO C 25 Mr ogvH pas
B CYTKMW.

CepdeyHo-cocyducmsiii ucxod

B aBoiHOM cnenom nnaue6o-koHTponmpyemom uccneposann EMPA-REG OUTCOME
MPOBOANNYU CPaBHEHNE MEXAY 0OBEAUHEHHON rpynmnow, NpUHUMaBLUEN
amnarnudnoaud 10 Mr unm 25 mr, n rpynnoi nnauebo B kayecTse AOMNOSTHEHMS K
CTaH4apTHOW Tepanuu 41 NaLMEHTOB C caxapHsbIM auabeTom 2 Tuna u
yCTaHOBNEHHbIM CEPAEYHO-COCYANCTLIM 3abonesaHneM. Beero nekapcreentoe
cpencTso npuHumManu 7020 nauveHToB (amMnarnudnoaut 10 mr: 2345, amnarnucnosvH
25 mr: 2342, nnauebo: 2333) B TeueHue B cpeaHem 3,1 roaa. CpeaHuit sBospact
cocTtaeun 63 roaa, cpeaHuit yposeHb HbA1c — 8,1%, myxunH — 71,5%. B Havane
uccnenosaHus 74% nauveHToBs nonyvanu MetTgopmuH, 48% — UHCYNUH U 43% —
NPOU3BOAHOE CyNnbhOHUNIMOYEBUHBI. PacyeTHasi CKOpoCTb kny6oukoson punbTpaumm
(pCK®) B npepenax 60-90 Mn/mMuH./1,73 M? 3aperucTpupoBaHa y, npubnusnTtensHo,
NONOBMHbBI NaUneHToB (52,2%), pCK® 45-60 mn/muH./1,73 M2 —y 17,8% un pCKD 30-45
MI/MUH./1,73M2 —y 7,7%. '

Ha 12 Hegene Habnoganock ynyylleHue ckoppekTuposanHoro cpeaHero (SE) HbA1c
MO CPaBHEHMIO C UCXOAHBIM ypoBHeM Ha 0,11% (0,02) B rpynne nnauebo, Ha 0,65%
(0,02) n 0,71% (0,02) 8 rpynnax amnarnudnosnHa 10 n 25 mr. Mocne nepBbix 12
Heaenb MMUKEMUYECKUIA KOHTPOSb Obln ONTUMU3NPOBAH HE3ABMCUMMO OT Uccneayemoro
neyenusn. Moatomy Ha 94 Hepene adpdekT 6bin ocnabneH U ckoppekTMposaHHoe
cpentee (SE) ynyuwmnock ans HbA1c Ha 0,08% (0,02) B rpynne nnaue6o, 0,50%
(0,02) n 0,55% (0,02) B rpynnax amnarnucgnosnHa 10 u 25 Mr cOOTBETCTBEHHO.

SMnarnudnosnH NPOAEMOHCTPUPOBAN Nyyllne nokasaTenu B NpodunakTuke
nepBUUYHON KOMOWHUPOBAHHON KOHEYHOW TOYKN ANA CepAEHHO-COCYANCTON CMEpTH,
HedbaTanbHoOro UHapkTa Muokapaa unu HedaTasnbHOro MHCYNbTa, NO CPABHEHWIO C
nnaue6o. 3ddekT neveHus 6bin 06yCnoBNeH 3Ha4YUTENbHBIM CHUKEHUEM CMEPTHOCTH
OT CEPAEYHO-COCYAUCTBLIX NPUUMH 63 CYLLECTBEHHbIX U3MEHEHNI CO CTOPOHbI
HedaTanbHOro MHapkTa MMokapaa unu HegartanbHoOro UHcynbeTa. CHuxeHue
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CMEpTHOCTH OT CepAeYHO-COCYANCTbIX NPUYNH Bbino corocTasumo Ans
amnarnudnosvHa 10 Mr v 25 Mr 1 noaTBEPXKAAETCA NOoBbiLLeHUeM obLei
BbDKMBAEMOCTMW.

O DHeKTUBHOCTL NPpOUNAKTUKN CMEPTHOCTU OT CEPAEUHO-COCYANCTbIX NPUYNH He
Hbina OKOHYATENbHO YCTAHOBMEHA Y NALMEHTOB, NPUHMMABLLMX 3MNarnMpno3nH
COBMECTHO € uHrnéutopamu AMNr-4, unu y naumeHToB HErpouaHoOMU pachl, Tak Kak
KONMYECTBO YHaCTHMKOB M3 yKasaHHbIX rpynn B uccneposanun EMPA-REG OUTCOME
ObINO orpaHuyeHo.

CepdeyHas HedocmamoyHocmb, mpebytowas cocrnumarnusayuu

B uccneposanun EMPA-REG OUTCOME amMnarnuchnosnH CHWwKan puck cepae4Hon
HeAoCTaToOMHOCTH, TpebyloLen rocnuTanusauu, No cpaBHeHUo ¢ nnauebo
(amnarnudnosuH 2,7%; nnaueto 4,1%; OP (oTHoweHue puckos) 0,65, 95% 1A 0,50,
0,85).

Hegbponamus

B uccneposanvn EMPA-REG OUTCOME 3a Bpems oo nepBoro anu3oaa HedponaTtum
OP coctasuno 0,61 (95% 1N 0,53, 0,70) ans amnarnudnosuHa (12,7%) no cpaBHEHUO
¢ nnaue6o (18,8%).

Kpome Toro, npu npueme amnarnudnosuHa vawe Habnoganoce (OP 1,82, 95% U
1,40, 2,37) pa3suTtue ycToM4MBOW HOpMa- UM MUKPO-anbOymMuHypum (49,7%) y
nauMeHToB C NepBOHaYanbHON Makpo-anboyMuHypuelt no cpaBHeHMIO ¢ nnauebo
(28,8%).

YpoeeHb 2n0Kk03bl Yepe3 2 yaca rocsne npuemMa nuwu

JleyeHune aMnarnndrno3avHOM B Ka4ecTBe AONOMHUTENBHOK Tepanun K MeThopMUHy
N MeThOpMHUHY U NPOU3BOAHOMY CYIb(POHUIMOUEBUHBLI NPUBENO K KIMUHUYECKU
3HAYMMOMY CHWKEHUIO YPOBHS IMUKEMUK Yepes 2 Yaca nocrie npuema nuwu (Tect Ha
TONEPaHTHOCTb K Npuemy nuiim) Ha 24 Heaene (npu ao6asneHnn K MeTopMUHY:
nnaue6o: +5,9 mr/gn, smnarnucgnosun 10 mr: -46,0 mr/gn, amnarnudnosud 25 mr: -44,6
mr/an; npu po6asneHun K METCOPMUHY U NMPOU3BOAHOMY CyNbMOHUNIMOYEBUHDI:
nnaue6o: -2,3 mr/an, amnarnucdnosund 10 mr: -35,7 mr/an, amnarnudnosvH 25 mr: -36,6
mr/an).

lMayueHmsi ¢ 8bICOKUM nepeoHayasibHbiM yposHeMm HbA1c 29%

B aHanuse nauueHToB C NpeABapuUTENbHO 3a4aHHbIMK NapaMeTpamMm ¢
nepesoHa4yanbHbiM ypoHeM HbA1c 29% Tepanusa amnarnugpnosnHom 10 mr unun 25 mr
AONOMHUTENbLHO K Tepanuu MeT(OPMUHOM NpUBeENa K CTaTUCTUYECKN AOCTOBEPHOMY
CHWxeHuio ypoBHs HbA1c Ha 24 Hepene neveHuns (CKOPPEKTUPOBaHHOE cpeaHee
OTK/IOHEHME OT NepBoHa4YanbHOro sHa4yeHusa coctasuno -1,49% ana amnarnudnosnHa
25 wr, -1,40% ans amnarnudnosuHa 10 mr, u -0,44% pnsa nnauye6o).

Macca mena

B obbeanMHeHHOM aHanu3e 4 nnayebo-KOHTPONMpPYEMbIX UCCNeaoBaHui ¢
npegsapuTenbHO 3aaHHbIMU NapamMeTpamu neveHne amnarnudnosmHom (68%
NnauveHToB NpMHUManu metTopMuH B kauecTese 6a3oBoil Tepanumn) Nnpmeeno K
CHWKeHUI0 maccebl Tena (-2,04 kr gna amnarnudgnosmHa 10 mr, -2,26 kr 4na
amnarnudcnoanHa 25 mr v -0,24 kr gns nnauebo) Ha 24 Heaene, YTO COXPaHANOCh A0
52 Hepenu (-1,96 kr ans amnarnucnosuHa 10 mr, -2,25 kr ona amnarnudnosuHa 25 mr,
n -0,16 kr ans nnaue6o).

ApmepuarsnbHoe daesieHue
AddpekTuBHOCTL U Ge3onacHOCTbL aMnarnudno3nHa oueHnsanacb B BOMHOM CNENnoM
nnaue6o KOHTPONMMPYEMOM UCCNEA0BaHUN NPOACSKUTENBHOCTLIO 12 HeAeNb y
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NaLUEHTOB C caxapHbLIM AnabeToM 2 Tna U BLICOKUM apTepuanbHbIM AaBMneHuem npu
NPUMEHEHUM Pa3NUYHbIX aHTMANAGeTUYeCkUX NpenapaTtos U A0 2 aHTUTMNEPTEH3NBHBIX
cpencTs. JledeHune amnarnunosnHOM OAWH pas B CYTKM NPUBENO K CTAaTUCTUHECKN
[OCTOBEpHOMY ynyulueHuto yposHa HbA1c u cpeaHero CMCToNU4eCKoro n
AUACTONUYECKOro apTepuarnbHOro faBneHus B TeueHne 24 4yacos, 4To onpeaenanoch
MEeToA0M amBynaTopHOro KOHTPONS apTepMankHOro AaeneHus. Jleuenne
amnarnudgnosuHom obecneunsano ymenbwexne CA n [JAl B nonoxexun cuas.
B o6beauHeHHOM aHanuse 4 nnauebo-KoHTponupyeMbiX MccneaoBaHuii
npeABapUTENbHO 3aAaHHBIMU NapaMeTpaMm fiedeHne amMnarnudo3nHoM (68%
NauVeHTOB NPUHUMany MeTchopMUH B kadyecTe 6asoBoi Tepanumn) NpUBeno K
CHWKEHUIO CUCTOMNWYECKOro apTepuarnbHoro aasnexus (amnarnnmdnosud 10 mr: -3,9 Mm
pT.CT.; aMnarnudnosuH 25 mr: -4,3 MM pT.CT.) N0 cpaBHeHuio ¢ nnaue6o (-0,5 MM
PT.CT.) M AUACTONMYECKOro apTepuansHoro aasneHus (amnarnngnoauH 10 mr: -1,8 MM
pT.CT. aMnarnncnosuH 25 mr: -2,0 MM pT.CT.) No cpaBHeHuto ¢ nnauebo (-0,5 Mm pT.CT.)
Ha 24 Hefene, YTO coxpaHsanock Ao 52-i Hepenw.

MemabopmuH

B npocnekTMBHOM paHfoMu3npoBaHHOM uccnegosaHun (UKPDS) yctaHoBneHo

[IONrOCPOYHOE NPEUMYLLECTBO MHTEHCMBHOIO KOHTPONS rOKO3bl B KPOBU Npy

caxapHoM guabete 2 Tuna. AHanus pe3ynbTaToB ANA NaLUUEHTOB C N3OLITOYHON

Maccoii Tena, nony4yasLmx MeTOPMUH NOCNe HeAOCTATOYHOTO KOHTPONS rMUKEMUN

TONbKO C NOMOLLLIO AMETbI NoKasan:

e [OCTOBEpHOE CHMKeHne abConioTHOro pucka nboro cBAsaHHoro ¢ Avabetom
OCnoXHeHus B rpynne MeTcdopmuHa (29,8 cobbiTnii/1000 naumeHTo-neT) no
CpaBHEHMIO ¢ Tepanuel Tonbko aveToi (43,3 cobbiTusa/1000 nauneHTo-neT) (p
=0,0023), # no cpaBHEHMIO C KOMBGUHUPOBAHHOW rPynNNoON MOHOTEPanNun
NPOU3BOAHLIM CYSbOHUNMOYEBUHBI UNU UHCYNUHOM (40,1 cobbiTis/1000
naumenTo-net) (p =0,0034),

e 10CTOBEPHOE YMEHbLUEHUE abCOMIOTHOrO pucka Noboi CMEepTHOCTY, CBA3AHHOW C
Avabetom: meThopmuH — 7,5 cobbiTna/1000 naumeHTo-neT, Tepanus TONbKO
aveTon — 12,7 cobbitua/1000 naumenTo-neT (p =0,017),

e [OCTOBEPHOE yMeHblLeHWe abcontoTHOro pucka obuien CMepTHOCTU: Ans
meTopmMuHa — 13,5 cobbiTnsa/1000 nauneHTo-neT, B CpaBHEHUN C Tepanuen TONbKO
aveToi — 20,6 cobbiTus/1000 nauneHTo-neT, (p =0,011), n B cpaBHEHUM C
KOMGUHUPOBaHHOM rPyNnoit MOHOTEPaNUK NPOU3BOAHBLIM CYNbOHUITMOYEBUHDBI MU
nHcynuHom — 18,9 cobbiTna/1000 nauyuenTo-net (p =0,021),

e [JOCTOBEPHOE YMEeHbLLEeHUe abComnMTHOro pyucka passuTus nHdapkTa Muokapaa:
Ana meTdopmuHa — 11 cobbiTuii/1000 naunMeHTo-nNeT, B CpaBHEHUU C Tepanuen
TonbKo AneTtol — 18 cobbiTnit/1000 nauyueHto-net (p =0,01).

®PapmakKkokuHemuKa

CUHLOXAPON

PesynbtaTthl uccneqosaHuin 6MoakBuBaneHTHOCTU, NPOBOAUBLLIMUXCA C yHacTUEM
3popoBbix ao6posonbues, nokasanu, Yyto CUHIPKAPAWU (amnarnucdnosut/
mMeTchopMUHa rugpoxnopua) TabneTtku, NokpbiTble NeHo4HoN o6onoykon, 5 Mr/850 mr,
5 mr/1000 mr, 12,5 mr/850 mr n 12,5 mr/1000 Mr sinsiloTcs GUO3KBUBaANEHTHLIMU
NPUMEHSAEMbIM OAHOBPEMEHHO OTAENbHLIM TabneTkam amnarnudnosvHa u
MeT(OopMHNHa B COOTBETCTBYIOLLIUX A03aX.

MpumeHenne amnarnudnosmHa 12,5 mr/metdopmura 1000 mr nocne eabl NpuBoAKNO K
cHuxeHnio AUC Ha 9% u cHKeHnio Cmax aMnarnudnosvnHa Ha 28% no cpaBHEHUIo ¢
npuemom npenapara Hatowak. Bennunia AUC meTdopmuHa, npuHUmMasLLErocs nocne
eAbl, yMeHbLIanack Ha 12%, a 3HayeHne Cmax yMeHbLIANoch Ha 26% no cpaBHEHUIO C
npveMoM HaTowak. Habniopaaslieecs BNMSiHME NULLKN Ha (hbapMaKOKUHETUKY
aMnarnugIiosnHa n MeTopMMHa He CUMTAETCH KITMHMYECKN 3HauMMbIM. OfHaxko,
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NocKkonbky METOPMUH peKoMeHAyeTCs NPUHUMaThL BMeCTe C nuLLen, CMH}J)KAP.D,VI
TaKkKe npegnaraeTcsi NPUHUMaThL BO BpeMsi ebl. '

MpuBefeHHbIE HUXKE AaHHbIEe OTpaXKaloT hapMaKoOKMHETUYECKUE CBOUCTBA OTAENbHbIX
AENCTBYIOLMX BEWECTB nekapcTeeHHoro npenapata CUHDKAPIN.

AMna2nugpnosuH

BcacbieaHue

dapmakokuHeTka amnarnugriosmHa 6bina BCECTOPOHHE U3yyeHa y 300pOoBbIX
AobpoBonbUEB M y NauMeHTOB € caxapHbiM AvabeTom 2 Tuna. Nocne nepopanbHOro
npuMeHeHus amnarnudnosvH 6bICTPO BcacbiBancs, MakCMMasnbHas KOHLUEHTpauus
amnarnugosrMHa B Nnasme KpoBu AocTuranacb Npu meanaHHoM tmax 1,5 yaca nocne
npuema o3bl. 3aTEM KOHLEHTpauus amnarnucgnosnHa B nnasme cHuxanach B ise
dasbl, ¢ pasoin GbiCTporo pacnpeaeneHuss ¥ OTHOCUTENbHO MeAJIEHHON TEPMUHANbHON
dasoin. B nepuog pasHosecHou koHueHTpaum AUC 1 Cmax B nnasme cocrasnanm 1870
HMONb*4Y/n U 259 HMonb/N COOTBETCTBEHHO ANA aMnarnudnosuda 10 mr n 4740
HMonNb*4/n 1 687 HMONL/N COOTBETCTBEHHO ANA dmMnarnudgnosnHa 25 Mr oguH pas B
cyTku. CuctemHoe Bo3aencTeme amnarnugnoauHa nponopumnoHanLHo 3aBucesno ot
N03bl. DapMaKkoKMHETUYECKME NapaMeTpbl NPU OAHOKPATHOM NPUEME U B paBHOBECHOM
COCTOSIHMM ObiNK CXOAHbBI, YTO NO3BONAET NPEANONOXUTb IMHENHOCTb
¢hapMakokMHeTUKN aMnarnugnosMHa OTHOCUTENBHO BpemeHU. dapMaKkoKMHeTHKa
aMnarnuenosuHa y 3gopoBbix 406pOBONbLEB U Y NALMEHTOB C caxapHbiM AuabeTom 2
Tuna 6bina B LENOM aHanorM4YHoOMN.

Y 300pOBbIX UCTbITYEMbIX hapMaKoKUHETHKa aMnarnudnosuHa 8 4o3e 5 mr,
npuMeHsiemou ABa pasa B CyTKW, U amnarnucnosnHa B gose 10 Mr, npuMeHsemMol OauH
pa3 B CyTku, 6bina conoctaBuma. O6was akcnosuuus (AUCss) amnarnudnosuHa 3a 24-
4acoBOW nepuoa B crnyvyae npvema npenapara B fo3e 5 Mr 4Ba pasa B CyTKU U B fo3e
10 Mr oguH pas B cyTku Obina cxoaHoi. Kak u oxxupanock, senunynHa Cmax
aMnarnugnosnHa, npuHUMasLLEroca B fo3e 5 Mr ABa pasa B CyTKU, Obina Huxe npu
cpaBHeHUn ¢ Cmax aMnarnudnosnHa, npMHuMaBsLLerocs B Ao3e 10 Mr oquH pas B CyTKM,
oAHaKo B nepBoOM criyyae 6asanbHble KOHUeHTpauuu amnarnudgnosvHa B nnasme (Cmin)
6binu 6onee BbICOKUMM.

MNpuem amnarnudnosnHa 25 Mr nocne npuema BbICOKOKANOPUItHON NULLY C BbICOKUM
copepxaHueM Xxupa NpUBENO K He3HAYUTENbHOMY CHUKEHUIO akcnoauuumu; AUC
cokpaTtunacbk npumepHo Ha 16%, a Cmax IpUMepHO Ha 37% NO CpaBHEHUIO C NPUEMOM
HaTowak. Habniogaemslit adhekT BAUSAHWA NULLY Ha hapMaKOKUHETUKY
aMnarnugnosnHa He CYUTAETCA KIMHUYECKU 3HAYUMBIM, 3MNarnnudno3nH MoxeT
HasHa4aTbCA He3aBMCUMMO OT npuema nuwn. CxoaHble pesynbTaTbl Habnganucs nNpu
npueme CUHIDKAPN c BLICOKOKANOPUAHOM NULLEN C BLICOKUM COAEP>KaHUEM XMpa.

Pacnpedenerue

Kaxywiuiica o6bemM pacnpeaeneHus B nepuos paBHOBECHO KOHLIEHTPaLMK B nnasme
KPOBU COCTaBnsAn npumMmepHo 73,8 1, HTO OCHOBbIBaAETCA Ha NonynsauyMoHHOM aHanuse
CbapMaKOKVIHeTMKVI. Mocne nepopanbHOro NnpUMeHeHusa 3gopoBbiMU p,O6pOBOJ1bL|aMVI
MeueHoro amnarnucnosuHa [4C] pacnpeaenexue cpeamn apuTpoLUTOB COCTABAANO
npumepHo 37%, a cBsisbiBaHMe ¢ Henkamu nnasmbl coctasnsno 86%.

BbuompaHcghopmayus

B nnasme yenoseka He 0GHapYyXeHO OCHOBHbIX METAabONUTOB aMnarnudo3nHa, YTo
onpeaeneHo Ha He meHee 10% oT obLero konuyecTsa npenapaT-cBA3aHHOFO
mMaTepuana. Hanbonee pacnpocTpaHeHHbIMKM MeTabonuTaMmu SBNSIOTCA TPU KOHboraTa
C rNIOKYpOHOBOM kucnoton (2-, 3- n 6-O-rntokypoHna). Uccnepnosanus in vitro nokasanu,
YTO OCHOBHOIA NYTb MeTabonuama amnarnudnosnHa y Yenoseka — rmioKypoHuaaums ¢
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yqacTuem ypuavH-5'-gudocdo-rniokypoHosuntpaHcdepas UGT2B7, UGT1A3,
UGT1A8 n UGT1AQ. S

BeigedeHue

CornacHo AaHHbIM NONYNAUMOHHOro hapMaKkoOKMHETUYECKOro aHanusa nepuos
nonyebiBeAeHUA B TEpMUHANbHOW chase cocTasnan npuMmepHo 12,4 yaca, a KnMpeHc
nocrne nepopanbHoro npumeHenus coctaenan 10,6 nfyac. MexcybvekTHas u
ocTaToyHas BapuabensHOCTb Ana nepoparnbHoro aMnarnudnosvHa coctasnsana 39,1%
n 35,8% cooTtBeTcTBEHHO. [MpK NpUMEHEHUN OAUH pas3 B AeHb paBHOBECHas
KOHLEHTpauus amnarnudnosvHa B nnasme gocruranacb npyu npueme nsaTon 4ossl. B
CTalMOHAPHOM COCTOSIHUM B 3aBMCUMOCTM OT nepuoaa nonypacnaga Habnoaanoch
HakonneHue amnarnudnosuHa go 22% no otHowweHuto k AUC nnasmel. [Nocne
nepopanbHOro NPUMEHeHUs MeyveHoro amnarnudgnosuda ['4C] y sgopoBsbix
AobpoBonbLUEB BbIBOAUNIOCH NpUMEPHO 96% A03bl (Yepes kuwwevHUK 41% u noukamu
54%). Yepes kuweyHuk 6onbLuas yacTb MEYEHOro npenapara BblBOgUNAach B
HensMeHeHHOM Buge. lNoykamy B HEM3MEHEHHOM BUAE BbIBOAMIACH TOMbKO NONOBUHA
MeYyeHoro npenapara.

®apmakoKuHemuka 8 0cobbix 2pynnax nayueHmos

HapyweHue ¢hyHkyuu noqex

Y nauveHToB C NOYEYHOW HEQOCTATOMHOCTBLIO NErKON, CpeAHEN U TSHKENON CTENEHN
TskecTn (KK (knupeHc kpeatuHunHa) <30 -<90 MN/MUH.) U y NAUMEHTOB C TEPMUHANBHON
cTaguen NoYeyHon HeaoCTaToMHOCTH 3HaYeHusa AUC amnarnugnosunHa
yBenMuunsanucb, COOTBETCTBEHHO, NpUMepHO Ha 18%, 20%, 66% n 48% no cpaBHEHUIO
C NauneHTamMu ¢ HopmarbHOi PyHKLMEN NoYeK. Y nayueHToB C NOYEYHON
HEe[0CTaTO4YHOCTbIO CpeAHEN CTENEHU TSXKECTU U Y NALMEHTOB C TEPMUHaNbHOW
cTaguen NoYe4YHOW HeQOCTaTOMHOCTU MakCMMarnbHas KOHUEHTpauusa amnarnudnosvHa
B nnasme 6bina cxogHa ¢ COOTBETCTBYIOLLMMMU 3HAYEHUSIMU Y NMALUNEHTOB C HOPManbHON
dyHKUMen noyek. Y naumeHToB C NOYEYHON HEAOCTATOYHOCTLIO NErKOW U TSHKENON
CTeneHu TSHKeCTU MakCumarnbHasi KOHUEHTpaumsa amnarnucgnosuHa B nnasme obina
npuMepHo Ha 20% Bbile, YEM Y NAUUEHTOB C HOpMarbHOW (PyHKUMER noyek. [laHHble
nonynAUNOHHOro hapMaKOKMHETUYECKOro aHann3a nokasanu, YTo obLuin KNMpeHe
amnarnudnosvMHa ymeHsLancs no mepe cHmkeHus KK, 4to npusoauno K ysenuyeHuto
BO3AENCTBMUA Npenapara.

HapyweHus ¢pyHkyuu neveHu

Y naumeHToB C NerkuM, CpeaHuM TAXENbIM HapyLLueHWeM hYHKLUM NeYEHM (CornacHo
knaccudukaummn Yanna-eio) sHaueHus AUC amnarnudnosmHa ysenuyunsanuchb,
COOTBETCTBEHHO, NPUMEPHO Ha 23%, 47% n 75%, a 3Ha4yeHus1 Cmax, COOTBETCTBEHHO,
npumepHo Ha 4%, 23% un 48% (no cpaBHEHUIO C NALUMEHTaMK C HOpManbHOW OYHKLMEN
neyeHun).

UHdekc maccel mena

MonynAaunoHHbIA hapMakOKUHETUYECKUI aHaNN3 He BbISIBUS KNMHUYECKU 3HAYMMOro
BNSIHMA MHAEKCA Macchbl Tena Ha apmakoKMHeTUKy amnarnudgnosvHa. B atom
aHanuse paccyutaHHoe 3HayeHne AUC 6bino Ha 5,82%, 10,4% u 17,3% Huxe y
nauuenTos ¢ UMT 30, 35 u 45 kr/m2, COOTBETCTBEHHO, NO CPABHEHWIO C NALUMEHTaMM C
WHAEKCOM Macchl Tena 25 kr/m?2.

lon
MonynsAuMOHHBIN hapMakoKUHETUHECKUIA aHANU3 HE BbISIBUM KITMHUYECKU 3HAYUMOro
BMUAHWUA Nona naumueHTa Ha hbapMakoKUHETUKY amnarnudnosuHa.

Paca
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Mpu npoBegeHUK NonynALUMOHHOTO hapMaKOKMHETUYECKOTO aHannsa paccumTaHHoe
3HauyeHue AUC 6bino Ha 13,5% Bbille y nauMeHTOB a3naTCKOW pacbl C UHOAEKCOM ‘
macchl Tena 25 Kr/M2 no cpaBHEHMIO C NaLMeHTaMu Hea3naTCKol pachl C MHAEKCOM

Macchl Tena 25 kr/m2.

lMayueHms! noxunozo eospacma
MonynAauuoHHLIA hapMakoKUHETUHECKUIA aHaNMU3 He BbISBUN KIMHUYECKN 3HAYUMOTO
BNIMSIHWA BO3pacTa Ha (hapMaKOKUHETUKY aMnarnudnosuHa.

Hemu

B negnaTtpuyeckom uccnepnosanum | hasbl syuanu bapmMakoKMHETUKY W
¢hapmakoauHamuky amnarnucnosusa (5 mr, 10 Mr n 25 Mr) y geTeit U NOAPOCTKOB B
BospacTe oT 10 go 18 net ¢ caxapHbim guabeTom 2-ro Tuna. Habniogaembie
¢hapmakokuHeTU4eckue n hapmakogmHamnyeckue pesynbTaTbl COOTBETCTBOBAMMN TEM,
KOTOpble Obinn 3aperncTpupoBaHbl Y B3pOCbIX NaLUEHTOB.

Memd¢opmun

BcacbisaHue

MNocne nepopanbHoro npueMa MeTopmMuHa tmax AOCTUraeTCH Yepes 2,5 yaca. Y
380poBbIx 4obposonbLes abconoTHas 6MOAOCTYNHOCTL MeTOpPMUHA rMapoxnopuaa
nocne ero npuema B Tabnetkax 500 mr unu 850 Mr coctaenseT npumepHo 50-60%.
Mocne nepopanbHoro npuema npenapara HeabcopbuposaHHas dpakums,
onpeaensowanca B kane, coctaensana 20-30%.

Mocne nepopanbHoro npueMa MeTcopMUHa ruapoxnopuaa BcacbiBaHue 6bino
HeMnomHbIM ¥ XapakTepusosanochb HacbiaemocTblo. [TpegnonaraeTcs, YTo
(hapmaKkoKuHeTUKa BcacbiBaHUs MeThopMUHa ruapoxniopuaa HenvHeiHas. Mpu
UCNONb3OBaAHUKN peKOMeHayeMbIX 403 U pexnMa A03NpoBaHUA METOpPMUHA
PaBHOBECHbIE KOHLIEHTpaLuUX B nnasmMe KpoBU AOCTUraloTCs B TedeHue 24-48 4yacos u,
Kak npaBuio, cocTaBnsaloT MeHee 1 MKr/Mn. B KOHTPONUPYEMBbIX KNMUHUYECKUX
uccneaoBaHUsaX MakcUuMarnboHasa KoHUeHTpauust MeTgpopmuHa B nnasme KpoBu (Cmax) He
npesbilana 5 Mkr/mMs, Aaxe Npyu NpuemMe MakCUMarsibHbIX 403 NIEKapCTBEHHOro
cpeAacrtea.

Muwa ymeHblaeT cTeneHb BcacbiBaHUs METOPMUHA U HECKONbKO 3aMeansieT
ckopocTb abcopbuum. MNMocne npumeHexus npenapara B fo3e 850 Mr MakcUManbHas
KOHUeHTpauus B nnasme 6bina Ha 40% Hwke, AUC — Ha 25% MeHbLue, a BpeMs
AOCTUXEHWA MaKCMMarnbHOW KOHLIEHTpauun B NiasMe KpOBU yBenu4yueanoch Ha 35
MUHYT. KnuHnyeckas 3HaYMMOCTb CHUXKEHUS 3TUX NoKasaTenen HenssecTHa.

Pacnpedenerue

CBsaizbiBaHUe MeThopMuUHa ¢ Genkamu nasmbl KPOBU HesHaumTenbHoe. MeThopMmuH
CBfA3blBaeTCA C apUTpouuTamu. MakcumansHas KOHUEHTpauuMs npenaparta B KpOBU
HWxe, 4em B Nnasme, 1 gocTuraeTcsi NpUMMepHoO oaHoBpeMeHHo. MpeanonaraeTcs, YTo
SPUTPOLIMTBI ABNSKIOTCA BTOPUYHBIM KOMNAapTMEHTOM pacnpeaenexHus npenapara.
CpeaHuit o6bem pacnpegenenus (Vd) sapbuposancs ot 63 go 276 n.

buompaHcgpopmayus
MeT(bopMVIH BbIBOOUTCA C MO4YOWN B HEU3MEHEHHOM BUAE, y HenoBekKka metabonutbl He
BbIABINEHbI.

BrigedeHue
MoyeuHbIn kNupeHe meTchopmuHa npesbiaeT 400 MI/MUH., YTO yKasbiBaeT Ha
BblBEAEHME npenapara nyTem kny6o4koBoi hunbTpaLMmn U KaHanbLEeBon cekpeumn.
MNocne nepopanbHOro NnpMema npenapara KaxKyLUMINCA KOHEYHbI nepuog,
nonyBebIBEAEHUS COCTaBNSAET 0Kono 6,5 yacos.
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B cnyuae HapyLieHus dayl-uq.wuzl:S néqék houeuribil mﬁpeHc npenapara yMeHbLUaeTCs
NPONoOpLMOHanNbHO KNUPEHCY KpeaTUHMHA, MOSTOMY Nepuo, NonyBbLIBEAEHNA
yBENMYnBaeTCs, YTO NPMBOAUT K NOBBLILUEHMIO KOHLEHTpaUMn MeTopMmHa B nnasme
KPOBW.

Ocobble epynnbi nayueHmos

Hdemu

WccnepoBaHue AeicTBMA O4HOKPATHOW A03bl: NOCNe OAHOKPaTHOro NPUMEHEHUN
meTcdopmuHa B gose 500 Mry geteit npocunb bapMakoKMHETUKN ObiN CXOX C
COOTBETCTBYIOLUMM NOKasaTensaMu y 340pOBbIX B3POCHbIX.

UccneposaHue AecTBUMA MHOrOKpaTHbIX A03: Obino NpoBeAeHo TONbKO O4HO
uccneposanue. Mocne noeTopHoro npuema 500 Mr ABa pasa B CYTKU B Te4eHue 7 AHeEWN
y AeTei ¢ caxapHbiM anabeTom MakcumanbHaa KoHueHTpauus B nnasme (Cmax) U
cuctemHoe sosgenctane (AUCo-t) 6binu npumepHo Ha 33% n 40% MeHbLue, YeM Y
B3pOCIbIX NALMEHTOB C caxapHbIM guabeTom, KOTopble nonyyanu MeTOpMUH B A03€E
500 mr nBa pasa B cyTku B TeueHue 14 gHeWn. NockonbKy Ao3a npenapaTa noabupaeTtca
WHAUBUAYANbHO B 3aBUCMMOCTW OT CTENEHN KOHTPONSA MMUKeMUU, 3T AaHHbIE UMEIoT
OrpaHUYEHHYIO KITMHUYECKYIO 3HAYUMOCTb.

MokasaHus K NPUMEHEeHUIO

CUHDKAPN nokasaH B3pocnbIM nauMeHTam ¢ caxapHbiM guabeTom 2 Tuna B

OOMnonHeHne K auete U puUsn4YeCcKUM ynpaKHEHUsIM:

® puY HEQOCTATOYHOM KOHTPOJIE YPOBHSA [MIUKEMUK NPU NPUMEHEHUN METOPMUHA B
MaKCUMarbHbIX NEPEHOCUMbIX A403aX;

® NPV HEQOCTATOYHOM KOHTPOSIE YPOBHSA MMUKEMUN NPU NPUMEHEHUN METOPMUHA B
KOMOMHaUUK C APYTMMU TMNOTNTMKEMUYECKUMU NIEKAPCTBEHHbLIMU CpeACTBaMM;

e npu npueme kKombuHauuu amnarnugnosmHa u MeThopMurHa B BuAE OTAENbHbIX
Tabnerok.

PesynbTaTbl UccriegoBaHuii N0 NPUMEHEHUIO KOMOMHaLMIA NiekapCTBEHHbIX CPEACTB,
adhcpekTaM Ha rMUKEMUYECKUIA KOHTPONb U cepAeYHO-cocyamncTble 3abonesaHuns, a
TalKe uccnegyemble nonynsuMm cMm. B pasaenax «dapmakoguHamukar», «Mepbl
NPeAoCTOPOXXHOCTU» U «B3aumoaencTeue ¢ ApyruMmmn NeKapCcTBEHHbIMU CPEACTBAMMUY.

Cnoco6 npumeHeHus U O3UPOBKA

Bspocnbie nayueHmsi ¢ HopmanbHol ¢hyHkyuel nodek (CK® 290 mn/MuH.)
PekomeHayemasn nosa — ogHa Tabnetka gsa pasa B cyTku. [losa gomkHa noabuparbes
WHAMBUAYaNbHO UCXOANA U3 TEKYLLEro pexuma neveHus nauymeHTa, ero aheKTMBHOCTH
U nepeHocMMocTu. HasHavaeTcs pekomeHgyemasi CyTouHas nosa amnarnudnosunHa 10
nnu 25 Mr n meTchopMUH B A03€, He NPEBbILLAIOLLEN MAKCUMATbHYIO PEKOMEHAYEMYIO
CYTOYHYIO [O3Y.

MNayuenmam npu HedocmamoYyHOM KOHMPOJIE YPOBHS 2/IUKeMuU npu npueme
Mem@opMuHa (MOHomepanusi MemeOopPMUHOM USU npuemM MemagopMuHa 8
KoMbuHayuu ¢ dpyaumu nekapcmeeHHbIMU cpedcmeamu Onsl IeYeHUs caxapHo20
duabema)
[py HeAOCTaTOMHOM KOHTpPONE YPOBHS rNUKeMun Ha hoHe MOHOoTEpanun
MEeTOPMUHOM UNKU METHOPMUHOM B KOMBUHaLMK C APYrUMU fieKapCTBEHHBIMU
CpeACTBaMU AN NeYeHus caxapHoro anabeta pekomeHayeMasn HadanbHas [os3a

- CUH[DKAPWU pomkHa cocToaTb U3 amnarnucdnosnHa B 4o3e 5 Mr ABa pasa B CYTKU
(cyTouHas nosa 10 mr) u MeTchopmMmnHa B J03€e, COOTBETCTBYIOLLEN YXKe NPUMEHSIEMON
Aose. Y nauneHToB, XOpOLLO NEPEHOCALMX CYTOYHYIO fo3y amnarnudnoauHa 10 mr,
npu Heo6Xo0AUMOCTH B YNYULLEHUUN YPOBHS IMNKEMUYECKOTO KOHTPONS CyTOYHasn Ao3a

MOXET ObITb yBenu4eHa 4o 25 mr.
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MNpw HasHayenun CUHIDKAPON B komGnHauum ¢ NPOU3BOAHLIMY
CynbGOHUNMOYEBNHBI U/UNN UHCYNIMHOM, HEO6X0AUMO PacCMOTPETh Heo6xoaANMOCTb
YyMEHbLLEHMUS 403bl NPOU3BOAHOTO CYNbHOHUIIMOYEBUHBI W/MnNu UHCynuHa ¢ uenbio
CHWXEHUS pucKa rMNornukeMun. '

[Mepexod ¢ npuMeHeHuUs sMnaznugnosuHa u MemgopMuHa e sude omaoersbHbIX
JleKkapcmeeHHbIX cpedcme

MaureHTbl NpU NepeBoje ¢ NpuemMa oTAeNbHbIX TabneTok amMnarnucnosuHa (CyTouHas
po3a 10 mr unum 25 mr) u metcopmunHa Ha npuem CUHIDKAPIU pornkHbl nony4yatb Ty
K& CYTOMUHYIO [03Y amMnarnugnosnHa u MeTpopMmnHa, KOTopas yxxe npuHumanach, unu
ao3y MeTcopmuHa Hambornee TepaneBTU4ECKUA ONU3KYIO.

B cBA3W C pasnuyHbIMK Ao3amu MeTcdopmuHa gosuposku CUHIDKAPU cnegyiowme: 5
Mr amnarnudnosuHa nnoc 850 Mr meTchopMuUHa ruapoxnopuaa, 5 Mr amnarnudnosvHa
nmioc 1000 Mr MeTchopMuHa ruapoxnopuaa, 12,5 Mr amnarnudrosuHa nnioc 850 mr
MeTcopMuHa rugpoxnopuaa u 12,5 mr amnarnudnosvta nntoc 1000 mMr meTchopMuHa
rmapoxnopuaa.

Ocobble epynnbl nayueHmos

HapyweHue ¢yHKyuu novyek

MauneHTam ¢ nerkum HapyleHueM OyHKUMK NOYeK KoppeKuus Ao3bl He TpebyeTca.
Mpu HasHaueHUn MeTOPMUH-COAEPIKALLMX NTEKAPCTBEHHbIX CPeacTs Heobxoaumo
oueHUTb CK® no Hayana neyeHus, u, Kak MUHUMYM, eXeroaHo Ha poHe neyexus. Y
NaUVEHTOB C MOBbILLEHHLIM PUCKOM AanbHEMNLLErO NPOrPECCUPOBAHUA NOYEUYHOM
HeAOCTaTOMHOCTU U Y NOXWIbIX NALMEHTOB NoYeYHas PyHKUMA AoMKHa OLeHUBaTLCA
yaiye, T.e. Kaxable 3-6 mecsiLes.

Mpu otcyTcTBumM npenapata CUHIPKAPWN ¢ aneksaTHON AO3MPOBKOW cneayeT
UCNoNb30BaTh OTAENbHbIE MOHOKOMMOHEHTLI BMECTO KOMBUHALMKU C (PUKCMPOBaAHHBIMU
AO3aMu.

Hosupoeka Ona nayueHmos ¢ HapyweHuem hyHKYUU MoYex:

CK®, mn/muH. MeTdhopMuH OMnarnnudnosuvH

60-89 MakcumanbHas cyTodHasi nosa — | MakcumanbHas cyTodHas fosa
3000 mr. Mpu cHxeHnn pyHKkuMn | — 25 Mr.

novek Heob6xoaAnMo paccMoOTpETb
CHWKEHME [03bl.

45-59 MakcumanbHaa cyTouHast gos3a — | AMnarnudnosnH He AOKEH
2000 mr. MakcumanbHas HasHa4yaTbcs nepBuyHO. [losza
HavyanbHas gosa coctasnsieT AomkHa BbITb CKOPPEKTUPOBaHa

NOSTIOBUHY MakcMMasibHOM [03bl. Unu noagepXuBaTbcs Ha
YPOBHE MaKCUManbHOM
cyTouHOM A03bl 10 Mr.

30-44 MakcumanbHas cyTouHas nosa — | OMnarnudnosuH He
1000 mr. MakcumarnbHas pekoMmeHayeTcs.
HavarnbHas fo3a cocraensier
NONOBUHY MaKCUMarnbHOM A03b!.

<30 MeTdopmMuH npoTMBONOKa3aH. IMnarnudnosuH He
pekomeHgyeTcs.

HapyweHue ¢yHKkyuu nevdeHu
[laHHblli NekapCTBEHHbIN NpenapaTt He [OMKeH NPUHUMaTLCA NnauneHTamu ¢
HapyLEeHAMU DYHKLIMN NeveHn

lMoxunbie nayueHmsl
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YuuTbiBas MEXaHU3M AeACTBUA, CHUKEHNE YHKLMN NOYEK NPUBEAET K CHUKEHUIO
runornukeMuyeckoin adekTusHocT amnarnudnosuHa. Nockonbky MeTgopMuH
BbIBOAUTCA YEpE3 NOYKU, a Y NOXUIIbIX NauueHToB HabnioaaeTca TeHAEHUMSA K
CHWXEHUIO (PYHKLMM MOYEK, TaKMM nauueHTam cnegyet npuHumats CUHDKAPIN ¢
OCTOPOXHOCTbI0. OCOBGEHHO Y NOXWUAbIX NALMEHTOB HEOOXOAUMO perynsapHo
KOHTPONMpPOBaTh (PYHKLMIO MOYEK C Lienbtlo NpounakTuku MeTopMuH-
accoLMMPOBAHHOrO NakrauvMaosa. Y nauMeHToB B Bo3pacTte 75 neT u crapiue
HeobX0AUMO Y4UTbIBATb NOBLILLIEHHbIA PUCK Pa3BUTUS HEAOCTAaTOMHOro obbema
XUAKOCTU. Y naumeHToB B Bo3pacTe 85 neT u ctaplie HauMHaTh BNepsble Tepanuio
aMnarnudno3sMHOM He pEKOMEeHAYETCA B CBA3U C €ro OrpaHMYEHHbIM ONbITOM
NPUMEHEHMUS.

Lemu u nodpocmku
BesonacHocTb U adppekTusHocts CUHIDKAPLIN y netelt 1 noapoCTKOB B BO3pacTe OT
0 po 18 neT He ycTaHoBNEHbI. [JaHHbIE OTCYTCTBYIOT.

Cnocob npumeHeHus

CUHIKAPLU cnepyeT npuHMMaTh ABa pasa B CyTKU BO BpeMs efibl C Lenblo
YMEHbLLUEHUS HeXenaTenbHbIX SBIIeHNIA MeT(OPMUHA CO CTOPOHbI XKENYAOYHO-
KuLleyHoro TpakTa. Bce nauneHTbl AOMKHBLI cOGNoaaTh CBOO ANETY C aAeKBaTHbLIM
pacnpeaeneHueM npuema yrnesoaoB B TedeHue aHs. Mpu n3bbiTouHOM Bece
NaUUEeHTbl AOMKHBI NpogomxaTh cobnioaeHne HU3KOKaNopUHON aneThl.

Mpu nponycke oyepeaHOro npueMa A03bl NEKAPCTBEHHOro Npenapara nauueHTy
cneayer ee NPUHATb, Kak TONbKO OH 06 aTOM BCNOMHUT. OaHako He crneayeT
NPUHUMaTL ABOWHYIO 403y 3a OAMH pas3, T.e. NponyLleHHas A03a He AoKHa
NPYHUMATLCS.

MNpoTuBonokasaHus

¢ [loBbilLEHHaNA YyBCTBUTENbHOCTb K AEACTBYIOLLMM BELLEeCTBAM UNK K KAKOMY-nnbo
13 BCNoOMoraTenbHbIX BELLECTB.

o Jliobow TMN ocTporo MmeTabonuyeckoro aunaosa (nakrauugos, anadeTnyeckuit
KkeToauuaos).

[uabeTtnyeckas npekoma.

Tskenas noveyvHas HepgocTaTodHOCTb (CKO <30 Mn/muH.).

OcTpble COCTOSIHUA € NOTEHLUMANBHOW Yrpo30i HApYLUEHUS DYHKLIMKU NOYeKk:
obessoxusaHue, Tsxxenan UHMEKUUs, LLIOK.

o 3abonesaHus, KOTOPbIE MOTYT Bbi3biBaTh TKAHEBYIO MMNOKCMIO (B 0COBEHHOCTH
OCTpble Unu nporpeccupylone xpoHmyeckue 3abonesaHus): EKOMNEHCMPOBaHHasA
cepaevHasl He4oCTaTOYHOCTb, AblXaTenbHas He4oCTaTOMHOCTb, HeAaBHO
nepeHeceHHbI UHapKT MMokapaa, LUOK.

e HapyleHne dyHKUUN NEYEHU, OCTpas ankoronibHas MHTOKCUKaLUS, ankoronusm.

NMoGouyHoe pnecTeue

Bcero B knuHnyeckue nccneaoBanus no oueHke 6esonacHocTy amnarnmdnosnHa B
KayecTBe AONONHUTENbHOW Tepanuu K MeTopmuHy 6binm BknoueHsbl 12245 nauneHTos
C caxapHbiM gnabeTom 2 Tuna, u3 Hux 8199 nauueHToB nonyyanu amnarnudnosvH B
KayecTBe AONONHUTENbHOMU Tepanuu K MeT(OPMUHY 1N METCOPMUHY B COYETAHUN C
NPOU3BOAHLIM CYNbOHUNIMOYEBUHbI, MUOFNIUTA30HOM UMW UHCYNUHOM.

Mnauebo-koHTpoNUpyemble ABOWHbIE CNEnbie UCCNEA0BaAHNUA NPOAOIDKUTENBHOCTbIO
18-24 Hepenu Bkntoyanu 3456 naymeHTOB, U3 KOTOPbIX 1271 NauneHT npuHuMan
amnarnudnosud 10 Mr B KayecTBe AONOMHUTENBHOW Tepanun K meTdopMuHy, a 1259
nauneHToB — aMnarnnugnosuH 25 Mr B kKauecTse AONONHUTENbHOW Tepanun K

14



! %

G131 -201686
MeTq)OpMMHy Haunbonee 4acTto COOGLL[GGMI:IMM He)KenaTeJ'leblMM ABJIEHNAMU B
KINMHU4YeCKnX nccneaoBaHnAx 6bl]'|l'1 rmnornukeMmnAa npu ﬂpMMeHeHMM (o] np0M3BO,U,HbIMM
CYHb('bOHMﬂMO“leBMHbI Wnu UHCYNMHOM, VlH(beKLl,VIM Mo4eBbIBOOALLMX I'IYTeVI
reHUTanbHbIE VIHCbeKLlMVI n yqau.leHHoe MoYyeuncrnyckaHme (CM onucaHue otTaernbHbiIX
HeXXenaTenbHbIX peakumni). B KnUHUYECKUX ccneaoBaHuax aMnarnudgnosuHa B
KavecTtBe AOHOJ’IHMTGJ’IbHOVI Tepanuu K MeT(bOpMVIHy He OblINo BbIABNEHO
AONONMHUTENbHbLIX HeXenaTenbHbIX peaKU,vu7| No CpaBHEHUIO ¢ nNobo4YHbIMU ﬂeﬁCTBMﬂMM
ﬂeﬁCTBYIOLLIMX BeLlecTB, NpUMEeHAEMbIX B KavecTBe MOHOTEpPanuu.

HexenartenbHble peakuuu ykasaHbl B aGConoTHOM YacToTe. HacTtoTa HexenaTenbHbIX
peakuuii ykasaHa Kak: oueHb 4acTto (21/10), yacto (o1 21/100 po <1/10), HeuacTo (OT
21/1000 po <1/100), peako (ot 21/10000 o <1/1000), oueHb peako (<1/10000),
4yacToTa HEU3BECTHA (Ha OCHOBaHUM MMEILLMXCA AaHHbIX OLEHUTb HEBO3MOXHO).

UHbekyuu u uHeasuu

YacTo: BarmHanbHbIN KaHAWAO03, BYNbBOBaruHUT, 6anaHunTt n apyrue reHnutanbHble
uHdekunn' 2, MHGEKUMU MOYEBLIBOAALLIMX NyTen (B TOM YUCHE NMENOHEDPUT U
ypocencuc) 2,

YacToTa HenssecTHa: HEKPOTU3MPYIOWKIA hacLMUT NPOMEXHOCTU (raHrpeHa dypHbe)2.

HapyweHusi Memabonusma u numaHus

OueHb YacTo: runornukemmnsi (NpU COBMECTHOM NMPUMEHEHUN C NPOU3BOAHLIMU
CyNbOHUMOYEBUHBI UMW UHCYNTMHOM)',

YacTo: xaxaa?.

Pegko: pnabeTtnyeckuin ketoaumaos@.

OueHb peako: nakraumaos®, aeduuut sutamuHa B123. 4,

HapyweHusi co cmopoHbI HepeHOU cucmembl
YacTo: HapyLueHue BKyCOBbIX OLLyLLEHWIAS.

HapyweHusi co cmopoHbl cocydoe
HeuacTo: runosonemus’ 2,

Keny0o4Ho-KuweyHble HapyuweHust
OuyeHb 4acTo: CUMNTOMBI CO CTOPOHbI XenyA04HO-KULLIEYHOro TpakTas: S,

HapyweHusi co cmopoHbl neYyeHu U xenyeebieodsauwux nymed
OueHb penko: OTKNOHEHUs NokasaTenei (pyHKUUK neverHuns, renaTuTs.

HapyweHus co cmopoHbi KOXu U MOGKOXHbIX mKaHell
Yacro: 3ya (reHepanusoBaHHbiit) 2 3, chinb.

HeuacTo: kpanusHuua.

OueHb pegko: aputemad.

UacToTa HensBecTHa: aHIMOHEBPOTUYECKUIA OTEK.

Hapywenus co cmopoHbl noyek u Mo4eabigodsaujux nymed
YacTo: yyaiieHHoe modenucnyckarme 2,
HeuacTo: ausypus?.

JlabopamopHsbie u uHcmpyMeHmarbHbie 0aHHble

YacTo: noBbllLEHME coaepKaHUa NUNUA0B B CbIBOPOTKE KpoBu? .

HeuacTo: noBbiLLEHHbIN YPOBEHb KpeaTUHMHA B KPOBW/YMEHbLUEHHAs CKOPOCTb
kny6oukoBoi unbTpauumn', ysenuyuenne rematokpura &,

1Cm. nogpasgenbl HXKe anAa nonyvyeHus DONOMHUTENbHON MHPOPMaLIUA.
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2 HexxenaTenbHble peakuuy nNpyu MoHOTepanuu amnarnugIo3MHOM.

3 HexxenaTenbHble peakuum Npyu MOHOTEpanuu MeTq)opMMHOM

4 MpoaonxuTenbHoe nevyesne MeTopMUHOM accoLMUPOBanoch Co CHUXEHVEM
BcacbiBaHUA BUTaMuHa B12, 4To B peakux criyqasx MoXeT NpUBECTU K KITMHUYECKU
3HauMMomy aeduumuTy BuTammHa B12 (Hanpumep, meranobnactHas aHemus).

5 CMMNTOMBI CO CTOPOHbI XENYAOYHO-KULLIEYHOrO TpaKTa, Takue Kak TOLHOTa, pBOTA,
Avapes, 60nb B XXMBOTE U NOTEpA anneTuTa, Yalle BO3HUKAIOT B Ha4Yane tepanuu um B
BonbLUMHCTBE CnyYyaeB NPOXOAAT CAMOCTOATENLHO.

aCm. pasgen «Mepbl NpeaoCTOPOXKHOCTUN.

6 CpenHuiA NPOLIEHT YBENUYEHNUS OT UCXOAHOIO YPOBHA AnA amnarnudnosvHa 10 Mr u
25 Mr no cpaBHeHuto ¢ nnauebo, coctaBun, COOTBETCTBEHHO, ANA obLero
xonectepuHa 5% u 5,2% no cpasHenuto ¢ 3,7%; ans xonectepuHa JIMNBIM - 4,6% u
2,7% no cpaBHeHuto ¢ -0,5%; ans xonectepuna JINMHIM - 9,1% w 8,7% no cpaBHeHuio C
7,8%; ons Tpurnuuepunaos — 5,4% n 10,8% no cpasHeHnuto ¢ 12,1%.

8 CpegHee OTKNOHEHUe OT UCXOAHOro YPOBHS remaTokputa coctasuno 3,6% v 4,0%
Aansi amnarnudgnosmHa 10 Mr n 25 Mr, COOTBETCTBEHHO, NO cpaBHeHUto ¢ 0% ans
nnaue6o. B nccnegosanun EMPA-REG Outcome 3HaueHus rematokputa
BO3BpaLlanuch K ucxoaHbiM vyepes 30 gHen nocne npekpaleHus neyYeHus.

OnucaHue omoersibHbIX HexenamernbHbIX peakuull

lunoanukemus

YacToTa runornvkemun 3asucena ot npumeHsielueiica (oOHOBOM Tepanuu B
COOTBETCTBYIOLUX UCCNeaoBaHUAX U Bbina aHanoruyHon ansa amnarnudnosnHa u
nnauye6o B kayecTse AONONHEHUA K METHOPMUHY, B Ka4eCcTBE AOMONTHEHUSA K
NUHarnMNTUHY M1 MeTcPopMUHY, B KOMOMHaUun amnarnucnosvHa ¢ MeET(OPMUHOM y
nauveHToB, He NPUHUMAaBLLMNX NIEKApPCTBEHHbIE CPeACTBA, MO CPABHEHWUIO C
nauveHTamu, nonyyasLLMMK 3MNArnnugno3nH U MeT(hOpMUH B Ka4eCTBE OTAENbHbLIX
KOMMNOHEHTOB, a Taloke B Ka4eCTBe AONOMHEHUN K CTaHQapTHONW Tepanuun. YactoTta
pasBuTUA runornukemmmn 6oina Boille B CnyyYae HasHauyeHus aMmnarnunosnHa B
KOoMBuHauun ¢ MeT(OPMUHOM U NPOU3BOAHBLIMU CYNbOHUITMOYEBUHDI
(amnarnudnosun 10 mr: 16,1%, amnarnudgnosuH 25 mr: 11,5%, nnauebo: 8,4%), a
TaKoKe NpyU NPMMEHEHUN B Ka4YeCTBE AONOSTHUTENBLHOW Tepanuu K METCOPMUHY U
uHcynuHy (amnarnudnosuH 10 mr: 31,3%, amnarnugnosun 25 mr: 36,2%, nnauebo:
34,7%).

Taxenas aunoanukemus (cryyau, mpebyrouwue akmueHol MeduyUHCKOU MoMouju)
YacToTa pa3sutus TsKenoin runornukemmumn 6oina Huskon (<1%) u cxogHon y
nauueHToB, NPUHUMAaBLUUX AMNarfaMdio3vH 1 nnaueto B Ka4YecTBe AONONMHUTENBHOM
Tepanuu K MeTopmMuHy, n Ans koM6uHauum amnarnugpnosmHa ¢ MeTOPMUHOM Y
NauneHToB, He NPUHMMAaBLLNX NeKapCTBEHHbIE CPeAcTBa, MO CPABHEHUIO C
nauueHTamu, nony4yasLLMMn aMnarnnugnosmH n MeTOpPMUH Kak OTaenbHbIe
KOMMNOHEHTLI, U B Ka4ecTBe AONOSIHEHUS K CTaHAapTHOW Tepanun. Tsaxenas
runornukemua Habnioganace y 0,5%, 0% n 0,5% nauneHToB, NPUHUMAaBLLKX
amnarnucnosud 10 Mr, amnarnudnosuH 25 Mr n nnaue6o cCooTBETCTBEHHO B KayecTse
AONONHUTENbBHOW Tepanuun K MeTOpPMUHY U UHCYTNUHY. O TSXKENOWN rMNOrNUKEMUN He
coobLanock HM y OAHOro NauneHTa, NPUHUMaBLLErO MeTOPMUH B KOMBUHaUWK C
NPOU3BOAHLIM CYNbMOHNUIMOYEBUHLI U B KA4YE€CTBE AONOSTHEHUSA K NTUHATNUNTUHY W
MeT(OPMUHY.

Unpekyuu moyeebigodsawux nymeu
YacToTa pa3Butus MHEKUNA MOYEBLIBOAALLMX NyTel Obina Bbille Y NaLueHTos,
npUHMMaBLLNX MeTOPMUH 1 aMmnarnudnosud 10 mr (8,8%), no cpaBHEHUIO C
nauneHTamm, NpUHUMaBLWMMK amnarnudnosuH 25 mr (6,6%) wnn nnauebo (7,8%). Tak
Xe, KaK U B cnyyae npumeHeHus nnauebo, nHdekumm modeBbiBOAAWMX NyTen Ha oHe
npuema aMnarnngnosnHa Yaie oTMe4anuchb y NnayMeHTOB C XPOHUYECKUMU U
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PELIMAUBMPYIOLLIMMU UHAPEKLIMSMU MOYEBLIBOAALLIMX NYTEA B aHamMHese.
WNHTEHCUBHOCTDL (Nerkas, yMepeHHas, Tshxkenas) MHEKLMA MoYeBbIBOASALLMX MyTen
6biria CXOAHOIA Y NALMEHTOB, NPUHMMABLUKMX amnarnndnosuH u nnauebo. UHbekumm
MOYEBbLIBOASALLMX MyTEN Yallle OTMEYAsUCh Y XEHLLIMH, TPUHNMABLUNX 3MNarnucnosuH
10 Mr no cpaBHeHuIo ¢ nnauebo, pasHULb! NpU NpUeme 3MNaringnosvHa 25 Mr He
Habnioganock. YacTtoTa passuTMs MHGEKLMUIA MOYEBLIBOAALLMX NyTel Bbina HU3KOW Y
MY>KYMH U COMOCTaBMMOIA B rpynnax neyeHus.

BazuHanbHblil KaHOUd03, 8ynbeosa2uHum, banaHum u 0pyaue 2eHumarbHble
UHgbekuuu

UYacToTa pasBUTUS TaKuX HEXenaTesbHbIX ABNEHUI, Kak BarMHanbHbIi KaHAUAO03,
BYNbBOBarMHUT, 6anaHnuT u ApYrmx reHuTansHbIX Hekuui, boina Boile B cnyyae
npUMeHeHus meTcopmuHa u amnarnucrnosuHa 10 mr (4,0%) nnu amnarnudnosuHa 25
mr (3,9%) no cpaBHeHuio ¢ nnauebo (1,3%). MeHuTanbHble UHekunn Yalle
OTMEYaNUCh Y XEHLLMH, MPMHUMABLUMX 3MNarnncio3nH, No cpaBHeHuo ¢ nnauebo. Y
MY)K4UH pasHuLia B 4acToTe BO3HUKHOBEHUA UHeKumm Gblnia meHee BbipaxeHa.
NHTEHCUBHOCTbL reHuTanbHbiX MHdEKUMA 6bina cnabon nnu yMepeHHou, o TAXenblX
reHuTanbHbiX MHeKUMax He coobLanocs.

YyauweHHoe MoyeucryckaHue

Kak u oxupanocs, B CBA3W C MEXaHU3MOM AENCTBUA YacToTa yYaLleHHOro
MOYEMUCNYCKaHUS (OL€HMBANUCL Takue CUMNTOMbI, KaK nonnakuypus, nonuypums,
HUKTYpUR) Gbina Boblle B Criyyae npumeHeHus MeTdopmMuHa u amnarnudgsosnHa 10 mr
(3,0%) unu amnarnudnosuHa 25 mr (2,9%), 4em B cny4ae npumeHeHuns nnauebo
(1,4%) B KOMGMHaUuUK ¢ METCIOPMUHOM. MHTEHCUBHOCTb Y4alLleHHOro MoOYeucnyckaHus
6bina cnaboit unu ymepeHHoW. YactoTa pa3sutusa HUKTypum Bbina conoctasuma B
rpynne nauneHToB, NPMHUMABLUMX 3MMarnndgnosunH, 1 B rpynne NauneHTos,
npuHuUmaBLmx nnauebo (MeHee 1%).

Munosonemus

YacTtoTa pa3sutus runososiemun (BKNovas npeasaputenbHO YCTaHOBIEHHbIE TEPMUHDI
CHMWXKEHME apTepuanbLHoro AgasneHns (ambynaTtopHo), CHUKEHNEe CUCTOSNTMYECKOro
apTepuanbHOro fasneHus, Aeruaparauus, rmMnoTeH3us, rmnoBonemus,
opTocTaTUyeckas rmnoTeH3ans, ooMopok) Gbina HU3KON y NauMeHToB, NPUHUMABLLNX
mMeTdopMuH 1 amnarnudnosuH 10 Mr (0,6%), unun amnarnucnosuH 25 mr (0,3%), nnu
nnaue6o (0,1%). ekt amnarnucnosnHa Ha BbiBEAEHNE IMIOKO3bl C MOYOW CBA3aH C
OCMOTUYECKUM ONYPE30M, YTO MOXET OKasbiBaTb BO3AEUCTBUE HA COCTOAHUE
ruapaTauumM nauueHToB B Bo3pacTe 75 net u crapwe. O runosonemuv coobianoch
TONbKO B OTHOLLEHUM OQHOIO NauWeHTa cTapLie 75 neT, NpMHUMaBLLEM
amnarnudnoanH 25 Mr 8 KoMbrHauum ¢ METOPMMUHOM.

MNosbiweHHbIll yposeHb KpeamuHUHa 8 Kposu/yMeHblEeHHasi ckopocmb Kityboykoeol

¢unbmpayuu

Obuee koNUYECTBO NALMEHTOB C NOBbILIEHHLIM YPOBHEM KpeaTUHUHA B KPOBU U

CHWKEHHOW CKOpPOCTbIO KNy6oukoBor hunsTpauum 66110 cxoaHbIM Npy npuemMe

amnarnudnosuHa u nnauyebo (NoBbIWEHHbIW YPOBEHb KpeaTUHUHA B KPOBU: NPy

npueme amnarnudgnosuta 10 mr — 0,5%, amnarnudgnosuna 25 mr — 0,1%, nnauebo —

0,4%; CHWKeHHasa CKOpoCTb KnyboukoBoi dunbTpauun: Nnpu npueme amnarnudnosvHa

10 mr — 0,1%, amnarnucdnosuHa 25 mr — 0%, nnauebo — 0,2%).

MepBoHaYanbHoe NoBbiLLEHNe KpeaTUHUHA U YMEHbLLEHWE CKOPOCTU KNybouKoBOW

unbTpaLMK y NAUMEHTOB, NonyyasLLmx 3MNarnudno3uH B ka4ecTse AONOSHeHUs K

Tepanuu MeTopMUHOM, 6bIN0, Kak NPasuno, NPexoaaLUM NpU NpoaoHKatoLemMes

neyeHnn unu obpaTUMbIM NpU NpexkpatleHuM npuemMa npenapara.

CooTteetcTBeHHO B uccneposaHum EMPA-REG OUTCOME y nauueHToB, nony4yasLumnx

aMnarnucnosuH, Habnoaanock NnepeoHavanbHoe cHkeHue yposHsi pCK® (cpepHee: 3
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Mn/mMuH./1,73 m2). Mocne atoro pCK® coxpaHanack Bo-BpeMst NPOAOIDKEHNS JIEYEHHUS.
CpepnHee 3Ha4veHne pCK® BosBpalyanoch K UICXOAHOMY YPOBHIO NOcne npekpaileHus

NeYeHus, YTo nNo3BonNseT NPeAnosioXKUTb, YTO OCTPbIE FreMOANHaMUYECKNE USMEHEHUS

MOIyT UrpaTtb onpeaeneHHyo ponb B 3TUX NU3AMEHEeHUAX PYHKLMM NOYEK.

MNepepnosupoBka

Cumnmombi

AMnaz2nugnosuH

B KOHTpONUpPyeMBbIX KIMHUYECKMX UCCNEeA0BaHUAX OQHOKpaTHbIEe A03bi
amnarnudnosuHa go 800 mr (B 32 pasa npesbllLaOLnEe MakCUMarbHyO
peKoMeHayeMylo CyTOYHYIO A03Y) Y 340pOBbiX 40OPOBONbLEB U MHOrOKpaTHbLIA NPUEM B
CyTku 003 amnarnudrosnHa ao 100 mr (B 4 pasa npeBbiLlaloLMX MakCUMarbHyo
pEKOMEeHAyeMyI0 CYTOUYHYIO A03Y) Y NaLMEHTOB C caxapHbiM AnabeToM 2 Tuna He
Bbi3blBaNU ABNEHNA TOKCUYHOCTU. OMNarnnno3nH Bbi3biBaeT NOBbILUEHUE 3KCKPELIUM
rNIOKO3bl C MOYOW, YTO NPUBOAUT K yBENU4eHuto obbema moun. Habniogaemoe
yBenuyeHne obbeMa Mo4Ym He 3aBUCUT OT 03bl U He ABNAETCH KIMHUYECKU 3HAYUMBIM.
OnbIT NnpUMEHeHUA Npenapata y nioaen B Ao3ax Bbie 800 Mr oTcyTCTBYeT.

MemdopmuH

Mpun npueme meTcbopmuHa B gosax Ao 85 r runornukemus He Habnoganacs, XoTA
oTMevanuch cnyyau nakrauuaosa. K nakraumgosy MOryT npuBecTu 3HauMTenbHas
nepeno3vpoBka MeTcopMmHa Unu conyTcTeyowue akTopbl pucka. Jlakraunaos
SIBNSAETCA HEOTIIOXXHbIM COCTOSTHUEM, NEYeHUe B TakMX Criydasx JOSMKHO NPOBOAUTLCS B
cTrayuoHape.

JleqyeHue

B cnyyae nepefo3vpoBku HasHayaeMoe nevyeHne 3aBUCUT OT KIMHUYECKOrO COCTOSIHUS
nauueHTta. Hanbonee acpcpekTMBHBIM METOLOM BbIBEAEHUS NakTaTa U METEOPMUHA
fiBNseTcsa remoamanui. BoamoxHOCTb BbiBeAeHUA aMnarnudnosnHa npu remoaunanuae
He usyvyanacs.

Mepbl NpeOCTOPOXHOCTH
Huabemuyeckuli kemoayuodo3s
3aperncTpupoBaHbl pekue criydam amabeTuuecKkoro ketoaumaosa, 8B TOM Y1cne
XXU3HEYTPOoXaloLLero U ¢ netanbHbIM UCXOA0M, NPU NPUMEHEHWUU NALUEeHTaMK
uHrnbutopos SGLT2, B Tom uncne amnarnudnosnHa. B psge cnyyaes, knMHuyeckas
KapTuHa CoCTosHUA 6bina aTUNUYHOM, C yMEPEHHO NOBBILEHHBIMU 3HAYEHUAMU
coAepXKaHuA rMoKo3bl B KpOBU — HUXe 14 mmonb/n (250 mr/an). O B3aMMOCBS3u Mexay
yacToToun guabeTuyeckoro keroauuaosa u Gonee BbICOKMMU fo3aMu aMnarnudnosnHa
He U3BECTHO.
Puck paseutua anabeTnyeckoro keToaumgosa HEO6X0AUMO yUnTLIBaTL B Criyvae
NOSABNEHNA Hecneunu4ecknx CUMNTOMOB, TakuUX KaK TOLUHOTA, pBOTa, OTCYTCTBUE
anneTuTa, 6onu B XuUBOTE, Ype3MepHas Xaxaa, 3aTpyaHEHWUEe AblXaHusi, CyTaHHOCTb
CO3HaHUA, HeobblYHasA YCTanocTb WU COHNUBOCTL. MNPy BOZHMKHOBEHUU AaHHbIX
CMMNTOMOB NaUMEHTbI AOMKHbI BbITb OLEHEHbI HA NpeAMET HanNuuua Ketoauuaosa
HeMeAJIeHHO, HE3aBUCUMO OT YPOBHS [MIOKO3bI B KPOBW.
Y NauUWeHTOB, Y KOTOPbIX NOJO3PEBAETCA UNW ANArHOCTUPOBaH AnabeTuyeckuin
keToauugos, nevyeHne amnarnuno3nHOM cnegyeT HeMeasieHHO NpeKpaTUTb.
JleweHue nomxHo 6bITb NPUOCTAHOBNEHO Y NALUMEHTOB, FOCMUTANU3UPOBAHHbBIX AT1S
NPOBEAEHMNA KPYMHbIX XUPYPrui4eckmx npoueayp Wnm B CBA3M C OCTPbIMU CEPbE3HBIMM
MeauLUMHCKMMK 3abonesBaHusmMu. B ob6onx cnyyasx neyeHme amnarnndrnosnHoM MOXeT
ObITb BO306HOBNEHO Nnocne crabunusaunmn CoCTOAHUA NaUUeHTa.
o Hayana ne4yeHnsa amnarnudno3nHOM Heo6XoaMMO paccMOTPETb (haKTopbl B
aHamHese 6ones3Hu NnauneHTa, KOTopble MOryT NPeapacnosioXUTb K pasBUTUIO
KeToaumaosa.
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K nauneHTtam, no,qsepmeHHgM%c‘S'née BbIC{;KQMé r'fwcxy AunabeTnyeckoro keToauugosa,
OTHOCSITCA NALMUEHTBI C HU3KUM 3anacom yHKUMK 6eTta-kneTok (HanpuMep, NauneHTb
C caxapHbIM AnabeToM 2-ro Tuna ¢ HU3kUM yposHeM C-nentuga unu NaTeHTHLIM
ayTOMMMYHHbIM caxapHbiM AuabeToM y B3pOC/bIX UMK NALUUEHTLI C NaHKpeaTUTOM B
aHaMHe3e), NaLUNEeHTbl C COCTOSHUSAAMM, KOTOpbIE NPUBOAAT K OrpaHuyeHnto npuemMa
MWLM UMK TSXKENOMY 006€3BOXXUBAHUIO, NALMEHTDI, Y KOTOPLIX NPOBOAUTCA CHUXEHNE
A03bl UHCYNUHA, U NaUMEHTbI C NOBbILLEHHON NOTPEOHOCTLIO B UHCYNMHE U3-3a OCTPOro
3a6oneBaHus, XUpPYPruyeckoro BMeLaTenscTea unu 3noynotpebnenus ankoronem. Y

AaHHbIX nauneHToB uHrMbutopbl SGLT2 cneayeT NpUMEHATb C OCTOPOXXHOCTLIO.

MoBTOopHOE Ha3HavyeHune nHrnbutopa SGLT2 y nauueHToB C NpeaLecTsyoWUM
anabeTUYeckuM KeToauunao3oM Ha hoHe neveHus nHrnbutopom SGLT2 He
peEKOMEHAYeTCs, 3a UCKINIOHEHUEM CryyaeBs, Koraa TOMHO YCTaHOBMNEH U yCTpaHeH

ApYyroi npoBoumMpylowuii akTop.

BesonacHocTb U 3hheKTMBHOCTbL aMnarnudno3nHa y nauueHToB ¢ caxapHbiM
anabetom 1 TUNA He yCTaHOBNEHDbI, MO3TOMY He crieayeT HasHayaTb ANS nevyeHus
NaLUUeHToB ¢ caxapHbiM guabeTtom 1 Tuna. OrpaHuYeHHbIe faHHble KITMHUYECKNX
nuccnenoBaHuil CBMAETENbLCTBYIOT O TOM, YTO AnabeTuyeckui keToaumaos 4acTo
pa3sBuBaeTcA Npu neveHun nHrméutopamm SGLT2 naumeHToB ¢ caxapHbiM Avabetom 1
TMna.

Jlakmayudos

JlakTaumpos — o4eHb peakoe, Ho cepbesHoe meTabonuyeckoe OCnoXHeHue, vatle
BCEro BO3HUKaloLlee Npyu OCTPOM yxyALleHUU PYHKLUN NOYEK UIK
KapauopecnupaTopHbiX 3abonesanusix, unu cencuce. Kymynauua metgopmuHa
NPOUCXOAUT NPU OCTPOM yXyALLEeHUUN (PYHKLMM NOYEK U YBENUYNBAET PUCK
nakrauyugosa.

B cnyuyae 06e3BoXxuBaHuA (TSHKENONA Auapen Unu peoTbl, NMUXOPaAKN UNU CHUXKEHUSA
noTpebnexHus XuakocTu) npuem meTopMmnHa cnegyet BpeMeHHO NpekpaTuTb, U
pEKOMEeHAYEeTCA CBA3ATbCA C nevalMM Bpa4oMm.

MauneHTam, nonyvawmm MeThOpMUH, CnegyeT ¢ OCTOPOXHOCTLIO Ha3Ha4YaTb
neKapCTBEHHbIE CPEACTBA, KOTOPbIE MOTYT PE3KO YXYALIMTb NoYeUHYo dYHKLUIO (Takue
Kak aHTUrMnepTEH3NBHblE cpeacTBa, auypetuku u HMNBC). Opyrumu cdakTopamu pucka
naktaunaosa ABnfATCA YpesMepHoe ynoTpebneHue ankorons, ne4yeHo4Has
HEeL0CTaTOMHOCTb, HEAAEKBATHO KOHTPONMpyeMbIA AnabeT, KeTos, ANUTENbLHBIA ronog,
1 nmobble COCTOAHUA, CBA3aHHbIE C TMNOKCUEN, a Taloke CONyTCTBYloLee NpUMEHEHUe
neKkapCTBEHHbIX CPEACTB, KOTOpble MOIYT Bbi3BaTb NlakTauunoas.

MaymeHTOB U/MNU NUL, OCYLLECTBNAIOLNX YXOA, cnegyeT uHopMUpoBsaThb O puUcke
nakTayvaosa. Jlaktaumaos xapakrepusyeTcs aumaoTudeckon oabiLukoin, 6onsmu B
XUBOTE, MbILLEYHbLIMU CYAOpPOramMn, acTEHUEN U TMNOTEPMUEN, CONPOBOXAAEMON
KOMOiA. B cnyyae Hanuuma nogo3puTenbHbIX CUMNTOMOB, NALMEHT AOMKEH NpekpaTUTb
npuemM meTopMuHa U HemeasnieHHo obpaTuTbesa K Bpayvy. [lnarHocTuyeckme
nabopaTopHble nokasaTtenu — 310 CHxeHue pH kposu (<7,35), nosbiLLEeHWE YPOBHA
nakrata B nnasme (>5 mmonb/n) n ysenuyeHme COOTHOLLEHUSI aHWOHHOTO MHTEepBana u
naktata/nupysara.

lpumeHeHue JoduposaHHbIX KOHMPAacMHbIX eewecms

BHyTpucocyaucTtoe sBegeHne noanpoBaHHbIX KOHTPACTHbIX BELECTB Npu
pagvonoruyeckoM uccrnesoBaHnyM MoXeT NPUBOAUTL K NOYEYHOW HEAOCTaTOUMHOCT!,
YTO MOXET Bbl3BaTb HaKoNneHne MeTopMuHa, U NOBLICUTL PUCK PA3BUTUSA
nakrtauuaosa. B cBa3su ¢ 3TUM NpUMEHEHWe nekapCcTBEHHOro npenapara A0/HKHO
npekpaLLaTbCa 3apaHee Unu BO BpeMs NpoBeAeHUs NOA06HbIX UccrefoBaHni 1
BO306HOBNATLCA Yepes 48 YacoB NOCNe OKOHYaHUA uccneaosaHnin U ToNbko nocne
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nony4yeHuAa pe3ynbtaTtoB ﬂOBTOpHOVI OLIEHKWN ('bYHKU,VlVI nouexk, CBM[.leTe.I'IbCTBYIOU.(MX 06
OTCyTCTBUM OTKITOHEHUA OT HOPMBI.

QyHKYUs rnoYek

YuyuTbiBas MexaHu3Mm AeicTsus, runornukeMmnyeckasn apeKTMBHOCTb
aMnarnudnoanHa saBucuT oT yHkuuu noyek. CK® cneayet oueHusaThb A0 HaYana
neyeHuns u perynsapHo Ha ¢oHe nevenua. CUHPKAPON npoTtvsonokasaH nauueHTam ¢
CK® <30 Mn/MUH. ¥ AomkeH BblTb BPEMEHHO NpeKpaLLeH NpU Hanu4uv ycnosui,
KOTOpblE U3MEHSAIOT NOYEYHYIO (hyHKLMIO.

CepdeyHas pyHKyus

Y nauneHToB ¢ cepAevHOW HeQOCTAaTOYHOCTBIO NOBbLILEH PUCK MTMMNOKCUU U MOYEYHON
HepgocTaTouHocTn. CUHIDKAPIN MoxeT npuHuMaTbhes Npyu cTabunbHOW XpOHUYECKON
cepAeYHOW HeaOCTaTOMHOCTU NPU YCNOBUMK PErYSIPHOrO MOHUTOPUHIa pyHKUUK
cepaua v noyex.

Mpw ocTpon n HecTabunbHON cepaAeYHON HEAOCTAaTOYHOCTU NPUMEHEHNE
CUHIDKAPOW npoTtuBonokasaHo B CBA3U C coaepXaHueM MeTdopMuHa.

HapyweHrus ¢pyHKyuu neyeHu

B KNMHWYeCKUX uccneaoBaHmsx ¢ aMNarnmdrio3uHOM 3aperucTpupoBaHbl Criyvau
HapylweHUa yHKLMKN neveHu. MpUUnMHHO-cNeACTBEHHAs CBA3b MexXay
amMnarnnnosnHOM u HapyLeHneM pyHKLMU NeYEHN He yCTaHOBIEeHaA.

Xupypau4eckoe emeuiamesibcmeo

MockonbKy AaHHbIA NEKapCTBEHHbIA NpenapaTt coaepXuT MeTopMUH, npuem
nekapCTBEHHOro npenapara cnegyeT npekpawaTh 3a 48 yacos 40 NNaHOBOroO
XVPYPrM4eckoro BMeLLaTenbCTBa, OCYLLUECTBNAIOWErocs ¢ MCNosib3oBaHWEM OOLLER,
CNUHanNbLHOW MUY anuaypanbHOi aHecTesnu. Tepanuio MOXHO NPOAOIKUTL HE paHee
yeM Yyepes 48 4yacoB Nocre XMpypruyeckoro BMeLllaTensCcTBa U TONbLKO NpU YCNoBUK
NONy4YEHUsi pe3ynbTaToB NOBTOPHOW OLIEHKK (PYHKLMK NoYeK, cBuaeTenscTeylowmx ob
OTCYTCTBUM OTKIIOHEHWUNA OT HOPMbI.

Puck paseumus 2unosonemuu

OcHoBbIBasACb Ha MexaHu3me aencTeusa uHrnburopos SGLT2, ocmoTuyeckui auypes,
conpoBoXaarLUuin TepanesTuieckuin 3deKT rnoKo3ypun, MOXeT NPUBECTU K
YMepeHHOMY CHUXEHUIO apTepuanbHoro gaeneHus. [oatomy cnegyet NpUMEHATL
npenapar ¢ OCTOPOXXHOCTbIO Y NaLUEHTOB, Y KOTOPbIX CHUXXEHUE apTepuanbHOro
AaBneHus Ha poHe npuema smnarnugnosvHa MoXeT NpeacTaBNATb ONaCHOCTb,
HanpuMmep, y nauneHToB C CEpAEYHO-COCYAUCTLIMU 3abonesaHnAMN, NALMEHTOB,
NPVHUMAIOLLMX FTMNOTEH3UBHbIE NpenaparTbl CO Cry4asMu apTepuanbHOW TMNOTEH3UN B
aHaMHe3se, a Takke y nauuMeHToB B Bo3pacTe 75 neT u crapLue.

B cnyyae ecnu y naumeHTa pa3BuBalOTCA COCTOAHUA, KOTOPbIE MOTYT NPUBECTU K
notepe >XuUAaKocTu (Hanpumep, npu 3abonesaHnUsx XenyaoyHO-KULLEYHOro TpakTa),
cnegyert TuwjaTenbHO MOHUMTOPUPOBAaTL CTENeHb 06e3BOXUBaHUSA (Hanpumep,
dur3nkanbHbIi OCMOTP, U3MEPEHME apTepUanbHOro AaBneHusi, nabopaTopHblie
aHanusbl, BKNOYas YpoBEHb reMaToKpuTa) U 3NEKTPONUThI Y NauneHTa,
npuHumatowero CUH/DKAPOWN. MoxeT notpeboBaTtbes BpemMeHHOe, BNOoTb A0
BOCCTaHOBMEHUA BOAHOro 6anaHca, NnpekpaileHve npueMa npenapara.

NHgpekyuu moyeesbigodswjux nymeu
B nnauebo-koHTponMpyembix 4BOMHbBIX CNENbIX CCneaoBaHUAaX NPOACIKUTENbHOCTLIO
18-24 Hepenu YacToTa pa3BUTUS TAKOFO HEXEeNaTenbHOro ABNEHUSA, Kak MHPEeKUUu
MOYEBbLIBOAALLMX NyTel, Bbina Bbille Y NauueHToB, NPMHUMAaBLLUNX 3MnarnugnoauH 10
Mr Ha poHe Tepanuu MET(OPMUHOM, U COMNOCTaBUMa Y NaLmMeHToB, NPUHUMABLUKX
amnarnudnosuH 25 Mr Ha doHe Tepanun meTopMuHom, u nnauebo. Y nauneHTos,
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MPUHUMABLUMX 3MNArNUIo3nH, Gbinn 3apermcTpupoBaHtl NOCTPEruCTpaUnoHHbIE
Cy4an OCNOXHEHHbIX MHGEKLIMM MOYEBLIBOASALLMX NyTEW, B TOM uucne cnyvau
nuenoHedpuTa u ypocencuca. B cnydyae passutna OCNOXHEHHbLIX WHbekymn
MOYEBbLIBOAALLMX NyTEW HEO6X0AVMO BpeMEHHOE NpeKpaLleHne Tepanuu.

Hekpomusupytowull ¢hacyuum npoMexHocmu (2aHzpeHa ®ypHbe)

Y nauueHTOB XXeHCKOr0 U MY>XCKOro nona, NpyHUMaioLLmx nHrMbuTopbl SGLTZ,
co06LLanoch 0 NOCTPErMCTPALIMOHHBIX CITy4asix HeKpoTUaupytoLlero gacummura
NPOMEXHOCTH (TaKke N3BECTHOTO Kak raHrpeHa ®ypHbe). ITO peAKoe, HO Cepbe3HOE U
NOTEHUMANbHO XU3HeYyrpoxalolee sBneHue, kotopoe TpedyeT cpoyHoro
XVPYPruyecKkoro BMelLaTenscTea n aHTubakrepuanbHoi Tepanuu.

MauuveHTaM AOMKHO GbiTb PeKOMEHA0BaHO 0BPaTUTLCA K Bpady, €Cnu OHW HabnioaatoT
coyeTaHue cMMnToMoB: 6onb, 6onesHeHHas YyBCTBUTENbHOCTb, MOKPacHEHWe Unu
NPUNYXNIOCTY B 06GNAcTV MOMOBLIX OPFraHOB MK NPOMEXHOCTH Ha (pOHE NUXopaaku unu
HepoMmoraHusi. HeobxoauMMo 3HaTb, YTO HEKPOTU3UPYIOLLEeMY hacLunTy MoryT
NpeALIecTBOBaTb yporeHuTanbHas uHgekumus unu abeuecc npomexHocTu. Mpu
NoAo3peHun Ha raHrpeHy dypHoe npumereHne CUHIDKAPIN cnepyeT npekpatuthb 1
HeMeAneHHo HayaTb nevyeHune (BKnovasa aHTubakrepuanbHyo Tepanuio 1
XUPYpruyeckoe neyeHue).

AMymauuu HUXHUX KOHe4Hocmel

B npogonxalowmxcsa [ONroCpoYHbIX KIIMHUYECKUX UCCNEROBAHUAX C APYTUM
uHrmbutopom SGLT2 Habnioganock yBenuyeHne cnyvaes amnyTaumm HWKHUX
KOHeuHocTel (rnaBHbIM 06pa3om nanbues cton). HensBecTHO, ABNAETCA N 3TO
achheKTOM, XapaKTepHLIM AN BCEro Knacca nekapcTeeHHbIX npenapatos. Kak u Bcem
naLMeHTaM C caxapHbIM AnabeTom, BaXXHO HaNnoMWHaTL nauueHTam o HeobxoanumocTy
perynsipHoro npodunakru4eckoro yxoaa 3a Horamu.

lMoebilweHue eceMamokpuma
an nevyeHun aMnarnupnosnHom Habnganocb NOBbILEHNE 3HaYEHUA reMaToKpuTa.

lMoxunbie nayueHmbl

AdbbexT amMnarnnnosnHa Ha IKCKPELIMIO MMIOKO3bl C MOYOMN CBA3aH C OCMOTUYECKUM
AUYPE3OM, YTO MOXET NOBMUATL Ha COCTOAHUE ruapaTtauumn. Y nauueHTos B BO3pacTe
75 neT v cTaplue CyLIecTByeT NOoBbiLLEHHbIA PUCK runoBonemui. NMoatomy ocoboe
BHUMaHue criegyeT yaAenuTb NpyuHumaeMomMy o6bemMy XUAKOCTU B Cllydae COBMECTHOro
HasHaYeHus C NeKapCTBEHHbIMKM NpenapaTtaMmu, KOTopble MOTryT NPUBECTU K
yMEHbLLEHWIO 06beMa XUAKOCTH (Hanpumep, AMYPETUKN, MHTMBUTOpLI AMP). OnbIT
NPUMEHEHUA aMnarnugnosnHa y nauyMeHToB B Bo3pacTte 85 neT v craplue orpaHuyeH.
MepBuyHOE HasHaveHwe npenaparta AaHHOW rpynne naLueHToB He PeKOMEHAYeTCA.

CepdeyHass Hedocmamo4YHOCMb

OnbIT NPUMEHEHUs Y NALMEHTOB C CepAeYHoN HepocTaTouHocTbio |-l knacca no
knaccudpukauuu Helo-UNopkckoi Kapanonornueckon Accoumauum (NYHA) orpaHuyen;
OnNbIT NPUMEHeHUs aMnarnudno3nHa B KNMHUYECKUX nccnegosaHunsx y nauueHtos c lli-
IV knaccom no knaccudgpukaummn NYHA otcytcreyeT. B uccneposannn EMPA-REG
OUTCOME Ha ucxoaHOM YpOBHe O cepaeyHoi HegocTaTtodHocTi coobanock y 10,1%
naumeHToB. CHUXEHNE YPOBHA CMEPTHOCTU OT CEPAEUYHO-COCYANCTBIX 3abonesaHuid y
3TUX NauueHToB BbINo conocTaBuMO ¢ ob6LUeit nonynsaumen NaLMeHToB.

JTabopamopHbili aHanu3 Mo4u
B cBS3u ¢ MexaHu3Mom aeiicTeus CUHIDKAPOW y naumeHToB, NPUHMMAIOLLNUX AaHHbIA
npenapart, 6yaeT HabnoaaTbCA NONOXUTENbHbIA pe3ynbTaT TECTA Ha TIOKO3Y B MOYE.

BepemeHHOCMb U KOpMIIeHUE 2pyObio
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BepemernHocmb .
[laHHbIX O NPUMEHEeHNN NeKapCTBEHHOTO Npenaparta unu 3MNarnugnosuHa y
BGepeMeHHbIX XEHLWMWH HeT. ccnenoBaHus Ha XXUBOTHLIX NOKa3anu, 4YTo
aMnarnuno3uH NPoOHUKAET Yepes NMaueHTy Ha No3gHUX cpokax 6epemMeHHoCTH B
OYEeHb HE3HAYUTENBHOM KONMUYECTBE, HEe OKasbiBasi NPAMOro UNuM onocpeaoBaHHOro
HEeraTMBHOIO BNUSIHUSA Ha paHHee pa3BuTne ambpuoHa. TeM He MeHee, uccnefoBaHus
Ha >XMBOTHbIX NOKasanu HebnaronpuaTHOE BO3AENCTBME Ha NOCTHATanbLHOE pasBuTue.
OrpaHunyeHHble AaHHble CBUAETENbCTBYIOT O TOM, YTO NPUMEHEHNE MeT(opMUHa y
BepeMeHHbIX XEHLUNH He Bbi3biBao NOBLILLEHUS pUCKa BPOXAEHHbLIX NOPOKOB
pa3BuTus. MiccnenosaHus Ha XXMBOTHbLIX KOMBUHaUUKN amnarnudnosvHa u MetdopmmnHa
Unn Tonbko MeTopMnHa NPOAEMOHCTPUPOBANMN PENPOAYKTUBHYIO TOKCUYHOCTb TONbKO
NPy NPUMEHEHUMN BbICOKUX 403 MET(OpMUHA.
Bo Bpems nnaHupoBaHusi nauneHTkon 6epeMeHHOCTU U BO BpeMs 6EpeMeHHOCTU He
peKkoMeHAyeTCsA NPUMEHATb AaHHbIN NeKapCTBEHHbIN npenapar AnAa nevyeHus
caxapHoro aAvabeTa; cnegyeT UCNoNb3oBaTb MHCYIIUH, KOTOPbLIA NO3BONSAET
noaaepXuBaTbh KOHUEHTPaLMIO rMIOKO3bl B KPOBU Ha 6N1M3KOM K HOpME YPOBHE U
CHU3UTb PUCK BPOXAEHHbLIX NOPOKOB pa3BUTUS NS10AA, CBA3AHHbLIX C NOBbLILLEHHbLIM
coAepKaHUeM rnioKo3bl B KPOBW.

lMepuod epydHO20 8ckapMnueaHus

MeTdhopMuH aKCKpeTUPYETCS C rpyAHbLIM MOIOKOM Y YenoBeKa, OAHAKO Kakoro-nuéo
BO3[ENCTBUSI HA HOBOPOXAEHHLIX/TPYAHbIX AeTel He Habntoganock. KnuHuyeckue
AaHHble, cBUAeTeNnbLCTBYIoWME 06 3kcKkpeuuy amnarnndnosnHa ¢ rpyaHbIM MOJTOKOM,
OTCYTCTBYIOT. [laHHbIe, NONYyYEHHbIE B AOKNMUHUYECKUX UCCNEeoBaHUAX Ha XUBOTHbIX,
CBMAETENLCTBYIOT O NPOHUKHOBEHUU aMnNarnudnosnHa u MeThopMuHa B rpyaHoe
MOJIOKO. He uckniovaeTcs puck BO3AeWCTBUA Ha HOBOPOXXAEHHbBIX U MNaAeHLEB.
[laHHbIV NiekapCcTBEHHEBIN Npenapat He creayeT NPUMEHSTL B Nepuog rpyaHoro
BCKapMNUBaHuA.

®epmunbHocmb

WUccnepoBakus BNUsAHWUA nekapCcTBEHHOrO NpenapatTa unu amnarnudgnosuHa Ha
(hepTUNBLHOCTL YenoBeka He NPOBOAUNUCL. B nccrneaoBaHUsX HAa XUBOTHBIX NPSMOTO
Wnu onocpefoBaHHOro HebnaronpuATHOro BO3AeWCTBUA aMnarnncnosnHa u
meTgopMmMHa Ha PepTUNBLHOCTL He OBHapYXXEHO.

BnusHue Ha cnocob6Hocmb ynpaensmb mpaHcnopmHbiMU cpedcmeamMu u
pabomams ¢ MexaHuU3Mamu

CUHDKAP[IN okasbiBaeT HecyLeCTBEHHOE BIIUSHWE Ha CMOCOBHOCTL YNpaBnsiTh
TPaHCMOPTHLIMK CpeacTBaMu U paboTaTb ¢ MexaHuaMamu. MNauneHTam pekomeHayeTcs
NPUHUMaTL Mepbl NPEAOCTOPOXHOCTH, YTOGbl N3GEXaTb rMMOrAMKEMUN BO BPEMS
ynpaeneHusi TpaHCNOPTHLIM CpeacTBOM U paboTbl ¢ MexaHU3MaMu, 0COBEHHO npu
coBmecTHoM npumeHeHun CUHIPKAPOU ¢ npenapatamu cynb®OHUNIMOYEBUHBI M/UMK
WHCYNIUHOM.

B3aumopencTeue ¢ ApyruMu NeKapcTBeHHbLIMU CpeACTBaMM

OpHoBpeMeHHOe NpUMeHeHWe MHOTOKPaTHbIX £03 aMNarnndnosnHa u MeTopMuHa
CYLLIECTBEHHO HE U3MEeHSAEeT hapMaKOKMHETUKY aMnarnudnosuHa unu MeTopmMuHa y
3n0poBbiX Ao6poBonbLEs.

Wccneposanmnsa nekapcTeBeHHbix B3aumogevictenin CUHIDKAPW He nposoaunuce.
MNpepacTaBneHHas HUXe MHOpMaLUa oTpaXkaeT UMeloLMecs AaHHble Ans
AENCTBYIOLLMX BELLECTB NpU NpUEME No OTAENbHOCTH.

AMnaznugno3uH
®apmakoduHamudeckue g3aumodelicmeus
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B cBsian ¢ Tem, uto CUHDKAPWN coaepXuT aMnarnndaQ3anH, AUypeTuyeckuii acppexT
TVA3UaHbIX U KNETNEBbIX» ANYPETUKOB MOXET YCUNUBATLCS, YTO, B CBOIO OYepenb,
MO>ET NOBbICUTb PUCK PasBUTUS AeruapaTauny U apTepuanbHOU rMnoTeH3um.

MHcynuH u npenapamsl, ycunusanoujue e20 cekpeyuro

WMHCYNnuUH 1 npenaparbl, yCUNWBatoLLIMe ero CeKpeLmto, Takme kak Nnpon3soaHbIe
CYNbOHUNMOUEBMHBI, MOTYT MOBLILIATL PUCK runornukemun. foatomy npu
OAHOBPEMEHHOM MPUMEHEHUU AMNArnNUNO3nHa C MHCYNMHOM W Npenapatam,
YCUINMBAIOLLIMMM €ro CEKpeLuio, MoXeT noTpeboBaTbCsl yMeHbLUeHMe UX A03bl ANA
CHWKEHUA pucka pa3BuTUs TUMOFMUKEMUN.

®apMakoKkuHemuveckue esaumooeiicmeus

BniusiHue dpyaux nekapcmeeHHbIX cpedcme Ha aMnaanugno3uH

WccnepnoBsanus in vitro nokasanu, YTo OCHOBHbIM nyTeM metabonuama
amnarnudnosnHa B opraHusmMe Yenoseka SBNAETCA MIOKypoHUaaUua ¢ y4acTuem
ypuanH-5"-audocdo-rniokypoHosuntpaHcpepas UGT1A3, UGT1A8, UGT1A9n
UGT2B7. OmnarnugnosuH aensetca cybctpatom AnAa opraHnYeckux aHMOHHbIX
nepeHocuukos OAT3, OATP1B1 u OATP1B3, Ho He siBnsieTca cybecTpaTom Ans
OpraHMYecKknMx aHUoHHbIX nepeHocumkos 1 (OAT1) M opraHUYECKUX KATUOHHBIX
nepeHocuukos 2 (OCT2). IMnarnndnosuH ABnseTca cybcTpaToM Ana rukonpoTenHa
P (P-gp) 1 6enka, onpeAensiowero pe3sucTeHTHOCTb paKa MOSIOYHOM Xenesb!.

CoBMeCcTHOe NpUMEHeHVe aMnarnudosnHa ¢ npobeHeunaom, MHIMEGMTOPOM
depmentoB UGT n OAT3, NnpuBENO K YBENMUYEHNIO MAKCUMarbHOW KOHLIEHTpaLUK
amnarnudnosuHa B nnasme Kposu (Cmax) Ha 26% W yBENUYEHUIO NNOLWAaAN NoA KPUBOW
koHueHTpauus-epems (AUC) Ha 53%. ST nsmeHeHUst He ABNAIOTCA KNUHUYECKU
3HAYUMbIMWN.

BrivsiHue uHaykumm UGT Ha amnarnndnosuH He usydanocb. CoBMecTHOe NpuMeHeHune
C NeKapCcTBEHHLIMU Npenapatamu, ABNAILWMMACA uHaykTopamu depmenTos UGT,
pekomeHayeTcsa usberatb Us-3a NOTEHUMANbHOrO pUcka CHWKEHNS 3 PEKTUBHOCTM.

WccnenosaHne B3aumopeincTeus ¢ reMpunbposnnom, UHMOGUTOPOM NepeHOCYMKOB
OAT3 n OATP1B1/1B3 in vitro, BbisiBuno ysenuyieHne Cmax amMnarnudnosvHa Ha 15% v
AUC Ha 59% nocne coBMeCTHOro BBEAEHUA. TN N3MEHEHUA He ABNAIOTCA KIUHUYECKN
3HaYUMbIMU.

UHrnbuposaHne OATP1B1/1B3 nepeHOCUYUKOB NyTEM COBMECTHOIO NPUMEHEHUA C
prucamMnULUMHOM NpUBENO K yBenuyeHuio Cmax amnarnudnosnHa Ha 75% v yBenuyexuio
AUC Ha 35%. 3Tn nsMeHeHUs He ABNAITCA KNUHUYECKN 3HaYUMbIMMU.

Akcnosnums amnarnudnosnHa Goina cxogHOM NpYU COBMECTHOM NPUMEHEHUM C
BEpanamunoM, uHrnutopom P-gp, u 6e3 Hero, 4To JoKasbiBaeT OTCYTCTBUE
KIMUHUYECKU 3HAYUMOTO BNUAHUS UHIMBUpoBaHua P-gp Ha amMnarnudnosuH.

WccnenoBanuns nekapCTBEHHbLIX B3aUMOAENCTBUIA, NPOBOAUBLLNECA C y4acTueM
300p0BbIX 4O6POBONbLLIEB, CBUAETENLCTBYIOT O TOM, YTO hapMakoKMHEeTUKa
3MI18I'.I'IVId).I103VlHa He USMeHsAeTCcA B crny4yae ero COBMeCcTHOro npuMeHeHus C
MEeT(OPMUHOM, IMUMENUPUAOM, MUOrNUTA3OHOM, CUTArNUMNTUHOM, NUHATNUNTUHOM,
BapgapuHOM, BEpanaMuioM, pamunpunom, CMUMBacTaTUHOM, TopaceMAoM U
rMAPOXIOPTUA3UAOM.

Oghpexkmsi 3MnaznughnoauHa Ha Opyaue nekapcmeeHHble cpedcmea
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Bfeny B Srase?

OCHOBBIBAsCH Ha UCCNEAOBAHMAX, NPOBEAEHHBIX iN Vifro, 3MNarnMdosuH He
Bbi3blBaeT MHMMOUpoOBaHue, HaKTuBaUuio Unu WHAYKLMIO unsoepMeHToB CYP450.
SmnarnudnosuH He uHrbupyet UGT1A1, UGT1A3, UGT1A8, UGT1A9 unn UGT2B7.
NekapcTBeHHbIE B3aUMOAENCTBUSA MeXy aMnarnugio3uHoM U COBMECTHO
NpUMeHsieMbIMU cyBcTpaTaMu OCHOBHBIX nsocepmerTos CYP450 n UGT cuuTatotcsa
MasiOBEPOATHBLIMM.

B TepaneBTUYECKUX J03aX MNArnnudniosnH He uHrmbupyet P-gp. OCHOBbIBasACH Ha
uccneaosaHusXx in vitro BsaumogencTeme amnarnudnosnHa c npenapartamu,
sensowmmuca P-gp cybctpatamu, cuMtaeTcs ManoBeposiTHbIM. CoBMECTHOE
npUMeHeHne aurokcuHa, cyberparta P-gp, ¢ aMnarnudriosuHoM NpyBeno K yBenu4eHuio
AUC aurokcuHa Ha 14% v yBenuueHuto Cmax AUrokcuHa Ha 6%. 3T U3MEHEHUs He
ABNAIOTCA KIMUHUYECKA 3HAYUMBIMMU.

AOmnarnudnosauH He nHrnbupyet OAT3, OATP1B1 n OATP1B3 in vitro B KnuHU4ECKM
3HAYUMbIX KOHLIEHTpaUWsX B Nna3me, Takum obpasom, nekapcTeeHHble
B3aMMOAENCTBUA C cybcTpaTammu 3TMX TPAHCNOPTEPOB CYUTAIOTCA ManoOBEPOATHLIMU.

WUccnepoBaHus B3anmMoaencTasuin, NpoBOAUBLLUKECS C Yy4acTUEM 3[40POBbIX
noOpoBonbLUEB, NO3BOMAIOT NPEANOSIOXUTb, YTO aMnarnugnos3nH He okasbiBaeT
KNMUHUYECKU 3HAYUMOTO BNUAHUSA Ha (hapMaKOKUHETUKY MeT(bOpMMHa, rmmmenupuia,
nuornuTa3oHa, cutarnMnTuHa, NnMHarnunNTuHa, CUMBacTaTuHa, Bap(bapm-la, pamunpuna,
AWUrokcuHa, ANypeTuKoB U OpanbHbIX KOHTpaAUEeNnTUBOB.

MemdpopmuH

OOdHOoB8pEeMEHHDIU Npuem He peKOMeHAyemcs

Ankoeornb

Puck pa3sutua nakraumaosa noBbiLLAeTCA NpU OCTPOIN ankoronbHOW UHTOKCHKaLIMK
(ocoBeHHO B criyyae rosioAaHusi, HapyLUeHUsl MMTaHUA UNK HapYLLEHUS (PYHKLMK
neyeHun).

TpaHcrniopmepbi op2aHuveckux kamuoHos (TOK)

MeTdopMuH sBnsieTca cybctpaTom oboux TpaHcnoptepos TOK1 n TOK2.

OpHOBpPEMEHHbIN NpyeM MeTopMUHa ¢

e UvHrMbuTopamu TOK1 (Hanpumep, Bepanamun) MOXeT CHU3UTL 3pPEeKTUBHOCTb
MeT(hOpPMUHA;

e uHayktopamy TOK1 (Hanpumep, pucamMnuLmuH) MOXET NoBbicuTb abcopbuuio
meTdopmuHa B XKKT u ero achpeKTMBHOCTb;

e uHruburopamu TOK2 (Hanpumep, uMmeTnauH, AonyTerpasup, paHonasuH,
TPUMETONpPUM, BaHAETaHNO, N3aBYKOHA30s1) MOXET CHU3UTbL BblBEAEHWE
MeTOPMUHA NOYKaMU U, TaKUM 06pa3oMm, NPUBECTU K NOBbILLEHWUIO KOHLIEHTpauuu
MeTdOopMUHA B NNasMe KpoBM;

e uHrubutopamm TOK1 n TOK2 (Hanpumep, KpU3oTUHUG, onanapnb) MoXeT USMEHUTb
3ppeKTUBHOCTb U BbiBEAEHUE METOPMUHA NOYKaAMU.

MNoaToMy npu NpUMEeHEeHWM AaHHbIX NEeKapCTBEHHbIX CPeACcTB OA4HOBPEMEHHO C
MeThOpMUHOM pekomeHayeTcs cobniofaTh OCTOPOXHOCTL, OCOBEHHO Y NALMEHTOB C
HapyLueHWeM hyHKLUM NOYEK, TaK KaKk KOHLUEHTpaumsa MeThopMmuHa B nnasme MoxeT
nosbiwatbes. Mpy Heo6xoaMMoCTY fo3a MeT(OPMUHA MOXET KOPPEKTUPOBAaTLCA B
CBA3W C TEM, YTO UHrMBUTOpLI/MHAYKTOPLI TOK MOryT BNusATL Ha 3PPEeKTUBHOCTb
MeThOpMUHa.

ModupoeaHHbie KOHMpacmHble eelecmea
MpumeHeHne MeTdhopMUHa AOIMKHO NpeKpaLLaTbCA 3apaHee unu Bo BpeEMS

nposeaeHns uccneaosaHUin ¢ UCNOMb3oBaHUEM noanpoBaHHbIX KOHTPACTHbIX BELWECTB
24



LU S —-

i H -
4

q 1 'i") ﬁ 2 0 1 ?’;“33157:5*‘: ‘
1 BO30GHOBNATLCA HE paHee 4YeM vyepes 48 yacos nocne npoae.qeﬂuﬂ mccne,qoaauw "

TOMNBKO MOCTIE NOSYYEHNS PE3yNbTaToB MOBTOPHOMN OLIEHKM. (PYHKLUW NoYeK, -
CBMAETeNbCTBYIOLWMX 06 OTCYTCTBUM OTKIIOHEHWIA OT HOPMBI.

KombuHnayuu, npumeHsimb Komopble crnedyem ¢ 0CMOopPOXHOCMbIO

HekoTopble nekapcTBeHHbIe cpeacTBa MoryT HebnaronpusTHO BO3AeNCTBOBaTL Ha
NoYeuHyI0 (PYHKUMIO, YTO MOXET YBENUUUTb PUCK NakTaumposa, Hanpumep, HMBC,
BKNOYasa cenekTUBHble MHIMBuTopbl umknookeureHassl (LION) Il, nHrubutopsl A,
aHTaroHWUCTbI peLenTopoB aHrmoTeHauHa |l u auypetukun, ocobeHHO neTnesble
AnypeTuku. B Hayane Tepanuu unu npy MCNONb3OBAHUKN TaKUX NIEKapCTBEHHbIX CPEACTB
B coveTaHuu ¢ MeTOPMUHOM HEOOXOAUMO TLATENBHO NPOBOAUTL MOHUTOPUHT
PYHKLMYU rnoyex.

[niokokopTUkoUAb! (NP CUCTEMHOM U MECTHOM NpUMeEHeHUN), 6eTa-2-aroHUCTbI U
AvypeTuku obnanaloT BHYTPEHHUM runepriavkemMmuyeckum gencrevem. MNaumeHra
cnepyeT uHdopmuposaTb 06 3TOM, a YpOBEHD I11H0KO3bl B KPOBU criegyeT
KOHTponupoBaTh Yaiye, 0cobeHHO B Ha4ane neyYeHus TakUMU f1eKapCTBEHHbIMU
cpeacreamu. Mpu HeobxoaMMocTH [o3a rMNOrNMKEMUYECKOro Npenapara AomkHa ObiTb
CKOppEKTMpOBaHa BO BpeMsa Tepanuu ApyruM nekapCcTBeHHbIM CPEACTBOM U NOcne ero
OTMEHbI.

MHcyﬂUH u npenapamsl, ycunusarowue eco cekpeyuro

MHCYJWIH 1 npenapartbl, yCunueaioLLipe ero cekpeuuto, Takne kak npomssoaHble
Cynbd)OHMnMO‘-IeBVIHbI, MOryT NOBbILLATL PUCK FMNOTMNKEMUMN. HOSTOMy npu
OAHOBpPEMEeHHOM NpUMEeHeHUnn Mer)OpMVIHa C UHCYNTMHOM U NpenapaTtaMu,
ycunuearoLMMKn €ro cekpeuuio, MoXXeT I'IOTpe6OBaTbCFI CHWXeHue 03bl nocneaHunx anAa
YMEHbLUEeHUA pUCKa pa3BuUTuA runornmkemMunn.

®dopma Bbinycka

TabneTtku, nokpbiTble NNEHOYHOK 06onoukon, amnarnudnosnH/metdopmuH 5 mr/850
mr, 5 mr/1000 mr, 12,5 mr/850 mr, 12,5 mr/1000 mr.

Mo 10 Tabnetok B 6nuctep us antomuHuesoit onsrn/MBX/NBAOX.

Mo 6 6nucTepoB ¢ UHCTPYKLMENA NO NPUMEHEHUIO B KAPTOHHOW Nauyke.

YcnoBus XxpaHeHUs
XpaHuTb Npu TemnepaTtype He Bbitue 25°C.
XpaHuTb B HEAOCTYNHOM ANs AeTeil mecTe.

'Cpok rogHOCTH
3 ropa.
He ncnonb3oBaTb nocne okoH4YaHUs cpoka roaHoOCTH.

YcnoBust oTnycKa U3 antek
Mo peuenTy.

Mpoussogurens
Bepunrep UHrenbxaiim dapma Mm6X u Ko. K, Fepmanus.
BuHrep wrpacce 173, 55216 r. UHrenbxaitM-Ha-PeitHe, MepmaHus.

AreHTcTBO B PH

r. MuHck, yn. B. Xopyxei, 22-1402.
Ten.: (+375 17) 242 16 33, dakc: (+375 17) 242 16 40.
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