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CIIOCOBBI IPUMEHEHUA U KOMIIO3UIIUHU, COAEP/KAIITUE AYJATJIYTU/

JanHOe n300peTeHne OTHOCUTCS K 00JIACTH MEAULMHBL. bosiee KOHKPETHO, HACTOsIIIee
n300peTeHNe OTHOCHUTCS K CIIOcO0aM MPUMEHEHHsI HOBBIX 103 AYJIaryTHAA U KOMIIO3ULIUSIM,
coieprKaliM Takue 0oJiee BBICOKHE 03bI AYJIariayTHIA.

JunarayTtun, akTuBHbIA HHrpenueHTt Trulicity®, sSBiIsieTCs arOHUCTOM peLienTopa
rimokaroHononooHoro nentuna-1 (GLP-1 RA), koTopsiii 0100peH aiisi TPUMEHEHHsI B KaueCTBe
JOTIOJTHEHNS K ANETE U YIIPAKHEHHSIM IS YIIyYIIEHHsI [IMKEMUYEeCKOTO KOHTPOJIS Y MAllUeHTOB
¢ nuaberom 2 tuna (J2T). JIBe noswl nymnarinyTtuna B Heaento, 0,75 mr u 1,5 mr, ObUTH H3y4eHbI
B paMKax nporpammsl pa3Butus @asbl 3 1 Mony4yuiIn ogo0peHne peryJupyomuX OpraHoB B
Coenunennbix [ltatax (CIIA), EBponelickom corose u npyrux opucnukuusax B 2014 rony. C
MOMeHTa ux onoOpenus B 2014 roay 3Ty ABE A03bI AyJArTyTHAA HCTIONIb30BAIHCH JIS JIEUEHUS
MHOecTBa nauueHToB ¢ JI27T, 4yTo npuBeno k 3HaYUTENTbHOMY CHIDKEeHHUIO ypoBHS HbAlc ¢
HHU3KUM PUCKOM T'MITOTJIMKEMUN U CHUKEHUIO MACChI Tela.

B To Bpewmst kak Tepanus ¢ yTBep KIEHHBIMH B HACTOsIIIEE BPEMs 103aMU IyJIariayTHaa
NO3BOJIMIIA OOJIBLITMHCTBY MALMEHTOB, BKJIIOYEHHBIX B Iporpammy Dassl 3, JOCTHYb CBOUX
ITTMKEMHUYECKUX LeJiel (C MpruMeHeHneM min 0e3 TPUMEHEeHHUs IPYTUX COMYTCTBYIOLTIX
npenaparos as jedenus J(2T), 3HaYuTeTbHOE YHCIIO MALUEHTOB, MOJYYaIIUX OT00PEHHYIO
TePaIMIO CETOHs, BKJIIOYAsl AYJNArIyTH], HE JOCTUTAlOT LeNlel MIMKeMUYeCKOro KOHTpous (em.,
nanpumep, Stark Casagrande et al. The prevalence of meeting Alc, blood pressure, and LDL
goals among people with diabetes, 1988-2010. Diabetes Care. 2013;36(8):2271-2279).

CrnenoBatenbHO, COXPAHSETCS BaXKHAsE MEIMLIMHCKAS TOTPEOHOCTh B 00ECTICYeHHH
NOBBIIEHHOH 3()(HEeKTUBHOCTH (papMaIIeBTUYECKHX areHTOB MPU COXPAHEHUHU O0IIero
pUEMIIEMOTO TIPOQ IS O3/ PUCK.

J103bI, CIOCOOBI ¥ KOMITO3ULIMH HACTOSIIIETO U300PETEHUSI CTPEMSITCSL Y IOBJIETBOPUTD 3Ty
notpebHOoCcTh. [IpenmyInecTsa HACTOSALIETO U300PETEHUS BKIFOUAIOT 00eCIIeYeHre
JOTMOJHATEIBHOTO MIMKEMUYECKOTO KOHTPOJISA, O 4YeM CBHIETENIbCTBYET, HAIPUMED, NaJbHENIIee
camkeHne yposHsi HbA ¢ u/unm nmorepst Beca 1o CpaBHEHHUIO C YTBEPKIEHHBIMU B HACTOSIIIEE
BpeMs 1o3aMu nyjariaytuna. Kpome Toro, Hactosiiee nzodpereHue obecreunBaeT Takue
NPEUMYLIECTBA MPU COXPAHEHUH MPUEMIIEMOT0 PO HIIst yrpo3bl 0€30MaCHOCTH U MOOOYHBIX
3¢ exToB.

CooTBeTCTBEHHO, HacTosALIee H300peTeHNne 00ECIeUnBaeT CIIOCO0 yIyUIIeHUs
TJIMKEMHYECKOTO KOHTPOJIsl y cyObekTa, nMerorero auader 2 tuna (27T), a Taxxe
JOTMOJHATEIBHOTO TITMKEMUYECKOTO KOHTPOJIS, BKIFOUAOLITHIA:

a) BbIsIBIeHHE cyObekTa, umeromiero /2T u Hykaaromerocs B JOMOTHUTETEHOM

TJIUKEMIYECKOM KOHTPOJIE,
0) BBemeHUEe YKa3aHHOMY CYOBEKTY MepBOii JO3bI AyJIariayTUaa OAUH Pa3 B HEACIIO B
TE€4YEeHHE KaK MUHUMYM Y€TBhIPEX HeNleNb; U

B) VBEeJHYEHHUE JI03bI 10 BTOPOU JO3BI,
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npuYeM, TIEPBYIO A03Y BBIOMPAIOT U3 IPYMIIbL, cocTosmer u3 1,5 u 3,0 Mr oguH pa3 B HEZeo, a
BTOPYIO 103y BBIOUPAIOT U3 IPymIibl, cocToser u3 3,0 u 4,5 Mr oguH pas B HENEJO.
B npyrom acrniekte HacTosiiiee n3o0pereHrne o0ecreunBaeT Crocod yIydlieHHs
TJIMKEMHIYECKOTO KOHTPOJIs y cyObpekTa, nmerornero auader 2 tuna (127T), a Taxxe
JOTOJTHATEIBHOTO IIIMKEMUYECKOTO KOHTPOJIS, BKIFOYAOLITHI:
a) BbIABIEHHE CyObekTa, nMerouero /12T u Hy>Kaarmerocst B AOMOIHUTEIHOM
TJIMKEMHYECKOM KOHTPOJIE,

0) BBemeHue ykazaHHOMy cyObekTy 0,75 Mr aynariyTua OAMH pa3 B HEAEIIO B TEUCHUE
KaK MUHHMYM YeThIpEX HEZeb;,

B) BBEICHME YKa3aHHOMY CyOBbeKTy 1,5 Mr fynariyTuaa OnuH pa3 B HEJENO B TEUECHUE
KaK MUHMMYM Y€ThIpEX HEeNb;, U

I) BBEAEHUE YKa3aHHOMY cyOBbekTy 3,0 Mr OMH pa3 B HEAEIIIO.

B HeKOTOpBIX BapHAHTAX PEATM3ALMH CIIOCOO TOTOJHUTENBHO BKIIIOYAET YBEJIUUSHHUE
10361 3,0 Mr 10 4,5 Mr OZIUH pa3 B HEJEJIO MOCJIe TOrO, Kak CyObeKTa Jieurniu 1030M 3,0 Mr B
TE€4YEeHUE KaK MUMHUMYM YeThIpeX HeNlelb.

B npyrom acnekTe HacTosiinee n3o0peTeHne o0ecrnevnBaeT Croco0 yaymeHs
IJTMKEMHUYECKOro KOHTPOJIs y cyObekTa, nmeromero auader 2 tuna (JI27T) u nonyvaromero 1,5
MT 103y AyJariyTUAa OAUH pa3 B HEAEIIO, HO HY>KIAIOIErocsi B JOMOJIHUTEIbHOM
IJTMKEMUYECKOM KOHTPOJIE, BKIIIOYAIOIIHH: YBEIMYEHUE A03bI BBOAUMO JUIarityTuaa ao 3,0 mr
OZIH pa3 B HEZEIO.

B npyrom acrniekte HacTosiiiee u3o0peTeHrne 00ecreunBaeT Crocod yuydineHus
TJIMKEMHYECKOTO KOHTPOJIsl y cyObekTa, nmerorero anader 2 tuna ([2T) u monyqaromero 3,0
MT 103y AyJIariyTUAa OOUH pa3 B HEAEI0, HO HY)KIAIOIIErocsi B JOTIOJHUTEIbHOM
TJIMKEMHYECKOM KOHTPOJIE, BKIFOYAIOIIUI: YBEJIMYEHUE TO3bI BBOIUMO AWIATIYTHAA 10 4,5 Mr
OIIH pa3 B HEEIO.

B npyrom acnekTe Hactosiee n3o0pereHne odecrneynBaeT Croco0 BBEICHUS
ayiarnytuna cyowekty, uMmeromemy J2T u Hy:)knaromeMycst B TONOJHHTEIbHOM
TJIUKEMIYECKOM KOHTPOJIE, TIe YIIYULICHHE BKIFOYaeT BBeIeHUE 1,5 Mr TyarayTuia OnuH pas B
HEJIEN0 B TeUEHHE KaK MUHUMYM YEeThIPEX HEElNb, C MOCISAYIOIUM YBEITHIeHHEM 103bI 10 3,0
MT OJIMH pa3 B HEIEIIO.

B npyrom acrniekte HacTosiiiee u3o0peTeHrne o0ecreunBaeT yaydlIeHHbIH CIoco0
BBEJICHUS yJarayTuaa cyobekry, nmeromemy 2T v Hy)KIaromeMycs: B TOTIOJTHUTETbHOM
TJIMKEMIYECKOM KOHTPOJIE, Tie YIyYLIeHHEe BKIF0YaeT BeeneHue 0,75 Mr ayiariyTuaa OOuH pas
B HEJIEJIIO B TEUEHHE KAK MUHUMYM YE€ThIPEX HEEJb, C MOCISNYIOIUM YBEIUNICHUEM JTO3bI 10
1,5 Mr nynariayTaaa OOUH pa3 B HEAEIO B TEUEHHE KAaK MUHIMYM YeThIPEX HElelb, C
MOCJIEAYOLIUM YBEIMYEHHEM 0351 10 3,0 MI OIUH pa3 B HEAEINIO.

B npyrom acrniekte HacTosiiiee n3o0peTeHrne o0ecneurnBaeT yIy4IIeHHbIH Crocod
BBEJICHUS yJIArJyTUTAA CYObeKTy, nMeroteMy T2]1 1 Hy»KIaroLeMycsi B JOTIOJTHUTEIbHOM

TIIMKEMHWYECKOM KOHTPOJIC, IAC YIYUIICHUEC BKIIFOYACT!:
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a) BBexeHue 3,0 MI AynarIyTHAA OAMH Pa3 B HEENIO B TEUEHHUE KaK MHHUMYM YeThIpeX
HeJeNb; U
0) yBemmueHue 1036l 10 4,5 MI OAWH pa3 B HEAEIIO.
B npyrom acnekTe Hacrosiiee n3o0peTeHne 00ecneunBaeT Croco0 AITUTEITBHOTO
KOHTPOJISI BeCa Y CyObeKTa, HY KIAFOIIErocs: B 3TOM, BKJIFOUAFOLITHIA:
a) BBeIEHHUE YKa3aHHOMY cyOBekTy 0,75 Mr nynariyTHaa ONHH pa3 B HENEIIO B
TE€YEeHHE KaK MUHUMYM YeTbIpeX He/lelb,
0) BBeneHHE YKa3aHHOMY CyOBeKTy 1,5 Mr aynarnyTuaa OnuH pa3 B HENENO B TEUEHUE
KaK MUHHUMYM 4Y€TbIPEX HEIeNb, U
B) yBeJWYeHHUE 03bl 10 3,0 MI OZIUH pa3 B HENEIIO.
B npyrom acrniekte HacTosiiee n300peTeHne 00ecrneunBaeT Crocod AIUTENBHOTO
KOHTPOJIS Beca Y CyOBEKTa, Hy KIAIOIIErocs: B 3TOM, BKIIFOYAIOLIUIL:
a) BBIIBJIEHHE CYOBEKTa, KOTOPOTrO paHee JIeuwu 1,5 Mr nyiariyTuia OAHH pa3 B
HEJeJI0 B TeUeHHE KaKk MUHUMYM Y€TBIPEX HeleNb; U
0) yBemuueHue 10361 A0 3,0 MI OJIUH pa3 B HEJEITO.
B npyrom acnekte HacTosiiee n3o0pereHne odecrneunBaeT crnocod IIHTENIbHOIO
KOHTpOJIS Beca y CyOBEKTa, HY KAAIOLIEroCs B 3TOM, BKIIIOYAFOLIHI:
a) BBIIBJIEHHE CYOBEKTa, KOTOPOrO paHee Jedmu 3,0 Mr qyJIariyTuaa OAHH pa3 B
HEJIeNI0 B TeUE€HHE KAaK MUHUMYM YeThIpeX HeAelb, U
0) yBesjuueHHe A03bI 10 4,5 MI OJUH pa3 B HEEIIO.
B npyrom acnekte HacTosiiee n3oOpereHue odecrneunBaeT CTabUIbHYIO
(apMaLeBTHUECKYI0 KOMIO3HULIMIO, COAEPIKALIYIO:
a) JIyJaryiyTHn, B KOHIIEHTPAI[UH, BBIOPAHHOM U3 IPYIIIbI, cOcTosime u3 6,0 win 9,0
MI/MIT;
0) MaHHUT, B KOHIIEHTpauu 46,4 Mr/mi,
B) TPHHATPUS LUTPAT, B KOHLEHTpALHH 2,74 MI/MIT;, 1
r) mnosucopOar 80, B koHueHTparmu 0,25 mr/mi.
B npyrom acrniekte Hactosiiee n3oOpereHue obecrneunBaeT qyIariayTH AJIs IPUMEHEHUS
NPU YAYYIIEHUH MINKEMHUYECKOTO KOHTPOJIS Y cyObekTa, nMeromero auadet 2 tuna (J127T) u
HY>KIAKOLIET0Csl B TOMOJHUTEIBHOM MIHKEMUYECKOM KOHTPOJIE, BKIFOYAO LI
a) BbIIBNIeHUE cyObekTa, umeromiero /2T, u HyKAaroImerocs B JOTOJTHATEIEHOM
TJTUKEMUYECKOM KOHTPOJIE,
0) BBeIeHHE YKa3aHHOMY CyOBEKTY MepBOM O3bI QyJIArTyTHIA OJUH Pa3 B HEJENIO B
TE€YEHHE KaK MUHIMYM YeTbIpeX Helelb;, ’
B) yBEJWYEHHUE O3Bl 10 BTOPOI 03B,
npUYeM, IEPBYIO 03y BBRIOMPAIOT U3 TPyNIbL, cocTosimeit u3 1,5 u 3,0 Mr oquH pa3 B HEAeIto, a

BTOPYIO 103y BBIOMPAIOT U3 IPyMIibl, cocTosmei u3 3,0 u 4,5 Mr oguH pas B HENEJO.
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B npyrom acrniekte HacTosiiee n3o0peTeHne o0ecneurnBaeT AyIariayTU sl IPUMEHEHUs
NP YIIYYLIEHHH TIHKEMHIYECKOT0 KOHTPOIIS y cyObekTa, nMeromiero auadet 2 tuna ([127T) u
HY>KIQIOLIErOCs] B IOMOJHUTEIBHOM INIMKEMHUYECKOM KOHTPOJIE, BKITFOYAFOIIUHN!
a) BbIIBIIeHHE cyObekTa, umeromero /2T u Hykagaromerocst B JOMOJTHUTEIEHOM
TJIMKEMHYECKOM KOHTPOJIE,

0) BBemeHue ykazaHHOMy cyObekTy 0,75 Mr ayiariyTua OAMH pa3 B HENEIIO B TEUEHUE
KaK MUHHMYM YeTbIpeX HEeZelb,

B) BBEICHME YKa3aHHOMY CyOBeKTy 1,5 Mr mynariyTuaa OnuH pa3 B HEENO B TEUEHUE
KaK MUHHMYM Y€ThIpeX HEeNb;, 1

I) BBEAEHUE YKa3aHHOMY cyObekTy 3,0 Mr OMH pa3 B HEAEIIIO.

B npyrom acnekTe HacTosiiee n3o0peTeHne 00eceunBaeT AyIariayTH I U TPUMEHEHHSI
IPH YJIy4LIEHUH TIHKEMHIYECKOro KOHTPOIIS y cyObekTa, nMeroiiero auadet 2 tuna ([12T), u
NOJTYYaIOLIero JeueHue AyJIariyTHAOM B 103€ 1,5 Mr OiMH pa3 B HEZENMIO, HO HY KIAIOIIEerocs B
JOTIOJTHUTEIBHOM INIMKEMUYECKOM KOHTPOJIE, BKITIOUYAKOIIHN: YBEIMYEHHE 103bl BBOJUMOIO
aynaraytuaa 10 3,0 Mr OJlUH pa3 B HEJEJIIO.

B npyrom acnekTe HacTosiiee n3o0peTeHre odecreunBaeT AyIariyTH TS TPUMEHEHHsI
IpH yJIYYIIEHUN TIIMKEMHYECKOro KOHTPOJIS y cyObekTa, umerowtero nuadet 2 tuna (J127T), u
MOJIy4aIOLIero JeueHue AyIariyTHA0M B 1o3e 3,0 Mr OIMH pa3 B HENENI0, HO HY KIAIOIIEerocs B
JOTMOJHUTEIBHOM MIUKEMUYECKOM KOHTPOJIE, BKJIFOUAIOLIHINA, YBEJIHMYEHHE 1032 BBOIHMOTO
oynarayTuaa A0 4,5 Mr OJIMH pa3 B HENEIIO.

B npyrom acnekTe HacTosimee n3o0pereHre odecrneynBaeT ayJarayTua s
NPUMEHEHUsI B 00ECTIEYeHNH JUTUTEIBHOTO KOHTPOJIS Beca y CyOBeKTa, HY KAAKOMIErocs B 3TOM,
BKJIFOYAIOII NI

a) BBeIEHHUE YKa3aHHOMY cyOBekTy 0,75 Mr nynariyTHaa ONMH pa3 B HENEJIO B

TE€YEHHE KaK MHHUMYM Y€ThIPEX HeJllelb;
0) BBemeHME yKa3aHHOMY CyOBeKTy 1,5 Mr nysariayTuaa OuH pa3 B HEAEINO B TCUSHHE
KaK MUHHMYM YeThIpEX HEAEeNb; ’

B) YBEJIMYEHHUE J03bI 10 3,0 MI OJIUH pa3 B HEJEIO.

B npyrom acrniekte HacTosiee n3o0pereHrne o0ecreurnBaeT AyIariayTU IJIsl TPUMEHEHUs
B JUTUTEIIHOM KOHTPOJIS BeCa y CYOBEKTa, HYKAAIOIIEroCst B TOM, BKJIFOYAFOIINN!

a) BBIABIEHHE CYOBEKTa, KOTOPOTO paHee JISUHIIH 1,5 Mr aynariyTuaa OnuH pas B

HEJIENI0 B TeUEHHE KaK MUHUMYM YeThIPEX HEIeNb; U

0) yBenmmueHue 1036l 10 3,0 M OIMH pa3 B HEIEIIO.

B npyrom acrniekte HacTosiiee n3o0peTeHrne o0ecneurnBaeT AyIariayTU TSl IPUMEHEHUs
B JTUTEIIHOM KOHTPOJIS BeCa y CYOBEKTa, HY>KAAIOIIErOCs B 3TOM, BKIIFOYAIOIINN!

a) BBIABIEHHE CYOBEKTa, KOTOPOTO paHee Jieunin 3,0 Mr IyJiarjiyTuaa OUH pa3 B

HEJIENI0 B TeUEHHE KaK MUHUMYM YeThIPEX HENeNb; U

0) yBenmueHue 1036l 10 4,5 MI OAUH pa3 B HEJEIIO.
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B npyrom acnekTe Hacrosimee n3o0pereHne odecreuynBaeT NpUMEHEHHEe IyJIariyTHIa
IUIs U3TOTOBJIEHUS JIEKAPCTBEHHOTIO CPEACTBA IS YIyULIEHHs IITMKEMHUYECKOrO KOHTPOJIS Y
cyOpekTa, nmeromero auader 2 tuna ([27T) u Hy)Kgaro1merocsi B JOMOJIHUTEIbHOM
IJIMKEMUYECKOM KOHTPOJIE, BKJIIOYAIOILEE:
a) BbIIBIIeHHE cyObekTa, umeromero /2T u Hykgaromerocst B JOMOJHUTEIEHOM
IJIMKEMUYECKOM KOHTPOJIE,
0) BBeneHUE YKa3aHHOMY CYOBEKTY MepBOM AO3BI AyJIAriayTHUIA OAUH Pa3 B HEACIIO B
TE€YeHHE KaK MUHHUMYM 4YeTbIpeX HelleNb;, U
B) YyBEJIMYEHHUE O3Bl 10 BTOPOIl 03B,
npu4eM, IEPBYIO 103y BBIOMPAIOT U3 rPyMIblL, cocTosmer u3 1,5 u 3,0 Mr oguH pas B Hezemo, a
BTOPYIO 103y BBIOUPAIOT U3 IpymIibl, cocToser u3 3,0 u 4,5 Mr oauH pas B HENEJIO.
B npyrom acnekTe HacTosiiee n3o0peTeHne o0ecreunBaeT NpUMeHeHHe AyJIarayTHaa
11 N3TOTOBJIEHUS JIEKAPCTBEHHOTO CPEACTBA AJIs YIyULIeHHs] INTMKEMUYECKOTO KOHTPOJIS Y
cyObekTa, nmeromnero auader 2 tumna (J2T) 1 Hy)Kgaro1merocsi B JOMOJHUTEIEHOM
IJIMKEMUYECKOM KOHTPOJIE, BKIIOYAOILEE:
a) BbIIBIEHHE CyObekTa, nMmerouero /12T v HyKAarmerocs B A0MOJHUTEIBHOM
IJIMKEMUYECKOM KOHTPOJIE,
6) BBeneHue ykazaHHOMy cyOwekTy 0,75 Mr nynarinyTuaa OOuH pa3 B HEAEIIO B TEUSHHE
KaK MUHHUMYM 4Y€TbIPEX HEJEb,
B) BBEICHHE YKa3aHHOMY CYOBeKTy 1,5 Mr nyniariyTuaa OnuH pa3 B HEAENO B TEUCHUE
KaK MUHHUMYM Y€ThIpeX HeZelb; U
I) BBEACHUE YKa3aHHOMY CyOBbekTy 3,0 MI OfIMH pa3 B HEAEIIIO.
B npyrom acniekTe HacTosiee n3o0peTeHre odecrneynBaeT NpUMEHEHHE TyJIarayTHAA
11 U3TOTOBJIEHHS JIEKAPCTBEHHOTO CPEACTBA IS YIYULIEHHUs IITMKEMHUYECKOrO KOHTPOJIS Y
cyOobekTa, umetrornero auader 2 tuna (J(2T), u monyyaromero 1,5 Mr 103y AyjariyTuaa OauH
pa3 B HelleJo, HO HY)KAAIOIIEerocs: B JOMOJHUTEIbHOM MNINKEMHUYECKOM KOHTPOJIE,
BKJIIOYAIOIIee: yBEJIMUEHNe 103bl BBOIUMOIO AynariyTiaa 10 3,0 Mr ouH pa3 B HEJeIHo.
B npyrom acnekTe Hactosiee n3o0peTeHne odecrneynBaeT NPUMEHEHHE TyJIarayTHAA
IUIsl U3TOTOBJIEHUS JIEKAPCTBEHHOTO CPEACTBA AJIs YIYULIEHHUs IITMKEMHUYECKOrO KOHTPOJIS Y
cyObekTa, umetrornero aunader 2 tuna (J(2T), u monyyaromero 3,0 Mr 103y AyJariyTHaa OOUH
pa3 B HelleJio, HO HYXKAAIOIIerocs B JOMOJHUTEIbHOM INIMKEMHYECKOM KOHTPOJIE,
BKJIIOYAlOIIee: yBEIMUEHHE 103bl BBOIUMOIO AynariyTiaa 10 4,5 Mr oivH pa3 B HEJeJIIo.
B npyrom acnekTe Hactosiiee n3o0pereHne odecrneynBaeT NpUMEHEHHE IyJIariyTHIA
IUIS1 I3TOTOBJICHUS JIEKAPCTBEHHOTO CPEACTBA ISl IITUTEIIBHOIO KOHTPOJISA Beca y CYOBEKTa,
HY>KJAIOIIErocst B 3TOM, BKJIHOYAKOLIEE:
a) BBeIEHUE YKa3aHHOMY cyOBekTy 0,75 Mr nynariyTHaa ONHH pa3 B HENEIIO B
Te4eHHe KaKk MUHHUMYM 4YeTbIpeX HeJlleb;
0) BBemeHME yKa3aHHOMY CyOBeKTy 1,5 Mr nynarnyTuzia OuH pa3 B HEAENO B TCUSHHE

KaK MUHHUMYM YE€TbIPEX HEACTIb, U
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B) yBEJIMYEHHUE N03bI 10 3,0 MI OJUH pa3 B HEJEIIO.
B npyrom acnekTe Hactosiiee n3o0peTeHne odecreunBaeT NpUMEHEHHE TyJIariayTHAA
U1l I3TOTOBJIEHUS JIEKAPCTBEHHOTO CPEACTBA ISl AITUTEIBbHOIO KOHTPOJISA Beca y CYOBEKTa,
HY>KAIOIIErocsl B 3TOM, BKJIIOUAIOLIEE:
a) BbIIBJICHHE CyOBEKTa, KOTOPOTO paHee JIeUnyIu 1,5 Mr nynariyTina OauH pas B
HEACIIO B TCUCHUEC KaK MUHUMYM YETBIPEX HEACIIb, U
0) yBemmueHue 1036l 10 3,0 M OAMH pa3 B HEJEIO.
B npyrom acnekTe Hactosiiee n3o0peTeHne o0ecreunBaeT NpUMEHeHHE AyJIarayTHaAa
U1l U3TOTOBJIEHUS JIEKAPCTBEHHOTO CPEICTBA I TUTEIBHOTO KOHTPOJIS BECa y CYOBEKTa,
HY>KAAIOIIErocsl B 3TOM, BKJIIOUAIOLIEE:
a) BbLIBJIEHHE CyOBEKTa, KOTOPOro paHee Jieunyn 3,0 Mr TyJariyTHIa OIUH Pa3 B
HEACIIO B TCHCHNEC KaK MUHUMYM HE€TBIPEX HEACIIb, U
0) yBenuueHue 1035l 10 4,5 MI OAMH pa3 B HEEIIO.
Hynarnytun siensiercs denopedeckuMm GLP-1 RA, koTopslii cogepkut numMep aHajaora
GLP-1 cBszanHbli 110 ero C-KOHILy C MOMOIIBIO MENTHIHOTO JUHKepa ¢ N-KOHI[OM aHaJiora
Fc wactn uMmmyHoOrnoOyauHa, U AeHTUGULIUPYEMBIi IO peructpauuoHHoMy Homepy CAS
923950-08-7. Kaxblii MOHOMEp AyJNariyTUAA UMEET AMUHOKHCIOTHYIO NIOCJIE€A0BATEIbHOCTD,

npexacrasieHHyto Ha SEQ ID NO:1:

10 20 30 40 50 60
HGEGTFTSDVSSYLEEQAAKEFTIAWLVKGGGGGGGSGGGGSGGGGSAESKYGPPCPPCPA
70 80 90 100 110 120
PEAAGGPSVEFLEFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQEFNWYVDGVEVHNAKTKP
130 140 150 160 170 180
REEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGOPREPQVYTL
190 200 210 220 230 240
PPSQEEMTRKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSRLT
250 260 270

VDKSRWOEGNVESCSVMHEALHNHYTQKSLSLSLG

(SEQID NO:1)

JlBa MOHOMeEpa CBsI3aHbI AUCYIb(PUIHBIMU CBSA3SIMU C 0OPa30BaHUEM TUMEPA.
Crpykrypa, QyHKLMS, TOJy4YeHUE U IPUMEHEeHHe nyjaraytuna npu jgedenuu J2T Gonee
noapodHo ormcanbl B US 7452966 u nyOnukanun 3as8ku Ha nateHT CIITA Ne US20100196405.
ITpu MCNOIB30BaHNH B HACTOSIIEM TOKYMEHTE, TEPMUH «IYJIariIyTHI» OTHOCHTCS K JIOOOMY
mumepy Oenkxa GLP-1 RA u3 1ByX MOHOMEPOB, HMEIOIEMY aMHHOKHCIIOTHYEO
nocienosatenbHocTh SEQ ID NO: 1, Brirouast m000it 6e1oK, KOTOPBIH SIBJIAETCS IPEIMETOM
PErUCTPALIMOHHOTO A0Cke, Tpebyromero perucrpanuto mpoaykra GLP-1 RA, koTopbrii
MOJTHOCTBIO MJIM YACTUYHO OINUPAETCs Ha AaHHbIE, [IPE/ICTaBIEHHbIE PErYIUPYIOLIEMy OpraHy
Eli Lilly and Company B OTHOIIEHHH AyNariyTHAA, HE3AaBUCHMO OT TOTO, HACHTUDHULIHPYET JIN
CTOPOHA, 3aIPALINBAOIIAS PETUCTPALIMIO YKA3aHHOTO Oenka, OeOK KaK AyJIariyTHA Wi

UCTIOJIB3yeT KaKOU-THO0 IPYroi TEPMHUH.
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JlynarnyTua CTUMYJIMPYET CHHTE3 U CEKPELMI0 NHCYJIMHA U, KaK OBbLIO OKa3aHo,
o0ecrieunBaeT yay4IIeHHbIH ITMKEeMUYECKH KOHTPOJIb y mauueHToB ¢ /12T no cpaBHEHHUIO €
ianedo, oda nmpu BBeIEeHUH B KOMOUHAMH ¢ MeTdhopMuHOM. Kak oTMedanoch BhIlIe, 10361
0,75 mr u 1,5 mMr nynarnytuaa Opumi 0TOOpaHs! U peruCTPalMOHHbBIX UccnenoBanmnii Pasa 3,
ObUTH TIpeACTaBIIEHBI 111 ONOOPEHHUS PeryIUPYIOLIIMU OpraHamMu U Obu ogodpens! B 2014
rOZly U C T€X MOP UCIOJIb30BAINCH JJIs1 00ECTIEUeHUS TIIMKEMUYECKOTO KOHTPOJIS Y ThICSTY
nauueHToB ¢ JI2T. OnHako, Kak Tak»ke 0TMEYajioch Bbile, MHOTHE nanueHTsl ¢ J[2T Bo Bcem
MHpe MO-TIPEKHEMY He MOTYT AOCTHYb CBOMX Liesiel oTHocuTenbHO HbAlc u HE MoryT
KOHTPOJINPOBATH BEC, TOITOMY HEOOXOAMMBI HOBBIE CIIOCOOBI JIEYSHHSI, CITOCOOHBIE 00ECTIeUnTh
JOTIOTHUTETbHBIN TTIMKEMUYECKU KOHTPOJIb W/WITH MTOTEPIO Beca.

XOTs yBeIMUYEHHE 03bI JIEKAPCTBEHHOI'O CPEICTBA B HEKOTOPBIX CIyYasX MOXKET
NPUBECTH K MOBBIIIEHUIO () (PEKTUBHOCTH, YBEIUYEHNE 103bI JEKAPCTBEHHOIO CPEJCTBA TAKXKe
Hecer B ce0e puck ycmieHus nooounsix s¢dexros. Hanpumep, nzpectro, uto BBenerue GLP-1
RA npuBOANT K PUCKY TOLIHOTHI, AUAPEU U PBOTHI (cm., Hanpumep, THCTpyKLus 110
npumenennto npenapata TRULICITY®), u y 33 nanuenTos, nony4asmux 3,0 Mr uiam Oosee
BBICOKHE 7103bl Aynarayruaa B Pasze 1 uccienoBaHus 1036l U B YaCTU OIpeiesieHus 1036l B Pase
2/3, yacToTa BO3HUKHOBEHUS MOOOYHBIX 3¢ exToB (I[13) co CTOPOHBI KenyA0YHO-KUIIEYHOTO
tpakta (KK TpakTa), KOTOpBIe OOBIMHO CBsi3aHbl ¢ JeueHrneM GLP-1 RA - manpumep, TourHoTta
(17 maumenTos, 52%) u pBoTa (9 nauneHToB, 27%) - ObLIa BbILIE, YEM YaCTOTA, CooOIIaeMas C
O00OPEHHBIMHU B HACTOSIIEE BpeMs I03aMHU B PETMCTPALIMOHHBIX HCTbITaHusIX Daza 3 (e,
nanpumep, Barrington et al. A S-week study of the pharmacokinetics and pharmacodynamics of
LY2189265, a novel, long-acting glucagon-like peptide-1 analogue, in patients with type 2
diabetes. Diabetes Obes Metab. 2011;13(5):426-433; Skrivanek et al. Dose-finding results in an
adaptive, seamless, randomized trial of once-weekly dulaglutide combined with metformin in
type 2 diabetes patients (AWARD-5). Diabetes Obes. Metab. 2014;16(8):748-756);, Jendle et
al. Efficacy and safety of dulaglutide in the treatment of type 2 diabetes: a comprehensive review
of the dulaglutide clinical data focusing on the AWARD phase 3 clinical trial program. Diabetes
Metab Res Rev. 2016;32(8):776-790). Ilsate u3 33 mauuenToB (15%) gakTruuecku npexpaTuim
JedeHne Ha paHHux craausax uz-3a [10 JKK tpakra. B nomonnenue k mpobiemam
NEPEHOCUMOCTH JKEJTyJOYHO-KHIIIEYHBIM TPAKTOM B O0JIee paHHHUX HCCIEIOBaHUAX Ooee
BBICOKHX J03 TaKKe MPEANONarajoch, YTO YBEJIMUEHUE JO3bI TAKIKE MOXKET HECTU PHUCK
HETPUEMJIEMOTO YBEIMYEHHSI YaCTOTHI CEPIEUYHbIX COKpaIueHuit (cm., nanpumep, Skrivanek
2014). JleHcTBHTENBHO, TOCKE PAAA OTKPBITHIX IPOMEKYTOUHBIX 0030POB JAHHBIX B OJHOM H3
UCCIIENIOBAHNH, YIIOMSIHYTBIX BBILIE, KOTOPOE MEPBOHAYAIBHO BKJIFOYAJIO CEMb /103 B IHAINA30HE
ot 0,25 mr 1o 3,0 Mr, KOMUTET 10 MOHUTOPHUHTY AaHHbIX (KM/JI) pekoMeH10Bas IPEeKpaTUTh
PaHAOMHU3ALMIO TTALIMEHTOB K 03¢ ayjaraytuaa 3,0 Mr u3-3a 6ojiee BBICOKOH YaCTOTHI
NosIBJICHUsT (PEPMEHTOB MOJDKEITYTOYHOM JKesle3bl Bblllle BepXHel rpanuLibl Hopmel (BI'H),
yBEJIMUEHUs 4aCTOThI cepaednbix cokpamenuit (UCC) u Gosee BBICOKOI 4aCTOThI MOOOYHBIX

s¢dexron co croponnl KK Tpakra (cm., nanpumep, Skrivanek 2014). Takum oOpaszom, iodoe
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YBEJINYEHHE JTO3bI JOJDKHO 00ecreunBaTh 0aaHCe MEXIY JOCTATOUYHO BBICOKOM
3¢ (HEeKTUBHOCTBIO, HE TPUBOJS MPU 3TOM K HETPUEMIIEMBIM MpodieMam 0e30MacHOCTH WJTH
NEPEHOCUMOCTH.

bruto 0OHapyKeHO, 4TO MOBBIMEHHbIE 036l 3,0 Mr WK 4,5 Mr IyJIariyTHIA OJUH pas B
HEJIEN0 CITOCOOHBI 00ECTIEYNTh MOBBILICHHYIO 3 (EKTUBHOCTD 110 CPABHEHUIO C TOCTYIHBIMH B
Hacrosmee Bpemst 1o3amu 0,75 Mr u 1,5 Mr u MOTyT BBOAHUTBHCS C MPUEMIIEMBIMH PO UISIMU
0€30MacHOCTH U MEPEHOCHUMOCTH, €CJITH 10 UX HA3HAUYEHUs MCIIONIB3YETCs cXxeMa rmonoopa
yBeJIMUUBAIOLIeiicst 1o3bl. Takum 0Opa3om, HacTosIee n300peTeHne 0becreYnBaeT BBEICHHE
ayjaraytuaa B 1o3ax 3,0 Mr u 4,5 Mr ouH pa3 B HENENI0, a TAaKKe cxeMy noadopa 103, 4To
NPUBOIUT K MPUEMIIEMBIM NMPOPUIISIM O€30IMaCHOCTH U NEPEHOCUMOCTH U BBeAeHUHU 3,0 Mr u
4,5 mr o3. YV cyOBeKTOB, JIs1 KOTOPBIX JIeUEHUE NYJIarayTHIOM BIIEPBble HAUMHAETCS, CXEMa
nogoopa 103kl BKIIIOYAET HauaJbHOE JieueHus 10301 0,75 Mr oiuH pa3 B HEENI0, MOCIenyolee
NOBBILIEHNE A03bI A0 1,5 Mr OiuH pa3 B HEAENMO, NOCIEAYIOIIee NOBbILIeHHEe A03bI A0 3,0 Mr
OJIVIH pa3 B HEAENIO, MOCIeAyolIee, TPU HeOOXOAMMOCTH, MOBBIIIEHNE JO3bI 710 4,5 MI' OAHH pa3
B Heemo. OnHaKo y cyObeKTOB, KOTOPBIM AYJATIYTH] YK€ BBOAST, HO KOTOPbIE HYKIAIOTCS B
JOMNOJHUTEIBHOM ITIMKEMHUYECKOM KOHTPOJIE, CXeMa Moadopa A03bl He TpeOyeT YMEeHbLIeHUS
TeKymiel 1036l y cyobekra. Hanpumep, y cyObekTa, KOTOpBIH monyvan 1,5 mMr aynarmytuna
OJIMH Pa3 B HEJENIO, HO HY>KJA€TCsl B JONOJHUTEIBHOM ITIMKEMUYECKOM KOHTPOJIE, CXeMa He
TpeOyeT cHukeHus 103b1 10 0,75 Mr, HO BMECTO 3TOr0 NMPeyCMaTPUBAET YBEJIUYCHUE TO3bI 10
3,0 mr, a 3aTem, ipu HEOOXOIUMOCTH, 10 4,5 MI. AHAJIOTUYHBIM 00pa3oM, y CyObekTa, KOTOPBIH
nojryyan 3,0 Mr oyJnarjiyTHAA OUH pa3 B HEJEN0, HO HY)KIaeTCs B IOMOJHUTEIBHOM
TJIMKEMHYECKOM KOHTPOJIE, cXxeMa He TpeOyeT yMeHbIeHus 10361 10 0,75 mr wium 1,5 Mr onux
pa3 B HelleJIo, a BMECTO STOT0 MpeAyCcMaTpUBaeT yBeandeHue 103bl 10 4,5 mr. OgHako, 11
Jr000T0 U3 BHIIEONMCAHHBIX BAPHAHTOB PEATM3aLMU CXEeMbI TOA00pa T03bI, 1032
MPEANOYTUTENBHO HE YBEJIUYUBAETCS 10 CIEAYIOLel ouepeqHON 1O3bI B IPOrPECCUH A0 TeX
TIOp, TIOKA TeKyIIas 103a He Oy/eT BBeeHa B TEYCHHE TI0 MEHbLIEH Mepe YeThIPeX HeIelb.

OnHako ObUIO Takke OOHAPYIKEHO, YTO YBEJIMUEHHE KOHIEHTPALNHU yJIariyTHa TaKXKe
TpeOyeT npyrux Moau(UKamii CyIIeCTBYIOUINX KOMMEPUYECKUX KOMITO3ULUH, TO3TOMY,
HacTosIee n300peTeHne Takke 00eCceYrBaeT HOBbIE KOMITO3ULIMH, KOTOPBIE FAPAHTHPYIOT, YTO
KOMITO3ULIMH, COAEPIKALINE MOBBIIEHHBIE 03bI AYJIATTYTHAA, OYAYT OCTaBATHCS XUMUYECKH U
(u3nuecku CTaOMIIbHBIMU - U COOTBETCTBOBATH TEKYIIUM XaPAKTEPUCTUKAM MPOIYKTA - B
TeUeHUe 2-X JIeT XPAaHEHUs B XOJOAWIBHYKE U 14 IHEN UCIOIb30BaHUS.

OnoOpeHHbIe B HACTOSIIEE BPEMsI IIPOAYKTHI, COAEpIKaIUe yJariayTH I, PEACTaBICHBI
B opme 0,5 MJ1 BOTHBIX pacTBOPOB, copepxkamux 0,75 mr wium 1,5 Mr aynariayTaaa, a TaKke
CIIEAVIOIINE BCIIOMOTaTeNIbHbIE BEIECTBA: JIMMOHHAs KucioTa 6e3BogHast (0,07 mMr), MaHHHUT
(23,2 wr), momucopbar 80 (ITC80) (0,10 mr) u TpunaTpuii uurpara nuruapart (1,37 mr)
(UucTpykums no npumenenuto npenapara TRULICITY®). TIC80 ozt B cocTaB
KOMITO3ULIMH JUIsI TOT'O YTOOBI TOMOYb OOECTIEUUTh 3aLIUTY OT (PH3UUECKOro CTpecca U

rapaHTUPOBATh, YTO OEJIOK YNAriyTHA OCTaHEeTCs (PU3NUECKH CTAOUIIBHBIM B TEUEHHE CPOKa
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TOAHOCTH MPONYKTA, 2 TO/a B YCJIOBUSAX XPAaHEHUsI B XOJIOAUIbHUKE, 1 MAKCUMAaJIbHO B NEPHOJ
UCTIONb30BaHMs, 10 14 nHel npu koMHaTHOM Temnieparype. Takum obpa3om, onvcaHue
MPOAYKTa HA OCHOBE NyJIarjyTHIAa BKJIIOYAaeT HIDKHUIN npenen koHueHTpanuu [1C80, Beie
koToporo koHueHTpauus IIC80 nomkHa coXpaHATECS B TEUEHUE BCETO CPOKA TOAHOCTH U
nepuoza UCIonp30Banus. [ Toro uroObl rapaHTUPOBaTh, YTO KoHUeHTpanws IIC80 ocranercs
BBIILIE€ 5TOI'0 HIKHETO Mpeaesia ONUCaHus, A IPOMJIEHNs] CPOKA TOJHOCTH U MEPUOAA
UCTIOJIb30BaHMs, OIOOPEHHBIE B HACTOSIIEE BPEMsI MPOAYKTHI AYJIArIyTHAA PU H3TOTOBJICHUN
conepkat koHnentpauio [1C80 0,1 mr/0,5 mi (0,02% mac./06.).

Korpa xoHLeHTpays qyaariyTHaa YBEIUIUBaeTCs 10 0oJiee BHICOKUX J103,
MPeayCMOTPEHHBIX B Crtocobax Hactosero n3odperenus, konneHTpauus [IC80 cumxaercs
JaJiblle, YeM B OIOOPEHHBIX B HACTOSIIIEE BPEMsI KOMITO3ULMAX, U3-32 YCUIIEHHOTO TMPONIN3a, U
11 obecredeHns: Hamn4us ocratouHoro konudectsa [IC80 HeoOXoauMbl U3SMEHEHUS B
cocTase, YTOObI COOTBETCTBOBATD OMUCAHHIO MPOAYKTA U 00eCTIeunTh (PU3NIECKYIO
crabunpHOCTh. Kak Oonee mogpoOHO OonmuMcaHO B MPUBEAECHHBIX HIKE MIPUMepax, ObUIo
ompenesneHo, uto yeenuyenue konueHtpauuu [1C80 no 0,025% obecneunt cobmoneHue
npenena onucanusi [IC80 B TeueHne BCEro Cpoka rOJHOCTH M UCTIOIB30BAHUS MPU OoJjiee
BBICOKHX J103aX AYJAriayTHIA, MPEAyCMOTPEHHBIX B CIIOCO0AX HACTOSIIETO H300pETeH s, HO OHU
HE JOJDKHBI OBITh HACTOJIBKO BBICOKUM, YTOOBI MPUBOAUTE K OOPa30BaHHIO HETTPUEMIIEMbBIX
BUJIMMBIX YaCTHL B pe3ysbTare ruapoinsa I1C80 mim nHpiM 00pa3oM OKa3bIBaTh Kakoe-JIioo
HE’KEJIATeIbHOE BIIMSIHME HA XMMUYECKYIO WA (PU3UYECKYIO CTAaOMIIBHOCTD KOMITO3ULIHA.

Taxkum 0Opa3om, B onpeesIeHHbIX BAPHAHTAX PEATU3aLUU CIIOCOOBI HACTOSLIETO U300PETEHUIO
OCYILECTBJISIIOT IyT€M BBEJIEHUS MOBBILICHHbIX 103 AyJNarnyTuaa B 0,5 Ml BOAHbBIE PaCTBOPBI,
copepakamre 3,0 Mr wiu 4,5 Mr aynariyTuaa, JMMOHHYIO KUcoTy 6e3Bonnyro (0,07 mr),
MaHHUT (23,2 mr), TpuHaTpus uurpara auruapar (1,37 mr) u nomucopbar 80 (ITC80) (0,125 mr).
B HexoTOpBIX BapHaHTax peajnu3alni CrocoObl HACTOSALIETO H300PETEHUS OCYLIECTBISIFOT
NyTEM BBEJEHHsI YBEJIMYCHHBIX 103 IyJariyTHAA B PaCTBOPHI JIFOOOro o0beMa, copepskamue 6,0
mr uiad 9,0 Mr/min ayaariaytuzaa, 0,14 Mr/mi THMOHHOM KHCIIOTHI 0e3BOIHOM, 46,4 Mr/mit
MaHHUTA, 2,74 Mr/MJ TpUHATpUs LuTpara auruapara u 0,25 mr/mn nonucopbdara 80 (ITC80).

TepMuHBI «iedeHUE», «JIEUUTbY, «JIeHallluii» U T.II. BKIKOYAIOT 3aMeJIeHHe NN
peBepCcHpOBaHNE Pa3BUTH 3a00JIEBAaHUS UJIH PACCTPOICTBA. Y Ka3aHHBIE TEPMUHBI BKIFOUAIOT
TakKe o0JIer4eHue, yIyUlleHne, CHUKeHUE, NCKITFOUEeHUE WK ocsiablieHne OOHOTo i Ooree
CUMIITOMOB PacCTPONCTBA WUJIU NATOJOTHYECKOrO COCTOSIHUSA, AAKE €CIIU YKA3aHHOE
PacCTPOMCTBO UM MATOJOIHYECKOE COCTOSIHUE (DAKTHYECKU HE UCKIIFOUEHO U JJAJKe €CITH
NPOTPECCUPOBAHNE PACCTPOMCTBA HITH MTATOJOTHYECKOTO COCTOSIHUS CaMO TI0 ce0e He 3aMeNIeHO
WIN HE PEBEPCUPOBAHO.

«CyOBbeKkT» OTHOCHTCS K MIIEKOITUTAOLIEMY, TPEATIOYTHTEIBHO YEIOBEKY C
3a005eBaHIEM, PACCTPOHCTBOM HJIM COCTOSTHUEM, KOTOPOE BBIUTPAJIO OBl OT JIEUEHUS

YBEJIMUEHHOMN 10301 AyJariyTHaa.
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«I"'MMKeMu4ecKkuii KOHTPOJIbY» OTHOCUTCS K MOJJAEPKAHUIO WIIM CHIDKEHUIO YPOBHS
HbAlc y cyObekTa; «yaydlIaromuiiy rITHKEMUYeCKHI KOHTPOJIb OTHOCHTCS K CHIDKEHHIO
HbAlc; u «HYXOaro1merocsi B JOMOJHUTENIbHOMY TNTIHKEMHUYECKOM KOHTPOJIE OTHOCUTCS K
HeoOxonumMocTH cHkeHus yposHs HbAlc.

«/IMTenpHBIM KOHTPOJIb BECA» OTHOCUTCS K CHUXKEHUIO MACCHI TEJNA.

«HbAlc» oTHOCHTCS K YPOBHSIM IIIMKHPOBAHHOTO ME€MOTJIOONHA, KOTOPbIE Pa3BUBAIOTCH,
KOT1a FeMOTJIO0NH COEMHSIETCS C IIFOK030H B KpoBH. YpoBHU HbAlc siBIsIFOTCSI OOBIMHO
UCTIONIb3YEMOH MEPOH TIIMKEMUYECKOT0 KOHTPOJIS Y MTALIMEHTOB C TUa0eTOM, MpUYeM CHIKEHHE
ypoBast HbA 1c 0ObIMHO yKa3bIBaeT Ha yJIyUIIEHHE IIIMKEMUYECKOro KOHTPOJsA. B koHTekcTe
CIOocO0OOB HACTOSIEro N300PETEH s CIIOCOOBI HACTOSAIIETO H300PETEHUS TPUBOISAT K CHIDKEHHIO
HbAlc. B HekoTOpBIX BapuaHTax peanusanuy npu cHkeHnu HbA ¢ cHmkaroTes
otHocuTenbHble ypoBHU HbAlc, monyueHHbIe B pe3ysbTare JedeHus O10OPEHHBIMU B
HacTosiee Bpems no3amu 0,75 mr u 1,5 Mr aynarnyruna.

B omnpeneneHHbIX BapuaHTaxX pealn3alii HACTOSIIEro H300peTeH s O3bI U CXEMBI
JO3UPOBaHUs yNariyTHAA, OMUCAHHBIE B HACTOALLEM AOKYMEHTE, TPeAHA3HAUEHBI 115 JICUEeHUs
OXKMPEHUS, JUTUTEIBHOTO KOHTPOJIS BECa M/MJIM HETEPArieBTUUECKOH IOTepH Beca y CyOBEKTOB,
HY’KIAIOILINXCSI B 3TOM. B onpeneneHHbIX BapUaHTaX pealn3aliy CyObeKT NMeeT HHAEKC
macchl Tenia (MMT) Gonee uem okono 25 kr/m*. B onpeiefieHHbIX BAPUAHTAX PeaNu3aluu
cyObekT umeeT uHnekc macchl Tena (MMT) Gonee yem okono 26 kr/m?. B onpeneneHHbIX
BapUAHTAX peain3aluu cyObeKThl UMEIOT uHaekc Macchl Tena (MMT) Gonee yem okosio 27
kr/M’>. B onpejieNieHHbIX BapUAHTAX Peau3allii y CyObeKTa Takike UMEeTCsl OHO MK
HECKOJIBKO CBSI3aHHBIX C BECOM COMYTCTBYIOLIUX COCTOSIHUH, Takux Kak JI27T, runepToHus u/uimm
JOUCITUTTUAEMUSL.

B onpenesneHHbIX BapuaHTax peajn3aliii 103bl U CXEMbI 1O3UPOBAHMSI, OMICAHHBIE B
HACTOSIIEM TOKYMEHTE, IPEAOCTABIIEHBI IJIsl JIEUEHUs IPyTruxX 3a00JIeBaHUI UM COCTOSTHUM,
TaKuX Kak skuposasi Oone3nb nedenu (JKBIT), neankoronbasblii ctearorenarut (HACI) nnm
xpoHudeckoe 3abonesanue nodek (X3I1).

B HexkoTOpbIX BapuaHTax peaju3alyy J103bl 1yJNarjiyTHIA U CXeMbl BBEIEHUS,
ONMCAHHBbIE B JAHHOM JJOKYMEHTE, MPEIHA3HAYEHBI U1 TPOQPHUIAKTUKA W/ HITH JICUEHUSI
KOTHUTHBHBIX PACCTPONCTB, H/HJIM HEHPOIEreHEPATUBHBIX PACCTPOICTB, TAKUX KaK OOJIE3Hb
Aunbureiimepa, 6onesnb IlapkuHCOHA, H/MITH PacCesTHHOTO CKJIEPO3a.

CriocoObl IeueHust 1 MPUMEHEHUs1, ONTMCAHHBIEC B TAHHOM JOKYMEHTE, MOTYT OBITh
o0ecreyeHbl B OTHOBPEMEHHOH MJIH MOCIIeI0BATEIbHON KOMOMHALINY C APYTUMH BUIAMH
neuenns 2T, Bkirovast nepopajbHble mpenapatel 1 gedenns 2T, Takue kak MeThOpMuH,

W/ WK IpyTre NHbEKLMOHHBIE JIEKAPCTBEHHBIE CPEACTBA, BKIIOUAsk OBICTPOAEHCTBYIOIINE HITH
0a3zanbHbIC HHCYJIUHBI.

JlonoJHHUTENBHBIE BAPHAHTHI PEATM3aLUN HACTOSIIETO N300PETEHNS BKIFOUAIOT

BapPHUAHTHI peain3alli, OMMUCAHHBbIC HUXKE!
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1. Cnocob yny4ineHus TIIMKeMHYECKOro KOHTPOJIS y CyOBeKTa, HMEroInero n1uader 2 Tumna
(J12T), BkIrO4arOIINil BBEIEHHE YKa3aHHOMY CYOBEKTY YBEIMUEHHOH O3Bl NyJariayTHAA OJUH
pa3 B HEZEJIIO, MPHUEM YBEJINYSHHYIO 03y BBIOUPAIOT U3 TPyNIbI, cocrosimei u3 3,0 mr u 4,5
MT AyJarayTuaa OUH pa3 B HEAEIO.

2. Cnocob yny4mieHus TITMKEMIYECKOr0 KOHTPOJIS Y CyObeKTa, UMEFOIIero auader 2 Tuna
(12T) u Hy>)parouerocsi B AOMOJHUTEIBHOM ITUKEMUYECKOM KOHTPOJIE, BKITFOYAOIINHN!

a) BBEICHME YKa3aHHOMY CyOBeKkTy 1,5 Mr aynarnyTuaa OnuH pa3 B HEENO;, U

0) BBemeHHE yKa3aHHOMY CYOBEKTY YBEJIHMUEHHOM 103bI OyJIaryTHIA OJUH Pas3 B
HEJIeJT0, IPUYEM YBEJIMUECHHYIO 103y BBIOMPAIOT U3 TPYIIIIbI, cocTosmen u3 3,0 Mr u
4,5 Mr aynariyTUaa OJUH pa3 B HENEINO.

3. Cnocob ynyumieHus TIIMKEMHIYECKOr0 KOHTPOJIS y CyObeKTa, UMEIOIero Auader 2 Tuna
(J2T), BruroHaromui:

a) BBeIeHHE yKazaHHOMY cyOwekty 0,75 Mr nmynariyTuaa OquH pas B HEJEIO; C
NOCIEAYOLIUM

6) BBemeHHeM yKa3zaHHOMY CyObekTy 1,5 Mr AynariyTuaa OAWH pa3 B HENEJIO; C
NOCIEAYOLUM

B) BBEAEHHEM YKa3aHHOMY CYOBEKTY YBEJIMUEHHOH NO3bI AyJArIyTHAA OIUH Pa3 B
HEZEeH0.

4. Cnoco0 ynydlieHus: TITHKEMHUYECKOTO KOHTPOJIS y CyObeKTa, UMEIoIIero auader 2 Tumna

(J12T) u Hy>)paromerocst B AOMOJHUTEIBHOM MTUKEMUYECKOM KOHTPOJIE, BKIFOYAFO NN
a) BbIIBJIEHUE CYOBEKTa, paHee MmoyydaBuiero 1,5 Mr nqyjariayTuna OOuH pa3 B HEIEIO;
C TIOCTIEIYFOIIINM
0) BBEIEHHEM YBEJIMYEHHOW NO3bI AYJIArTyTHAA OAWH pa3 B HEAEIIO.

5. Cnocob no moboMy U3 BapHaHTOB peanu3auuu 1-4, roe 1,5 Mr ayiaarayTunaa BBOIST
OIIMH pa3 B HEJEJIO B TEUSHHE ABYX WM OOJiee HeNesb Mepes] BBEASHHEM YBEJIHUEHHON JT03bI
AyJarayTUaa.

6. Cnocob mo rodoMy U3 BapuaHTOB peanusauuu 1-5, rae 1,5 Mr qynarnyTuna BBOAST
OIIMH pa3 B HEJEJIO B TEUEHHE KaK MUHUMYM YeThIPEX HEIeNb Nepe/l BBEICHUEM YBEIUICHHOM
N03bl AyJarayTuia.

7. VYnyumensslil criocod BBeneHUs aynantyTuaa cyonsekry, umeromemy (J12T),
HY’KIAIOIIeMyCsl B JOTIOJIHUTEIbHOM TNIMKEMUYECKOM KOHTPOJIE, e yJIydllleHHe BKII0YaeT
BBEJIEHUE YBEJIMYECHHON TO3bI TyJaryTH/IA, BBIOPAHHON U3 TPYIIbI, cocTosmeit u3 3,0 mr u 4,5
MT, OJIMH Pa3 B HEZEJO.

8. Cmocob yny4ieHus IIMKeMHYeCKOro KOHTPOJIS y CyOBeKTa, uMerolero nuader 2 Tumna
(J12T) u Hy>)paromerocst B AOMOJHUTEIBHOM ITUKEMUYECKOM KOHTPOJIE, BKITFOYAFO NN

a) BBEICHHE YKa3aHHOMY CyObekTy 3,0 Mr TyJnariyTHaa OJUH pa3 B HENEINIO; C
MOCJIEAYIOLIUM
0) BBeIeHHEM yKa3aHHOMY CyOBbeKkTy 4,5 Mr nynariyTuaa OIUH pa3 B HENEJIO.
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9. Cnocob yny4ieHus IIIMKeMUYeCKOro KOHTPOJISl y CyOBeKTa, UMEroIero nuader 2 Tumna
(J12T), BKIFOYAOIIHIA:

a) BBEIEHUE YKa3aHHOMY CYOBEKTy 1,5 Mr aynariayTuna OOuH pa3 B HEOEIO, C
NOCIeAYOLINM

0) BBemeHHEM yKa3aHHOMY CyObekTy 3,0 Mr nyJiariyTHAa ONUH pa3 B HENEIO, C
NOCJEAYOLINM

B) BBEICHHEM YKAa3aHHOMY CYOBeKTy 4,5 Mr IyJariyTHaa OIHH pa3 B HENEJro.

10. Cnioco0 yny4iieHust rIMKeMHUYeCKOro KOHTPOJIS Y CyOBbeKTa, MMEIOLIero quadeT 2 Tuma
(J2T) u Hy>)parouerocsi B AOMOJHUTEIBHOM ITUKEMUYECKOM KOHTPOJIE, BKIIFOYAOIINHN!

a) BBEIEHHE yKa3aHHOMY CyOwekTy 0,75 Mr aynariayTuaa OOUH pa3 B HEOEIO, C
NOCIEAYOLINM

0) BBeIeHHEM YKa3aHHOMY CyOBeKkTy 1,5 Mr nmynarnyTuaa OnuH pa3 B HELEINO; C
NOCIEeAYOLIUM

B) BBeIEHHEM YKa3aHHOMY CyObekTy 3,0 Mr AyjariyTuaa OfHH pa3 B HENENIO, C
NOCIEAYOLIUM

I) BBEIEHHEM yKa3aHHOMY CyOBeKTy 4,5 Mr AyniariyTHaa OAWH pa3 B HENEJIO.

11. Cioco® ynydIneHus FTUKeMUYECKOro KOHTPOJIs y cyOBeKTa, UMEroIero auader 2 Tuma

(J12T) n Hy>Kparomerocs B JONOJIHUTEIBHOM INIMKEMHUYECKOM KOHTPOJIE, BKIFOYAO I
a) BbIIBJIEHUE CYOBEKTa, KOTOPOro paHee jedriu 3,0 Mr AyiariyTHaa OAMH pa3 B
HEJIeJII0; C TOCIEAYIOLUM
0) BBemeHueM 4,5 Mr qyjariyTuaa OOUH Pa3 B HEAEIIO.

12. Cnioco0 1o ro0oMy M3 BIIEYKa3aHHBIX BAPHAHTOB PEATM3ALINH, TAE€ KAKIYIO 103y
AyJariyTHIA OAMH Pa3 B HEAEIIO BBOIST B TEYEHHUE IBYX MM OoJiee HeAeNb epel BBEACHUEM
YBEJIMYEHHOH 03Bl AyJIarIyTHAA.

13. Cnoco0 1o ro0oMy M3 BIIIEYKA3aHHBIX BAPUAHTOB PEATU3ALINH, TIE KAXKIYIO
UICHTU(PUIMPOBAHHYIO 703y NyJArJIyTHAA BBOIAT B TCUCHHE KAK MUHHUMYM YEThIPEX HEAeIb
nepes BBeAEHUEM MOCIeNyoIel yBeIMIeHHO A03bI AyIariayTuaa.

14. Y nydimenHsiii ciocod BBeneHUs Ayaaraytunaa cyobekTy, umeroriemy (JI2T), koropomy
BBOJIAT TIEPBYIO O3y AYJIATYTHAA, HO KOTOPBII HY>KAAETCS B JOTIOJIHUTEIEHOM
TJTUKEMUYECKOM KOHTPOJIE, I1e YAYYIIeHHE BKIFOYAaeT BBEICHNE YBEIIMYSHHOMN 036
AyJNarnyTuaa.

15. YnydmenHsiii cocod 1Mo BapuaHTy peanusauuu 14, rae nepsas 103a AyJariyTHaa
coctasJyisieT 1,5 Mr u BTOpas no3a ayjariyTuaa coctasiset 3,0 mr.

16. YnyuieHHsid criocod mo ro0oMy U3 BapHaHTOB peanusauuu 14-15, rae nepByro 103y
AyJariyTHIA BBOIST B TEUEHUE IBYX MK OoJiee HEeZeNnb Iepesl BBEACHUEM BTOPOI 103bI
AyJNarnyTuaa.

17. Y nydineHHsbId criocod o ro0oMy U3 BapHaHTOB peanusauuu 14-15, rae nepByro 103y
AyJariIyTHIA BBOIST B TEUEHHE KAK MUHUMYM Y€ThIpeX HEeZlelb Iepe]] BBEICHUEM BTOPOH J03bI

AyNarnyTuaa.
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18. Crioco6 mo mo6oMy M3 BBIIIEYKA3aHHBIX BAPUAHTOB PEATU3ALUH, ITI€ CIIOCO0 MPUBOIAUT
K cHmkeHno HbAlc.

19. Crioco6 o mo6oMy 13 BBIIIEYKA3aHHBIX BAPUAHTOB PEATU3ALUH, ITI€ CIIOCOO MPUBOIAUT
k cHkeHmo HbA 1c Oonee uem Ha okoio 0,1% no cpaBHEHHIO ¢ JedeHneM 1,5 Mr ayiariyTaga
OJIH pa3 B HEZEI0.

20. Crioco0 o r000oMy U3 BIIEYKA3aHHBIX BAPUAHTOB PEAIU3ALINH, TI€ CIIOCO0 MPUBOIUT
K cHkeHmo HbA 1c Oonee yuem Ha okoi1o 0,2% 1mo CpaBHEHHIO € JedeHneM 1,5 Mr ayiariyTuga
OJIH pa3 B HEZE0.

21. Cnioco0 o nr00oMy U3 BBIIIEYKA3aHHBIX BAPUAHTOB PEAIU3ALINH, TI€ CIIOCO0 MPUBOIUT
k cHikeHmo HbA 1¢ Oonee uem Ha okoi1o 0,3% 1no cpaBHEHHIO ¢ JeueHneM 1,5 Mr ayiarnyTuaa
OJIMH pa3 B HEZEJIO.

22. Cnioco0 no nr000oMy U3 BbIIIEYKAa3aHHBIX BAPUAHTOB PEAIU3aLINH, 1€ CIIOCO0 MPUBOIUT
k cHikeHMo HbA 1¢ Oonee uem Ha okoi1o 0,5% 1no cpaBHEHHIO ¢ JeueHueM 1,5 Mr ayiarnyTuia
OJIUH pa3 B HEZEJIO.

23. Crioco0 IIMTeIbHOrO KOHTPOJIS Beca Y CYOBeKTa, Hy KIAIOLIEeMYCsl B 3TOM,
BKJIFOYAIOLINH BBEIEHNE YKa3aHHOMY CYOBEKTY IyJIariyTHAA B KOJMYECTBAX COTJIACHO JII0OOMY
U3 TIPUBE/ICHHBIX BbIIIE BAPUAHTOB PEATU3ALIUH.

24. Crioco0 mo moOoMy M3 YKa3aHHBIX BBILIE BAPHAHTOB PEAU3ALHH, TI€ CIIOCOO MPUBOAMT
K CHMIKEHHIO MAacChl TeJIa.

25. Cnocob o o0oMy U3 yKa3aHHBIX BbIIIE BAPHAHTOB PEATU3ALUH, ITI€ CIIOCOO MPUBOAUT
K CHUJKEHHIO MAcChl TeJa, 10 MEHbIIEH Mepe, Ha OKOJIO 1 KT IO CPaBHEHUIO C JieueHueM 1,5 mr
AyJIariyTHaa OUH Pa3 B HENEIIO.

26. Cniocob o o0oMy U3 yKa3aHHbBIX BbIIIE BAPHAHTOB PEATU3ALUH, ITI€ CIIOCOO MPUBOAUT
K CHIDKEHUIO MAacChl T€Jia, IO MEHBIIEH Mepe, Ha OKOJIO 1,3 Kr 1Mo CpaBHEHUIO C JiedeHueMm 1,5 mr
AyJariyTHaa OWH pa3 B HENEIIO.

27. Cnocob o ro0oMy U3 yKa3aHHBIX BbIIIE BAPHAHTOB PEATU3ALUH, ITI€ CIIOCOO MPUBOAUT
K CHIDKEHUIO MacChl T€Jia, IO MEHBIIEH Mepe, Ha OKOJIO 1,5 Kr 1o CpaBHEHUIO C JiedeHueM 1,5 mr
AyJariyTHAa OfWH Pa3 B HENEIIO.

28. Criocob o ro0oMy M3 YKa3aHHBIX BbIIIE BAPHAHTOB PEATU3ALUH, ITI€ CIIOCOO MPUBOAUT
K CHUJKEHHIO MAcChl TeJa, 10 MEHbIIEH Mepe, Ha OKOJIO 2 KI' ITO CPaBHEHUIO C JIeYeHUueM 1,5 mr
AyJariyTHAa OWH Pa3 B HENEIIO.

29. Cnocob neyennst HACT y cyObekTa, Hy>KIArOIIErocs B 3TOM, BKITFOUYAIOIINI BBEICHHE
yKa3aHHOMY CYOBEKTY IyJNariyTHUAa B KOJIUYECTBAX B COOTBETCTBUU C JFOOBIM U3 MPUBEACHHBIX
BBILIE BAPHAHTOB PEATU3ALIHHL.

30. Cniocob neuenust merabonndeckoro 3a00neBanus y CyObeKTa, Hy KAAOIErocst B 3TOM,
BKJIFOYAIOLIMI BBEJCHHE YKA3aHHOMY CYOBEKTY AyJIariyTHIA B KOJHYECTBAX B COOTBETCTBHHU C

JIFOOBIM U3 YKa3aHHbIX BbIIIC BAPUAHTOB pC€aJIM3allnuu.
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31. Criocob nevenus X311y cyObekTa, HyKIAIOMIETOCs] B 3TOM, BKJIFOYAIOIIUN BBEICHHUE
yKa3aHHOMY CYOBEKTY IyJariyTHAa B KOJIMYECTBAX B COOTBETCTBUH C JIFOOBIM U3 YKa3aHHBIX
BBILIE BAPHAHTOB PEATT3ALIHHL.

32. Criocob nevenust 6one3nu AnbireiiMepa y cyObekTa, Hy>KIArOIIerocsi B 5TOM,
BKJIFOYAIOLINI BBEJICHHE YKa3aHHOMY CYOBEKTY AyJIariyTHIA B KOJUYECTBAX B COOTBETCTBHHU C
TrOOBIM 13 NPUBEIAECHHBIX BBIIIE BAPHAHTOB PEATH3ALIHH.

33. Cniocob neuenus 6one3nu [lapkuHCOHA y CyOBeKTa, HYKAAIOIIEroCs B 3TOM,
BKJIFOYAIOLIMI BBEJICHHE YKa3aHHOMY CYOBEKTY AyJariyTHIA B KOJUYECTBAX B COOTBETCTBHUHU C
TrOOBIM M3 YKa3aHHBIX BBILIE BAPHAHTOB PEAN3ALIUH.

34. Cniocob neueHus paccessHHOTO CKIIepo3a y CyOBeKTa, Hy KIAIOLIErocs B 3TOM,
BKJIFOYAIOLIHNI BBEZICHHE YKa3aHHOMY CYOBEKTY IyJariyTHIa B KOJHYECTBAX B COOTBETCTBHUHU C
JOOBIM M3 YKa3aHHBIX BBILIE BAPHAHTOB PEANN3ALIUH.

35. Cnocob no moboMy U3 BbILIEYKa3aHHBIX BAPHAHTOB PEATM3aLNH, ITIe BBEICHUE
AyJarayTuaa He IPUBOIUT K HerpuemieMon nepeHocumoctu JKK tpakTom.

36. Cnoco6 o moOoMy U3 BBIIIEYKAa3aHHBIX BAPUAHTOB PEAIN3aLlH, B KOTOPOM BBEIEHHE
AyJarayTUaa He IPUBOIUT K HEIIPUEMJIEMOMY YBEJIMUEHHIO YaCTOThI IyJIbCA.

37. Cnocob no mo0oMy U3 BBIIIEYKAa3aHHBIX BAPUAHTOB PEANU3ALNH, T1€ YBEINIECHHYIO
703y AyJNariayTuaa BBOAAT B 0,5 MJ1 BOAHOM KOMIIO3ULIMH, COAEPIKALLEH:

a) 0,07 Mr TMMOHHOW KHCJIOTBI,

0) 23,2 Mr MaHHUTA,

B) 1,37 Mr TpuHaTpuii uuTpaTa; u

r) ot okoo 0,125 no okoso 0,25 mr nonucopbata 80.

38. Criocob cornacHoO BapuaHTy peaju3aiuu 37, rae KoaudecTso nojucopdara 80 B
KOMITO3UILINH cOCTaBsieT okojio 0,125 mr.

39. Cniocob mo modoMy U3 BapUAHTOB peanu3anuu 37-38, rne KOMITO3ULIUS OCTAeTCsI
XUMHYECKH U (PU3NYECKH CTAOMIbHOM B TeueHue 2 net npu 2-8 °C.

40. Criocob o 1r0boMy U3 BapUaHTOB peanu3annu 37-39, rae KOMIO3UIUS OCTAETCs
XUMHYECKH U (PU3NIECKH CTaOWIbHOM B TeueHue 14 nueii mpu 30 °C.

41. CrabunbHasi papMalieBTHUYECKAS KOMITO3UIIHS, COIepIKaIIas:

a) OyJariyTui, B KOHLIEHTPALMH, BEIOPAHHOW U3 Ipymibl, cocTosmed u3 6,0 wiu 9,0
MI/MIT;

©) MaHHUT, B KOHLIEHTpauuu 46,4 mMr/m,

B) TpPUHATPUS LUTPAT, B KOHLEHTpauuu 2,74 Mr/mi; u

r) mnosucopOar 80, B KOHIIeHTpauuu ot okojio 0,25 no 0,5 mr/mu.

42. CrabunbHas papmaneBTHIeCKast KOMIIO3ULIUS COTJIACHO BapUaHTy peanusanun 41, rae
KOHIeHTpaIus nojucopdara 80 cocrasisier okono 0,25 Mr/mit.

43. CrabunbHas papmaneBTH4YeCKast KOMIIO3ULIUS 110 JIFOOOMY M3 BApUAHTOB peaimn3anuu 41

iy 42, rie KOHUEHTpalys AyJIariyTiaa coctasisier 6,0 Mr/mit.
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44. CrabunbHas papmaneBTHYECKast KOMIIO3ULIUS 110 JIFOOOMY M3 BApUAHTOB peaimn3anuu 41
iy 42, re KOHUEHTpalys AyjiariyTuaa coctasisier 9,0 Mr/mit.

45. CrabunbHas papmaneBTHUecKast KOMIIO3ULIUS 110 JIFOOOMY M3 BApUAHTOB peaimn3anuu 41
iy 42, r7ie KOMITIO3ULHS OCTAeTC XUMHUYECKH U (PU3NIECKU CTAOUIIBHOM B TeUeHHE 2 JIET MpU
2-8 °C.

46. CrabunbHas papmaneBTHIeCKast KOMIIO3ULIUSA 110 JIFOOOMY U3 BAPUAHTOB peanu3anuu 41,
42 wnm 45, rie KOMIO3UIIHS OCTAeTCsS XUMHUECKH 1 (pu3nuecku CTaOMIIbHOM B TeueHne 14 nHei
npu 30 °C.

47. ABTOMHKEKTOp, COAEP KA CTAOMIIbHYIO (papMaLeBTUYECKY0 KOMIIO3HIIHIO TI0
Tr000My M3 BapUAHTOB peann3anuu 41-46.

48. Crioco0 ynyulIeHus TTHKEMHIYECKOro KOHTPOIIS y CyObeKTa, UMEIOIIero Auader 2 Tuna
(J12T), Brarovarouuii BBeieHNE ykazaHHOMY cyOBekTy 0,5 M ctabunbHOH (hapmManeBTHIeCKO
KOMIIO3HIIMH T10 JIIOOOMY U3 BapHAaHTOB peanu3auuu 41-44.

49. NynariayTun 11 IPUMEHEHHs TSl YIYYLIeHNS TIIMKeMHIYECKOro KOHTPOJISI y CyObeKTa,
umetomero nuadet 2 Tuna (JI2T) u HyKIaroerocs: B JOMOJHUTEIBHOM MIUKEMUYECKOM
KOHTPOJIE, BKJIFOYAKO LI

a) BbIIBIEHHE CyObekTa, nMerouero /12T v HyKAaromerocsi B AOMOJHUTEIBHOM
NINKEMUYECKOM KOHTPOIJIE,
0) BBe#eHME YKa3aHHOMY CYOBEKTY MEPBOI JO3bI AYJIATTYTHIAA ONUH Pa3 B HENEO
B TEUEHHE KAK MUHUMYM UY€ThIPEX HENENb, U
B) YBEJIMYEHHUE JJO3bI 10 BTOPOIl 03B,
e nepsast 703a BbIOpaHa u3 rpynibl, cocrosimei u3 1,5 u 3,0 Mr onuH pa3 B HEAEIO, a BTopasi
7032 BbIOpaHa U3 rpymmbl, cocTosmed u3 3,0 u 4,5 Mr onuH pa3 B HEIEJIIO.

50. AynarnyTua 1Jisi IPUMEHEHUS] B COOTBETCTBUU C BAPUAHTOM peanu3auuu 49, rae nepsast
no3a coctassieT 1,5 mr, a BTopas no3a cocrasisier 3,0 Mr.

51. AynarnyTtua 1Jiss IPUMEHEHUS] B COOTBETCTBUU C BAPUAHTOM peanu3auuu 49, roe
cyobexTy BBOAMIHN 0,75 Mr 103y AyJariyTHIA B TEUEHHE KAK MUHUMYM Y€ThIPEX HeNleNb Mepen
BBEJIEHHEM HO3HI 1,5 MT.

52. AynarnyTua 1uis pUMEHEeHHs 1o JI0OOMy M3 BapuaHTOB peanusanuu S0 wmm 51,
JOMOJIHUTEIBHO BKJIIOHAKOIIUN yBeaudeHue 10361 3,0 Mr 10 4,5 Mr oAuH pa3 B HEAEIO MMOCIe
TOTO, KaK CyOBeKTa JIeUrJin 1030 3,0 MI' B TeU€HHE KaK MHHUMYM Y€ThIPEX Heelb.

53. lynarnyTua 1Jis IPUMEHEHHUS] B COOTBETCTBUU C BAPUAHTOM peanu3auuu 49, rae nepsast
no3a coctasisieT 3,0 Mr, a BTopast 103a COCTaBJsAeT 4,5 MT.

54. Ilpumenenue nynarayTUAA sl U3TOTOBJICHUs JIEKAPCTBEHHOTO CPEACTBA IJIs
YIYYIICHUS TIMKEMHUYECKOTO KOHTPOJIsl y cyObekTa, nmerornero auader 2 tuna (J12T) u
HY>KJAOIIErocst B AOMOIHUTEIBHOM INTMKEMUYECKOM KOHTPOJIE, BKIKYAKOLIee:

a) BbIsBIIeHHE cyObekTa, umeromiero /2T u Hykaaromerocst B JOMOTHUTETEHOM

TIMKEMHUYECKOM KOHTPOJIC,
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0) BBemeHME YKa3aHHOMY CYOBEKTY MEPBOI O3Bl AYJIATTYTHAA OUH Pa3 B HENEIO
B TEYEHHE KAK MUHUMYM 4Y€ThIPEX HENENb, U
B) YBEJIMYEHHUE JJO3BI 10 BTOPOIl 03B,
e rnepsast 703a BbIOpaHa U3 Tpynisl, cocrosimei u3 1,5 u 3,0 Mr onuH pa3 B HEAEIO, a BTopast
7032 BeIOpaHa U3 rpymibl, coctosmeit u3 3,0 u 4,5 Mr onuH pa3 B HENEJIIO.

55. IlpuMmenenune no BapuaHTy peanusanuu 54, rae nepsast 4o3a COCTaBysAeT 1,5 Mr, a BTopas
no3a coctapJsieT 3,0 mr.

56. IlpuMeHeHne IO BapUaHTy peanu3anuu 55, rae cyObpeKkTa JeUnIn AyNariyTHIOM B 103€
0,75 Mr B Te4eHHE KaK MUHUMYM YETBIPEX HEAEJb NEepe BBEACHUEM 103kl 1,5 Mr.

57. IlpumeHeHue no 1000MY U3 BAPHAHTOB peanu3aluu 54-56, NOMOIHUTEIBHO
BKJIIOYarolIee yBeauueHue 1036l 3,0 Mr 10 4,5 Mr ofiMH pa3 B HEAEIO IOCJIE TOro, Kak cyObeKTa
Je4usn 70301 3,0 Mr B Te4eHUE KaK MUHUMYM 4Y€ThIPEX HENEJIb.

58. IIpumeHenue 1o BapuaHTy peanusauuu 54, rae nepsas 103a coctasiser 3,0 mr, a BTopast
n03a cocTasisieT 4,5 mr.

59. lynarnyTun asist IpUMEHEHUs IS YIIyUIIeHUs TNIHKEMHYECKOTO KOHTPOJIS Y CYOBeKTa,
umetomero nuadet 2 Tuna (JI2T) u HyKIaromerocs: B AOMOJHUTEIBHOM MIHKEMUYECKOM
KOHTPOJIE, BKJIFOYAKO LI

a) BbIIBIEHHE CyObekTa, nMerouero /12T v HyKAaromerocs B AOMOJHUTEIBHOM
IJIMKEMUYECKOM KOHTPOJIE,

0) BBenmeHue ykazaHHOMY CyObekTy 0,75 Mr ayJjariyTuaa OQUH pa3 B HENEIIO B
TEUEHUE KaK MUHUMYM 4YeTbIPEX HEJEb,

B) BBEICHHE YKa3aHHOMY CYOBeKTy 1,5 Mr nynaryiyTuaa OnuH pa3 B HEENO B
TE€UEHUE KaK MUHUMYM 4YeTbIPEX HENENb, U

I) BBEACHUE YKa3aHHOMY cyOBbekTy 3,0 MI OMH pa3 B HENEJIIO.

60. dynarnyTua njisi H(pUMEHEHUs] B COOTBETCTBUM C BAPUAHTOM peaniu3anuu 59,
JOTIOJHUTENBHO BKJIFOYAKOLUN YBEIUYEHHE 03I 10 4,5 MI" OZIMH pa3 B HEJENIO NOCJIE TOTO, KaKk
cyOBbexTy BBOAMIN 103y 3,0 MI OIMH pa3 B HEZIEIIO B TEYEHNE KAK MHHHMYM YEThIPEX HEeNeJb.

61. IIpumenenue aynariyTuaa ais U3TOTOBJIEHMs JIEKAPCTBEHHOIO CPECTBA JJIs
YIYYIICHUS TIMKEMHUYECKOT0 KOHTPOJIsl y cyObekTa, nmerornero auader 2 tuna (J12T) u
HY>KJAOIIErocst B AOMOIHUTENBHOM INTIMKEMUYECKOM KOHTPOJIE, BKIKYAKOLIee:

a) BbIsBIeHHE cyObekTa, umeromiero /2T u Hykaaromerocst B JOMOTHUTETEHOM
IINKEMUYECKOM KOHTPOIJIE,

0) BBeneHue ykazaHHOMY CyOBekTy 0,75 Mr AyjariyTuaa OOUH pa3 B HENEIIO B
TE€UEHUE KaK MUHHUMYM 4YeThIPEX HEEIb,

B) BBEICHHE YKa3aHHOMY CYOBeKTy 1,5 Mr nynariyTuaa OnvH pa3 B HEENO B
TE€UEHUE KaK MUHUMYM YeTbIpEX HEeEelb, U

I) BBEACHUE YKa3aHHOMY cyObekTy 3,0 Mr OfMH pa3 B HENETIIO.
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62. IIpumeHeHne no BapuaHTy peann3auuu 61, OMOJHUTENBHO BKIKOYAKOIIEE YBEIUUYCHNE
70361 10 4,5 M OZIMH pa3 B HEAEIIIO IOCJIE TOTO, KaK CyOBeKTY BBOIUIIH 103y 3,0 MI OJIUH pa3 B
HeJleJII0 B TeU€HUE KaK MUHHUMYM YE€ThIpEX HEZelNb.

63. lynarnyTun 1J1s IPUMEHEHHsI B YIIyUYIIEHUH KOHTPOJIS TIIUKEMHUH Y CYOBEKTa,
umeromiero nuabder 2 tumna (J2T) u koToporo jedat aynariayTHaoM B go3e 1,5 Mr onuH pa3 B
HEZEJNI0, HO HY>KJAIOIIErocst B AOMOJHUTEIbHOM MNIMKEMUYECKOM KOHTPOJIE, BKIFOYAOLIUI!
YBEJIUYEHHUE 103bl BBOAUMOrO AyJariaytuaa 10 3,0 Mr OQuH pa3 B HEAENIO.

64. lynarnyTtua ajisi H(pUMEHEHUs] B COOTBETCTBUM C BAPUAHTOM peanu3auuu 61,
JOTOJHUTENBHO BKJIFOYAKOLUN YBEIUUYEHHUE J03bI 10 4,5 MI OIUH pa3 B HEJENIO MOCJIE TOrO, KaKk
cyObexTy BBOAMIHN 03y 3,0 MI' OIMH pa3 B HEEIIO B TEUEHHE KAaK MUHUMYM YEThIPEX HeNlelb.

65. IIpumenenue aynariyTuaa 1jsl U3TOTOBJICHUS JIEKAPCTBEHHOTO CPEACTBA JJIst
YIYUIIEHUS TIIMKEMHUYECKOT0 KOHTPOJIs y cyObekTa, nmerornero auader 2 tuna (J12T) u
MOJIy4aroIero 1,5 Mr 103bl AyJIariyTUAA OAUH Pa3 B HEAENIO, HO HYKIarOLIEerocs B
JOTIOJHUTENBHOM ITTMKEMUYECKOM KOHTPOJIE, BKIIFOYAIOLIEE. YBEIUYEHHUE 103bl BBOIUMOIO
aynaraytuaa 10 3,0 Mr OJlUH pa3 B HEJEJIIO.

66. IIpuMenenune no BapuaHTy peanu3aluu 65, JONONHUTENbHO BKIOYAOLIEe YBEIMUEHNE
I03bI 10 4,5 MI' OIMH pa3 B HENEJIO TOCJIe TOTo, Kak cyObekTa eunu 3,0 Mr IyJariyTiaa OGuH
pa3 B HEZEJI0 B TEUEHUE KaK MUHUMYM YEThIPEX HEZelb.

67. dynarnyTua Ay IPUMEHEHUs [T YIIyYLIeHUs TIIHKEMHYECKOrO KOHTPOJIS Y CYOBeKTa,
umeroniero nuader 2 tuna (JI2T) u koTOporo jeyat aynarayTHIOM B 103e 3,0 MI OIMH pa3 B
HEZEJNI0, HO HY>KJAIOIIErocs: B JOMOJHUTEIPHOM MNIMKEMUYECKOM KOHTPOJIE, BKIIIOYAKOLIEE:
yBEJIMYEHHUE 103l BBOAUMOIO AyJariyTuaa 10 4,5 Mr OUH pa3 B HEJENIO.

68. dynarnyTuz 1t TpUMEHEHUs! TP 00eCnieueHHH JJTUTEIbHOTO KOHTPOJIS Beca Y
cyOBbeKTa, Hy KIAIOIIErocsi B 5TOM, BKJIIOYAIOLIEe:

a) BBeIEHUE YKazaHHOMY cyOBekTy 0,75 Mr nynariyTHaa ONMH pa3 B HENEIIO B
Te4eHHe KaKk MUHUMYM YeThIpeX Helleb;

0) BBemeHUE YKa3aHHOMY CYOBeKTy 1,5 Mr nynariyTunaa OQuH pas B HEAENIO B
Te4YeHHe KaKk MUHUMYM YeTbIpeX Hellelb, U

B) YBEJIMYEHHUE 03Bl 10 3,0 MI OJIUH pa3 B HEJEIIIO.

69. ynarnyTua njisi H(pUMEHEHUs] B COOTBETCTBUM C BAPUAHTOM peaiu3anuu 68,
JOTIOJHUTENBHO BKJIFOYAKOLUN YBEIUYEHNE N03bI 10 4,5 MI OJIUH pa3 B HEJENIO NOCJIE TOrO, KaKk
cyObekTy BBOAMIN 103y 3,0 MI OIMH pa3 B HEEIIO B TEYEHHE KAaK MUHUMYM YEThIPEX HEeNelb.

70. dynarnyTup 0Jsi IPUMEHEHUs! TpH 00eCnieueHNH JJTUTEIbHOTO KOHTPOJISI BEca Y
cyOBeKTa, Hy)KIAIOIIErocsl B 5TOM, BKIIIOYAIOLIee:

a) BBIABIEHHE CYOBEKTa, KOTOPOTO paHee JISUUIIH 1,5 Mr aynariyTuaa OnuH pas B
HEZIeJI0 B TeUeHNEe Kak MUHUMYM 4YeThIpeX Helelb;, U

0) yBenuueHue 1036l 10 3,0 MI OIMH pa3 B HEIEIIO.
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71. QynarayTua ajisi H(pUMEHEHUs] B COOTBETCTBUU C BAPUAHTOM peanusauuu 70,
JIOTIOJIHUTENBHO BKIIIOUAIOLINI yBEIMUEHUE 103bI 10 4,5 MI" OZIUH pa3 B HEZAEIIO MOCJIE TOro, Kak
cyOBekTy BBOAMIHN 103y 3,0 MI OIMH pa3 B HEEIIO B TEUEHHE KAK MUHUMYM YEThIPEX HENeb.

72. JynarnyTun A IpUMEHEHUs IJTsl JJTHTEIbHOTO KOHTPOJISI Beca y CyOBbeKTa,
HY>KAIOIIErocsl B 3TOM, BKJIIOUAIOLIEE:

a) BBIABIEHHE CYOBEKTa, KOTOPOTO paHee Jieunin 3,0 Mr 1yJnarjiyTuaa OIuH pas B
HEZleJII0 B TeUE€HNE KaK MUHUMYM 4Y€ThIpEX HEZENb;, U
0) yBemmueHue 1036l 10 4,5 MI OAMH pa3 B HEJEIIO.

73. llpumenenue aynaryTuaa AJsl U3TOTOBJICHMs JIEKAPCTBEHHOTO CPEACTBA [JIst
YIYYIIEHUS TIIMKEMHYECKOT0 KOHTPOJIsl y cyObekTa, nmerornero auader 2 tuna (J12T) u
nojyvarouero 3,0 Mr 103y AyJariyTHAa OJUH Pa3 B HEJENI0, HO HYKIar0Ierocs B
JOTIOJIHUTENBHOM INTIMKEMUYECKOM KOHTPOJIE, BKIIIOYAIOLIEe. YBEJINYEHUE O3bl BBOAUMOIO
oyJnarayTuaa a0 4,5 Mr OJIMH pa3 B HENEIIHO.

74. Ilpumenenune nynariyTUIA A U3TOTOBJIEHUs JIEKAPCTBEHHOIO CPEACTBA AJIs
JUTUTEIBHOTO KOHTPOJISI Beca y CyObeKTa, HyKJAIOIIErocs: B 5TOM, BKJIIOYAIOLIEe:

a) BBeIEHHUE yKazaHHOMY cyObekty 0,75 Mr aynariyTuiaa OAHMH pa3 B HEACTIO B
TE€YEHHE KaK MUHHUMYM YEThIPEX HENENb;,

0) BBemeHME yKa3aHHOMY CyOBbeKkTy 1,5 Mr nynariyTuaa OnuH pa3 B HEENIO B
TE€UEHUE KaK MUHUMYM YeTbIpEX HENeNb, U

B) YBEJIMYEHHUE 03bI 10 3,0 MI OJJUH pa3 B HEJEIIO.

75. IlpumeHeHne o BapuaHTy peanu3auuu 74, NOMOJHUTENBHO BKIIKOYAIOIIEE YBEIUUYCHHE
103bI 10 4,5 MI" OZIMH pa3 B HEAEJIIO MOCJIE TOro, Kak cyObekTa jeuntn 3,0 Mr IyJariayTuaa OquH
pa3 B HENeJI0 B TEUEHHE KaK MUHUMYM YeThIpeX He/lelb.

76. IlpumeneHue aynariyTuaa 1Js U3TOTOBJIEHMS JIEKAPCTBEHHOIO CPECTBA IS
IUTUTENTBHOT'O KOHTPOJISI Beca Y CyOBeKTa, Hy KAAI0IIErocsi B 3TOM, BKJIIOUAKOLIEe:

a) BBIABJIEHHE CYOBEKTa, KOTOPOTO paHee JISYUSIH 1,5 Mr nynariyTuaa OnuH pas B
HeJleJII0 B TeUeHHEe KaK MUHUMYM 4YeThIpeX HeZelb;, U
0) yBenuueHue 1036l 10 3,0 M OIMH pa3 B HEJEIIO.

77. llpumeHeHne o BapUaHTy peanu3anuu 76, JOMOJHUTENBHO BKIKOYAOLIEE YBEIUUYCHHE
1036l 10 4,5 M OZIMH pa3 B HEAEIIIO MOCJIE TOTO, Kak cyObekTa neunnn 3,0 Mr IyJariayTuaa OquH
pa3 B HeZleJI0 B TEUEHUE KaK MUHHUMYM YeThbIpeX He/lelb.

78. lIpumeneHue aynariyTuaa 1Jsl U3TOTOBJICHUs JIEKAPCTBEHHOIO CPECTBA IS
IUTUTENIBHOT'O KOHTPOJISI Beca Y CyOBeKTa, Hy KIAIOIIErocsi B 3TOM, BKJIIOUAIOLIEe:

a) BBIABIEHHE CYOBEKTa, KOTOPOTO paHee Jieunin 3,0 Mr IyJiarjiyTuaa OUH pa3 B
HeJleII0 B TeUeHHEe KaK MUHHUMYM YeThbIpeX HeZelNb; U
0) yBemmueHue 036l 10 4,5 MI OIVMH pa3 B HEJEIIO.

79. HQynarnyTup IJsi IPUMEHEHUs B COOTBETCTBUH C JFOOBIM M3 YKa3aHHBIX BBIIIE BAPHAHTOB

peanuzanuy, rae no3y aygarnyrunaa 3,0 win 4,5 mr BBoaAT B 0,5 MJT BOJHON KOMITO3ULIUH,

cozepIKallei:
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a) 0,07 Mr TMMOHHOW KHCJIOTHI,
0) 23,2 Mr MaHHUTA,
B) 1,37 mMr TpuHaTpuii uuTpaTa; u
r) mnosucopOar 80, B koimuecTse ot 0,125 no 0,25 mr.
80. lynarnyTua 1Jisi IPUMEHEHUS] B COOTBETCTBUHU C BAPUAHTOM peanu3auuu 79, roe
KOJIM4YEeCTBO nosiucopbara cocrapisier 0,125 mr.
81. dynarnmyTua 11 pUMEHEHHs 1o IF0OOMy M3 BapuaHTOB peanuszauuu 79-80, rae
KOMIIO3HUIIHSI OCTACTCS XUMUYECKH U (PU3ruecku CTabuIIbHOM B Teuenne 24 mecsiies npu 2-8 °C.
82. lynarnyTua 11 NpUMEHEeHHs 1o IFoOOMy U3 BapuaHTOB peanuszauuu 79-81, rae
KOMITO3HULHSI OCTAETCsl XUMHUYECKH U (pru3ndecku cTaOuibHOI B TeueHue 14 nueii npu 30 °C.

83. lynarnyTua 11 IpUMEHEHHsI 10 IF0OOMY M3 YKa3aHHBIX BBILIE BAPUAHTOB pPeajH3allvy,
/1€ BBEICHUE YBEJIMYEHHOMN N103bl AYJarIyTHAA HE MPUBOAUT K HENIPUEMIIEMON NEPEHOCUMOCTH.
84. JlynarnyTun aJisi IpUMEHEHUs B JTI0OOM M3 YKa3aHHBIX BBIIIE BAPUAHTOB PEATH3aLINH,

rae ypoeHb HbAlc cyObekTa cCHUXKaeTCs.
85. JlynmarnyTun asisi IpUMEHEHUs B TI0OOM M3 YKa3aHHBIX BBIIIE BAPUAHTOB PEATH3aLINH,
r7ie Macca Tena CyObeKTa CHIKAeTCsL.

H300perenne nanee WILTFOCTPUPYETCS CIAEAYIOIIUMH IPUMEPAMH, KOTOPBIE HE TOJIKHBI
paccMaTpuBaThCS KaK OrpaHUYMBAIOIIKE.

INPUMEPBI
Kaununueckoe uccaegosanue ®Pasza 2.

Knunuueckoe uccienoBanue ®asa 2 npegHazHAYEHO JIs1 OLIEHKH O0€30MacHOCTH U
3¢ (HeKTUBHOCTH Pa30BOro nmpuema ayjariaytuaa 3,0 Mr u 4,5 Mr onuH pa3 B HEEJH0, BBOJIUMOTO
10 OJJTHOMY M3 JBYX aJITOPUTMOB NOAOOpa 03B, O CPABHEHHIO € TUIALEe00 y MaUEeHTOB C
caxapHbM auaderom 2 tumna (JI2T), nony4aBmux jJedeHne ¢ MOHOTepanueit
metrdopmuHOoM. MccnenoBanue Takke MpeIHa3HAYEeHO [T BKIIFOYSHUS THATHOCTHYECKHIX
cpaBHeHuii 103 3,0 1 4,5 mr ¢ qynarnytunom 1,5 mr (caMast BBICOKast 103a, OJ00peHHast
PEryINPYIOIUME OpraHamMu). MccnenoBanue npeaHa3sHauYeHo sl IPOTHO3UPOBAHHMSI TOTO,
OyayT ¥ yBENMYEHHBIE 103bI 00ECIeUNBaTh YJIyUICHHbIC KIMHUYECKUE TPEUMYLIECTBa,
BKJIFOYast Oonblnee cHIbkeHue ypoBHs HbA lc u Oosbinee CHUKEHHUE MacChl TeJa, C
npuemMIIeMbIM IpodriieM 0€30MacHOCTH B MEPEHOCUMOCTH.

HccnenoBanue BBINOJHEHO B BUJI€ MHOTOLIEHTPOBOIO PaHJOMU3UPOBAHHOIO JBOHHOIO
CIIETIOr0 UCCIIENOBAHUS C TTAPAILIEIbHBIM KOHTPOJIEM H IJ1ae00-KOHTPOJIEM C 3 TIepHOAaMU
uccienoBanus (BBOIHBIN KypcC, JIEYSHHE U KOHTPOJIb 0e30macHOCTH) y manueHToB ¢ J12T ¢
HEaJIeKBATHBIM MTMKEMUYECKHM KOHTPOJIEM TOJIBKO ¢ MET(HPOPMHUHOM.

Ilocne ckpyuHUHTA U HAYAJIBHOIO NEPUOA MALUEHTHI PAHJOMU3UPYOTCS B COOTHOLIEHUH
1:1:1:1 k esxeHeIeTbHBIM HHBEKLUSAM AyJaraytuna 4,5 mr, 3,0 mr wiu 1,5 Mr uinu manebo B
KOMOWHAINY CO CTAOMJIbHBIMHU 103aMHU MeT(hOopMHUHA. B kKakmoii U3 uccienyeMbIxX TPYII 110 103€
aynarnytuna (3,0 Mr u 4,5 Mr) nanueHTsl CTydaiiHbIM 00pa3oM pacipenenstoTcs B

cooTHoweHnN 1:1 Ha OMH U3 IBYX aNTOPUTMOB NMOAOOPA AO3bI AYJIATTYyTHAA, H YHACTHUKH
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MOJTY4ArOT JICYeHUe B TeUeHHe 18 Hemenb mocyie paHIOMH3AINHU IBOHHBIM CJIETTBIM CIIOCO00M,
BKJTFOUarOIuM 6 Henenb (a3l mogdopa u 12 Henenb (a3bl MoAnep:KUBAOIIEH Tepanuu
UCTIONB3Ysl KOHEUHYIO 103y. Bo Bpewms daswr mondopa 103 3,0 u 4,5 mr, 103y AyJarayTuaa
YBEJINYMBAIOT B T€UEHNE O HENlEIb B COOTBETCTBUH C OJJHUM M3 BYX anroputmos: (1) manueHTs!
NOJIYYaroT 103y 1,5 Mr nynarnyTuaa OnuH pa3 B HEJENO B TEUEHHE MePBbIX 4 Hexenb (Henenu 1-
4) ¢ mocaenyrouiei 1030 ayaarayruna 3,0 Mr OUH pas B HEJENO B TEUSHHE CISTYIOMHX 2
Henenb (Hemenu 5-6) (nanee « Anroput™m 1» umu «Aly); wnn (2) naueHTsl nonyyanu
aynarnyTtun B 1o3e 0,75 Mr ofuH pa3 B HENENIO B TEUEHHE NEPBbIX 2 Hepenb (Henenu 1-2), a
3aTeM AyJNariayTua B 1o3e 1,5 Mr ofuH pa3 B HEZIENIO B TEUEHUE CIeNYIOIUX 4 Henenb (Heaenu
3-6) (nanee « Anroput™m 2» unu «A2»). 2 anroputma rnoadoopa BbIOUPAIOTCS HA OCHOBE
MOJAENUPOBAHUS U CUMYJISILIUY, BKJIFOYAsi JAHHBIE HECKOJIbKUX Hccienosanuii Pasa 2 u Pasa 3,
U1l OLEHKHU TOTEHLIUAIBHOTO CMATYaro1nero 3¢exra oT yIBOEHHOTO YBEINYEHUs
noadupaeMbIx 103 (T.e., Anroput™ 1) no cpaBHeHHIO ¢ OoJiee IIUTEIbHBIM BO3CHCTBUEM MIPH
Oonee HU3KUX MOAOUPAaEMBbIX 103aX (T.€., AJrOpUTM 2).

B o61meit cnoskHOCTH CKpUHUHT nporu S05 manueHnTos u 318 nauneHToB ObUH
pPaHIOMHU3HMPOBAHBI AJIs JieueHust: manedo, 82; nynarnytun 1,5 mr, 81; aynarnytuz 3,0 mr, 79;
aynaraytan 4,5 mr, 76. OnuH nanyeHT, paHIOMU3UPOBAHHBIN B Py Iu1anedo, 0TO3Ba CBOE
coryacue Ha y4Jactue B uccnenosanuu npu Ilocemennn 4 u He noMy4Ynsl HUKAKUX A03
HCCJIENyEMOTO Ipenapara, no3Tomy 317 manueHToB NOJNYyYUIIN 110 MEHbLIER Mepe 1 103y
uccienyeMoro npenapara u skmodanu uenesoe jedenue (ITT): mnanebo, 81; nynarnytun 1,5
mr, 81; nynarnytun 3,0 mr, 79; nynarnytua 4,5 mr, 76.

CBonka U3MEHEeHHI IO CPAaBHEHHIO ¢ UCXOIHBIM YpoBHEM B oTHOIIeHnu HbAlc (%) u
macchl Tena (kr) Ha 18 Henene B monyssiuuu ITT, uckimrodas nanHbie, COOpaHHBIE MOCTE
BBI3IOPOBJIEHHSI (TALIMEHTBL, Y KOTOPBIX OBUIO BHICOKOE CONEPIKAHHE TIIFOKO3bI B KPOBH,
HY>KIAIOIINUXCS B CIIACEHUU C TIOMOILBIO IPYrOi Teparuu), U MpeKpalleHue npuemMa rnpenapara
nocJie uccienoBanus nmpuseneH Huxke B Tabnuue 1. Jlanubie HbA lc Takke UCKITFOYAIOT
Pe3yJBTATHI JJIs TALIUEHTOB, IEMOHCTPUPYIOIIHE OOJIbIINEe HEOOBSICHUMBIE KOJIEOAHUST YPOBHS
HbA lc, koTopsle cunTaroTcsl (PU3NOJOTHUECKH HEMPABIOMONOOHBIMU U HE COTJIACYIOTCSI €

APYrol JOCTYNHOH KIMHUYECKOH HHGOpMaIen.

[lapameTtp HN3menenue cpeanero HK ot 6azosoro Pa3nuna cpeanero HK
3HaveHus1 (CII) [n] (95% JAN)
nbBO Hyaa | Hdyaa HAyaa Ayna 1,5 - | Ayaa 3,0 - | Ayaa 4,5 -
1,5 3,0 4,5 5O HAyaa 1,5 | Ayaa 1,5
I3menenne | -0,42 |-1,24%%|-1,47%* -1,50" -0,82%* -0,22 -0,26
HbAlc (%) | (0,097) | (0,094) [ (0,097)| (0,101)[58] (-1,08, (-0,48, (-0,52,
[66] [72] [67] -0,56) 0,03) 0,00)
[13MeHeHNe -1,6 2,0% [ -42%%T | .4 4%%T(043) | -1,3% -1,37 -1,57
maccei Tena | (0,41) | (0,40) | (0,41) [59] (-2,4, (-2,4, (-2,6,
(xr) [66] [71] [68] -0,2) -0,2) -0,3)

Tabmuna 1. Usmenenne HbAlc (%) u maccer Tena (xr) Ha 18 Henene monyssinuu ITT, 3a

WCKJIFOUEHHMEM JIaHHBIX O MPEKPAIlEeHUH IPUeMa NpenapaTos WK NPEKpaLleHuy nprueMa
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uccaenyemoix npemnapatoB. Coxpamenusi: JIU = noepurenpHblil nHTepBa; cpeanee HK =
cpenHee 3Ha4YEHHe, ONpPeneIéHHOe METOIOM HaNMEHbINX kBaaparos;, 1160 = nyare6o. 'P-
3HaueHHe IJIs CPABHEHHUS My JIarayTHAA OTHOCHTENbHO manebo <0,05. ““P-3nauenue mus
CpaBHEHUs AyNariyTHIa OTHOCUTEIbHO miane6o <0,001. 'P-3sHavyenue nns cpaBHeHHs
oyJnarayTuaa oTHocuTenbHo aynaraytuaa 1,5 mr <0,05. Ilpumeuanus: Jlyna XX npencrasisier
coboit XX MUJUTUTPaMMOB yJIATTyTHIa, BBOAUMBIX OAWMH Pa3 B HEAEIIIO.

Ha 18 Henene Bce Tpu 103bI OyJarayTHIA 3HAYUTENbHO cHInKau HbAlc ot ucxomgHoro
YPOBHS 10 CPABHEHUIO C IJ1a1ie00 U 3HAYUTENBbHO CHIIKAIIU MACcCy Tesa OT HCXOIHOTO YPOBHS
no cpaBHeHMIo ¢ ruiane6o. HbAlc cHusmncs B cpennem Ha -1,24% B rpynme ¢ 1,5 mr
AyJarayTuaa rno cpaBHeHuro ¢ -1,47% B rpymnne ¢ 3,0 mr nynaraytuna (cpennee HK pasnuma
nedenus -0,22%; 95% JIU -0,48%, 0,03%) u -1,50% B rpymnne, nonyqasiuiel gynaraytug 4,5 mr
(cpennee HK pasuuua neuenus -0,26%; 95% AU -0,52%, 0,00%). Macca Tena CHU3MIACh B
cpenHeM Ha -2,9 Kr B IpyIIe, Nojy4aBliell AyJarayTua 1,5 Mr, o cpaBHEHUIO ¢ -4,2 KT B
rpymre, nojy4asiiei nynarnytun 3,0 mr (cpeanee HK pasaunst newennn -1,3 kr; 95% JIU -2.4,
0,2) u -4,4 xr B rpynne, noay4asueii nynarinytua 4,5 mr (cpeanee HK pasauibl geuenus -1,5
Kr; 95% 111 -2,6, -0,3). NuxpementHas 3¢pdexruBHocTh cHkenust HbAlc B obenx Oonee
BBICOKHX JI03aX IO CPaBHEHHIO ¢ 1,5 Mr nynarnyTtuaa Obuia BbIIIE B HOATPYIIIAX MALUEHTOB C
Gonee BBICOKMM UCXOAHBIM ypoBHeM HbAlc.

B Tabnuue 2 mpuBeaeHbl JaHHBIE YaCTOTHI TOIIHOTHI, PBOTHI U TUAPEU B 3aBUCUMOCTHU OT
JIEUEHUs, I3MEPEHHYIO TI0 PACPOCTPAHEHHOCTH (Y JIFOOOT0 MalKMeHTa, Y KOTOPOro OBbLIO HOBOE
WK MPOJOJDKAOLIEeCs OCJIOKHEHUE B TEYCHHUE HHTEPBaJIa), 4acToTe (y JI0OOro MmanueHTa, y
KOTOPOT'O OCJIOKHEHHE HaYaJI0Ch B TEUEHUE MHTEPBAJa), U MEPBOTo MOsIBICHUs (JIFOOOH
MALKEHT, Y KOTOPOro ObUIO MEPBOE OCIOKHEHHE STOr0 THITA BO BPEMsi MHTEPBaJIa) OCIOKHEHHI
B TeueHue 3 nepuoaos Bpemenu (Heaenu 0-6 [mepuon noxdopal, Henenu 6-10 [mepBoie 4 Heneu
NIOCJIe 3aBEPIISHHsI MOA00pa Al MALMEHTOB B rpynmnax ¢ 3,0 Mr aynariaytuaa u 4,5 mr

nynarnytuna] u Hegenu 0-18 (mepuon neuenust)).



00

Ocnoxuenne/ | Ilnauedo Hyaa 1,5 Hyana 3,0 HAyaa 4,5
IMapamertp/ (N=81) (N=81) (N=79) (N=76)
Bpemennoit M/M (%) M/M (%) M/M (%) M/M (%)
nepUuoa
TomHoTa
PacnpocTpaHeHHOCTD
Heaemu 0-6 3/81(3,7) | 16/81(19,8) | 16/79 (20,3) 17/76 (22,4)
Henemu 6-10 1/81 (1,2) 9/81 (11,1) 8/78 (10,3) 14/75 (18,7)
Henemu 0-18 4/81(4,9) | 18/81 (22,2) | 19/79 (24,1) 23/76 (30,3)
3aboeBaeMoOCTh
Henemu 0-6 3/81(3,7) | 16/81(19,8) | 16/79 (20,3) 17/76 (22,4)
Henemu 6-10 1/81 (1,2) 6/81 (7,4) 5/78 (6,4) 10/75 (13,3)
Henemu 0-18 4/81(4,9) | 18/81(22,2) | 19/79 (24,1) 23/76 (30,3)
IlosiBIeHHE
Henemu 0-6 3/81(3,7) | 16/81(19,8) | 16/79 (20,3) 17/76 (22,4)
Henemu 6-10 1/81 (1,2) 2/81(2,5) 3/78 (3.8) 5/75 (6,7)
Henemu 0-18 4/81(4,9) | 18/81(22,2) | 19/79 (24,1) 23/76 (30,3)
PBoTa
PacnpocTpaHeHHOCTD
Henemu 0-6 2/81 (2,5) 7/81 (8,6) 7/79 (8,9) 5/76 (6,6)
Henemu 6-10 3/81 (3,7) 2/81(2,5) 2/78 (2,6) 4/75 (5,3)
Henemu 0-18 4/81 (4,9) 9/81 (11,1) 8/79 (10,1) 10/76 (13,2)
3abo1eBaEMOCTh
Henemu 0-6 2/81 (2,5) 7/81 (8.,6) 7/79 (8,9) 5/76 (6,6)
Henemu 6-10 2/81 (2,5) 2/81(2,5) 2/78 (2,6) 3/75 (4,0)
Henemu 0-18 4/81 (4,9) 9/81 (11,1) 8/79 (10,1) 10/76 (13,2)
IosiBienne
Henemu 0-6 2/81 (2,5) 7/81 (8,6) 7/79 (8,9) 5/76 (6,6)
Henemu 6-10 2/81 (2,5) 2/81(2,5) 1/78 (1,3) 3/75 (4,0)
Henemu 0-18 4/81 (4,9) 9/81 (11,1) 8/79 (10,1) 10/76 (13,2)
IMonoc
PacnpocTpaHeHHOCTD
Henenmu 0-6 5/81 (6,2) 6/81 (7.4) 11/79 (13,9) 9/76 (11,8)
Henemu 6-10 2/81 (2,5) 4/81 (4,9) 10/78 (12,8) 9/75 (12,0)
Henemu 0-18 9/81 (11,1) | 9/81 (11,1) | 19/79 (24,1) 15/76 (19,7)
3a6o1eBaeMOCTh
Henemu 0-6 5/81 (6,2) 6/81 (7.4) 11/79 (13,9) 9/76 (11,8)
Henemu 6-10 1/81 (1,2) 3/81 (3,7) 5/78 (6,4) 7/75 (9,3)
Henemu 0-18 9/81 (11,1) | 9/81 (11,1) | 19/79 (24,1) 15/76 (19,7)
IosiBieHHe
Heaemu 0-6 5/81 (6,2) 6/81 (7.4) 11/79 (13,9) 9/76 (11,8)
Henemu 6-10 1/81 (1,2) 2/81 (2,5) 5/78 (6,4) 5/75 (6,7)
Henenu 0-18 9/81(11,1) | 9/81 (11,1) | 19/79 (24,1) 15/76 (19,7)

Tabmuna 2. CsognHast uH(GOpMAIUS O paCIPOCTPAHEHHOCTH, 3a00JIeBaMOCTH
" NEPBOM IOABJICHUU TOIHHOTBI, PBOTHI U AUAPEH B 3aBUCHUMOCTHU OT IEPUOAA JICHCHUA U

nepruoaa BpEMEHH, a TAKXKC y MMalUCHTOB C HAMCPCHUAMU JICUUTHCA. COKpaH_IeHI/IﬂZ M=
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KOJIMYECTBO MALMEHTOB C OCJIOKHEHUSIMU B T€UEHUE UHTepBaia;, M = KOJIMYECTBO MALMEHTOB C
JaHHBIMU 32 UHTepBaJ, N = KOJIMYeCTBO PaHJOMU3UPOBAHHBIX U MPOJIEYEHHbIX MALIMEHTOB;
Henenu = nHegenu.

UYacToTa TOIIHOTHI U PBOTHI ObLIA BBIIIE BO BCEX TPEX IPYMIAX IyJAriayTHAA MO
CpaBHEHMIO ¢ TIaedo B TeUeHUE BCeX 3 BpEMEHHbIX HHTepBaioB. Habmomanace peakuus no3a-
OTBET OTHOCHUTEIIbHO YaCTOThI TOLIHOTHI B LieJIoM (Hepenu 0-18) B rpynmax ¢ ayiariyTHIOM, C
HanOospInel yacToTol B rpynme ¢ 4,5 mr aynarnyruna (30,3%). B kaxnoit rpynmne nedenus
AyJariyTUAOM TOIIHOTA Oblia HanOouee YacToil B TeueHue nepuoaa nogdopa (0-6 Henens) u
yMeHb1anach ¢ 6-10 Hexenb u Bobie. PacnpocTpaHeHHOCTh pBOTHI BapbupoBaia oT 6,6% 1o
8,9% B rpymnmnax AaynariyTuaa B TeU€HHUE Neprosa noadopa U CHUXKAIAch B TEUEHHE HEleIH 6-
10. B Teuenue Bcex 3 BpeMEHHBIX HHTEPBAJIOB YaCTOTa JUAPeH Oblla B OCHOBHOM OJMHAKOBOH B
rpynnax mianedo u aynarnytuaa 1,5 Mr u Bblie B rpynmax ¢ 6ojee BBICOKOH 10306, bonee
4acThle COOOIIEHUS O ANapee B IPyINax, MOaydaBLUInX ayaaraytus 3,0 Mr u 4,5 Mr B TedeHue
NepBbIX 6 Henelb, MPOAOJIKAINCH B TeUueHUe nepuoaa 6-10 Henenb 1 3aTeM CHIDKAJIUCD.
3aboneBaeMOCTb Auapeeii Oblia BbILIE B rpymnmnax ¢ 6oyee BBICOKUMH J03aMH 110 CPABHEHHUIO C
rpynmnoii 1,5 Mr B TedeHue nepuoaa nogdoopa 0o mo2o, Kak MauueHThl TOoTy4aiu 10361 3,0 nim
4,5 Mr; ClIenoBaTeNbHO, MIOXO0XKE, YTO PA3IMYHsI He OBUIN TOJIHOCTBIO CBSI3aHbI C 10301, C TOUKH
3PEHHUS YaCTOTHI TSKEJIOHN TOLIHOTBI, IIOHOCA U PBOTHI, HEKOTOPBIE MAL[EHTHI HMEJN KaKue-1uo0
CepbE3HbIEe OCIOKHEHHUS, U 4aCTOTa OblIa B IIEJIOM aHAJIOTHYHA BO BCEX YETHIPEX
rpyImnax.

HecMmotps Ha TO, UTO YaCTOTA TOLIHOTHI, PBOTHI M TUAPEU YBEJINYNBAIACh Y MMALIUEHTOB,
MOJTyYaBIINX JIEUEeHUE NyJIarTyTHIOM B 3aBUCUMOCTH OT JIO3bI, U I0JIS MTaLIMEHTOB,
NPEKPATUBLIHNX JICYCHUE H3-3a HEOIArONPUSITHBIX OCIOKHEHUH, OblIa BBIIIE IO CPABHEHHUIO C
rpynmnou aynaraytuaa 1,5 mr, pasHuLa 4aCTOThI OCJIOKHEHUH MEKy TPYIIaMH C BBICOKOU
no30i u 1,5 Mr Obuta HeOONBIIOHN, a YaCTOTA COOTBETCTBYIOLINX OCIOKHEHUH co cTopoHbl KK
TpaKTa U MpeKpaleHHs JeUeHUs1 ObUIa HIDKE, YeM 4acTOTa, HaOIro1aeMast y 3aBepIIHBLINX
UCCIIENOBAHKE AyJIaryTHAA ¢ 60siee KOPOTKOH MPOJOJIKUTENBHOCTBIO, KOTOPbIE BKITFOYAIIH
MAlUEeHTOB, MOJyYaBIINX HETUTPUPOBAHHBIE 03Bl >3,0 MT, UTO yKa3bIBaJIO HA TO, YTO
anroput™Mel TUTpoBaHus Al 1 A2 oka3anau OJIarOTBOPHOE BIIUSTHHE.

Uuciio naunueHToB, paHIOMH3HPOBAHHBIX 110 AITOPUTMY IOAOOpa, B IPYyMIax ¢
ayaarnytuaom 3,0 mr u 4,5 mr Obwio cnepyromuM: ayiartytan 3,0 mr Al, 41; nynarnytuz 3,0
mr A2, 38; nynarnytun 4,5 mr Al, 39; nynarnytun 4,5 mr A2, 37. B Tabnuue 3 npuBeneHbl
JaHHbIE O YaCTOTE TOLIHOTHI, PBOTHI U IUAPEH B 3aBUCHIMOCTH OT JA03bI H AJITOPHTMA oadopa
s 2 rpynm ¢ 6oJiee BBICOKUMU J103aMH, KOTOPBIE U3MEPSIFOTCS 10 PacIpOCTPAHEHHOCTH,
YacTOTE W NEPBOMY MOSIBJIEHHIO B TEYEHHUE 3 KIIFOUEBBIX MEPHOAOB BpeMeHH (Henenn 0-6

[mepuon moxbopal]), Henenu 6-10 u Henenu 0-18 [mepuon neueHusi)).
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Ocnoxxaenue/ I'pynnsi JieueHHe/aaropurm I'pynnbl aaropuTtMoB

[Tapamerp/ 3,0 Al 3,0A2 4,5 Al 4,5 A2 Al A2

Bpemennoit | (N=41) | (N=38) | (N=39) | (N=37) (N=80) (N=75)

nepHon MM (%) | MM (%) | MM (%) | MM (%) | WM (%) | WM (%)

TomHoTa

PacnipocTpaHCHHOCTE

Henemu 0-6 11/41 (26,8)| 5/38 (13,2) | 7/39 (17,9) | 10/37 (27,0) | 18/80 (22,5) | 15/75 (20,0)

Hememn 6-10 | 5/40 (12,5) | 3/38(7,9) | 6/38 (15,8) | 8/37(21,6) | 11/78 (14,1) | 11/75 (14.,7)

Hememn 0-18  |12/41 (29,3)| 7/38 (18,4) |11/39 (28,2)| 12/37 (32,4) | 23/80 (28,8) | 19/75 (25.3)

3aboneBacMOCTh

Heaemu 0-6 11/41 (26,8)] 5/38 (13,2) | 7/39 (17.9) | 10/37 (27.0) | 18/80 (22,5) | 15/75 (20,0)

Heaenu 6-10 2/40 (5,0) | 3/38(7.9) | 6/38 (15,8) | 4/37 (10,8) | 8/78 (10,3) 7/75 (9,3)

Hememn 0-18  |12/41 (29,3)| 7/38 (18.4) |11/39 (28,2)| 12/37 (32,4) | 23/80 (28,8) | 19/75 (25.3)

[losiBicHNE

Heaemu 0-6 11/41 (26,8)| 5/38 (13,2) | 7/39 (17.9) | 10/37 (27,0) | 18/80 (22,5) | 15/75 (20,0)

Heaenu 6-10 1/40 (2,5) | 2/38(5,3) | 3/38(7,9) | 2/37(5.4) 4/78 (5,1) 4/75 (5,3)

Henmenn 0-18  112/41 (29,3)| 7/38 (18.4) |11/39 (28.,2)] 12/37 (32,4) | 23/80 (28,8) | 19/75 (25.3)
Pgota

PacmpocTpaneHHOCTB

Heaemu 0-6 6/41 (14,6) | 1/38(2,6) | 3/39(7,7) | 2/37 (5.,4) 9/80 (11,3) 3/75 (4,0)

Heaenu 6-10 1/40 (2,5) | 1/38 (2,6) 0/38 4/37 (10,8) 1/78 (1,3) 5/75 (6,7)

Henenn 0-18 | 6/41 (14,6) | 2/38 (5,3) | 4/39 (10,3) | 6/37(16,2) | 10/80 (12,5) | 8/75 (10,7)

3ab01eBacMOCTh

Henemu 0-6 6/41 (14,6) | 1/38 (2,6) | 3/39(7,7) | 2/37 (5.4) 9/80 (11,3) 3/75 (4,0)

Hexemu 6-10 1/40 (2,5) | 1/38 (2,6) 0/38 3/37 (8,1) 1/78 (1,3) 4/75 (5,3)

Henemn 0-18 | 6/41 (14,6) | 2/38 (5,3) | 4/39(10,3) | 6/37(16,2) | 10/80 (12,5) | 8/75 (10,7)

[losBcHNE

Henenu 0-6 6/41 (14,6) | 1/38 (2,6) | 3/39(7,7) | 2/37 (5.4) 9/80 (11,3) 3/75 (4,0)

Henemn 6-10 0/40 1/38 (2,6) 0/38 3/37 (8,1) 0/78 4/75 (5,3)

Hememn 0-18 | 6/41 (14,6) | 2/38 (5,3) | 4/39 (10.,3) | 6/37(16,2) | 10/80 (12,5) | 8/75 (10,7)
TTonoc

PacnpocTpaHeHHOCTB

Henenu 0-6 7/41 (17.1) [ 4/38 (10,5) [ 6/39 (15,4) | 3/37(8,1) | 13/80(16,3) | 7/75(9,3)

Henmemn 6-10 | 4/40 (10,0) | 6/38 (15,8) | 5/38 (13,2) | 4/37(10,8) | 9/78 (11,5) | 10/75 (13.3)

Hememn 0-18 | 8/41 (19.,5) [11/38 (28.9)] 9/39 (23.1) | 6/37 (16,2) | 17/80 (21,3) | 17/75 (22.7)

3aboneBacMOCTh

Henemu 0-6 7/41 (17.1) [ 4/38 (10,5) [ 6/39 (15,4) | 3/37(8,1) | 13/80(16,3) | 7/75(9,3)

Henemn 6-10 0/40 5/38 (13,2) | 5/38 (13.2) | 2/37 (5.4) 5/78 (6,4) 7/75 (9,3)

Henmemn 0-18 | 8/41 (19,5) [11/38 (28.,9)] 9/39 (23,1) | 6/37(16,2) | 17/80 (21,3) | 17/75 (22.7)

[losBicHNE

Henenu 0-6 7/41 (17.1) [ 4/38 (10,5) [ 6/39 (15.4) | 3/37(8.1) | 13/80(16,3) | 7/75(9.3)

Henemn 6-10 0/40 5/38 (13,2) | 3/38(7.9) | 2/37 (5.4) 3/78 (3,8) 7/75 (9,3)

Hememu 0-18 | 8/41 (19,5) [11/38 (28.,9)] 9/39 (23,1) | 6/37 (16,2) | 17/80 (21,3) | 17/75 (22.7)

Tabnuua 3. CeneHHblE JaHHBIE PACTIPOCTPAHEHHOCTH, 3200JI€BAEMOCTH U NIEPBOTO MOSBICHUS
TOITHOTBI, PBOTHI U IMAPEH C MTOMOIIBIO aropuTMa n03bl u nondopa (Aynarnytun 3,0 Mr u
Hynarnytua 4,5 Mr) 1 epuoaa BpeMeHH, MONyJIsiius OOJbHBIX BKIFOYEHHBIX B JICUCHUE.
Cokpawmenus: Al = anroputm 1; A2 = anroput™ 2; M = KOJMYECTBO MALUEHTOB C OCIOKHEHUEM

B TCUCHUEC UHTECPBAA, M = KOJIHN4YECTBO ManrEeHTOB C JaHHBIMU 3a UHTCPBAJI, N = koIn4ecTBO
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PaHIOMU3UPOBAHHBIX U MpoJiedeHHbIX naunueHTos;, Henenu = Henenu. PacnpocTpaHeHHOCTS -
YUUTBIBAETCS JFOOOH MALMEHT, Y KOTOPOro OBIJIO HOBOE MIIH MPOIOJIKAIOINEECS OCIIOKHEHHE B
Te4YeHUe NHTepBajia. 3a00IeBaeMOCTh - YUUTBIBAETCS JTI00O0H MALMEeHT, Y KOTOPOTo OBLIO
OCJIO)KHEHHE, HauaBlIeecs B TeUeHNe HHTepBasa. [losBneHne - yUuThIBa€TCs IFOOOH MalMeHT, y
KOTOPOTO OBLIO MEPBOE MOSBIECHUE TAKOTO THIA B TEUEHHE HHTEPBAIA.

UYacrora TomHOTHI cxoxka ¢ Al u A2 B nienom; ecte pasznuuue B rpymme 3,0 mr ¢ 6onee
HU3KOH 4acTOTOl B noArpynne A2 1o CpaBHEHHUIO ¢ noArpynnoi Al, HO cdyuTaercs, 4To 3TO
pazyiu4ue BPsAL JIU CBSI3aHO C aJITOPUTMAaMHU NoA00pa, KaK MPEAIONaraeTcsi aHaJIOr MIHbIMH
yactoTamiu B rpymnne 4,5 Mmr Al u A2 noarpynnel. BoJbIIMHCTBO CiIy4aeB TOLIHOTHI
NPOMCXOAUT B TEUEHHE NEPUOoa Moadopa, MPH TOM IMPUXOAUT MAJIO COOOLIEHUH O HOBBIX
OCJIOKHEHUSIX MPU MOBBIMEHUH JJ03bI 10 KOHEUHBIX 103 (Hexenu 6—10).

UYacrora pBoTHI cx0ka ¢ Al u A2 B nesnoM; Oosblile NalueHToB B noAarpymnmne Al, yem B
noarpymnmne A2, IMeNu Ciy4au B rpymIe, nojydasiueii nyaarnytua 3,0 mr, 1 Oonblie NalueHToB
UMeNHU ciay4au B noarpynmne A2, uem B noarpynne Al, B rpymnme, nojay4asuiei gynarnytun 4,5
M, HO, KaK U B CJIy4ae TOIIHOTBI, KAK OIMCAHO BBIIIE, 3TU PA3JIMYUSA CUUTAIOTCS HE CBSI3aHHBIMU
C QITOPUTMaMH 1OA00Pa, MOCKONIBKY pasiuuus Mexay noarpynnamu Al u A2 B rpynmnax 3,0 u
4,5 Mr ObUTH TPOTHBOIOJIOKHBIMU. BONBIIMHCTBO CilyyaeB pBOTHI ¢ Al MPOUCXOIUT B TEUECHUE
nepuoza nmoadopa U O HECKOJIBKHUX HOBBIX CIIyYasiX COOOIIAIOCH MOCIIE TOBBIIIEHHS 10
KOHEYHbIX 703 (Henenu 6-10). IIpu ucnonp3oBannu A2 4acTOTa PBOTHI ObLJIA HUKE B TEUSHHE
nepuonaa nmondopa, OcTaBajgach Ha TOM e YPOBHE B TeueHue nepuona 6-10 Hexenb U Havaaa
CHIDKaThes nocie 10 Henenu u ocraBanach Hike A0 18 Henenu.

PacnpocTpaHeHHOCTh M YaCTOTa BOSHUKHOBEHUS IMApEH B TEYEHUE MepHoaa moadopa
(menenu 0-6) ObuH BbIIIE B moArpynmnax ayjaraytuaa 3,0 mr Al u gynarnytuna 4,5 mr Al u
HIDKe B moarpynnax ayiariaytuaa 3,0 mr A2 u 4,5 mr A2. B teuenue Henenb 6-10
PacIpOCTPaHEHHOCTD U 3a00JIeBA€MOCTh OBLIIM HUKE B IOATpynnax aynaraytuaa 3,0 mr Al u
4,5 mr gynarnytuna A2 u Belle B noArpymnnax ayjaarnytuna 3,0 mr A2 u 4,5 mr aynarnytuaa
Al.

Habmonaemast 3akOHOMEPHOCTb BO3SHUKHOBEHUS STHX CilydaeB B Al 10 CpaBHEHHUIO C
A2 mo3BOJISIET MPEATOIOKHUTD, YTO, HAUMHAS ¢ Oosiee HU3KOM 103bI aynarnytuna (0,75 mr
aynarnytuna [ucnonbsyercs B A2] o cpaBHeHHIO ¢ 1,5 Mr nynarnytuna [ucnonb3yercs: B Al]),
MOYKHO CHH3HTb oclioxkHeHue nepenocumoctr JKK TpakTom B TeueHne nepuona nopdopa. bonee
MeJIEHHOE CHI)KEHHE YaCTOThI 3TUX Cilydaes B rpynne A2 no cpaBHeHMIO ¢ rpynmnoii Al Bo
BpeMs puHaIbHON (a3bl anTuTpaunu (Heaenu 6-10) Mo3BOISET MPEAONIOKUTD, YTO MOXKET
noTpedoBaThCs 0oJIee IINTENbHBIA EPHUO TOA00Pa, YTOOBI yUECTh pa3BUTHE TaXU(UIAKCHH B
oTHoLeHnH oOo4YHBIX 3 dexToB co ctoponsl JXKK TpakTa OT nynarmyTuna.

Kak ormeuanocs Bble, Oosiee paHHUE HccaenoBanus 103 B 3,0 Mr u Oosee mpuBenu K
YBEJIMYEHUIO YaCTOTHI MyJIbCA, YTO OTYACTH CIIOCOOCTBOBAJIO MPEKPAIIeHHIO rpruemMa 3,0 Mr B

Oonee paHHEM UccieoBaHIH. TakuM 00pa3oM, N3MEHEHHsI B YaCTOTE MyJIbCa ObUTH TAKKe
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HU3MECPEHBI B HACTOALIEM UCCIICAOBAHUUN U CO6paHHbIe JAaHHBIC MTPEACTABJICHBI B Ta6m/1ue 4

HIDKE:!

Bpemst | U3menenus cpegnero HK YII (yn/mun) (95% JIH) [n]

(nenenn) | Tnane6o Jyna 1,5 Jlyna 3,0 Jlyna 4,5

2 0,22 (-1,50, 1,95) | 1,77 (0,03, 3,50) 1,87 (0,12, 3,62) | 1,91(0,12, 3,70)
[80] [80] [79] [76]

4 -0,98 (-2,62, 0,66) | 1,09 (-0,57,2,75) | 1,38 (-0,28, 3,05) | 1,97 (0,25, 3,69)
[79] [78] [79] [74]

6 -1,97 (-3,71, - 0,52 (-1,22,2,27) | 1,72 (-0,04, 3,47) | 2,07 (0,27, 3,87)
0,23) [76] [77] [77] [74]

7 -0,85 (-2,45, 0,75) 12,13 (0,50, 3,75) [ 2,37 (0,75, 4,00) |3,94(2,27,5,61)
[77] [76] [77] [74]

8 -0,06 (-1,90, 1,79) | 1,83 (-0,03, 3,68) [ 1,86 (-0,00, 3,73) | 4,70 (2,78, 6,62)
[76] [76] [76] [72]

9 0,04 (-1,86, 1,77) 0,79 (-1,04, 2,62) | 2,28 (0,44, 4,11) | 3,85(1,96, 5,75)
[76] [75] [76] [71]

10 -1,80 (-3,53, - 0,78 (-0,97, 2,52) | 2,18 (0,43, 3,93) |2,65(0,84, 4,46)
0,08) [77] [76] [77] [71]

14 0,28 (-1,44,2,00) |-0,22(-1,97,1,53) [ 0,58 (-1,15,2,31) |2,11(0,29, 3,92)
[76] [73] [78] [69]

18 -1,40 (-3,20, 0,41) | -0,71 (-2,55, 1,12) | -0,04 (-1,86, 1,78) | 0,70 (-1,18, 2,58)
[75] [72] [75] [70]

Tabnuua 4. M3meHneHune 6a30BOil 4aCTOTHI yAAPOB CEPALIA MPH JICUSHUH MOy JISIIHH
ITT. Cokpamennsi: HK = nHaumenbinue kBaapater, U1 = wactora nmynbca;, Hegenu = Henenu; 11
= JIOBEPUTEJIbHBIA UHTEPBAJT, N = pa3Mep BHIOOPKH.

Kak ykxazano B TaOnuue 4 Bbile, CpeaHIE U3MEHEHHS YaCTOTHI MyJIbCA B TPYIIIIAxX
AyJariyTuaa OblT OAMHAKOBBIMHU B TEYEHHE BCETO MEPUOJIA JICYCHHS, & B KOHLIEC UCCIISTIOBAHMUS
OBLTH CXOTHBIMU.

C To4KM 3peHus onpeaeNeHNs] ONTUMAIBHON CTPATETrHH MOA00PA A03bI, MAIIHEHTHI,
Hauapluye JieueHue ¢ ayiarnyruna 0,75 mr (B TeueHue 2 Henenb, Al), IMeIH MepBOHAYAIBHO
MEHBbIIIE MPOOJIEM C KeyJOUHO-KULIEYHBIM TPAKTOM, YeM MAIlHEeHThI, KOTOPbIE HA4aIH C
aynarnytuna 1,5 mr (B TeueHue 4 Henenb, A2), HO 3TH pa3JIndusl HE COXPAHSIINCH MIPU
nanbHEHIIEM MOBBIIIEHUH A03bI 10 1,5 Mr ¢ ucrnonb3oBanueM Al. Paznuuus ObLIH TakKe
oTMedeHbl Mexxy Al u A2 B rpynne, nony4asuieil nynarnyTun 4,5 mr, mocie Toro, Kak
MAaLKUEHTh! OBUTH MOBBILIEHBI 10 KOHEUHBIX 1103 (B rpymme Al ¢ 3,0 1o 4,5 mr; B rpynmne A2 ¢ 1,5
MT 10 4,5 MT), ¢ IEpEHOCUMOCTBI0 HEMHOTO HUKE Y TIALIMEHTOB B rpyrime A2. DTH pe3ysbTaThl
CBHJIETENILCTBYIOT O TOM, YTO AAJbHEHIINE KOPPEKTUPOBKH B AJITOPUTMAX MOTYT OBITH

COCOOHBI ONITUMU3UPOBATH MOA0OP AyiariayTuaa npu O60jee BEICOKUX A03aX B OTHOIICHUU
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MPOAOKUTEIFHOCTH ToA00pa U YPOBHEH 1103, HEOOXOAUMBIX IUIsl A TbHEUIeH MIHUMU3AIIH
pHCKa BO3HUKHOBEHUS MPOOJIEM TEPEHOCHMOCTH.
Hccnenosanune dasa 3.

®da3a 3, MHOIOLIEHTPOBOE PAHIOMU3UPOBAHHOE JBOMHOE CJIENIOE UCCIIEIOBAHNUE HA
napaJuieIbHOW OCHOBE pa3paldoTaHo ¢ 3 mepruonaMu UCCIIeNOBaHus (BBOIHBIMN, JIEYCHUE U
HaOoieHne 3a 0e30MacHOCThI0) y nanueHToB ¢ JI2T ¢ HeaqeKBaTHBIM MINKEMUYECKUM
KOHTPOJIEM TOJIbKO MET(POPMUHOM, UCCIICOBAHNE TUTCS 52 HEleNH, C IePBUYHON KOHEUHOM
TOUYKOH Ha 36 Henene. MccnenoBaHue MpegHa3HAYEHO IS OLIEHKH 3((EKTUBHOCTH U
0e30MacHOCTH Pa30BOr0 €XEHEAEeNbHOr0 BBeieH s nynaraytuaa 3,0 u 4,5 Mr 1o cpaBHEHHUIO €
OIHOKpATHBIM BBEIEHHEM Nyjariaytuna 1,5 mr.

MuHuMambHbII pa3Mep BBIOOPKU COCTaBIsAET NpuOIM3uTeabHo 1800 manueHTos,
NPEATONaraoluX 3aperucTpUPOBAHHbIN (PaHAOMHU3UPOBaHHBIN) 15%-HbIH KO3pPHULIIEHT
OTCeBa, YTOOBI MOJYYUTh NMPHONU3UTEIBHO 510 3aBepIINBIINX JIEYEHUE B TPYIIIE B TeUeHHE 36
Henenb. Ha TpeTbeM noceuieHny nauyueHTsl paHIOMU3UPOBaHbl B cCOOTHOIEeHuHU 1:1:1
eKeHeebHBIM UHBEKIHIM aynarnytuna 4,5 mr, 3,0 mr wiu 1,5 Mr B KOMOMHALIHH CO
CTaOMUIIBHBIMU 103aMHU MET()OPMHUHA.

Uccnenyembie 1o3b1 4,5 u 3,0 M BBOASIT B COOTBETCTBUH C AJITOPUTMOM MOI00Pa,
paspaboranHbIM Ha ocHOBe PK/D/[-MonennpoBaHus OCIOKHEHUH B (POPME TOIIHOTHI H PBOTHI
u3 uccaenoBanust Masa 2, OMMCAHHOTO BBILIE, C LENBIO JAJbHENIIErO 00IerdeH st
HE’KeJaTeNIbHbIX OCJIOKHEHUH CO CTOPOHBI JKeIyA0YHO-KHIIEYHOro TpakTa. MozaenupoBaHue
Bo3zeiicTBus oTkinka OK/D/] nanHbix uccnenosanus Paza 2 Takke MPeACKa3bIBAET, YTO
€KEeJHEeBHAs YaCTOTa TOIIHOTBI U PBOTHI IPH O0Jiee BHICOKUX J103aX AyJariyTuaa Oyaer camom
HU3KOM B aJIrOPUTMAax, HauMHasi ¢ 103bI 0,75 Mr ¢ 60jiee MeIJIEHHbIM YBEJTMUYEHUEM JI03bI B
Te4YeHUe 8-HeAeNbHOro nepuozaa, o0ecrneunBasi JOCTATOYHO BPEMEHH ISl Pa3BUTHS
TosepaHTHOCTH. OCHOBBIBASCH HA 3TUX PE3YJbTaTax, MallMEHTOB B HACTOSIIEM HCCIIEOBAHUU
noAOUPAIOT Yepe3 MOCeqoBaTeIbHbIE 4-HeeIbHbIE CErMEHTHI JiedeHusl, HauuHasi ¢ 0,75 mr
OJIVH pa3 B HEAENIO, a 3areM 1,5 mMr onuH pa3 B Heaeno. Ha 8-ii Henene maiiueHTsl,
pPaHIOMU3UPOBaHHbIE B rpynny 1,5 Mr aynarinyTtuna, IpoaoJKAKOT IPUEM 3TON 103kl 10 KOHIA
nepuoja jedenus. IlanneHraMm, paHAOMU3UPOBAHHBIX B rpymnmy 3,0 Mr AyJariayTHAa,
YBEJIMYHMBAIOT 10 3,0 MI OZIMH pa3 B HEJENO Ha 8-i Hezese, M OHU OyAyT MPOIOJIKATh
NPUHUMATB 3Ty 103y 10 KOHIIa Neproja JeueHus. llanueHToB, OTHeCEHHBIX K rpymnne ¢ 4,5 Mr
AyJariayTuzaa, yBeauduBaroT 10 3,0 Mr OlMH pa3 B HelleNto Ha 8 Hezesie B TeueHue 4 Helenb C
MOCJIEAYOLIMM YBEJIMUCHUEM A0 KOHEUHOW A03bI 4,5 MI OAWH pa3 B HEAENO Ha 12 Hexaene.
Y4acTHUKH UCCIIeIOBAHUS IPOXOAAT JieueHUe B TeueHue 52 Heeb, IPUUeM OCHOBHbBIE LIEH
OLIEHUBAIOTCS Ha 36 Hepene. DTa CTpaTerus MOCTETIEHHOTO MO3TAITHOTO MO00pa 1036l
MpeAHa3HavYeHa IS JajbHenero yaydmenus nepeHocumMoctu KK tpakrom 103 3,0 u 4,5 mr
OTHOCHTENIbHO A03bI, HabsonaeMoii B uccnenoBannu Pasa 2, OMMCaHHOM BBILIE.

Hceenenosanus cTA0MIBHOCTH KOMIIO3HITHH
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Ilony4aroT IEMOHCTPALIMOHHYIO CEPHUI0, COAEPIKALLYIO PA3IUYHbIE KOHLIEHTPALUU
OyJarayTUAa B KOMIIO3ULMH, UCTIOJIB3YEMYIO JUIsl YTBEPIKAEHHBIX B HACTOSLIEE BPEMS 103
OyJarayTuaa, u 00pa3lbl MOMEIAT B KOMMEPUYECKYIO MEPBUYHYIO YITAKOBKY LIS MyJIATTyTHIA,

Kak yka3aHo B Tabnune 5 Hioke:

KoHueHtpauus ayjgarnytuaa 3,0, 6,0,9,0 u 12,0 mr/ma

Lutpat HaTpus 2,74 mr/mn

JlumoHHast kucnoTa Oe3BOaHAs 0,13 mr/mn

MaHHUT 46,4 mr/mn

ITosmucopOat-80 0,02%

IlepBuuHas ynakoBka BD Gen 2 1 mn qiiuHHOM, TutyH»Kep 0€3 MOKPBITHS,
West

Tabmuma 5. KoMmnosuiusi 1eMOHCTPALIMOHHON CepUU.

OO0pa31ipl TOMEINAOT Ha CTAOMIIBHOCTD Ha CPOK 10 24 MecsneB. OnHako uepes 3 Mecsia
uccienoBaHue ObUIO MpeKpaleHo u3-3a Ha0monaemoro cHkeHust ypoBHs [1C80. JlaHHsble,
nosnyueHHble 1o koHuenTparmsam [1C80, ananusupyrores B mporpaMmuoM odecriedenun JMP
12.1.0 nst mpornosuposanus conepskanus [1IC80 B yCIOBUSAX NIUTENBHOTO XPAaHEHUS B TEUCHHE
24 mecsimeB. PaccunteiBaercs sHeprus aktuBanuu (F,) nerpanauuu ITC80 u ucnonpsyercs st
nporHo3uposanus coaepxkanus [IC80 B Teuenue qurenbHoro xpanenus. Ha ocHose
NOJIMHOMMAJIbHON MOZEHN BTOPOH CTENEeHN TOYeUHAasl OLIEHKA JJIs SHEPTUHU aKTUBALUH Fuy
coctasiisieT 15,24 kkan/mMoib, a HIKHIH 95% noBepuTenbHbId npenen Obut 12,85
KkaJ/mMosib. OCHOBBIBAsICH HA 3TOM aHau3e, ¢ HadaabHbiM ypoBHeM [1C80 B 0,02% (Mmac./00.),
NPOrHO3UpyeMbIii Ha 24 mecsi mporuo3 ITC80 myst kommosunuu ¢ 12 Mr/mi qynarnyTiaa, Kak
OKUaeTcst, OyAeT HIKe mpeaena creru(uKauy 1Jisl TeKYIEero KOMMepUeCKOro
nynarnytuna. 24-mecsarbiid mporao3 [TC80 mst koMno3unuu 9 Mr/mi qyjariyTuaa TakxKe
Oyzner ONMHM30K K Tpeaeny crenr(uKanim.

UroObI OIIEHUTh PUCK HECOOTBETCTBUS crienndukanun conepskanus [1C80 (HCC) B
TedeHue 24 Mecs1LEeB AIUTEIbHOIO XPAHEHUs, BBIIOJIHAETCS MOJEIpOoBaHue 1o Mmetony MoHTe-
Kapno B mporpamMmmuom obecrieduenuu R 3.4.0, ncnonb3yst UICTOPUYECKUE TAHHBIE 110
aynarnytuny. Pucku HCC, cBsi3aHHBIE € KaX/IbIM YPOBHEM BBICOKOM KOHLIEHTpPALIUHY,

npuBeneHbl B Tabnuue 6 Huxe:

BepositHocTs TIC80% (Mmac./06.) HCC nocne 24 mecsiiieB
Konnentpanuus o
xpaHeHus npu 2-8 °C
AyJariyTuna E.— 1524 Fu=12.85
6 Mr/mn 5x 107 0,06692
9 Mr/mn 0,10279 0,96191
12 Mr/mn 0,89239 1

Tabnuua 6. Pesynbrarsl MopenupoBanus MeTonoM MonTte-Kapio 3a 24-mecsina pucka HCC
T1C80.
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PesynpraTel MoaenupoBanus MonTe-Kapiio nokasanu 4pe3sMEepHYIO Ierpajaluio ¢
UCIOJIb30BAaHNUEM aCUMIITOTHUECKOTIO HI)KHETO JOBEPUTENBHOIO Ipefiesia SHEPTruH aKTUBALINH U,
TaKiM 00pa3oM, YpOBHEH BBICOKOT'O PUCKa JIJIsl CPOKa TOAHOCTH npu xpaHeHun. [1C80
NPUCYTCTBYET B KOMIIO3UIMU AYJATJIyTHAA AJIsl O0ECTIEYeHHUs 3aIIUThI OT (PU3NIECKUX HArPY30K,
u HwkHAN npeaen crnienudukanyy ITIC80 Obu1 ycTaHOBIEH A 00€CTIeYeHNs JOCTATOUHOTO
npucytcteus [IC80 B TeueHne MakCUMaNIbHO BO3MOKHOIO CPOKa T'OAHOCTH U NEPHOOB
UCTIONIb30BaHMS [T 00ecTieueHnst TAKOH (PU3NIECKOMN 3aIUThI.

IIpuHrMas BO BHUMaHUE NPEBAPUTEIbHBIN aHAIN3 JAHHBIX UCCIIEIOBAHUS
cTaOUIPHOCTHU Pa3padOTKH, CBUIAETEbCTBYIOIIHIA O TOM, YTO THAPONIU3 rmonucopOaTa-80 Obut
NOBBIIIEH B KOMIO3ULUAX ¢ O0siee BBICOKOH KOHLIEHTPALUEeH AyIariyTuaa, ObUIo peIieHo
U3y4uTh MoauduKanuu komno3uuuu. Iloseimnenne yposHs noncopbara-80 B KOMIO3ULIUU
MOXET MPUBECTH K aJIeKBATHOMY MHTAKTHOMY NojrcopOary-80 B KOHIIE CpOKa OJJHOCTH, HO
ruApoIn3 Ooee BBICOKMX KOJNMUYECTB nonucopoara-80 MOXKET MPUBECTH K MOSIBICHUIO BUAMMBIX
yacTul. Takum oOpa3oM, ObIIO HAYATO MCCIIEAOBAHHE THUANAa30Ha TOBEPXHOCTHO-AKTUBHBIX
BEILECTB, YTOObI OLIEHUTD BIMSHHUE PA3IMYHbIX YPOBHEH MOBEPXHOCTHO-AKTUBHBIX BEINECTB HA
CTaOMIIBHOCTB.

[Monyuanu oOpasupbl, coaepkaiiie QyJariyTHI B KOHIeHTpauu 3, 6, 9 u 12 mr/mn, 10
MM nurpatHslil Oydep, 46,4 mr/mn mannurta u I1C80 B nuanazone ot 0,002% no 0,05%,
HAIOJIHSIN OYThUIOYKH U oMeInanu Ha crabmibHOCTh pu 30 °C. O6pasisl otOuparoT yepes 0,
12, 25, 35, 46 u 74 nHs ¥ TECTUPYIOT Ha HaJW4Ke ¢cBOOOIHOM onenHoBo# kuciotsl (COK) -
npoaykra rugpoausa IIC80 - u tBepapix uactun. Jlanusle nokaseiBaroT yBennueHue COK ¢
YBEJINYEHHUEM KOHLIEHTPALIMH JJIs1 KOMITO3ULIHI ¢ 00Jiee BBICOKMM COAEPKAHUEM TyJIary TUAA.
[Tpu TOI ke KOHLIEHTPALIMHU TyJIariayTHaa noBbimeHHble KoHueHTpauuun COK onquHaKoBbI ISt
komnozuiwmii, umeronux 0,02% u 0,05% ucxonHoro yposHst nonucopbarta-80. Tsepabie
YaCTUIIbl, H3MEPEHHBIE C TIOMOIIBIO BU3yaIn3auuu Mukponoroka (BMII), sistores
SKBUBAJIEHTHBIMHU ISl BCEX KOMIIO3ULIMH, HE3aBUCUMO OT YPOBHSI AyJIarayTHIA WU
nosyrcopbara-80. Pe3ynbTaThl MOATBEPIKAAIOT MPUTOAHOCTh YBEJTUUEHUS] HAYAJIbHBIX YPOBHEH
nojiucopbara-80 1o 0,05% 0Ge3 ymepda st cTabuIbHOCTH AyJIarayTUIA.

Ha ocHOBaHUM pe3ysbTaTOB HCCIENOBAHUS CTA0MIIBHOCTH pa3pabOTKH U UCCIIEIOBAHUS
MIOBEPXHOCTHO-aKTUBHOTO BEIECTBA MTPOBOIUTCS MOAPOOHBIN CTATHCTUYECKUN aHAIN3 BCEX
JOCTYITHBIX JaHHBIX. AHAJIHN3 MPUBOAUT K BBIBOAY, YTO YPOBEHb HCXOIHOIrO Nojrcopoara-80 B
KOMMO3UIMH JUTsl KOHLeHTpauwuii 6,0 u 9,0 Mr/mut nomken ObiTh yBenudeH ¢ 0,02% no 0,025%
(Mac./06.). DTOT NOBBIIEHHBIN YPOBEHBb BHIOPAH JIJisl 00eCHedeHus] BBICOKOH BEPOSTHOCTH TOTO,
YTO JaXke B KOHILIE CPOKA FOJHOCTH OyJeT NOCTaTO4HO nosnrcopbara-80, COOTBETCTBYIOIETO
AEWCTBYIOLIUM YTBEPKICHHBIM CTIELU(UKALIUSAM TSI KOMMEPYECKOTO MPOAYKTA.

ITony4aroT BTOpYIO AEMOHCTPALIMOHHYIO CEPHIO, COAEPIKAILYIO T€ K€ KOHLIEHTPALUY,
YTO U B N1€PBOI1 IEMOHCTPALMOHHON CepUH, ONMCAHHON BBILIE, 38 UCKIIOUEHHUEM YBEJINYESHMUSI

koHuenTparun [1C80, kak ykazano B Tabmune 7, Huxe:
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KoHueHnrpauus ayjgarnytuaa 3,0,6,0,9,0wu 12,0 mr/ma

Iutpat HaTpust 2,74 mr/mn

JluMoHHast kucIoTa Oe3BOAHAS 0,13 mr/mn

MaHHUT 46,4 mr/mn

ITosmucopOat-80 0,025%

IlepBuuHas ynakoBka BD Gen 2 1 Mt qivHHBINA WITTPUL,
yHxkep 0e3 nokpbirus West

Tabmuna 7. [TapameTpbl BTOPO AEMOHCTPALIMOHHON CEPHH.

OO6pasup! nomemaroT Ha ctadunbHOCTh pu 5 °C, 25 °C u 30 °C. PesynbTaTsl 00pa3Los,
BbIIEpkUBaeMbIX 110 wectu Mecsues mpu S5 °C u 25 °C u oaun Mecsan npu 30 °C, nokas3plBaroT,
YTO KOHLEHTPUPOBAHHbIE KOMIIO3ULIUY SIBJISIOTCS XUMHUECKU U (PU3NUECKH CTAOUIIBHBIMH U UTO
koHuenTpauus [IC80 Oyner ocraBaThCs BbIIIE HUXKHETO NpefieNa Creln(puKalui B TEUEHUE

CpOKa rOAHOCTH.
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OOPMYVYJIA U30bPETEHU A

I. Crioco0 ynydimeHus IIMKEeMUYECKOro KOHTPOJIS Y CyOBeKTa, UMEroIero nuader
2 tuna (J2T) u Hy>k#ar01Eerocs B AOMOJHUTEIFHOM IITMKEMUYECKOM KOHTPOJIE, BKITFOYAO LITHH:
a) BbIIBIIeHHE cyObekTa, umeromero /2T u Hykgaromerocst B JOMOJTHUTEIEHOM
IJIMKEMUYECKOM KOHTPOJIE,
0) BBemeHME YKa3aHHOMY CYOBEKTY MEpBOI O3Bl AYJIArTYTHAA OUH Pa3 B HENEIO
B TEUCHHE KAK MUHUMYM UYETBIPEX HENENb, U
B) YBEJIMYEHHUE JJO3bI 10 BTOPOH 03bI, BBOAUMOMN OAMH Pa3 B HENETIIO,
npu4eM, MEePBYIO A03Y BBIOMPAIOT U3 IPYyMIIbL, cocTosmer u3 1,5 u 3,0 mr, a BTOpyro 103y
BBIOMPAIOT U3 rpynibl, cocrosimeit u3 3,0 u 4,5 mr.
2. Crnioco0 o 1. 1, oTruarouiicst TeM, 4To mepsasi 7o3a coctasisier 1,5 mr, a
BTOpas no3a cocrassier 3,0 mr.
3. Crioco0 1o 1. 2, OTIUYAOLIMNACS TeM, YTO CYObeKTa jieunu 1030 0,75 mr
AyJariayTuaa B TeUeHHe KaK MUHUMYM YeTbIpeX Hellelb Mepes BBeICHUEM A03bI 1,5 Mr.
4. Cnocob o mobomy u3 mi. 2 uiM 3, TOTMOJHUTENBHO BKITIOYAIOIINH YBEITUICHUE
10361 3,0 Mr 10 4,5 Mr OZIUH pa3 B HEJEJIO MOCJIe TOrO Kak CyObeKTa Jieuninu 1030i 3,0 Mr B
TE€YeHHE KAK MUHUMYM YEThIPEX HEeEb.
5. Crnoco0 o 1. 1, OTITUYAOIIMIACS TeM, YTO MepBasi 103a COCTaBJseT 3,0 Mr, a
BTOpast 1032 COCTaBsAeT 4,5 Mr.
6. Crioco0 yny4ineHus IIMKeMUYECKOTO KOHTPOJISL Y CyOBeKTa, UMeroInero nuader
2 tuna (J12T) u Hy>kAaK01Erocs B AOMOJHUTEIbHOM MITMKEMHYECKOM KOHTPOJIE, BKITFOYAKO LIHIH:
a) BbIsIBJIeHHE CyObekTa, umeromnero 2T u Hykaaromerocsi B JOMOTHUTETbHOM
[JIMKEMUYECKOM KOHTPOJIE,
0) BBenmeHue ykazaHHOMY CyObekTy 0,75 Mr ayJjariyTuaa OOUH pa3 B HENEIIO B
T€UEHUE KaK MUHUMYM YEThIPEX HENEeIb,
B) BBEICHHE YKa3aHHOMY CYOBEKTY 1,5 Mr nynaryiyTuaa OIuH pa3 B HEAENO B
TEUEHHE KaK MUHUMYM YEThIpEX HEeelb, U
I) BBEACHUE YKa3aHHOMY cyObekTy 3,0 Mr TynariyTuaa OJuH pa3 B HENEIIO.
7. Crioco0 1o 1. 6, JOTIOITHUTENBHO BKIIIOYAOIINN YBEIHYEHHE 10361 10 4,5 Mr
OIIMH pa3 B HEIEIO MOCJIe TOro Kak CyObekTy BBOAWIM 3,0 M TO3Y OIMH pa3 B HEACIIO B
Te4eHHe KaKk MUHUMYM YeTbIpeX Helleb.
8. Crioco0 ynydimeHus IIMKeMUYECKOro KOHTPOJIS Y CyOBeKTa, UMeroIero nuader
2 tumna (JI2T) u nony4aromero jgedenue 1,5 Mr 10301 AyiariyTUAa OAMH pa3 B HENEIHO, HO
HY>KAAIOIIErocsl B JOTIOJIHUTEIbHOM INIMKEMUYECKOM KOHTPOJIE, BKIIFOYAIOIIUNA: yBEIUYEHNE
J03bl BBOIUMOTO AyJaarayTuaa A0 3,0 Mr OMH pa3 B HEEIIO.
9. Cnoco0 1o 1. 8, OTIMYAOIIHMICS TEM, YTO CITIOCOO JOMOJHUTENIBHO BKJIIOYAET
yBEJIMUYEHUE TO3bI 10 4,5 MT OMH pa3 B HEAEIIO MOCIIe TOro, Kak cyobekra jgeunin 3,0 Mr

Ayjariaytuaa OAUH pa3 B HEACIO B TCUCHUEC KAK MUHHUMYM YETbIPEX HEACIIb.
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10. Crioco0 yiy4ieHus TIIMKeMIYeCKOro KOHTPOJIS Y CyObekTa, MMeroIiero nuader
2 tumna (JI2T) u nonyvarommero jnedenue 3,0 Mr 10301 AyiIariyTHAA OAWH pa3 B HENEIO, HO
HY>KAAIOIIErocsl B JOTIOJIHUTEIbHOM INIMKEMUYECKOM KOHTPOJIE, BKIIFOYAIOIIUN: yBEIUYEHHE
JI03bl BBOIMMOTO AyJarayTuaa A0 4,5 Mr OJMH pa3 B HEEIIO.

I1. VYydieHHbIN croco0 BBEIEHUS yJarayTuaa cyobekty, umeromemy 12T u
HY>KAAIOIIEMYCs B JOMOJHUTENBHOM TTIMKEMUYECKOM KOHTPOJIE, OTJINYAIOIIUNICS TEM, UTO
yJlydllleHHe BKJIIOYaeT BBeleHue 1,5 Mr 1ynariayTuaa OAMH pa3 B HENETIO B TEUEHUE KaK
MHUHUMYM YeTbIpeX Helelb, a 3aTeM yBeJIUdeHue 703bl 10 3,0 MI OMH pa3 B HENENO.

12. VYy4ineHHbIH crioco0 BBENEHUS NyJarayTuaa cyobekty, umeromemy 12T u
HY>KAAIOIIEMYCs B JOMOJHUTENBHOM TTIMKEMUYECKOM KOHTPOJIE, OTJINYAIOIIUNICSA TEM, UTO
yJlydlleHue BKIro4aeT BeeneHue 0,75 Mr qynaryiyTuaa OUH pa3 B HEJEIO B TEUEHHE KaK
MHUHUMYM YeThIpEX Helellb, a 3aT€M yBeJIUYeHHe J03bl 10 1,5 Mr aynarayTuja ofuH pas B
HEZleJII0 B TeU€HNE KaK MUHHUMYM 4YE€TBIPEX HEZelNb, a 3aTeM yBeInueHue 103bl 10 3,0 Mr oauH
pa3 B HEJEJIIO.

13. Vnyumenssiii ciocod no m. 11 wim 12, oTnngaromuiicss TeM, 4To yydIleHHbIH
croco0 OMONHUTENBHO BKIIIOYAET YBEIMYEHUE A03bI 10 4,5 MI OfIMH pa3 B HENEIIO MOCIIE TOTO,
Kak cyObekTa sieunnu 3,0 Mr 1yJariyTuaa OJUH pa3 B HEAEIN0 B TeUeHHe KaK MUHUMYM
YEThIPEX HENENb.

14. VY nydieHHbIl crnocod BBeneHUs AyaarayTuaa cyobekty, umeromemy 2T u
HY>KJAIOIIEMYCsl B TONOJHUTEIBHOM INIMKEMUYECKOM KOHTPOJIE, T1Ie YJIYUIICHHE BKIFOYAET:

a) BBeneHue 3,0 Mr AynariyTHAA OUH Pa3 B HENENO B TEUEHHE KaK MUHUMYM
YeTbIpeX Henlemb, U
0) yBenuueHue N03bI 10 4,5 MI OIHMH pa3 B HEIEIIO.

15. Crioco® AIMTeTbHOTO KOHTPOJISI Beca y CYyOBbeKTa, Hy KIAIOIIErocsi B 3TOM,
BKJIFOYAIOIIUI:

a) BBeIEHUE YKa3aHHOMY cyOBekTy 0,75 Mr nynariyTHaa ONMH Pa3 B HENEIIO B
TeueHHe KaK MUHUMYM YeTbIpeX He/eb;

0) BBemeHHE yKa3aHHOMY CyOBekTy 1,5 Mr mynariyTuna OnHH pa3 B HENEIO B
TEUEeHHE KaK MUHUMYM YEThIpEX HEeelb, U

B) yBeJWYEHHUE N03bI A0 3,0 MI OZIUH pa3 B HENEIIO.

16. Crioco0 mo 1. 15, OTIMYAOIIMIACS TEM, YTO CITIOCOO MTOMOJHUTENBHO BKIIFOYAET
yBEJMYEHUE 03I 10 4,5 MT OZIUH pa3 B HEJEIIO MOCJe TOro Kak cyObekTa jieyriu 3,0 Mr
AyJarayTUa OJUH pa3 B HEJENIO B TeUeHHE KaK MUHHUMYM YeTbIpeX Hellelb.

17. Criocob nMTeNnbHOro KOHTPOJIS Beca Y CyOBEKTa, Hy KIAIOIIEroCs B 3TOM,
BKJIFOYAO LW

a) BbIIBJIEHHE CYOBEKTa, KOTOPOrO paHee JeUru 1,5 Mr aynariyTuiaa OAvH pas B
HEZIeJI0 B TeUeHNE Kak MUHUMYM 4YeThIpeX Helelb;, U

0) yBemuueHue 10361 10 3,0 MI OIMH pa3 B HEJEIO.
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18. Cnoco0 o 1. 17, OTIUYArOIIHICS TEM, YTO CIIOCOO MOMOJHUTENBHO BKJIIOYAET
yBEJIMUEHUE TO3bI 10 4,5 MT OMH pa3 B HEAEITIO MOCJIe TOrO Kak cyObekTa Jieurin 3,0 Mr
OyJarJyTUAa OAWH Pa3 B HEAENIO B TCUCHUE KAK MUHUMYM YEThIPEX HENEb.

19. Crioco0 nmuTeIbHOTO KOHTPOJIS Beca Y CyObeKTa, HYKAAIOMIEroCs: B 3TOM,
BKJIFOYAFOIIU !

a) BbIIBJICHHE CyOBEKTa, KOTOPOro paHee Jieunyn 3,0 M TyJariyTHIa OIUH Pa3 B
HEEN0 B TEUCHUE KaK MUHUMYM YE€ThIPEX HEAeNb, U
0) yBemmueHue 1036l 10 4,5 MI OAMH pa3 B HEJEIIO.

20. Crnioco6 no mobomy u3 mi. 1-19, oTnuyaroImuics TeM, YTO AyJIariyTUI BBOIAT B
0,5 mMJ1 BOIHON KOMITO3ULIMHU, COAEPKALLEH:

a) OyJariayTui, B KOJWYECTBE, BBIOPAHHOM U3 Ipymibl, cocTosmei u3 3,0 u 4,5 mr;
6) 0,07 Mr TMMOHHOW KHCJIOTBI,

B) 23,2 MI MAaHHUTA,

r) 1,37 mr TpuHaTpuii quTpaTa; u

e) mnomucopbar 80, B koiuuectse ot 0,125 10 0,25 mr.

21. Crioco0 mo 1. 21, OTIIMYAKOLIUICS TEM, YTO KOJHMUYECTBO MOJIHCOpOaTa COCTABISET
0,125 wmr.
22, Cnocob no mobomy u3 . 20-1, OTIHYAOIIUICS TeM, YTO KOMITO3ULUS OCTAETCSI

XUMHYECKH U (PU3NYECKH CTAOMIIbHOM B TeueHue 24 mecsues npu 2-8 °C.

23. Crnioco6 no mrobomy u3 . 20-22, OTIIMYAOIIHIACS TEM, YTO KOMITO3ULIUS
OCTaeTCsl XUMUYECKU U pr3ndecku ctabmibHON B Teuenue 14 nueii mpu 30 °C.

24, Crnioco6 no mrodomy u3 m. 1-23, OTIUYAIOIIUICS TEM, YTO BBEICHHE
yBEJIMUYEHHOM 03Bl AyJIariayTHUaa He MPUBOIUT K HEMPHUEMIIEMON epeHOCUMOCTH.

25.  Cnocob no mobomy u3 m. 1-24, oTauyaromuiics TeM, 9yto yposeHb HbAlcy

CyOBeKTa CHIKAETCSI.

26. Crniocob no mrobomy u3 mi. 1-25, OTIHMYAONIUICS TeM, 4TO Macca Tenna cyObekTa
CHIKAETCSI.
27. CrabunpHas papManeBTHYECKasT KOMITO3UIUSL, COAEpIKaIas:

a) IyJariyTHI, B KOHIIEHTPAIUH, BBIOPAHHOW U3 TPYIIIbI, COCTOsIEN U3 6,0 miu

9,0 Mr/m;
©) MaHHUT, B KOHIeHTpauuu 46,4 Mr/mi,
B) TPHHATPUS LUTPAT, B KOHLUEHTpAuu 2,74 Mr/mi;, u
r) mnosmcopOar 80, B koHueHTpauuu ot 0,25 1o 0,5 mr/mi
28. CrabunbHas papMaleBTHYECKAss KOMITO3UIHS TI0 T1. 27, OTJIMYAKOIIASICS TEM, UTO

KOHIEeHTparus nonmcopdara 80 coctasiser 0,25 mr/mi.

29. CrabunpHas papMareBTHUECKas] KOMITO3ULMS T10 T1. 27-28, OTIHUYAOLIAsICS TEM,
YTO KOHLEHTPALHs AyJIariyTUaa cocTasisieT 6,0 Mr/mir.

30. CrabunbHas papMareBTHUECKas] KOMITO3ULUS T10 T1. 27-28, OTINYAIOLIasiCs TEM,

YTO KOHLEHTPALHs AyJIariyTuaa coctasisieT 9,0 Mr/mur.
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31 CrabunbHas apmaneBTHUECKast KOMITO3ULIUS 10 JIEobomy w3 mm. 27-30,
OTJIMYAIOINASCS TEM, YTO KOMITO3UIIUSI OCTAETCS] XUMUYIECKH U (PH3UYEeCKH CTaOMIIbHOMH B
teueHue 24 mecsaues npu 2-8 °C.

32. CrabunbHas papmaneBTHUECKast KOMITO3ULIUS 0 JIEoOomy w3 mm. 27-31,
OTJIMYAIOIIASCS TEM, YTO KOMITO3UIUSI OCTAETCS] XUMUYECKU 1 (PH3UYEeCKH CTaOMIIbHOMH B
teuenue 14 nueit mpu 30 °C.

33. Crioco0 yiy4ieHus TIMKeMIYeCKOro KOHTPOJIS y CyObekTa, MMeroIiero quader
2 tumna (JI2T), Brrovaromuii BBeieHne ykazaHHOMY cyObekTy 0,5 mut cTabriibHOM
(dapmaLieBTHUECKON KOMITO3HUIMHU 1O JIEOOoMy 13 mim. 27-32.

34. Crnioco0 o 1. 33, OTINYAIOIUINCS TEM, YTO KOMITO3ULUS TIPEACTABIICHA B BUIE
0,5 mu1 BOIHOIO pacTBOpA.

35. ABTOMHKEKTOP, Conep Kaluil CTabMIbHYIO (hapMaleBTHUECKYO KOMITO3ULUIO TTO

nrobomy u3 . 27-31.
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