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KOMIIO3nnus, COAEPKAIIASA NENICTATUH U AJIBTHHOBYIO KUCJIOTY
NJIM EE COJIb, 1 EE IPUMEHEHHUE

Hacrosimee m300pereHre OTHOCHTCSI K KOMIO3ULHH, MPEANOYTHTENBHO IS
0(hTaNbMOJIOrM4ECKOr0 TPUMEHEHUS, COAepIKalleil MenCTaTHH U aJbIHHOBY 0 KHCIOTY HIIH €€
COJIb M, BO3MOJKHO, T'MAJypPOHOBYIO KHCJIOTYy WM €€ COJib, U K IPUMEHEHHIO YKa3aHHOM
KOMITO3MLIMH B CIIOco0e JieueHus: 3a00IeBaHusl WM CUMITOMA, CBSI3AHHBIX C MPUCYTCTBHEM
NEeNCUHA BO BHEMHUILEBOAHBIX O0IACTSIX WIIN SIBJISFOIIUXCS €r0 CISACTBUEM, IPENIOYTUTEIBHO
3a0051€BaHNsI MJIM CUMITTOMA IJIA3HOTO sI0JIOKA W/WJIM MEePHOKY JIAPHOM 00JIaCTH, CBA3aHHOTO C
NPUCYTCTBUEM TIETICHHA B CJE3HOH JKMAKOCTH WIH SIBJISIOLIETOCSl €ro CIEACTBUEM, Y
HYKJIAIOIUXCS] B 9TOM CyOBEKTOB, TAKHX KaK, HAPHUMep, CYOBEKTHI C racTpo330(areabHbIM
pedmokcoM wu/mau  OOpaTHBIM OTTOKOM JKEIYJOYHBIX SKUAKOCTEH U3 JKeNyIKka B
9KCTpad3odareanbHy o obnacth (;mapuHrodapuHreanbHbIH pedirokc WITH
9KCTpas3odareasbHbIi pedIIroKc).

I'actpossodareanvHbiii pedroke mnu racrpossodareanvHast pedrokcHass OOJe3Hb
(cokpamenno GERD)  nmpencraBiasier  coboit  mapadu3HONIOrHYECKOe  COCTOSHHE,
XapaKkTepHu3yIoIeecst OOPaTHBIM MOTOKOM U3 JKeJyAKa B IMHIIEBO CONEPIKMMOTO JKENTY IKa UITH
KHCJIBIX JKeNYNOUYHBbIX kuakocted (pH 1-2), Hampumep, conmepkaliuxX IENCUH, COJSHYEO
KUCJIOTY, SKENyJOYHbIE COKH, COKM JIBEHAIATUIEPCTHON KHIUKH M KUCHbIE SKENyIO4YHbIE
skuakoctu. Takum oOpazom, y manuenTos ¢ GERD o0OparHbIi MOTOK ake B O4eHb HEOOJBIIINX
KOJIMYECTBAX JKEJIyJOYHOTO COAEPKMMOTO U3 JKeJyIKa B IMHIIEBOJ BbI3bIBAET Pa3IpakeHHE
STUTENNS MHLIEBO/IA, YTO BbI3bIBAET OLIYIIEHHE JHCOKEHHS B 3arPyIHHHOM MOJIOKEHHH U 00NN
NpU [JIOTAaHWH, & TAKXKe yBelIW4eHue Kapueca (M3-3a KOppo3uH 3yOHON SMalid, BbI3BAHHOM
’KeJIy IOYHBIMHU KHCJIOTaMH), PBOTY MOCJIE MPpUEMa MHUIIH, OLIyIIeHHe KUCIOTHOCTH B BEpXHEH
YaCTH MUILEBOAA U B IJIOTKE.

lactposzodareanbHblil  pedrOKC MpencTaBisieT coOOl O4YeHb PacIpPOCTPAHEHHOE
3a00JieBaHIE Yy HACEJEHHUs, YaCTO CBS3aHHOE C OXKUPEHHEM, CcaxapHbIM auabeToMm, ¢
COCTOSTHUSIMH MOBBIIIEHHOM KeJyA0UHON CeKpeLnH, OepeMEHHOCTBIO, KypEeHHEM, alIKOrojieM,
IPbDKEH MUINEBOJHOTO OTBEPCTHS AHA(PPArMBL.

IIpu OTCYTCTBHM SHAOCKOMHYECKHX MOBPEXKISHHN, BUAMMBIX MPH TaCTPOCKOIHH,

KEIyAOUHBIH pe(IIOKC Ompenensercs Kak HEedIPO3UBHBIN peQUIIOKC WMIM HE3PO3UBHAS
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pedrokcHast Gone3Hp (cokpameHHo NERD), yuuteBas, 4Yro pedroKC KHCIOTHOTO
COZIEPKUMOT'O HE BBI3BIBAET 330(aruT.

Jlapunarodapunreansueiii pediroke (cokpamenno LPR) nmm napunrodapunreanbras
pedrokcHas Oone3Hb WK, aNbTEPHATHBHO, SKCTpa3’3odareanbHblil pedIroke, MpencTaBIsoT
co0o¥i pa3Hble TEPMHHBI, UCTIOIb3YyEMbIe i1 0003HAUEHHsI CHMITOMOB HMJIH PACCTPONCTB HITH
3a00/eBaHNi, BBI3BAHHBIX OOPATHBIM TOKOM COAEPKUMOTO JKEeNyJIKa W3 JKEeNyJIKa B
sKcTpaszodareanbHple  o0nmacTu.  YKasaHHblE OSKcTpad3odareajbHble O0JACTHM  MOTYT
MPENCTaBISITH COOOW BEpXHHE [bIXaTebHbIE TMyTH, TJIA3HOe sI0JIoKO (Wiu  TJas),
MEPUOKYJISIPHYIO 00JacTh (HAmpUMep, BEKO, KOHBIOHKTHBY U CJIE3HBIM armapar) U YIIHOU
anrapar, eBCTaxueBy TpyOy U cpeaHee yXo.

B xoHTEeKCcTE HACTOSIIEro M300peTeHus] MePUOKYJISIpHAsi 00IacTh ONMpPENessieTCsl KakK
o0nacTb BOKpYI IJja3a WJIM KacaroIlascsi KOHTypa IJia3a, Takas Kak, Halpumep, BEKO,
KOHBIOHKTHBAa W CJIe3HBIH ammapaT. Beko mnpexacrasBnsier coOoil  KOXHO-MeMOpaHHOE
o0pa3oBaHue, KOTOpoe MOKpbIBaeT ria3. KOHBIOHKTHBA MpPEACTaBiseT COOOH CIU3UCTYIO
MeMOpaHy, KOTOpasi TOKPBIBAET TJIa3HOE sI0JIOKO ¥ BHYTPEHHIOK 4acTh BeK. CIe3HbIH anmnapaT
NpPEeACTaBsieT COOOW COBOKYIMHOCTb CEKPETOPHOW CHCTEMbl CJIE3HOW IUIEHKH, KOTOpas
BKJIIOUAET CIIE3HYI0 JKene3y, M anmapar, OOeCleuMBaIoOLINi OTTOK cije3. Ammapar,
o0ecreunBaroIUi OTTOK Clie3, BKIIFOYAET B CeOs CJIE3HbIE MY TH, COCTOSIIIUE U3. CJIE3HBIX TOUEK,
CJIE3HOTO MEIIKA U CJIE3HBIX KAHAJIOB WM CJIE3HBIX MPOTOKOB HJIM HOCOCJIE3HOTO MPOTOKA.

Korna conepsxumoe skeiyaKa WK ero 4acThb (HampuMep MEeTCHH) BbITeKaeT 00paTHO U3
JKEJyIKa, Ha YPOBHE 3KCTpad30dareansbHbIX 00JacTeli BOSHUKAIOT SIBJICHUS] BOCTIAJIEHHSI U/ U
pasnpakeHHus, KOTOpbIe MOTYT BOBJEKaTb OAHY WM Oojiee M3  YKa3aHHBIX
sKCTpas3odareanbHeIXx 00JacTel, HANpUMep BEPXHUE IbIXaTeIbHbIE MYTH, MOJOCTh PTA,
NIOJIOCTh yXa, IIa3HOe S0JIOKO (WIIH IJ1a3), W/ WM NePUOKYISIPHY0 001acTh (HampuMep BEKO,
KOHBIOHKTHBY U CJIC3HBIH amnmapar).

Ortu nBa 3abonesanusi, GERD u LPR wmnu skcrpaszodareanbHbiii pediroke, MOryT
NPUCYTCTBOBATH OJHOBPEMEHHHO WJIH MPOSIBIISITHCS 110 OTAEIBHOCTH.

B cnyuae, korna GERD u LPR npucyTCTBYIOT OAHOBPEMEHHO, IOMUMO PACCTPOMCTB B
obnactu mwmmeoxa, mammeHtel ¢ GERD moryt Takke cTpagaTe OT PacCTPOWCTB HIIH
3a00s1eBaHMi B OJJHOH WIIM HECKOJIBKHX SKCTPad3odareasbHbIX 00NacTsIX.

Ecin GERD u LPR He mnpucyTCTBYIOT OJZHOBPEMEHHO, TO pacCTpPONCTBA WU

CUMIITOMBI, OyIA€EMBIC B OI[HOI>'I NI HECKOJIbKUX BKCTpaSSO(I)aFeaJ'IbeIX O6.]'IaCT$IX, TaKXKeE



MOTyT BO3HHKaTh y cyOwpekToB ¢ orcyrctBueM GERD, B pesynbrate oOpaTHOro OTTOKA
COIEPKIUMOTO JKEJTyIKa U3 JKEeJy KA B SKCTpad3odareanbHy0 00IacTb.

B cBere BoimmeckazanHoro, moau ¢ LPR (3po3uBHBIM mitn Heapo3uBHBIM) i LPR (wmu
skcTpas3odareasbHpiM pedIFOKCOM) MOTYT CTpanaTh, HANpPUMeEpP, OT CHHAPOMA CIIE3HOH
nuchyskimn (cokparmernno LDS) win 3a0oneBanns TOBEpXHOCTHOCTHBIX TKaHeH riasa (OSD),
aJbTEPHATHBHO OIPENENsIeMOro KakK CHHAPOM Cyxoro ryasa. PakTudecku NpPUCYTCTBUE
nencuHa (KOMITOHEHTA COIEPKUMOTO JKelyaka) Obulo OOHApy»KEHO B CIIE3HOM CEKpeTe
cyOBEKTOB ¢ racTpos3odareanbHbIM pedIIIOKCOM.

Cunppom cnesnoit nuchynkumu (LDS) mpencrasisier coboli 3abosieBaHue rias,
KOTOpO€ 3aKJIF0UAeTCs] B YMEHBIIEHHWH KOJIMYECTBA W/WIM W3MEHEHUH Ka4decTBa CJIE3HOMN
IUIEHKH, KOTOpas B OCHOBHOM BBINOJNHAET (PYHKIHMIO YBJIQXKHEHHUs U 3alIUThI IepeaHei
NOBEPXHOCTH TIyIa3HOro sioymoka. Cre3Hast IUleHKa MPeAHA3HAYeHa JJIsi  BbITOJHEHUs
CJIEAYIOIUX BaKHEWIINX (QYHKLUIT:

1) muraTenpHOI: Cle3bl Jal0T BO3MOXKHOCTh OOECTIeUUTh HajyIekalnee MOCTyIUIEHHE
KHCJIOPOAA M IMTUTATENbHBIX BELIECTB Il HEOOXOIUMOro OOHOBJIEHHSI KJIETOK MOBEPXHOCTHBIX
TKaHe! riaza;

2) aHTUMHMKPOOHOW: TPUCYTCTBHE aHTHTEI M (EPMEHTOB B CJIC3HOH IUICHKE
o0ecrieynBaeT 3alUTHOE ACHCTBUE MPOTHB BHELITHEH arpeccuy;

3) ouuIIeHHUsT; 1

4) cMa3ku.

Taxum 00pa3oM, U3MEHEHHE KOJINYEeCTBA/Ka4eCTBa CIE3HON TUIEHKH BJIEYET 3a COOOi
NOJBEPraHue TJIA3HOro s0JI0Ka OosblIeMy TpeHHIO (ONpenensieMOMy ABIDKEHHEM BEK) U
Oonbiremy pucky uHpekuuid. CHHAPOM Ciie3HON TUChYHKLUU SIBJISIETCS OOHUM U3 Haubolee
4acThIX 3a00J1€BaHUI B O TAIBMOJIOTHH U €T0 BJIUSTHHE BBICOKO CPEIM HACEJICHHSI CPETHErO U
MIOKUJIOTO BO3PAcTa.

B koHTEeKCTE HacTOsIIEro N300PETEHHSI BBIPAXKEHUS “CHHIPOM CIIE3HON AUCHYHKIMN
(LDS) u “cunnpom cyxoro ria3a’ OyayT UCTIOIb30BATHCS B3aUMO3aMEHSIEMO.

Jpyroe 3a0oneBaHHe MM CHMIITOM, KOTOPbIE MOTYT HMETh MECTO Y CYOBEKTOB C
GERD, LPR wnn skcrpaszodareaibHbIM pedIrOKCOM, TPEACTaBiIsieT cOOOM BOCMAJICHHE
rJIA3HOTO SI0JIOKAa WIJIM BOCTIAJICHHE MEPHOKYJIAPHON 00JacTH, B YaCTHOCTH KOHBIOHKTHBHT,
KOTOpBII TpeacTaBisieT coOOH BOCHAJIEHHE, KOTOPOE IMOpakaeT KOHBIOHKTHBY, BBI3bIBAS
NOKPACHEHHE IJ1a3 U MpHUIaBas UM XapaKTepHbIe NMPU3HAKU KPaCHBIX Ia3. KOHBIOHKTHBUT

MOZKET MOPaXXaThb KaK B3POCIIbIX, TaK U HeTeﬁ 1 HOBOPOXKICHHBIX.
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YacTo paccTpoiicTBa WM CHMIITOMBI, WM 3a00JI€BaHHUsI B 3KCTpad3odareansbHbIX
o0yacTsX, TakuMX Kak TIJIa3HOE s0JOKO M TEpPHOKYJsApHast oONacTb, AHAJIU3HUPYIOT,
IUAarHOCTUPYIOT W/WIM JiedaT Oe3 yueTa BO3MOXKHOH KOppesinuH ¢ (eHOMEHOM o0paTHOro
MOTOKA CONEP’KUMOrO JKENyIKa, HalpHMep IMEeNCHHA, M3 JKeIyAKa B JKCTpas3odareanbHbe
o0racTu.

B pesynbpraTe MHOrME U3 YKa3aHHBIX 3a00JI€BaHUI WJIM CHMIITOMOB IJIA3HOTO 10JI0Ka
W/WIIY IEPUOKYJISIPHOM 00JIacTH, TaKue KaK, HapuUMep, CHHIPOM ciie3Hol aucyHkimu (SDL),
KOHBIOHKTHBUT WJIM BOCHAJICHUE IJIa3 WM MEePHOKYJSIPHOE BOCIAJICHUE, JIeYaT MPOAYKTaMH,
UMEIOLIMMUCS B HACTOsILIEe BpeMsi B MpOJake Ha pbIHKE (HAapUMep CTEePOUIHBIMH
NPOAYKTAaMH), KOTOpbIE HE JieyaT KOHKPETHO NPHUYUHY, BBI3bIBAIOLIYIO YKa3aHHbBIE
3a00JIeBaHMsI WJIM CHUMIITOMBI, a TPENJIaraloT TOJIBKO BPEMEHHOE JieueOHOe CPEenCTBO,
HanpuMep, yKa3aHHbIe MPOAYKTHI He JjiedaT 3()(HEeKTUBHO NMPUCYTCTBHE IENCHHA B CIIE3HOM
JKUJIKOCTH, TJIA3HOM sIOJIOKe W/WITH TIEPUOKYJIIPHOI 00acTu.

BALESTRAZZI ALESSANDRA ET AL: "4 new therapeutic approach for the Dry Eye
Syndrome in patients with laryngopharyngeal reflux: first data" npencrasiser coOoii
IpeBAPUTENIbHOE HCCIEIOBAHNE CPABHEHUS] IBYX CIHOCOOOB JIEUEHMS y IALMEHTOB C
curnpoMom cyxoro rmaza u LPR. IlanuentoB neuwmnn rnasabiMu kKarmusimu Gastroftal u
tabnerkamu Gastroftal b0 TONBPKO OJHUMHM TJIA3HBIMH KAIUISIMU C THAJTYPOHOBOW KHCJIOTOM
(Atlantis) B Teuenue 3 mecsnes. [ nasupie karum Gastroftal He comepskar nencraTuHa

B WO 2008/039984 A2 oNmuCBHIBAIOTCS COEAMHEHUS, KOTOPbIE MPENCTABJSIOT COOOM
UHrHOUTOpBI KaTernicuHa D, djeHa moaceMeicTBa acmapTUINpoTeassl, U (papMaleBTUIeCKHe
KOMITO3HMLIMH, KOTOpbIE CONEPKAT yKa3aHHble MHTHOUTOpbI. Takue cCoequHeHus: 00NamaroT
HEeWpOTPODUIECKOW AaKTHBHOCTHIO, W OHH SIBISIFOTCS TOJNIE3HBIMH B  JICYEHHH |
NPEAyPEKICHUH HEHPOHHBIX PACCTPONCTB, TAKUX Kak OOKOBOH aMHOTPOPHUECKHUIT CKIIEPO3,
paccesiHHBIN CKJIEPO3 M MbIleYHast AUCTpodusi. YKazaHHbIe (hapMalleBTHUECKHE KOMITO3HLIUH
COIep KaT aTbIHHOBYIO KHCJIOTY WJIU €€ COJIb.

B US4339439A mnokazaHa OoJbliiasi MPOTHBOSI3BEHHAs] aKTHBHOCTB, TOJyYEHHAS Y
TETUIOKPOBHBIX KUBOTHBIX NP OJHOBPEMEHHOM BBEIEHHM STHUHTHIMHA, AHTArOHUCTA
ructaMrHOBOro H2-perientopa, 1 nencratuHa, KOMILIEKCOOOpa30BaTes MENCHHA.

Texnuueckas npobiema, paccMaTpuBaeMasi U peraeMasi HaCTOSIINM H300pEeTeHueM,
3aKJIIOYAETCS B MPEUIOKEHUH KOMIIO3ULMHA WM CMeced uid  O(TaTbMOJOrHYECKOTO
NPUMEHEHHs, WIK AJisl Ha3aJbHOTO MPUMEHEHHs, WIM il NPUMEHEHHs B IMOJIOCTH pPTa B

crocobax MPEeBEeHTHBHOIO W/WIIM KypPAaTHBHOIO JieueHUs 3a00JeBaHHWI WM CUMITOMOB B



3KCTpad3odareanbHBIX 00JACTAX, MPEANOYTUTENBHO 3a00J€BaHUN MM CUMIITOMOB TJIA3HOTO
sA0J0Ka W/WMIM TEePUOKYJSIPHOHW o00NacTH, TakuxX Kak, HalpuMep, CHHAPOM CIIE3HOM
mucyukun (LDS), KOHBIOHKTHBHUT, BHYTPUIJIA3HOE BOCIAJIECHUE WIH MEPUOKYISIPHOE
BOCTIAJICHHE, CBSI3AaHHBIX C TPUCYTCTBHEM IMENCHHA B YKa3aHHBIX 3KCTpa’3odareasbHbIX
00NacTAX WM SIBJSIFOLIMXCS €ro CJIENCTBHEM, MPEANOYTUTENbHO B CIE3HOH KUAKOCTH, B
MEPBYI0  OYepenp  M3-3a  KENyNO4YHOro  pedumokca B 330(dareanpHON — w/uim
JKCTpaszodareanbHON 00IacTH.

Kpome Toro, texnuueckass mpoOiema, paccMaTpuBaeMasi M pellaeMas HAaCTOSIIUM
n3o0peTeHneM, 3aKJIYaeTcss B MPEIJIOKEHUH  KOMIO3UIMA  WIM  CMeced  Juis
0(h)TaNbMOJIOTNYECKOr0, MM HA3aJbHOTO NMPUMEHEHUs, WJIN NMPUMEHEHUs] B IMOJOCTU pTa B
YKa3aHHBIX Croco0ax JIeYEeHUs, KOTOpbIE SBISIOTCS CTaOWIbHBIMH, 3((eKTHBHBIMY,
NPOCTBIMH JUIs BBEIEHHS/TIPUMEHEHHSI, XOPOILIO NMEPEHOCHMbIMUA U B OCHOBHOM CBOOOJIHBIMH
OT MOOOYHBIX 3P PEKTOB.

ITocne obmupHOTro U yriyOIeHHOTO UCCIeAOBAaHUS H N300peTaTeNbCKOH aKTHBHOCTH
3asBUTENb PACCMATPHBAET UM pPEIIAeT BBILIEYIIOMSHYThIE TEXHHYECKHE 3a/Jaud IyTeM
NPEIJIOKEHHS] KOMITO3ULIMK WJIH CMecei (TO €CTh KOMITO3ULIMK WJIA CMeCei Mo M300PETEeHHIO)
s O TaJIbMOJIOTHUECKOTO TPUMEHEHUs, WM JUIs HA3aJIbHOTO TNPUMEHEHUs, WIH IS
NPUMEHEHHs B MOJIOCTH PTa, COAEPIKAIIUX METNCTATUH U aJIbTHHOBYIO KHUCJIOTY WIH €€ COJib U
BO3MOKHO THAJIYPOHOBYIO KHCJIOTY WJIM €€ COJb, KaK OMHCAHO Huke. [IpennoyTurenbHO
KOMITO3ULIUH U CMECH IO H300PETEHHIO HE COAEPIKAT CTEPOUIHBIX BEILECTB.

ITomMuMO TOTO, 4TO OHH SBJISIOTCS] 3P PEKTUBHBIMU B JIEYEHHH 3KCTpas’3odareanbHbIX
PAaCCTPOUCTB, MPEANOYTHTENLHO YKA3aHHBIX BOCMAJMTENbHBIX BHYTPHUINIA3HBIX — W/MJIN
NEePUOKYJISIPHBIX ~ PACCTPOMCTB, KOMIIO3MLIMM HJIM CMECH IO HU300pETeHHIO IS
0(hTasbMOJIOrUYECKOr0 TIPUMEHEHUsST Ha OCHOBE TENCTaTHHA M aJbI'MHOBOI KHCJIOTHI WK €€
COJIM U BO3MOKHO THAJTy POHOBOM KUCJIOTBI HJIH €€ COJIH SIBJISIFOTCS CTAOMIIBHBIMHU, IPOCTHIMH
IJ1 BBEAEHUs/TIPUMEHEHHsI, XOpOIIO MEPEHOCATCS M B OCHOBHOM HE HMEIOT MOOOYHBIX
s dexTos.

B vacTHOCTH, KOMOMHALIMS IETICTATHHA U aJIbTHHOBOM KUCJIOTBI UK €€ COJIU JIeHCTBYET
3 PexTHBHO U CHHEPrHYeCKH, YMEHbINAs W yAalisis MENCUH W3 CIIE3HOH JKUAKOCTH. JTa
5 (PEKTUBHOCTh B MEPBYIO Ouepenb OOYCIIOBIEHa MHMMOMPYIOIIUM EHCTBHEM MencTaTHHA
Ja’ke B HU3KUX KOHLIEHTPALMSIX M OJHOBPEMEHHBIM JICHCTBHUEM allblrMHATA KaK CEKBECTpPaHTa
MeNnCUHA MOCPENCTBOM HECTIELM(PUYIECKOro CBA3bIBAHHS U KAK CMAa3bIBAIOIIETO BEIIECTBA.

KpOMe TOro, I[O6aBJ'IeHI/Ie BO3MOJKHOI'O CMAa3bIBAKOIIECIO arcHra, MNpEeAnOYTUTCIIBHO



6

T'HaJy pPOHOBOH KUCJIOTBI MJIH €€ COJIH, MIPUAAET KOMIIO3ULIUH 110 H300PETEHHIO BA3KOYIIPYTYIO
AKTUBHOCTb.

Kpome Toro, odrampMoJIOrHyecKue KOMITO3ULIMH WM CMECH IO H300PETEeHHIO
NPEATIOUYTUTENBHO HE COAEPIKAT CTEPOUIHBIX BEIECTB.

Hakonen, xommo3ummu st 0QTaabMOJIOTMYECKOrO NMPUMEHEHHs! MO HAaCTOSIIEMY
N300pETEHHUIO IPOCTHI B IPUTOTOBJIEHUH M 5KOHOMHUYECKHU 3()(PEeKTUBHBL

DTy W apyrue 3amgadu, KOTopble OyIyT OYEBHAHBI M3 IOCIEAYIOIIEro MOApOOHOro
OTUCAHMSI, TOCTUTAIOTCS CMECSIMHM M KOMITO3UIIMEH 0 HACTOALIEMY M300peTeHuro Gnaropapsi
TEXHUYECKHM XapaKTepUCTHKAM, 3asIBJICHHBIM B IpUiIaraeMoi GopmMyie n300peTeHus.

I'PAOUYECKHUE MATEPHUAJIBI

@UI'. 1. cnekTpbl MOMNIOLEHUS KOHTpossi M oOpasua (merncuH) 0e3 MpUCYTCTBHUS
MHrHOMPYIOLIero BemecTsa (rnerncraruya); yciaosust: nencul 0,02%, remornodun 2%, pH 1,5,
37°C.

@UI'. 2: cnexTppl MNOIJIOMIEHHsT KOHTPOJsT M oOpaslia MerncHHAa B MPUCYTCTBUH
nericratuHa (nerncratud: cycrnensust B HoO) u cpaBHeHHe CO CIEKTpaMH, OTHOCSLIMMUCS K
CBOOOIHOMY MeEMNCHHY 0e3 MPUCYTCTBUSI MENCTATHHA.

OUTI. 3: criekTpbl MOTJIOMEHHUsT KOHTPOJIs (TierncuH Oe3 nencraTuHa) u odpasua (MencuH
+ nencratun) (nencratud: pacrBopeH B EtOH u pa3basnen B Boze).

OUI'. 4: cnekTpbl AKTUBHOCTH IENICHMHA B MPUCYTCTBUM BOJHOIO pAacTBOpA,
conmepskaiero ajbruHar Maraws, yciosus: nerncuH 0,02%, remornoduwn 2%, 1% BomgHOTO
pacTBopa, conepakatnero ansruHat marsus; pH 1,5, 37°C.

@OUI'. 5: ceKkTphl MOTJIOUICHNUsT KOHTPOJIsA (TIENICHH B OTCYTCTBUE IENCTATHHA, HO B
NPUCYTCTBUH BOJHOTO PAacTBOPA, COAEPIKAINEro aJbIMHAT MarHus) U oOpas3loB METNCHHA B
NPUCYTCTBUH BOAHOTO PACTBOPA, COAEPIKALIErO aJbIHHAT MAarHUsl U METICTATHH (TIeTICTaTHH,
pa3BeICHHBIN B BOJHOM PacTBOpE ajbruHata nocie pactsoperus B EtOH).

MNOJAPOBHOE OIIMCAHUE U30BPETEHUA

OOBeKTOM HACTOSIIETrO H300PETEHHS SIBISIETCS KOMITO3ULIHS, COMEeprKaIas

(1) cMece M aKTHBHBIX KOMIIOHEHTOB, COJEPIKAILYIO:

(a) mencTaTvH WK ero (papMaleBTUYECKH TPUEMIIEMYIO COJIb, IPEANOYTUTENLHO COJb
IIEJIOYHOTO METAJlJIa WM LIEIOYHO-3€MEJIbHOTO MeTajuia (HampuMep MarHus, HaTPUsl, KaJlus
WM KaJIbIIs), |

(6) anmpruHOBYH KHCIOTY WM ee (apMaLEeBTHUECKH TNPUEMIIEMYIO  COJIb,

NPpEANOYTUTEIIbHO aJIbIrMHAT IICJIOYHOrO MeETalyla WKW MMEJIOYHO-3€EMEJIBHOIO METalljla
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(HarpyMep MarHusl, HATPUS, KaJHs WK KaJIbLKs),

WJIY, aIBTEPHATHUBHO, COCTOSIIYIO U3 BBILIEYKa3aHHOTO;

U BO3MOXXHO YKa3aHHAs KOMIIO3ULMS COAEPXUT (2) mMO MeHblLIeH Mepe OnHy
dapMaLeBTHUECKYIO WM O(TaIbMOJIOTHYECKYO N00aBKY W/WJIM MO MEHbLIEH Mepe ONHH
bapmaneBTHUECKUI WM 0P TATBMOJIOrHIECKHH HKCIIUTTUEHT.

IlencratuH (anbTEPHATUBHO MMEHYEMBIH KaK TENCTaTUH A) NpencTaBiseT coOOH
UHTUOUTOP acHapTHIIIPOTEA3bl. ITO reKCANeNTHA, COAEPKAINA aMUHOKHCIIOTY cTaTHH (Sta,
(3S,4S)-4-aMMHO-3-THIPOKCU-O-METWITENTAHOBAasE ~ KHUCJIOTa) C  IOCIENI0BATEIbHOCTHIO
usoBanepui-Val-Val-Sta-Ala-Sta (Iva-Val-Val-Sta-Ala-Sta) (mpumep CAS Ne: 26305-03-3).
IlencraTtuH npencrasiseT cOO0I MOJIEKYJTy, IPOLYIUPYEMYIO OaKTepUAMU-aKTHHOMHLIETAMH.
ITpu wefirpanbroM pH (3a0ypepeHHOM) MencTaTHH HaXOIUTCS B KUCIIOH (POpMe B MOXKET ObITh
pPacTBOpEH B CIIUPTE (HAIIPUMED 3TaHOJIE) € MOCIeNY FOIINUM pa3BeeHreM B Boae. BmecTo aToro
HEeNCTaTHH B (JOpME COIM MOJKHO PaCTBOPUTH B BoJe NpH HeliTpanbHOM pH. [IpennoururensHo
IJI IPUTOTOBJICHNS] CMECeH MIIM KOMITO3HMLUH 10 HACTOSLIEMY M300pPETEeHHIO, COIEPIKaIIIX
(a), (6) 1 BO3MOXHO (B) W/UJM APyTrHe KOMIIOHEHTBI, ONMCAHHbIE B HACTOSIIIEM M300pEeTeHHH,
UCIIONIB3YIOT METNCTATHH KaK TAKOBOH, TO €CThb IENCTATHH He B (popme couu.

Bwmecte ¢ (a) ¥ BO3MOXKHO (B) W/WIM JOPYyTUMH KOMITOHEHTAMHM, OIMCAHHBIMH B
HACTOSIIEM U300PETeHNH, aJbIHOBAs KHCJIOTA, COAEPIKALIAsICs B CMECH WJIM B KOMIIO3ULIUU
10 M300PETEeHUIO, MPENNOYTHTEIBHO MPEACTABIeT COOON aJIbIMHOBYIO KHCIIOTY (Hampumep
CAS Ne 9005-32-7), UMEIOIIYIO CPEIHIOK MOJIEKYJIIPHYIO MAacCy B JUAINA30HE OT MPUMEPHO
50 xdaneron (k[da) no mpumepHo 800 k/la, mpenmoururenpHo oT nmpumepHo 100 k/la o
npumepro 600 x/la; Sonee mpeanourutensHO oT nmpuMepHo 200 k/la no nmpumepno 400 x/la,
Harpumep 10 npuMepHo 240 kJla (enuHULBI ATOMHOM Macchl).

[IpenmoutnTenbHO yKa3aHHYIO (0) abIrHHOBYIO KHCJOTY HJIM €€ COJIb MOJYYarT U3
MOPCKHUX BOJOPOCIIEN.

B npeanodtuTenbHOM BOIUIOIIEHHH CMeCh M aKTHBHBIX KOMIIOHEHTOB, COZIEPIKAINAsCS
B KOMIIO3UIMH TIO U300PETEHHIO, COMEPKUT. a) METNCTATUH WA €ro CoJib, (0) albrHHOBYIO
KHCJIOTY WJIH €€ COJIb, MPEATIOYTUTENFHO COJIb IEJIOYHOTO METAIUIA HITH IEJIOYHO-3EMEJIbHOTO
MeTajuia (HanpuMep MarHus, HATPUsI, KAJIUs WIIH KaJbLius ), OoJsiee MPpeanoYTHTENbHO aIbIHHAT
MarHusi, u (B) CMa3bIBAIOIIMN areHT, MPEANOYTHTENIbHO THaypOHOBYIO KHCIOTY WIH €€
(apMaLeBTHUECKH MPUEMIIEMYIO COJIb, OOJie€ MPEATIOUTUTENFHO THAJyPOHAT IIEJOYHOTO
MeTajula WM IIeJOYHO-3€MENBbHOTO MeTajUla (HampuMep MAarHus, HATpUs, KaJiusd WIH

KaJbIMs), eme OoJiee MPeAnoYTHTEIbHO MHaJly pPOHAT HATPHSL, HJIH, ATIbTEPHATUBHO, COCTOUT M3



BBILIEY KA3aHHOTO.

Bwmecre ¢ (a) u (6) cornacHo m0O0OMy W3 BOIUIOIIEHUIH HACTOSIIErO H300peTeHHUs
yKa3aHHBIA CMa3bIBAIOLINN areHT (B), BO3MOXHO CoAep Kamuiics B cMecn M KOMIO3HLIUHU TIO
U300pEeTEHNI0, MOXXET OBbITb BBIOPaH U3 THAJYPOHOBOH KHCIOTBI WJIM €€ COJIH,
KapOOKCHUMETHIILIEIUTIOJIO3b], THIIPOMEIIIO3bI, KCAHTAHOBOH KaMeH, MOJUBUHIIITUPPOIHIOHA
(PVP), monuBUHIIOBOrO CIUPTA U UX CMECEH;, MPEANOYTUTENBHO THATY POHOBOW KUCIIOTHI WITH
€€ CoJu.

BwmecTe ¢ (a) u (6) 1 BO3SMOXKHO APYTUMHU KOMIIOHEHTAMHU, OMMCAHHBIMU B HACTOSIIIEM
n300peTeHNH, THATypPOHOBasl KHUCIOTa WIM €€ CONb (HampuMep THalypOHAT HATpHs),
cojiep Kalasicsi B CMECH MJIM KOMIIO3HUIUU 1O N300PETEHUIO, MPEANIOYTUTEIBHO MPEACTABIIAET
co0O¥ JMHENHHYI0 WM Pa3BETBJICHHYIO T'MAypPOHOBYIO KHUCJIOTY CO CpPeIHEH MOJeKyJIspHON
Maccoi, Haxopsumelcs B auanasoHe or npumepHo 200 k/la mo mpumepno 5000 x/la;
npexanoyTuTenbHO ot npumepro 1000 k/la no mpumepHo 3000 x/la; Gonee npeamouTHTENLHO
ot npumepHo 1500 x/la no npumepHo 2000 x/la, nnu nosyyeHa us Hee.

CornacHo npeArnoYTUTENILHOMY MPUMEPY, KOMITO3ULHSI TIO H300PETEHHIO COIESPIKHUT (a)
nerictatud, (0) amprMHAT IIEJOYHOIO MeTajula WIJIM IIEJIOYHO-3€MENbHOTO MEeTallla,
NPEATIOYTUTENIbHO aJbTUHAT MAarHus, (B) THAJypOHAT LIEJOYHOrO MeTa/Ula WJIHM LIeJIOYHO-
3eMEJIbHOTO MeTaJUla, MPEANOYTUTENIbHO THANIYypOHAT HATpus, U O(TaIbMOIOrHYeCcKHe
n00aBKH W/HMITH SKCLIUTIHEHTHI WIH, aJIbTEPHATUBHO, COCTOUT M3 BBIIIEYKA3aHHOTO.

CornacHo Oojiee NPenNMOYTHTENILHOMY NPUMEPY, KOMIO3ULHUS IO H300PETEHHIO
comepxur (a) mencratuH, (0) ampruHaT MarHus, (B) THAJIYpOHAT HATPHUS U
orampmMonornyeckne m00ABKM W/WIM SKCUUITHUEHTbl WM, aJbTEPHATHBHO, COCTOHUT W3
BBILIIEY Ka3aHHOTO.

CornacHo eme OAHOMY TPEATIOUYTUTENIEHOMY TMPUMEPY, KOMITIO3ULHSI TI0 H300PETEHHIO
conepxkut (a) merncratuH, (0) ajJbruHAT MAarHUS U3 aJIMHOBYHO KHUCJIOTY, TOJYYEHHYIO U3
MOPCKHUX BOAOPOCJIEN, UMEIOIIY IO CPEAHIOK MOJIEKYJISIPHYIO Maccy oT nmpuMepHo 200 k/la no
npumepro 400 x/la, Hanpumep no nmpumepHo 240 x/la, (B) ruasypoHaT HATPHs CO CpemHe
MOJIEKYJIApHOH Macco or npumepHo 1500 k/la ngo mnpumepno 2000 k/la wu
orampmMonornyeckne m00ABKM W/WIM SKCUUITUEHTbI WM, aJbTEPHATHBHO, COCTOHUT W3
BBILIIEY Ka3aHHOTO.

Kpome (a) memncratuna, (0) aqbrHHOBOW KHCIOTHI WJIHM €€ COJM U, BO3MOXKHO, (B)
CMa3bIBAIOLIETO AreHTa, MPEANOYTUTENFHO THATYPOHOBOH KUCIIOTHI WM €€ COJH, CMeCh M,

coacpkamasacsa BMECTE C I[O6aBKaMI/I B KOMITIO3UIIUU ITO I/1306peTeHI/IIO, MOZKET OOMIOJIHUTEIIBHO
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cozep KaTh N0 MEHbINEH Mepe OMH TOTIOJHUTENbHBIH AKTUBHBIA KOMITOHEHT (T'), BBIOpaHHBIN
U3 TPYMIIbL, COCTOSIIEH U3 PACTUTENIbHBIX SKCTPAKTOB (HAMPHMEP SKCTPAKTOB 3€JCHOTO uasi
(Camellia sinensis), amuaokucnot, ButaMuHoB rpynmsl A, B, C, D w/nnu E u ux cmeceii.

Komno3nuun mo HacrosmieMy H300pETeHHI0, COAepIKallfe YKa3aHHYK CMechb M,
conepxaiyto (a), (0) 1 BO3MOKHO (B), MOTYT COZI€P>KaTh IO MEHbILEH Mepe OJHY IPHEMIIEMY IO
(bapMaLeBTHUECKYIO WIM MUINEBYIO NOOABKY W/WIM IO MEHbIIEH Mepe OAMH IPUEMIIEMBIH
dapMaLeBTHUECKUIT WM THIIEBOW OSKCUUMHEHT, TO €CTh BEINECTBO, JIMIIEHHOE
TEPaneBTUYECKOM aKTUBHOCTH, TPUTOAHOE [UIA (PapMaleBTUYECKOTO WM MHIIEBOrO
npuMeHeHus. B KOHTekcTe HacTosero u300peTeHus mnpuemseMble 100aBKM H/HIN
SKCUUINHUEHThl i (apMaleBTUYECKOrO WM IHIIEBOrO0 NPUMEHEHHs BKIIIOYAIOT BCE
BCIIOMOT'aTeNIbHbIE BELIECTBA, HM3BECTHBIC CIELMAINCTY B ITAHHOW OONACTH TEXHUKH IS
NPUTOTOBJICHNUS KOMITO3MLIUI B TMOJyTBEPAOH WM XHIAKOW (opMe, Takue Kak, Hampumep,
pasOaBurenu, pacTBopuTeNnd (BKIIOHYAs BOAY), CONIOOMIM3AaTOPBI,  MOJKUCIIUTEINH,
3aryCTUTEINH, MTOACIACTUTENH, CMa3bIBAIOIUE BEIECTBA, TOBEPXHOCTHO-AaKTUBHbBIE BEIECTBA,
KOHCEPBAHTBI, CTAOMIM3aTOPHI, cTabunusupytomue pH Oydepbl u ux cmecu.

Komnosuuus u cmech M 1o HacTositeMy u3o0peTeHuro coaepskart (a), (0) 1 BO3SMOKHO
(B) cornacHo JrOOOMYy U3 OIMMCAHHBIX BOIUIOIIEHUMN, TMPEINOYTUTENIbHO HE COmepKaT
CTePOHMIHOE COeTUHEHHE.

CornacHo 0OTHOMY acTeKTy U300pPETeHus], CMECH FITH KOMITO3ULIUH O H300PETEHHIO He
U3rOTOBJICHBI B (POpMeE J1JIsl MepOpaTbHOTO TPUMEHEHUSI.

Komnosuuus asist opTaibMOJOTHYECKOT0 MPUMEHEHHs TT0 U300pEeTEHHI0, CoNepIKaIias
(a), (6) 1 BO3MOKkHO (B) (COryIacHO JIFOOOMY M3 ONMUCAHHBIX BOIUIOIIEHUI ), MOKET HAXOAUTHCSI
B XKHIKOH (popme, TakoW Kak IiIa3Hble KaIuld Ha BOJHOM OCHOBE, H OHA IOKA3bIBAET BBICOKYIO
CTaOMJIBHOCTh (MPEANOYTHTENBHO OOJbIIe MM pPaBHYH 24 Mecsuam), OJHOPOAHOCTh M
OTCYTCTBHE OOpa30BaHUS OCAIKOB B JKHIKOH (hOpMe, MPEANOYTUTENIbHO B BHIE TJIA3HBIX
Kareib Ha BOAHON MJIM MAaCJISTHON OCHOBE, WJIHM B MOJYTBEPIOH (OpMe, MPEenrnoYTHTEIBHO B
BUZE Ma3u, Oanb3ama, rejst Wi Kpema.

Kommosuiiys o u300peTeHuro B KUAKOHN (hopMe, HanmpuMep B GOpMe TIIa3HbIX Kareb,
MOJKET COZIePKaTh METCTaTHH B MOJIIPHON KOHIeHTpauu (M), HaXosIieics B Tuana3oHe OT
0,1 M (0,0001 mMxM) mo 50 mMxM; mpeamnourutensHo oT 0,01 MkM nmo 5 MkM; Oonee
npeanoututenbHo ot 0,5 MkM 1o 2 MkM (Hanpumep npumepHo 1 MkM).

CornacHo acriekTy M300peTeHHs] KOMIIO3ULIUS TI0 N300PETEHHI0 MOXKET CONEpIKaTh B

npoueHTax (%) mo mMacce Mo OTHOIIECHHIO K OOINei Macce KOMITO3UIMK: (@) MerCTaTHH Kak



10

TakoBoii ot 0,0000001% (1 x 10*%) 10 0,001% (1 x 107 %), npeanoururensHo ot 0,000001%
(1 x 10°%) no 0,0003% (3 x 10™* %), Gonee npennourutensro ot 0,00003% (3 x 107 %) no
0,0001% (1 x 10 %); (6) anbrUHOBYIO KUCIOTY MJIH €€ COJb, MPEATNOYTUTENBHO albIUHAT
maraus, ot 0,01% no 10%, npeanouturensho ot 0,05% no 2%, Oonee MPeANOYTUTENHHO OT
0,05% no 0,4%, manpumep 0,2%; 1 BO3MOKHO (B) CMa3bIBAIOIIUN areHT, MPEANIOYTHTENIbHO
I'Majly pOHOBYIO KHCJIOTY WJIM €€ COJIb, 00Jiee MPEAOUTUTENIbHO THaTypoHaT Hatpus, oT 0,01%
no 10%; npennoururensHo ot 0,05% mo 2%; 6onee npennourutenbHo oT 0,05% mo 0,30%,
Hanpumep 0,15%.

B xoHTeKCTE HacTOsAIIEero N300peTeHNs! BBIPAKEHHUE “KOMITO3ULIST UCTIONb3YeTCs AJIS
o0Oo3HaueHus (apMaleBTUYECKON KOMIIO3ULMM WM KOMIIO3ULUH JUIsI MEIULIMHCKOTO
YCTPONCTBA B COOTBETCTBMU ¢ EBpomeiickuM periiaMeHToM Mo MEAMLUHCKUM YCTpOHCTBaM
[EU 2017/745 -(MDR), qupextusa 93/42/EEC-(MDD)].

OOBEeKTOM HACTOSIErO H300pPETeHUsT SIBJISIOTCS KOMIIO3UIMU M cMech M 1o
HacTosimeMy — u3oOpereHuto, comepxamue (a), (6) w  Bo3MokHO (B) W/wim
n00aBKHU/SKCIIMITUEHTBl B COOTBETCTBHM C JIOOBIM M3 ONHMCAHHBIX BOIUIOINEHHH, IS
NPUMEHEHUS] B KAYeCTBE JIEKAPCTBEHHOIO CPEACTBA.

OOBbeKkTOM HACTOSIIEr0 H300PETeHUsl SIBJISIOTCS KOMIIO3MIMU M CcMech M 1o
HAcTOsALIEMY  u300pereHuto, comepkamme (a), (6) wu  BO3MOKHO (B) W/WiH
N00aBKU/3KCIIUMUEHTBl B COOTBETCTBHHM C JIIOOBIM W3 ONHMCAHHBIX BOIUIOLICHUH, IS
NPUMEHEHUsI B CIOCOOE MPEBEHTUBHOIO W/WIIM KypPaTUBHOTO JICUEHHs PaCCTPOMCTBA MU
3a0oneBaHMsl TJIa3HOTO sIOJIOKa W/WIM TMEPUOKYJIIPHOM 00JacTH, MPEANOYTUTETHEHO
BOCHAJIUTEHHON MPHUPOMBI, TAKOTO KaK, HampuMmep, CHHApOM cie3Hoit auchyukmmu (LDS),
KOHBIOHKTHUBUT, BHYTPHIJIA3HOE BOCMAJCHHE WM NMEPHOKYJISIPHOE BOCMaJeHue (Hampumep
Onedaput, KepaTuT, YBEHUT), B MEPBYI OYEPENb CBS3AHHOTO C TPHUCYTCTBUEM IIETICHHA B
CJIE3HOM KUIKOCTH WU SIBJISIFOILETOCS €r0 CICACTBUEM, Y HYKIAIOIIUXCS B 3TOM Cy OBEKTOB.

IIpucyTcTBHE TENCHHA B CJIE3HOW JKHIKOCTH BEPOSITHO CBSI3aHO C JKEJIYJOYHBIM
pedurokcoM B 330(hareaibHON W/ HITH 3KCTpad3odareaibHOM 00IacTH.

IIpucyTcTBHE TENCUHA B CIE3HOH KUIKOCTH MOXET OBbITh OIMpPENENIEeHO ¢ MOMOLIBO
OOBIYHBIX JHATHOCTHYECKHX CIOCOOOB M CIOCOOOB, M3BECTHBIX CHELHAIHCTY B TAaHHOH
00J1aCTH TEXHUKH, IOAXOIAINX JUIsI OOHAPY KEHUS TIETICHHA B KUIKOCTH.

IIpucyTcTBHE NETICHHA B CIIE3HOM JKUAKOCTH MPOSIBIISIETCS KaK TAKOBOE Y CYOBEKTOB C
KETyTOYHBIM pedIIFOKCOM W/mii 3a00JIeBAaHUEM WU CHUMIITOMOM, ACCOLMHPOBAHHBIM C

yKa3aHHBIM JKEJTyTOYHBIM Pe(IIFOKCOM.
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Vka3aHHble 3a00J€BaHUsI MM CHUMIITOMBI, ACCOLMMPOBAHHBIE C JKENYIOYHBIM
pedurokcom, BBIOMPAIOT M3 TPYMIBL, BKIFOYAKOLIEH TracTpos3odareaibHyr0 pedIroKCHYIO
oonesup  (GERD), napunrodapunreansayro pedmokcayro  6onesns  (RFL)  wmum
skcTpas3odareanpHpiii  pedurokc, 330darut (OCTpoe WM  XPOHHUYECKOE BOCHAJICHUS
s30(areanbHON  CU3UCTOW  00OJIOYKH),  330(QareanbHble  SI3BBI,  AESMMHTEITU3ALUIO
s30(areasbHON CIM3UCTOW OOOJIOYKH, KHUCJIOTHYIO PpEerypruTaluio, H3XKOTy, OLIyIIeHHE
NePETIONIHEHNUS JKeNyKa, O0Jb B SMUracTPUH, AUCIIETICHUIO, TOLUIHOTY, XPOHHYECKHI Kallelb,
OpoHXocma3Mm, BOCHAJEHHE TOpJa, JIAPUHTHT, OINYLIEHHE «KOMKa B TOpJe» HIIH
runodapuHreanbHplii O0moc, NHPo3, AUCHOHMI0O U pUHO(pAPHHIealbHBIH (PIOro3 u BCe
pacCTpONCTBa, BBI3bIBAEMbIE B MEPBYIO OYepenb HIH COOOYCIIOBJIEHHbIE KETyAOUYHBIM
pedarokcom, Ui, albTePHATUBHO, COCTOSLIEH U3 BbILIEY KA3aHHOTO.

Vka3aHHble 3a00J€BaHUsI MM CHMIITOMBI, ACCOLMHUPOBAHHBIE C JKENyIOYHBIM
pedmrokcom, BkIFOUas 3a00eBaHUe WM CHMIITOM TIJIa3HOTO sI0JI0KAa W/WIIN TEePHOKYJSIPHON
o0nacTy, MPEennoOYTUTENBHO BOCHAJIMTENBHONH NPUPOABI, TAaKUE KaK, HApUMEp, CHHIPOM
cnesHolt  pucyHkumu  (LDS), KOHBIOHKTHBHT, BHYTPHIVIA3HOE BOCHAJEHHE WU
NIEPUOKYJISIPHOE BOCTaNieHHe (Harmpumep OnedapuTt, KepaTUT, YBEUT), MOTYT MPUCYTCTBOBATh
Jake MPpU OTCYTCTBHH JUArHO3a ractpossodareanbHoit pedurokcHo 6osnesnun (GERD), to
ecThb y cyObekToB, He cTpanaromux GERD.

Kpome Toro, Hacrosimee u300peTeHHE AOMOJHHUTEIBHO OTHOCHTCS K CIIOCOOY
WU3TrOTOBJICHHUS] CMECH WJIM KOMITO3UIUK MO H300peTeHHr0 (OIHUM CIIOBOM, K CIIOCOOY IO
U300pPETEeHUI0), TPEANOYTUTENBHO I O(TaNTbMOIOTHYECKOTO MPUMEHEHHS, BKIIIOYAIOILIEMY
cTaguio 1) pacTBOpEHHsl TENCTaTHHA B MOAXOMSIIEM pPacTBOpHUTENe (HANpUMEp CIHUPTOBOM
pacTBopuTeNie, STaHOJNE WIM STHJIOBOM CIIUPTE, H3OMPOIHIOBOM CIHUpPTE, TJIHULEPUHE,
nponmieHrukone, copoure 20 umm Tween® 20 (cMech HEMOTHBIX TPUIGUPOB COpOHTA C €ro
MOHO- W JUAHTHAPUAAMH  CO  CTEAPHUHOBOM  KHCIIOTOH),  3TOKCHJIHPOBAHHOE
THIPOTeHU3NpOBaHHOe KactopoBoe Mmacio 40 wmoneir (IIOI-40 runporeHu3npoBaHHOE
KacTOPOBOE MacJIO); MPEANOYTUTEIHHO B CTUPTOBOM PACTBOpPHUTENE, OoJiee MPearnouTHTEIbHO
3TaHoJe) mpu HeWrpaspHOM pH (momy4yeHHOM C HCMoONB30BaHMEM Oy(pepHOro pacTBopa;
MPEINOYTUTENBHO OopaTHOro OygepHOro pacTBopa) ¢ MOJy4YEHHEM CIHUPTOBOTO PacTBOpA
MeNnCTaTHHA, TMPEINOYTUTEbHO CIMPTOBOrO pacTBOpa MENCTaTHHA C KOHLEHTpaLHeH,
Haxoxsmelicss B nuanaszone ot 0,01 mr/mu go 1 mr/mu, npeanoururensHo ot 0,1 mr/mi go 1
mr/mn, Hampumep, | mr/mu. 3a ykasaHHoW cragmed (1) cienyer craams (2) pa3BemeHus

CIIMPTOBOrO pacTBOpa MNEncraTiHa B BOAHOM pPACTBOPE, COACpPIKALIEM COJIb AJIbTHHOBOM
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KHUCJIOTBI, TMPENNOYTHTEIbHO AaJIbI'MHAT IIEJOYHOrO0 MeTaulda WM INEJOYHO-3€MENbHOrO
MeTajuia, OoJiee MPEeANOYTHTENbHO aJJbIUHAT MarHusl.

Ilencratun npu HedTpanbHOM pH He pacTBOpUM B BOAE, U B YPOBHE TEXHUKH
NETICTaTHH UCTIOJb3YeTCs B (popMe BOTHOMN Cy CIIEH3HH.

Hanpotus, crioco0 nmo n300peTeHnio No3BOJIsIET PACTBOPSITh NENCTATHH B BOJHOM (asze
u 0e3 HUCTOJIB30BAHUS PACTBOPHUTENEH, KOTOPhIE MOTEHIIMAIBHO TOKCUYHbBI MM HENPUTOXHbI
111 0P TaIBMOIOTNYECKOTO IPUMEHEHUS].

Jns  SCHOCTH, IUId OCYLIECTBJIEHHS 3TOr0 OOBEKTAa HACTOSIIEro H300pEeTEeHUs
KOMITOHEHTHI (MJIM aKTHBHbIE KOMIIOHEHTHI) (@), (6) 1 BO3MOXKHO (B) CMECH WJIM KOMIIO3ULIUU
N0 M300pPETEeHHI0O MOXKHO BBOIUTH OAHOBPEMEHHO WJIHM DPa3leibHO (IPEAIOYTUTENHBHO C
MUHTEPBAJIOM BpeMeHH OT 5 MuHYT 10 30 MUHYT) M B JIFOOOM MOpSZAKE, MPENIOYTUTEIBHO
AKTHBHbIE KOMIIOHEHTBHI BBOIST CyOBEKTY OJHOBPEMEHHO, ele OoJjiee MPEeNNnOYTUTEIBHO B
€IMHON KOMIO3ULMN AJIsI MoJy4eHust Oosee ObicTporo a¢ddexra u At MPOCTOTHI BBEACHUSL.
Korga akTHBHbIE KOMIOHEHTHI O HM300pPETEHHMIO BBOAST B BHIE EIMHOW KOMIIO3MIIHH,
yKa3aHHAs €UHAS KOMIO3ULHS COOTBETCTBY €T KOMIIO3UIMH T10 HACTOSIIEMY H300pPETEHHIO.

B xoHTekcTe HacTOsIIero M300peTeHHs BhIpaKeHHE “CyObeKT/bl” UCIONb3YeTCs Ul
o0o3HaYeHHnss CyOBEKTOB - JIIOJEH WM JKUBOTHBIX, MPENNOYTUTEIBHO MIIEKOMHTAOIINX
(HampuMep AOMAIIHUX KMBOTHBIX, TAKMX KaK COOAKM, KOLIKH, JIOMIAH, OBLIbI MM KPYITHBINA
porarblii CKOT). IIpeanoYTUTENbHO KOMIIO3MLIMU MO M300PETeHUIO MpeaHa3HAYeHbl IS
UCTIOJIb30BAHUS B CIIOCO0AX JIeYeHHsI CyObEKTOB-JTFOIEH.

Ecnu He yka3aHO WHOE, BBIpaKEHHE KOMITO3HLIMS, WA CMECh, HITH HHOE, CONlepIKaliee
KOMIIOHEHT B KOJHUYECTBE, ‘HAXOISINEMCs] B JHMAMa30He OT X N0 Yy, HUCHOJBb3YeTCs st
yKa3aHUs Ha TO, YTO YKAa3aHHbIH KOMIIOHEHT MOXKET MPUCY TCTBOBATh B KOMITO3UIIUH HJTH CMECH
WJIA UHOM BO BCEX KOJMUECTBAX, MPUCYTCTBYIOLINX B YKA3aHHOM JHAMA30HE, TaXKe €CIIH OHU
HE YKa3aHbl, BKJIIOYAs KpaiiHUe 3HAYEHHS JHara3oHa.

Ecnu He ykazaHo nHOe, copep:kaHue KOMIIOHEHTa B KOMITO3UIIMU HJIH CMECH OTHOCHTCS
K MPOLIEHTHOMY conepaHmio (%) Mo Macce 3TOro KOMIIOHEHTA 110 OTHOLIEHHIO K YKa3aHHOH
o01mieit Macce yKa3aHHOW KOMITO3UIIUU HITH CMECH.

Ecnu He yka3aHO WHOE, yKa3aHHE Ha TO, YTO KOMITO3ULMS, MJIM CMECh, WM HMHOE
“comepkUT’ OfAMH MM O0Jiee KOMIIOHEHTOB, O3HAYAET, YTO MOTYT IMPHCYTCTBOBATH JIPYyTHE
KOMITOHEHTbI KPOME TOr'O WJIM Te€X, KOTOpPbIE YKa3aHbl KOHKPETHO, W YKa3aHHE Ha TO, YTO
KOMITO3ULIMS, WM CMECH, WIIM MHOE “COCTOUT U3~ ONpeAeNIeHHBIX KOMIIOHEHTOB, O3HAYAEeT, UTO

MIPUCYTCTBHUE APYTHUX HE YKA3AHHBIX KOMIIOHEHTOB UCKJIFOYEHO.
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B kOHTEeKCTE HACTOSAILIEro M300pETEHUs BhIpaKEHUE “Crocod JiedeHUsT UCTIOIB3YIOT
i 0003HAUEHUs] BMELIATENbCTBA Y HY)KJAIOINErOCsl B 3TOM CYyOBEKTa, BKIFOYAIOIIErO
BBEJICHUE KOMITO3UIINU HJIH CMECH T10 H300PETEHUI0 YKA3aHHOMY CYOBEKTY B T€PANeBTHUECKU
5((EeKTUBHOM KOJWYECTBE C LENbI0 YCTPAHEHHUS, yMEHbLIEHUs/OCNableHuss WIH
NpeAOoTBpaLeHNs 3a00I€BaHNS WIIM HEJJOMOTAHHS U UX CHUMIITOMOB HJIU PACCTPONCTB.

Beipaxxenne “repaneBTHuecKd 3PQPEKTHBHOE KOJIUYECTBO  OTHOCUTCS K KOJHUYECTBY
AKTUBHOT'O COEIMHEHNS, KOTOPOE BBI3bIBAET OMOJOrMYECKYIO WIIH JIeUeOHY 0 PEAKIIUIO B TKaHH,
CHUCTE€Me, MJIEKONMUTAIONIEM WIM 4YeJOBEKe, KOTOPYI0 TpEArnoyiaraeT M Onpenenser
UHIUBUAYYM, HCCIENOBaTENb, BETEPUHAP, Bpau WM JPYroil KIMHULUCT WM PaOOTHUK
31paBOOXPAHEHUSI.

ITPUMEPBI

ITpumepsl  OPTATBMONOTMUECKOH KOMIIO3ULMM B OKUAKOH (OpMe  COrJIacHO
n3o0perenuro npuseneHs! B Tabmunax 1, 2, 3 u 4 (pactBopsl 320y depens! 1o npumepHo pH
7,6 +£0,1:7,4-7,8+0,1).

KowmrmioHneHT % macca/o0mas macca (Macc./macce.)
OunienHas Boga ot 90% 1o 99%
Ilencratun win ot 1x10® g0 1x107 (3x107° % - 1x10* %)
nencratud B EtOH, 1 mr/mi ot 0,01% 1o 1% (0,01% - 0,1%)
ANbruHaT MarHus ot 0,01% no 10% (0,05% - 0,4%)
Jlo0aBKH W/WJIH SKCIIUITAEHTbI ckousibko notpedyercst 1o 100
Tabmuua 1
KommoneHt % Macca/obmrast macca (Macc./macc.)
Ouniennas Bona ot 90% 1o 99%
Ilencratun wnn ot 1x10® 1o 1x107 (3x107° % - 1x10™ %)
nencratud B EtOH, 1 mr/mn ot 0,01% 1o 1% (0,01% - 0,1%)
ANbruHaT Maraus ot 0,01% mo 10% (0,05% - 0,4%)
Terpabopar nuHaTpUS ot 0,01% o 5% (0,05% - 0,50%)
Bophas kucnora ot 0,01% o 5% (0,30% - 1,50%)
XJopun HaTpHst ot 0,01% 1o 5% (0,10% - 1,00%)
BO3MOYKHO JIpyTHe A00aBKU W/ HIIH CKoJIbKO motpedyercs 1o 100
SKCIHITAEHTBI

Tabmuua 2
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Komrmonent % Macca/obmrast macca (macc./macc.)
Ounmennas Bona oT 95% 1o 99%
Ilencratun nnu 1x10° 1o 1x1073 (3x107° % - 1x10™ %)
nencratud B EtOH, 1 mr/mn ot 0,01% mo 1% (0,01% - 0,1%)
AnbruHaT Maraus ot 0,01% mo 10% (0,05% - 0,4%)
Hatpuesas conb ruanypoHOBOM ot 0,01% no 10% (0,05% - 0,30%)
KUCJIOTBI
JobaBKyu 1/ UK SKCLUITHEHTBI CKONIBKO notpedyercs 1o 100
Tabmua 3
KomnoneHt % macca/obast Mmacca (Macc./macc.)
OunenHas Boaa ot 95% 1o 99%
IlencraTun wnu 1x10°® 1o 1x1073 (3x107° % - 1x10™ %)
nencratud B EtOH, 1 mr/mn ot 0,01% 1o 1% (0,01% - 0,1%)
AJbruHaT MarHus ot 0,01% mo 10% (0,05% - 0,4%)
Harpuesast conp ruany poOHOBOH ot 0,01% o 10% (0,05% - 0,30%)
KUCJIOTBI
Terpabopar nuHaTpus ot 0,01% o 5% (0,05% - 0,50%)
Bopnast kucnora ot 0,01% 1o 5% (0,30% - 1,50%)
Xopun HaTpHst ot 0,01% mo 5% (0,10% - 1,00%)
BO3MOYKHO JIpyTHe JOOaBKH H/UJITH ckobko notpedyercs no 100
SKCIUTTHEHTBI
Tabmuua 4
OKCIHEPUMEHTAJIBHAS YACTb
I. METOJ

Meton, WCHONB3YEMBId il U3MepeHUs (PepMEHTATUBHOH AaKTHBHOCTH NETICHHA
OTIENIbHO WJIM BMECTE C MHIHOMPYIOIIUM BEIIEeCTBOM (MENCTATHHOM), COCTOHUT M3 aalTallui
merona Anson [Anson et al, J. Gen. Physiol. 1931, 16, 59], xoTopblii mpenycMaTpuBaeT
UCTIOJIb30BAHUE JCHATYPHUPOBAHHOTO reMoryioOnHa B KadecTse cyOcTpara. PepMEeHTATHBHYIO
AKTUBHOCTb OIPENEISUI IOCJIE OCAXAECHHA C IOMOIUBIO TPUXJIOPYKCYCHOM KHCJIOTHI

HEruJpOJIU30BaHHOTO cyoOcrpara. AXTUBHOCTb bepmenra onpenessiu
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CHEKTPO(POTOMETPHUIECKH IO KOHLEHTPALUN PACTBOPUMBIX ITENTH/OB, BBICBOOOIKIAIOIUXCS B
pes3yJbTaTe NPOTEONUTUIECKOrO JEeHCTBUS.

Uccnenyemas peakuus (remornodun + H2O) + nmencuH — ouronentusl

II. PEAT'EHTBI:

Consanas kucnora 12 M.

I'emornobun yenoseka (Sigma-Aldrich).

ITericun (BDH; 1 equnnma Anson Ha rpamm): pepMeHT.

PactBop TpuxinopykcycHoit kuciotsl 6,1 H. (Sigma-Aldrich).

Ilencratun A: MHrHOMpYOLIEe BEECTBO (MIM HUHTUOUTOP).

III. YCJIOBUA

T pasna 37°C, pH paBeH 1,5, A280am, ONTHUECKHH Iy Th 1 €M, Bpems peakuuu 10 MUHYT.
IIpu pH paBHOM 1,5, mpu KOTOPOM BBINOJHSIM 3KCHEPUMEHTHl, UMEET MECTO MaKCUMyM
AKTUBHOCTH IETICHHA.

I'emorno6un 2%, nencus 0,02%, uarudurop 0,01%.

IV. ITPUT"OTOBJIEHUE

Cy6ctpart: 250 Mr remoryioOMHa 4esioBeKa OTBELIMBAIOT B KOOy Ha 10 My, JOBOAAT 10
o0beMa AMCTUIIMPOBAHHOW BONOW W OCTAaBJISIOT MPU MepeMemrBaHud Ha 10 MHHYT Ha
BoasiHoM Oane mpu 37°C ¢ monydenueM 2,5%-Horo pactBopa. PacTBOp mpomycCKarT depes
(bunbTpoBaNBHYIO OyMmary IJisl yAajJeHuss HepacTBOPUMBIX OCTAaTKOB. OtOmparoT 8 ™I
bunbTpaTa U A0BOAST 00beM 1m0 10 MJI MOAKUCIEHHON BOMOHN Tak, 4TOObI KOHe4HbIH pH
cocrasisit 1,5, a pactBop Obu1 2%-HbIM (Macc./00.).

@depMmeHT: 5 Mr MencHUHa OTBELIMBAIOT B KOJIOy Ha 5 MJI U AOBOOAT 0 oObema
nonkucieHHow Bopo (pH pasHo 1,9).

®depMeHT BMeCTe ¢ HHTHOUPYIOMIMM BELIECTBOM: 5 MT METCHHA OTBEIIUBAIOT B KOJIOY
Ha 5 mu. OtaensHO nipu pH 1,5 roTosar 0,5 Mr/mit pacTBOpa WK CyCIIEH3UH HHIHOMPYOIIETro
BemecTBa (nposepsis pH ¢ momompo pH-MeTpa u KOppeKTHUpYsl €ro, eciu HeoOXOIUMO,
COJITHOM KUCI0TOM 12 M B TaKOM KOJNHUYECTBE, YTOOBI HE M3MEHSITh 00t 00bpeM). Konby ¢
MIETICHHOM JIOBOJAT 10 0OBbeMa pacTBOPOM WJIM CyCIeH3uelW MHrHOupyromero Bemectsa 0,5
MI/MJI ¥ BBIIEPKUBAIOT BCE BMECTE MPH MEPEMEITNBAHUH C TTOMOIIBI0 MArHUTHOH MEIAKU B
TeueHne 10 MUHYT 1O Ha4dasa 3KCIIEPUMEHTA.

TpuxnopykcycHast KUCIOTa: PacTBOP TPUXJIOPYKCYCHON KUCIOTHI 6,1 H. pa30aBisioT B
20 pa3 B IMCTWUIMPOBAHHON BOJIE C MOJTy4eHHeM pactBopa 5% (macc./00.).

V. DKCTIEPUMEHTAJILHA S TTIPOLIEZTYPA
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0,25 mn cybOcerpara (remoryiioOMHa) MUMETKOH MEePEHOCAT B MOAXOMALINH (DIaKOH H
MOYTH TIOJHOCTBIO TOTPYIKAIOT B BONISIHYIO OaHro, TepmocratupoBanHyro mnpu 37°C. Ero
OCTaBJIAIOT NPU MEepEeMELINBAHUY C MOMOIIBIO MarHUTHON Memanku Ha 10 munyT npu 37°C.
3atem pobasisitor 50 MUKpOIUTPOB pacTBopa (pepmenTa (merncuH) win GepMeHTa BMECTE C
MHTUOMPYIOLINM BELIECTBOM (IIENCHH + NENCTaTHH A) M BbIIEP)KUBAIOT CHUCTEMY MpHU
UHKyOupoBaHnu B TedeHue poBHO 10 muHyT. Ilo HcTedeHMM >TOro mepuoza BpPEMEHHU
no0asysitoT 0,5 MIT pacTBOpa TPUXJIOPYKCYCHON KUCIOTHI 5% U OCTAaBJISIFOT €11e Ha 5 MUHYT.

Bo ¢nakoH ¢ mNOMOLIBIO TpaayUpOBAHHOW MHIETKH IOOABISIIOT POBHO 3 MII
AUCTWILTUPOBaHHON Bonbel ¢ pH 1,5, pactBop mepemermnBaroT U (QUIBTPYIOT C MOMOLIBIO
mnpuuesoro ¢puisrpa 0,45 mxm. Criektp norsoienus (¢ noryouieHneM (A) Beerna Hiwke 1) ¢
nmuHaMu BoJH oT 300 HM 1o 250 HM perucTpupyrT € MOMOIIBI CIIEKTPOPOoTOMETPa,
UCIOJIB3Y sl BEJIMUUHY norjoueHus npu 280 HM B Ka4eCTBe 5TaJIOHA.

KouTpons: 0,25 mn cyberpata (reMorioOvHa) MUMETKON MEPEeHOCAT B MOAXOISIIHMA
(b1aKOH M TOUTH MOJHOCTHIO TOTPYKAIOT B BOASHYIO OaHIO, TepMOCTaTHpOBaHHy 0 nipu 37°C.
OCTaBJSIIOT MpU MEPEeMEIINBAHUN C TOMOINBIO MAarHUTHOW Memranku Ha 10 muHyT. 3atem
no6assitoT SO MukpoauTpos 0,5 MI/mit pacTBOpa MHIHOUpYHOIIEero Beuectsa (0e3 pepmenTa)
U CHUCTEMY BBIIEPKHBAIOT MPHU UHKyOarmu B TeueHre poBHO 10 munyT. [To ucTedeHnu 3TOro
nepuoaa BpeMeHu 100aBstoT 0,5 MJI pacTBOpa TPUXJIOPYKCYCHOM KHCIIOTHI 5% U OCTaBJISIOT
eme Ha 5 MuHyT. BHOCAT 50 MuKpoOmUTpOB pactBopa 1 Mr/mi gepmenTa 6€3 HHTHOUPYIOIIEro
BelecTBa. Bo (pJIakOH ¢ TMOMOINBIO TPaAyHPOBAHHON MHUIETKH AOOABIISIFOT POBHO 3 MII
TUCTUILITMPOBAHHOM BonbI ¢ pH 1,5, 3aTeM pacTBOp NepeMeTuBarOT U (GUIBTPYIOT C TTIOMOIIBEO
mmpuiesoro ¢uistpa 0,45 Mkwm. Ilornomenne ¢ mmmHamu BosH oT 300 HM 1o 250 HM
PETUCTPUPYIOT C TIOMOIIBIO CIIEKTPOGOTOMETPA, UCTIONB3YsI BEJIUUUHY MOTJomeHus npu 280
HM B Ka4eCTBE JTAJIOHA.

VI. BBIUMCJIEHUA

Kaxnplli 5kCepUMEHT MOBTOPsUIM MO MeHbLIEeW Mepe naBaxkapl. KoHeuHas BennuHa
norjomenus: (A) mpu 280 HM mpencraBisuia cOOOH CpemHee W3 TMOJYYEHHBIX 3HAYSHHM
NOTJIOIIEHHSI (C HEOTIPEIeICHHOCThIO 3HaUeHHI Bcerna HaMHOro MeHbIe 10%). AA mpu AAx=
AZSOBemecmo X obpasma - AZSOBemeCTBO X konrpoas 1 AAO = A280c306011m.|ﬁ nencuH odpasma ~ AZSOcnoﬁounmﬁ
nemenn  womrpons B CJIydae OTCYTCTBUSI HMHTHOMPYIOIIErO BEIIECTBA ACCOLMHPOBAHO C
UHTUOMPYIOLIMM TIETICHH BemiecTBOM. HalineHHass BeqnunmHa AA  TIPONOpPLMOHAIBHA
KOJINYECTBY PACTBOPHUMBIX OCTATKOB aPOMATHYECKHUX AMHHOKHCIIOT, BBICBOOOXKIAEMBIX B

PacTBOp B pe3yJIbTaTe NPOTEOIUTUYECKOTO JEUCTBUS MENCUHA OTAEIbHO WJIN B MIPUCYTCTBUHU
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uHruouropa (mencratuHa A).

Ha ®UI'". 1 npeacraBieHbl CIEKTPHI MOTJIOMIEHUS] KOHTPOJIS U 00pasia (BpeMsi peakuu
cocrasisieT 10 MuHyT) O€3 IpUCYTCTBHSI Kakoro-nndo nHruonTopa. AA.=0,40.

MakcumainpHasi pa3HULA B MOTJIOLIEHUH MEXAy oOpa3LoM U KOoHTposieM rpu 280 HM
paBHa 0,34 U 3TO CBUAETENBCTBYET O MPOTEOJUTHUECKOM JIEHCTBHM (pepMeHTa IenchHa Ha
cyOcrtpar B TeueHue 10-MUHYTHOTO IeproAa BpeMeHH 0e3 MPUCYTCTBHL HHIMOUTOPA B JAHHBIX
SKCIEPUMEHTAIBHBIX YCJIOBUSAX.

OcCTaTo4yHy!0 AaKTHUBHOCTb B IPUCYTCTBUM BELIECTBA X BbIUUCISIM HAa OCHOBE
MIPUBEJEHHOIO HUXXE YPABHEHMUSI:

VYpasnenue 1

Ocrarounast akTuBHOCTB = (AAx/AAo) x 100

VII. PE3VJIbTATHI U1 OBCYXXIEHUE

VILA. TIETICTATHH

Bemectso AAx OcrarouyHast akKTHBHOCTD
OTCYTCTBYET 0,340 100%
TITETICTATUH 0 0%

Tabmuua 5. 3Hauenuss AAx mpu 280 HM JAisl HCCIEQyeMOro BELIeCTBA M OCTATOYHOMN

AKTUBHOCTH 1O OTHOIEHUIO K HSMepeHHOﬁ MaKCHUMAaJIbHOW aKTHUBHOCTH

yToOBl  HAOJIOIAIOCH

2

Konuenrpamuto BemectBa (0,01%) monmbupanu  Tak
WHTHOUPOBAHUE TETICHHA Y YTOOBI MAaKCHUMAJbHO CHHU3HMThb ONTHYECKYI nuddysmro,
Bb3BaHHYI HUHruoOuropom. Hcmonmedyemslii mMerom Anson MO3BOJSIET HOPMAJH30BATh
yYBEJIMYCHUE TIOTJIOUICHHUST OTHOCHUTENbHO Au(Qy3un, UYTO OKa3bIBAET HSKBHBAJIEHTHOE
BO3JCHCTBUE KaK Ha KOHTPOJb, TaK M Ha oOpasel sl KaKAOro BemiecTBa. PakTUYECKH
pa3HHILY B MOTJIOMEHUH NpH 280 HM U3MEPSITH HE3aBUCUMO OT SIBJICHUS TU(Py3UHL.

ITencraTuH Mokasaj MOJHOE CHIDKEHHE OCTATOYHOH akTUBHOCTH (AAX =0).

ITencratun we pactBopuM B H2O, HO cycneH3us, nonydeHHas B Jaboparopun, Obuia
MOJTHOCTBIO 3(h(EKTUBHOM 111 HICKOMBIX 1efei (AAx =0).

Ha ®UI". 2 npeacraBieHbl CIEKTPHI MOTJIOMIEHUS] KOHTPOJIS U 00pasia (BpeMsi peaKuu
cocraBisio 10 munyT) B mpucytctBun 0,01% mnencraruna (cycnensust B H2O; Gombrmas
MOTJIOMIAOIAsT CMTOCOOHOCTh KOHTPOJISi H3-3a CycneH3uu mnercratuHa), AAo = 0,004, u
CpaBHEHHE CO CIeKTpaMu cBOOOAHOTO nencuHa 6e3 npucyTcTBus HHruouTopel AAx = 0,340.

ITencratun npekpacHo pacteopsuics B 3taHone (EtOH) B koHmenTpaumu 1 mr/muL
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Takoit pacTBOp MOKHO Pa3BOAWTH B Boje. llencraTWH COXpaHSET CBOK HHTHOMPYIOIIYIO
aKTUBHOCTb JlaXke mociie pa3BeneHus B Boje u3 EtOH, u oH ocraercs pacTBOPHUMBIM; 3TO
JOKa3bIBAETCS TeM (PAKTOM, YTO OH COXPAHSIET CBOK HMHTHOMPYIOIIYIO CHOCOOHOCTh U TE€M
¢dakTom, yTO He Habmomaercs >¢¢ekTa pacceuBaHHs B OTHOIIEHUHM KOHTPOJS (MHAEKC
arperany MOJIEKYJl B JaHHOM Cllydae He OOHApYKeH).

3areM U3MepsAIM aKTUBHOCTD METCHHA B IPUCYTCTBUU NerncTaTiHa | MKM B yCIIOBHSX
TECTHPOBAHMUS, UIEHTHYHBIX Mpeabinymum Tectam. [lencratud no6aBnsim K reMorioOuHy
2% nepen nobaBieHNEM NeTICHHA. B cBeTe BBIEN3I0KEHHOTO U3y4allu, ObLJIO JIM CBSI3bIBAHNE
dbepMeHTa ¢ WHTHOMTOPOM HEMEIUICHHbIM WK Oojiee MEIJICHHbIM B MaciiTade BpeMeHH
skcriepuMenTa (t paBHO 10 MUHYT) (KHHETHYECKOE HCClieAoBaHME). [ OTOBWIM  pPacTBOPHI
remoriobnHa 2%, 1 MKM B nencraTuHe M U3MEPSAIM Pa3JUYHble AKTUBHOCTU IOCIE
nobasnenus pepmenta. PesynbraTel skcriepuMenTa nokasansl Ha @UI. 3.

Ha @UI'. 3 npencTaBiaeHbl CHEKTPBI MOTJIOMEHHsT KOHTPOIIA (TIencuH 0e3 merncraTuHa)
u obpasua (Bpems peakimu coctaysuio 10 muH) mpu pH 1,5 B mpuCyTCTBUM mencTaTUHA
(paseenennoro B H20O nmocne pacrBopenus: 8 EtOH 1 mr/min) 1 MxM.

OUI". 3 cpa3y NoKa3bIBAET MOJIHOE CHUKEHNE aKTUBHOCTH NPU KOHLIEHTpauuu | MxM.
C xuMHEeTUYeCKOH TOYKM 3PEHUSs], YUUTHIBAS, YTO AKTUBHOCTh B OCHOBHOM paBHA HYJIIO, SICHO,
YTO 5TO HEMENJICHHOE CBS3bIBAHHE MEXIy (PEPMEHTOM M MHTHOUTOPOM, YUHTBHIBAS, YTO Y
(bepMeHTa HET BPEMEHHU IJIsl OCYIUECTBJICHUS] CBOETrO MPOTEOJIMTUYECKOTO IEHCTBHUS, KOTrIa
UHTUOUTOP yIKe MPUCYTCTBYET B remMoryioouHe 2%.

VILB. AJIbITUHAT MATHUA

CrepwibHBI BOAHBIN pacTBOp, conmepskamuii anbruHaT marHust 0,2% wacc./macc.
(MHaYe, pacTBOp albruHaTa), AOOABISUIM K PACTBOPY reMOrJIOOMHA B Ka4eCTBE CIIEAYIOIICH
CTaIIuU SKCIIEPUMEHTOB.

BriOpaHHass KOHIEHTpanMs YKa3aHHOTO pacTBOpa aJblMHATA B T'€MOTrJIOOHHE
cocraBisia 1%. Takast KOHLEHTpALHsI MO3BOJISIET U30€KaTh PACCEMBAHUS M HE MPUBOIAUT K
MOJTHOMY CHIDKEHHMIO aKTHBHOCTH. [lOka3aHO, YTO pacTBOp aJbIMHATa B TIeMOINIOOWHE
UHTUOMPYET MENCHH CO CHIYKEHHUEM aKTUBHOCTH MO OTHOLICHHIO K CBOOOIHOMY IETNCHHY Ha
60% mpu pH 1,5 (®Ul'. 4). Ha ®UI'. 4 noka3aHO CHW)KEHHE AKTHBHOCTH IICTICHHA B
MPUCYTCTBUU BOJHOIO pacTBoOpa ajnbrusHarta maruus 1% npu pH 1,5,

VIL.C. TIEIICTATHUH + AJIbTMHAT MATHUA

UroObl mpOTECTHPOBATh CHHEPTUUECKUH 3(PEKT MencraTuiHa ¢ ajJbrHHATOM MAarHus

(KOMITO3UIIMH 110 U300PETEHHUIO) TIO MMOJTHOMY MHTHOWPOBAHHIO METICHHA, TOTOBHIIN PACTBOPBI
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remoriobnna ¢ pH 1,5, B koTopeIx mpucyTcTBOBal 1% yKa3aHHOrO BOIHOIO PacTBOpA,
coxepxamero aapruHat Maraus 0,2% macc./macc. (cm. nyskt VILB) u 1 MxkM nencraTuHa,
pPAacTBOPEHHOTO B TaKOM pacTBOpe (B KOJHMYECTBE pACTBOPA, COAEPIKAIIEro ajbIUHAT,
n00aBJIEHHOrO K TIeMOrJIOOMHY, ObUIO Takoe KOJWYECTBO IENCTaTHHA, YTOOBI MOJyYaThb
KOHEYHYIO KOHLIEHTPALUIO ONPENEIsIEMOro MerCTaTHHA) U U3MEPSUI PAa3JINYHbIe aKTHBHOCTH
nocye nodasneHus pepmenra (rencuna). PesynbraTsl skcrniepruMenTa nokasassl Ha OUI. 5.

Pa3Benenne 3TaHOIBHOTO PacTBOPA METCTAaTHHA | MI/MJI B BOIHOM PacTBOpE ajlbruHaTa
MAarHusi He CTaBUT MO yTPO3y PACTBOPEHHE U MHIMOMPYIOINYIO CIIOCOOHOCTD NMETCTAaTHHA.

Ha ®UI". 5 nokaszaH criekTp NOIJIOMEHHsI KOHTPOJIA (rencuH 6e3 nencratuHa, Ho ¢ 1%
B reMOrJIOOMHE pacTBOPA, COMEPIKAINEro albIMHAT MAarHus) U 00pa3LoB (BpeMs peakuy paBHO
10 munyT) npu pH, paBHoM 1,5, B npucyTcTBuM 1% pacTBOpa anbruHaTa MarHust U NeTCTaTUHA
100 HM (memncraTyH, pa3BeeHHbIN B BOAHOM PaCTBOPE aJIbI’MHATA MATHUSI IIOCJIE PACTBOPEHUSI
B EtOH 1 mr/mn).

Cunepruueckuii >pQexT nencraTuHa BMeECTe C aJbIHHATOM MAarHus IO3BOJISLI
MOJIyYUTh IOJIHOE CHIDKEHHE aKTMBHOCTU MEMNCHHA 33 CYeT KOHLEHTPAaLUU B MeENCTaTHHE,
pasHoii 100 HM (Ha MOPSIIOK MEHBLIE MO OTHOLIEHHIO K MENCTATHHY B BOJE).

VIII. 3AKJIFOYEHUE

ITencH MOXXKET MPUCYTCTBOBATh B Clie3aX y MALMEHTOB C racTpos3odareanbHbIM
peduokcom. Takoit pepMeHT BbI3bIBAET MOBPEKACHHE IJIa3a U3-3a €r0 MPOTEOJUTHYECKOTO
JEMCTBUSA, KOTJa OH BCE €Ille aKTHBEH. AJIbFHHATHI MHTHOUPYIOT METNCUH HEKOHKYPEHTHBIM U
10303aBUCUMBIM OOpasom. IlenctatuH A, Ha00OpPOT, HHTUOMPYET MENCHUH B MTUKOMOJISIPHBIX
KOHLIEHTpaUUsX. bUHapHas CHUCTeMa MEeNCTATUH-aJbIUHAT MArHUs HMMEeT CHHEPTUYeCKHUH
UHruOUpyroumni 3¢gQexr, KOTophlii MOJHOCTRIO AE3aKTUBHPYET (HEPMEHT MENCHH NPSIMO U3
MTUKOMOJIIPHBIX KOHLEHTpalMi Oyaromapsi MEerncTaTHHY, W OHAa CBSI3bIBAET TakoW (hepMeHT
MOCPEICTBOM HECHeH(PUIECKOTO CBS3BIBAHHS aJIbI’MHATOM MAarHHsl, KOTOPBIH B TO K€ BPEMs
OKa3bIBaeT CMasblBarolnee paeiicTBue. TakuMm oOpasom, Takash OMHApPHAs CHCTEMa JIEUYUT U
NPEAYPEKAAET MOBPEKIACHUE IJ1a3, BBI3BIBAEMOE TIETICHHOM.

ITencraTtuH SBJSIETCS HEPACTBOPHUMBIM B BOZE; (DAKTUYECKH €r0 BCETAa MCIOIb30BAN
B BHJIE CYyCTIEH3U U, CIOCOOHOI MHIHOMPOBATH METNCUH B JIFOOOM cliydae. 3asiBUTeNIb OOHAPY KU
cnoco0, MOCPEACTBOM KOTOPOrO TaKOW HMHTHMOUTOP MOXKET OBITh PacTBOpPEH B Bome Oe3
UCTIONIb30BAHUST TOKCHYHBIX PACTBOPUTENEH. DTAHONBHBIA PACTBOP MENCTATHHA MOXKET OBITH
pasBeneH B Bozme. OH Bce elle COXpPaHSeT CBOK HWHTHOMPYIOIIYI0 aKTHMBHOCTb U OCTAeTCs

PaCTBOPEHHBIM MMOCJIC Pa3BCACHUS. HGHCTaTI/IH, paCTBOpeHHbIﬁ B BOAC MOCPEACTBOM 3TOrO



20

cnoco0a, crnocoOeH HWHruOMpOBaTh MENCHH CTEXHOMETpUYeckH. B pactBope He ObUIO
00OHapy Ke€HO MPHUCYTCTBHUS Cy CIIEH3UH WK 0canKoB. CBA3BIBAHUE C TIETICHHOM B BOZE SIBJIIETCS
HEMEJJICHHBIM B YEJIOBEYECKOM MaciiTabe BPEMEHHU 10 TOH CTENeHHU, MPU KOTOPOH METCHH,
no0aBieHHBIE K TeMOIJIOOMHY BO BpeMsl SKCIIEPHMEHTOB, HE MOJKET BBIIIOJIHATH CBOE
NPOTEOJIUTUUECKOE AEHCTBUE B IPUCYTCTBUN HHTHOUTOPA.

IX. CITIOCOBb U3T'OTOBJIEHUA

Jlanee omucaHbl CTaguU W3TOTOBJIEHHs KOMIIO3ULMU B JKMIAKOM (GopMe Ha BOIHOMN
OCHOBE, BKJIIOYAIOINEH TeNCTaTWH M ajblMHAT MarHus (KOMITO3ULMSA IO H300pETEHHIO,
Tabmuua 6).

Cragus 1:

OTMEPUTH BOJY U HAJHUTh €€ B CTaKaH NPH MEPEMEIINBAHUH C MOMOIIBI0 MarHUTHOM
MEIIAJIKH;

OTKJIFOUMTH TIepeMelInBaHye U HarpeTb Boay 1o 50°C;

n06aBUTh OyepHbIe COJH.

Cripbe: neMHHepaIn30BaHHAs BOJA, TeTpadopat AuHATpHs, OOpHAs KUCIIOTA.

Cranus 2:

n00aBJIATh MHIPEANEHTHI B YKa3aHHOW mochenoBareiabHocTu (1. xmopua Hatpus, 2.
aJIbIUHAT MarHusi) MOCTENEeHHO, JOKHUIASICh MTOJIHOTO PACTBOPEHHUS,

MOJIyYEHHBIN PACTBOP OCTABJIATH NP NepeMelnBaHuu Ha 30 MUHYT.

Cranusa ¢uipTpanuu 1: NOJyYEeHHBIH pacTBOP CiIeayeT NPOQUIBTPOBATH C TTOMOLIBO
PES(nomm ¢upcynbpon)-punbtpa 0,2 MKM.

Cranus 3:

nociae 1-off QuIbTpauMK OTMEPUTh BOAY U BBUIMTH €€ B CTaKaH, BKJIOYUTH
nepeMelnBaHue U HarpeThb Boay 1o 50°C;

n00aBUTh 3TAHOJIbHBIN PACTBOP MENCTaTHHA (HAPUMep, B KOHIEHTpauuu 1 Mr/mi);

OCTaBUTb MOJy4E€HHBIN PACTBOP MpU NepemMelnnBaiuy Ha 30 MUHYT.

Ilencratun: wnsosanepun-L-Ban-L-Ban-cratun-L-ananun-cratun win usoBanepui-L-
Baj-L-Ban-4-(S)-amuno-3-(S)-ruapokcu-6-meTmi-rentanoni-2-ana-4-(S)-amuno-3-(S)-
THIPOKCH-O-METHII-TeNITAHOBAsT KUCIIOTA).

Cranusa ¢unpTpauy 2: NOJYYEHHBIH PacTBOP CleayeT NPOGUIBTPOBATE C TIOMOLIBO

¢unbTpa PES 0,2 Mxm.
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Enqununel

KommoneHTel Konuuectso U3MEPEHUs
OUYMIIIEHHAA BOJA 95,00-99,00 r
TETPABOPAT IMUHATPUA 0,050-0,250 r
BOPHAA KUCJIOTA 0,250-1,250 r
AJIBI'MHAT MAT'HUA 0,050-0,350 r
BE3BO/IHbIN XJIOPU]T HATPUA 0,200-0,760 r
IEIICTATHH B EtOH 1 Mr/mn 0,005-0,100 r

Tabmmua 6 (koHe4YHass KOHLIEHTPALYS B MIENICTATUHE NTPUMEPHO 1 MKM)

duznveckre XapakTepUCTHKH KOMITO3HLMH Tadnuisl 6:
pH - mpumepno 7,53;
OCMOJISILHOCTD - MPUMepHO 304 MOCMOMbL K™

BSI3KOCTB - ipuMepHO 1,309 ¢St (caHTHCTOKC);

MJIOTHOCT - TpuMepHo 1,003 rmr™.

Cnoco0b! M3MepeHust YKa3aHHBIX (PU3NUECKUX BEJIMUYHH!

OCMOJISIPHOCTB. OCMOMET]

BSI3KOCTB. BHCKO3uMeTp OcTBaba (M3MEPEeHO MPU KOMHATHOH TeMmepaType)

pH: pH-metp

IJIOTHOCTh. TUKHOMETP.

OsxunaeMoe KOJUUECTBO METNCTaTHHA B KOMIIO3ULIUU: MEHbIIIe Ui paBHO 1 MKM.

[TencratuH pacTBOPHUM B 3TAHOJIE BILIOTH 10 1MI/MiI.

Bomnomenus E(n) HacTosero n3o0peTeHus: NpOUJUTIOCTPUPOBAHBI HIKE.

E1. Bognast koMno3unus 1uist O TaIbMOJIOTHUECKOTO IPUMEHEHUS, COAepKaIast

(1) cmecp M, comeprkaiyro:

(a) mercratuH WM ero (papMaLEeBTHUECKH PUEMIIEMYIO COJTb; U

(6) ampruHOBYIO KHCJIOTY WM €€ (hapMaLEeBTUYECKH NPUEMIIEMYIO COJIb, WIIH,
aJbTEPHATUBHO, COCTOSIIIY IO U3 BbIIIENIEPEUNCICHHOTO,

(2) mo MeHbIIElH Mepe OHY O TAIBMOJOTHUECKYIO JO0OABKY W/HWIIN 1O MEHbIIEH Mepe
OIUH O(PTATBMOJIOTTUECKUI SKCIIUTTHEHT.

E2. Komnosurus cornacuo E1, rae ykazanHast cMmech M JOTMOTHUTEIBHO COIEPIKUT (B)
T'HaJy pOHOBYIO KHCIIOTY MJIH €€ (papMalleBTUIECKH NMPUEMIIEMYIO COJIb.

E3. Kommnosunus cornmacuo E2, rae ykazannas (1) cmecs (M) conepKuT:
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(a) mencratuH;

(6) ampruHaT MIENOYHOIO WM INEJOYHO-3€MEIBbHOIO METajlla, IMPENIOYTHTENbHO
aJbI'MHAT MAarHus; U,

(B) rmamypoHaT INEJOYHOrO WJIHM IIEJIOYHO-3€MENBHOTO METajlla, MPENNOYTHTEIBHO
r'Hajly pOHAT HATPUS, UM, AIbTEPHATHBHO, COCTOHUT U3 BBILIETIEPEUHCIEHHOTO.

E4. Komnosunus cormacHo mobomy u3 E1-E3, rme ykasaHHas KOMIO3MLIUS
IPUTOTOBJIEHA [T OPTAIBMOJIOTHYECKOTO IPUMEHEHHUST; IPEANIOYTUTENBHO B JKUAKON hopme
11 o(hTaNIbMOJIOTHYECKOT0 MPUMEHEHHUs1, O0Jiee MPEANOYTUTENIBHO OHA MPECTABISIET COOOH
rJIa3Hble KaIUTM WM TJIA3HbIe KAl HAa BOJHOW OCHOBE, WJIH, aJbTEPHATUBHO, MOJIyTBEPAAs
dbopma ans oPTaIbMONOrHYECKOro MPUMEHEHUS, IPEATIOUYTUTENBHO Ma3b, Oalib3aM, rejlb N
KpeMm.

ES. Kommnosuumst corimacHo mobomy u3 EI1-E4 nns nmpuMeHeHuss B KadecTse
JIEKapCTBEHHOT'O CPENICTBA.

E6. Kommosummst cormacHo swobomy u3 El1-E4 nns npumenenuss B cmocoOe
NPEBEHTUBHOI'O M/WJIM KypPAaTUBHOTO JieueHUs 3a00JIeBaHUs WIM CHMIITOMA IJIA3HOTO sI0JIOKa
W/WITH IEPUOKYJISIPHON 00JIaCTH, CBA3aHHOTO C MIPUCYTCTBHUEM NETICHHA B CIIE3HON JKHIKOCTH Y
HY>KAAIOLIETrOCs B 3TOM CyOBbeKTa HJIH SIBJISTFOIIETOCS €0 CIEICTBHEM.

E7. Komnosuiusi nst mpuMeHeHust coriiacHo E6, rne ykasaHHoe 3a0ojieBaHHME WIIH
CUMIITOM TJIA3HOTO $I0JIOKA W/WIM TEePUOKYJSIPHOW O0NacTh BbIOpAHbI W3 TPYIIIBI
BKJIIOUArOIell cuHApoMm cie3Hoi auchyskumu (LDS) wmu cuHAPOM CyxOoro riasa,
KOHBIOHKTUBUT KOHBIOHKTHBBI, KOHBIOHKTHBUT POTOBHIbI, BHYTPHIJIA3HOE BOCIHAJICHHUE,
NEPUOKYJSIPHOE BOCTAeHue, OnedapuT, KEPaTUT M YBEHT, WIIH, ATbTEPHATUBHO, COCTOSIIEH
U3 BBIICYKA3aHHOTO, MPEINOYTHTENbHO BBIOPAHBI M3 TPYIIBIL, BKIFOYANOIIEH CHHIPOM
cnesnoit nuchynkumu (LDS) wim CHHIPOM CyXOro rija3a, KOHBIOHKTUBUT KOHBIOHKTHBBI,
KOHBIOHKTUBUT POTOBHUIIBI, BHYTPUTIIA3HOE BOCIAJIEHHE U MEPHUOKYJISIPHOE BOCMIAIICHHUE, WIIH,
aJbTEPHATHUBHO, COCTOSIINEH U3 BBIIEYKA3aHHOTO.

E8. Komnosunus nns npuMmenenus cornacHo E6 wnu E7, roe ykasaHHas KOMIO3ULIUS
npeaHa3HadeHa Uil NMPUMEHEHHs B Croco0e MPEeBEHTHUBHOTO W/IIIM KYPATHBHOTO JIEYCHUS
3a00JIeBaHMSI MM CUMITTOMA TJIA3HOTO SI0JI0KA W/WJIM W/WJIH TIePHOKYJISIpHOH obnactu y: (1)
CyOBEKTa C KEeNyJOUHBIM PeQIIFOKCOM, KOTOPBIH MPOUCXOIUT U3 JKENy/AKa B 330(areaibHy0
u/umn sKkcTpaszodareanbHyr0 o0nacth, (2) cyOwpekta ¢ 3a0oieBaHUEM WM CUMIITOMOM,
CBSI3aHHBIM C YKa3aHHBIM JKEJTyTOYHBIM PE(IIFOKCOM MM SBISIFOIUMCS €70 CIIEACTBUEM.

E9. Komnosuuusi ans mpumeHeHus: cornmacHo E8, ykasaHHble 3a00neBaHusl HIIH
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CHUMITTOMBI, CBSI3aHHBIE C YKa3aHHBIM JKETyJOYHBIM Pe(IOKCOM, KOTOPBIH MPOMCXOAUT M3
JKemyaKa B 330(hareaibHyI0 W/HWIH SKCTpas3odareabHyr0 00IaCTh, WU SIBJISIOIIUECS €T0
CJIEZICTBHEM, BBIOPaHBI W3 TPYIIIBL, BKIOYAOIIEH TracTpo33odareaibHyr0 peQIIoKCHYIO
6one3np (GERD), spo3uBHYI0 WM HE3PO3UBHYIO, JapuHrodapunreanpHsiii pedurokc (LPR)
WIN 3KCTpas3odareanbHelii peduroke, 330(arut, 330¢areanbHble SI3BbI, AEUTENNU3ALHIO
s30(areasbHON CIM3UCTON OOOJIOUKH, KHUCJIOTHYIO PErypruTaluio, H3XKOry, OLIYIIeHHEe
NePETIONIHEHNUS JKeNyKa, O0Jb B SMUracTPUH, AUCIENCHIO, TOLUIHOTY, XpOHHYECKUH Kallelb,
OpoHXocma3Mm, BOCHAJEHHE TOpJa, JIAPUHTHT, OINYLIEHHE «KOMKAa B TOpJe» MM
runoapuHreanbHplii  OONMOC, MUPO3, AUCHOHMIO U PHHO(pAPUHIEANbHBIM (JIOro3, Wiy,
aJbTEPHATUBHO, COCTOSIIEH U3 BBIIEYKA3aHHOTO.

E10. Cnoco0 wu3rotoBneHus KOMIO3ULMU cOrjgacHo mmodomy u3 mm. E1-E4,
BKJIFOYAIOLI U1

- cramuio (1) pacTBOpeHuMsI TNeNcTaTMHA B PAcTBOPUTENE, NPEANOYTUTEIBHO B
CIMPTOBOM PACTBOPHTENIE MM 3TAHOJE NMpU HeWTpanpHOM pH ¢ mosnyueHweM CrupTOBOrO
pacTBOpa MENCTATUHA, 3aTEM

- craamio (2) pasBeleHHs CIIMPTOBOTO pPAcTBOpa MENCTaTHHA B BOJHOM pPAacTBOPE,
COZepIKaIleM COJIb ABIUHOBOH KHCJIOTBI, MPEANOYTHTEIBHO AJbIMHAT INEIOYHOTO HIIH

MEJIOYHO-3EMEJIBHOI'O METaJljia, oouee MNpeANOYTUTCIIBHO aJIbIr'MHAT MAarHusl.



POPMYJIA H3OBPETEHUA

1. BogHast koMmo3uuust 11t O TaIbMOJIOTHYECKOTO IPUMEHEHUSI, COIeprKaIiast

(1) cmecy M, conepkalyro

(a) menicraTuH WM ero (papMaLeBTHYECKH PUEMIIEMY IO COJIb U

(6) anBrUHOBYIO KHCIIOTY WK €€ (papMaleBTUIeCKH MPUEMIIEMYIO COJIb,

WIH, a1bTEPHATUBHO, COCTOSIIIYIO U3 BBIILIEYKA3aHHOTO, U

(2) mo meHbIel Mepe OHY O(PTAIbMOJIOTHYECKYIO JOOABKY W/WJTH MO MEHbIIEH Mepe
OJMH OPTATBMOJOTHUECKUH HKCIIUTTHEHT.

2. Komnozunust mo n. 1, rae ykasaHHas cMech M JONONHUTENBHO COAEPKUT (B)
I'Majly pOHOBYIO KHCIIOTY MJIH €€ (papMarieBTUIECKH IPUEMIIEMYIO COJb.

3. Komnosunust no 1. 2, rae ykazansas (1) cmecs (M) conepkut:

(a) nencraruH;

(6) anmpruHaT LIENIOYHOTO WM INEJIOYHO-3€MEJbHOrO MeTajlia, MPeANOYTUTENbHO
aJbrUHAT MarHusi; u

(B) ruajypoHar LIEJOYHOTO WM INEJOYHO-3€MEJIbHOTO MeTajUla, MPEANIOYTHTENBbHO
rUally poOHaT HaTpUs

WJIH, aTbTePHATUBHO, COCTOUT U3 BbIIIEYKa3aHHOTO.

4. Komnozunust o jirodomy u3 . 1-3, rae yka3aHHasi KOMIIO3ULHSI IPUTOTOBJICHA ISt
0o(TaTbMONOTMYECKOr0  TMPUMEHEHHUS, MNPEATNOYTUTENIbHO B JKUAKOH  ¢opme s
o(TaTbMONOrMYecKOro NMpUMEHEHUs], 0ojiee MPEANOYTUTENIbHO OHA MPEACTaBisieT COOOH
TJIa3Hble KaIlIM WK [NIa3Hble KAl Ha BOAHOW OCHOBE; WJIH, aJIbTEPHATHUBHO, B MOJYTBEPAOH
dopme a5t 0P TaTBMONOTUIECKOTO MPUMEHEHHUS, IPEATIOYTUTENIBHO Ma3b, Oaib3aM, reiib WIn
KpeM.

5. Komnoszuuust mo imodomy 13 mi. 1-4 11 IpUMEHEHHUs B Ka4eCTBE JIEKAPCTBEHHOTO
CpencTna.

6. Komnosunust no modomy u3 nm. 1-4 nis nmpuMeHeHus: B croco0e NMPeBEHTHBHOTO
W/WIM  KypaTUBHOTO JieueHWss 3a00NeBaHUs WJIM CHMIOTOMA TJIa3HOrO sI0JIoOKa W/Wiu
NEPUOKYJSIPHONW OOJIACTH, CBS3aHHOTO C MPUCYTCTBHEM MENCHHA B CIE3HOW JKHUIKOCTH MU
SIBJIIIOLIETOCS €T0 CIEICTBHEM, Y HYKAAKOLIET0Cs B 3TOM CyOBEeKTa.

7. KoMmno3unus 11t IpUMEHEHUs 110 11. 6, T1ie YKa3aHHble 3a00JIeBaHUE HITH CUMIITOM
IJIA3HOTO sI0JIOKAa W/WIIM TePUOKYJSIPHOH 00NacTH BBIOpaHBl W3 TPYMIBL, BKIFOYAROIIEH
cunapoMm caesnoit auchynknuu (LDS) wimm cuHApoM CcyXoro ria3a, KOHBIOHKTHBUT

KOHBIOHKTUBLI, KOHBHOHKTHUBUT POrOBULbI, BHYTPUIIIA3HOC BOCHAJICHUC, TMCPUOKYJIISIPHOC
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BocnasieHue, OseapuT, KEpaTUT W YBEWT, WIH, aJIbTEPHATHBHO, COCTOSMIEH U3

)
BBILIEY KA3aHHOTO; MPEATNOYTHUTEIbHO BHIOPAHbI U3 IPYIIIbI, BKIKOYAOIIEH CHHIPOM CIIE3HOM
auchynkumn  (LDS) wiam  CHHAPOM CyXOro r1Ja3a, KOHBIOHKTHBHT KOHBIOHKTHUBBI,
KOHBIOHKTUBUT POTOBHLIbL, BHYTPHUITIA3HOE BOCMAJIEHHE M MIEPHOKYJSIPHOE BOCTIAJIEHHE, WIIH,
aJIbTEPHATUBHO, COCTOSIIEH U3 BBILIEYKA3aHHOTO.

8. Komnosuuust ajist mpuMeHeHus no mm. 6 wid 7, rae yKa3aHHas KOMITO3ULIUS
NpefHa3HaYeHa AJisl MPUMEHEHHUs] B CIOCOOe MPEBEHTHBHOIO W/WJIM KypPAaTHBHOTO JICYCHUSI
3a0051€BaHNsI WIIM CUMIITOMA IJIA3HOTO SI0JI0Ka W/MIIK TEPHOKYJIApHOH oOnactu y: (1) cyOnexra
C JKENyIOYHBIM PeQIIIOKCOM, KOTOPBIH MPOUCXOOUT M3 JKENyIKa B 330(areaibHyr0 W/ WM
sKcTpas3odareanpHy o 007acTh, (2) cyObekTa ¢ 3a00JeBaHUEM U CUMIITOMOM, CBSI3aHHBIM C
YKa3aHHbIM JKeJTy TOYHBIM Pe(IFOKCOM MIIH SIBJISIOLIUMCS €T0 CISICTBUEM.

9. Komnosuuus a1t MpUMEeHEHHs 10 1. 8, re yKa3aHHble 3a00JIeBaHNs WIA CUMITTOMBI,
CBSI3aHHBIE C YKA3aHHBIM JKEJyAOUYHBIM PEe(IIFOKCOM, KOTOPBIH MPOUCXOAUT M3 JKENyIKa B
s30(¢areasbHy0 H/WIH 3KCTpad30odareaabHy0 00JacTh, WU SBISIOIIMECS €r0 CIENICTBUEM,
BbIOpaHbI U3 TPYIIIBL, BKJIIOYAKOIIEH ractpodsodareanbuyro pedurokcuyo 6omnesns (GERD),
SPO3UBHYI0 WJIM HEIPO3HMBHYI, JapuHrodapusreanbuelii  pepmoxc (LPR)  wmm
sKcTpasszodareanbhelii  peduroke, 330¢arut, 330¢areanbHble  SI3BBL, AEIMTUTETH3ALMIO
330(hareasbHON CIU3UCTON OOOJNIOYKH, KHUCIOTHYI PErypruTaluio, H3KOTY, OLIyIIeHHE
MIePETIONIHEHNUS JKeNyIKa, O0JIb B SMUTacTPUH, AUCIIETICUIO, TOLIHOTY, XPOHHYECKHN Kalleb,
OpoHxocma3Mm, BOCHAJe€HHe TOpjia, JAPUHTHT, OIIyIIeHHe «KOMKa B TOpJie» WU
runodapuHreanbubiii OoyoC, MUPo3, AUCHOHUIO U PUHOGAPUHTEATbHBIH (DJIOro3, WIIH,
aJIbTEPHATUBHO, COCTOSIIEHN U3 BBILIEYKA3aHHOTO.

10. Crioco® M3roTOBNIEHUST KOMIIO3HUIMH IO JIFOOOMY U3 M. 1-4, BKITIOYArO LML

- cramuto (1) pacTBOpeHusl TMENcTaTMHA B PAcCTBOPUTENE, NPEANOYTUTENIHHO B
CIIMPTOBOM PAaCTBOPHUTEJIE WIIM STAHOJE MpHU HeWTpaibHOM pH C mojydeHHeM CIHPTOBOIO
pacTBOpa MEncTaTuHa, 3aTeM

- craguio (2) pa3BeneHHs CIIUPTOBOTO pPAcTBOpa MENCTATHHA B BOTHOM PacTBOPE,
COZIepIKalleM COJib aJbrHHOBOM KHUCJOTBI, MPEANOYTHTENIbHO AJbIMHAT MIEJOYHOrO HIIH

MEJIOYHO-3EMEJIBHOI'O METaJljia, Oouee NMPEANIOYTUTCIIBHO aJIblr'MHAT MArHUs.
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